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1 Appendix H
> ROC curves

Forest plots and Summary

H.13 People with jaundice
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Figure 1: Forest plot of CT
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Figure 2: Forest plot of EUS
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Figure 3: Forest plots for EUS-FNA
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1 Figure 4: EUS-FNA - Summary ROC curve
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H.21 People without jaundice but with a pancreatic abnormality

2 Figure 7: Forest plot of computer tomography
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4 Figure 8: Forest plot of EUS
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6 Figure 9: Forest plot of EUS-FNA
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1 Figure 10: EUS-FNA - Summary ROC curve
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1 Figure 11: EUS-FNA - Summary ROC curve (subgroup analysis by type of study)
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5 Figure 12: Forest plot of EUS-Core
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2 Figure 13: EUS-Core Biopsy - Summary ROC curve
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4 Figure 14: Forest plot of EUS-FNA + Core
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7 Figure 15: Forest plot of PUS-Core
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1 Figure 16: Forest plot of PUS-FNA + Core
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5 Figure 17: Forest plot for Cystic fluid CEA at cut-off level of <30-<70 ng/ml for
differentiating between MCNs and NMCNs of pancreas
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1 Figure 18: Summary ROC curve of cystic fluid CEA at cut-off level of <30-<70 ng/ml for

2

3

differentiating between MCNs and NMCNs of pancreas
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4 Figure 19: Forest plot for cystic fluid CEA at cut-off level of <192 ng/ml for
differentiating between MCNs and NMCNs of pancreas
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1 Figure 20: Summary ROC curve of cystic fluid CEA [192 ng/ml] for differentiating

2 between MCNs and NMCNs of pancreas
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1 Figure 21: Forest plots for other studies on cystic fluid CEA at various cut-off levels
2 for differentiating between MCNs and NMCNs of pancreas
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Cystic fluid CEA [300 ng/ml] - M vs NM

Study TP FP FN TN Sensitivity (95% CI) Specificity (95% Cl) Sensitivity (95% Cl)  Specificity (95% Cl)
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Cystic fluid CEA [200 ng/ml] - M vs NM

Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% Cl) Sensitivity (95% Cl)  Specificity {95% CI)
Gaddam 2015 &0 11 100 65  033[0.26,041]  0.86[0.76 083 - —-
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3

4 Figure 22: Forest plot for cystic fluid CEA in differentiating between (potentially)
5 malignant and benign PCLs

Study TP FP FN TN CEAlevel Sensitivity (95% Cl) Specificity (95% Cl}  Sensitivity (95% CI) Specificity (95% Cl)
Hirono 2012 53 12 3 BB 30 0.95[0.85, 0.99] 0.85[0.75 0.92] = —=
Othrman 2012 5 7 11 40 45 0.31[0.11, 0.59] 0DB5[0.72,0.94 —8— —&
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1 Figure 23: Forest plot for serum CEA at unspecified cut-off level for differentiating

2 between (potentially) malignant and benign PCLs
Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% CIl) Sensitivity (95% CI)  Specificity (95% CI)
Wu 2007 17 6 31 3 0.35[0.22, 0.51] 0.84 [0.68, 0.94]: I .I ! ! | ! ! ! il
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3

4 Figure 24: Forest plot for cystic fluid CA 19-9 at cut-off level of <35-<45 ng/ml] for

5 differentiating between (potentially) malignant and benign PCLs
Study TP FP FN TN Sensitivity (35% Cl) Specificity (95% CI)  Sensitivity (95% CI)  Specificity (95% CI)
Talar-Woinarowska 2013 13 11 3 25 0.81[054, 098]  0.69[0.52, 0.84] —— —a—
Kitagawa 2003 17 3 4 18  081[0.58,085  0.86[0.64,0.97] —a —
Fritz 2011 37 13 13 78 O74[060,085 086077, 082 —u -
Hu 2011 46 3 18 18 OFO[0SE081] 086068, 067] — —a
Grobmyer 2009 § 5§ 3 27 0B3[0.24081]  0.84[067,0.95 —— —a
Jones 2008 14 8 11 28  056[0.35076]  0.78[0.62, 0.80] —a— —a—
Ingkakul 2010 10 17 12 107 045[024, 068 086 (079, 082] —— -
Shin 2010 2112 28 134 0.43[0.29,058]  0.92[0.86, 0.98] —a— -
Sperti 2007 11 5 15 33  042[0.23,063]  0.87[0.72, 0.98] —— —a
Goh 2008 M B 50 52  O37[026 048  0.80[0.79, 086 —-— —=
Hirann 2012 7 B 51 50 035[024, 046  0.89[0.78, 066 —-— —=
Hwang 2011 11 20 28 178 028[0.15045  090[085 094  —%— -
Sadakari 2010 1 2 & 45 017[0.00,064  096[085 099 —#—— —=
Ohtsuka 2012 3 718 70 014[003 038 081082 0085 —W— -
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1 Figure 25: Summary ROC curve for cystic fluid CA 19-9 at cut-off level of <35-<45
2 ng/ml] for differentiating between (potentially) malignant and benign PCLs
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4 Figure 26: Forest plot for serum CA 19-9 at unspecified cut-off level for differentiating
5 between (potentially) malignant and benign PCLs

Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% CIl) Sensitivity (95% CI)  Specificity (95% CI)
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1 Figure 27: Forest plot for EUS-FNA-based cytology for differentiating between MCNs
and NMCNs of pancreas
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1 Figure 29: Forest plot for EUS-FNA-based cytology to differentiate between

2

3

(potentially) malignant and benign PCLs

Study TP FP FN TN Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% Cl)  Specificity (95% CI)
Pitman 2013 20 6 4 36 0.83 [0.63, 0.95] 0.86 [0.71, 0.95] —& —&
Pais 2007 15 4 5 41 0.75[0.51, 0.91] 0.91[0.79, 0.98] — —&
Ardengh 2007 30 8 14 144 0.68 [0.52, 0.81] 0.95[0.90, 0.98] — i
Smith 2016 14 5 15 93 0.48[0.29, 0.67] 095[088,098), (&~ , ., ., , . . &
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4 Figure 30: Summary ROC curve for EUS-FNA-based cytology to differentiate between

5

(potentially) malignant and benign PCLs
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1 Figure 31: Forest plot for CT to differentiate between MCNs and NMCNs of pancreas
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3 Figure 32 Forest plot for CT to differentiate between benign and (potentially)
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malignant PCLs
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1 Figure 33: Summary ROC curve for CT to differentiate between benign and

2 (potentially) malignant PCLs
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4 Figure 34: Forest plot for EUS to differentiate between MCNs and NMCNs of pancreas

Study TP FP FN TN Sensitivity (95% CI) Specificity (95% CIl) Sensitivity (95% CI)  Specificity (95% CI)
Oppong 2015 68 8 13 22 0.84[0.74, 0.91] 0.73 [0.54, 0.88] & — &
Frossard 2003 33 12 7 15 0.821[0.67, 0.93] 0.56 [0.35, 0.75] —& —
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1 Figure 35: Summary ROC curve for EUS to differentiate between MCNs and NMCNs of

2

pancreas
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4 Figure 36: Forest plot for EUS to differentiate between (potentially) malignant and
5 benign PCLs
Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI)  Specificity (95% Cl)
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Figure 37: Forest plot for EUS-FNA to differentiate between MCNs and NMCNs of

pancreas
Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% Cl)  Specificity (95% ClI)
Oppong 2015 60 11 19 29 0.76 [0.65, 0.85] 0.72[0.56, 0.85] —tt— !I | —tt—t .I |

0020406081 0020406081

Figure 38: Forest plot for PET/CT to differentiate between (potentially) malignant and
benign PCLs
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Figure 39: Summary ROC curve for PET/CT differentiating between (potentially)
malignant and benign PCLs
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2 Figure 40: Forest plot for MRI differentiating between MCNs and NMCNs of pancreas

Study TP FP FN TN Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI)  Specificity (95% Cl)
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1 Figure 41: Forest plot for MRI differentiating between (potentially) malignant and
2 benign PCLs

Study TP FP FN TH Sensitivity (95% Cl} Specificity (95% Cl}  Sensitivity (95% Cl) Specificity {95% Cl)
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4 Figure 42: Summary ROC curve for MRI to differentiate between (potentially)
5 malignant and benign PCLs
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H.41 People with inherited high risk of pancreatic cancer

2 Figure 43: # ERCP procedures with post-ERCP pancreatitis
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H.66 Staging

7 Figure 44: CT for resectability - Forest plots

Study
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1 Figure 45: Other types of imaging for resectability - forest plots

CT-3D for resectability

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity {95% CI) Sensitivity (95% CI) Specificity (95% CI)
Fang 2012 38 0 018 Surgical pathalogy na 1.00[0.91,1.00] 1.001[0.82,1.00] — ; ; ; _.'i ; ' ; :_.'
0020406081 0020406081

EUS for resectability

Study TP FP FH TN Reference standard Priorimaging Sensitivity (95% Cl} Specificity (95% Cl} Sensitivity (95% Cl} Specificity (95% Cl)
Dewwitt 2004 2 8 3 14 Composite na 0.88 [0.69, 0.97] 0.68 [0.48, 0.84] — —
Mansfield 2008 23 4 & 3 Composite na 0.82 [0.63,0.94] 0.43[0.10,0.82] — I —
Sotiano 2004 5 0 17 30 Composite us 0.23 [0.08, 0.45] 1.00[0.88 1000 | —@—— | -

0020406081 0020406081
MRI for resectability

Study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% Cl)
Koelblinger 2011 5 3 1 14 Composite CTIUS 0.83 [0.38, 1.00] 0.82 [0.57, 0.98] - &— —
Fischer 2002 12 2 & 7 Surgical pathology CTIUS 0.71 [0.44, 0.90] 0.78[0.40,0.97] —— —
Soriano 2004 13 3 10 27 Composite g 0.57 [0.34, 0.77] 0.90[0.73, 0.98] r— — -
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Abdominal US for resectability

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% Cl) Specificity (95% CI)
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CT+EUS (all}

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% Cl) Specificity (95% CI)

Sotiano 2004 16 1 6 29 Cornposite us 0.73[0.50, 0.89] 0.87 [0.83, 1.00] —— ., —a
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CT +EUS if CT-resectable

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI) Sensitivity (95% CI) Specificity (95% CI)
Soriano 2004 46 1 1 4 Composite us 0.98[0.89, 1.00] 0.801[0.28, 0.99] —_— —!I —t ﬁ—:
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EUS+CT if EUS-resectable

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity {95% CI) Sensitivity (95% CI) Specificity (95% CI)
Sorano 2004 12 1 7 32 Composite us 0.63[0.38, 0.84] 0.97[0.84,1.00] — ﬁ._: | — =—!I
0020406081 0020406081

29



Final
Contents

1 Figure 46: CT for Resectability - Summary ROC curve
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3 Figure 47: Laparoscopy with laparoscopic ultrasonography for resectability in
4 patients with potentially resectable pancreatic cancer — forest plots
Study TP FP FN TH USType Reference standard Prior imaging Sensitivity {95% Cl} Specificity (95% Cl)  Sensitivity (95% CI) Specificity {95% CI)
Shah 2008 B 2 0 8 Routine Surgical pathology CT 1.00[0.54,1.00] 0.82[0.48, 0.98] —= — &
Taylar 2001 20 2 0 4 Doppler Composite CT 1.00[0.83,1.00] 0.67 [0.22, 0.96] —a e —
Kwaon 2002 3 3 0 10 Doppler Composite USICTIERCPIELS 1.00[0.91,1.00] 0.77 [0.46, 0.95] - —
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Doucas 2006 18 21 0 28 Routine Surgical pathalogy CT 1.00[0.78,1.00] 047 [0.42, 0.71] —a ——
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1 Figure 48: Laparoscopy with laparoscopic ultrasonography for resectability in
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2 patients with potentially resectable pancreatic cancer — summary ROC curve
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4 Figure 49: CT for N Staging — forest plots
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Figure 50: N Staging for other types of imaging - Forest plots

Abdominal US for N Staging

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Klek2004 18 4 6 42 Histopathology na 0.751[0.53, 0.90] 0.91 [0.79,0.98]

EUS for N staging

Study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% Cl)
Sariano 2004 8 4 14 26 Composite us 0.36 [0.17, 0.59] 0.87 [0.69, 0.96]
hansfield 2008 5 01 11 14 Composite na 0.31[011, 0.58] 0.93[0.68, 1.00]
Detitt 2004 8 1 24 12 Composite na 0.25[0.11, 0.43] 0.92[0.64, 1.00]

MRI for N staging

study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Sorano 2004 3 2 17 28 Composite Us  0.15[0.03,0.38] 0.83 [0.78, 0.99]

PETICT for N staging

Sensitivity (95% CI) Specificity (95% CI)
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Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% ClI} Specificity (95% Cl)  Sensitivity {(95% CI) Specificity (95% CI)
‘Yoneyama 2014 CE Group 1m 3 2 28 Composite na 0.83[0.52,0.98] 0.90[0.74, 0.98] — & —
Yoneyama 2014 non-CE Graup 8 4 3 37 Surgical pathalagy na 0.73[0.39,0.94] 0.90[0.77, 0.97] — —&
Lernke 2004 10 4 21 12 Composite na 0.32[017,0.51] 0.75[0.48, 0.93] = =

Figure 51: N Staging by number of lymph nodes - forest plot

Study TP FP FN TH Reference standard Priortest Sensitivity (95% Cl) Specificity (95% CI)

002 040608 10020406081
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1 Figure 52: CT for N Staging - Summary ROC curve
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1 Figure 53: M Staging - Forest plots

CT for M staging

Study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Sariano 2004 6 2 4 46 Compaosite us 0.551[0.23, 0.83] 0.96 [0.86, 0.99]
Farma 2008 13 5 10 &4 Compaosite na 0.57 [0.34, 0.77] 0.92 [0.81, 0.97]
EUS for M staging

Study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Soriano 2004 00 8 44 Composite s 0.00 [0.00, 0.37] 1.00[0.92, 1.00]
MRI for M staging

Study TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Sariano 2004 a2 7T 4 Compaosite us 0.30[0.07, 0.64] 0.95[0.84, 0.99]
PETICT for M Staging

Study TP FP FN TH Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
Farma 2008 14 0 9 59 Composite na 0.61 [0.39,0.80]
Yoneyama 2014 CE Group 19 2 2 20 Composite na 0.80 [0.70, 0.99]
Yoneyama 2014 non-CE Graup 16 5 & 26 Surgical pathalagy na 0.76[0.53, 092

CT + PETICT for M Staging

Study

Farma 2008 o5 3 54 Composite

2

na

3 Figure 54: Vascular invasion - forest plots

CT for vascular invasion

Study TP FP FN TH
Klauss 2007 o201 18
Tellez-Avila 2012 10 2 8 30
Soriano 2004 16 2 8 33
Klek 2004 a1l 3 4 BT
Lemke 2004 21 0 23 3
EUS for vascular invasion

Study TP FP FN TH
Tellez-Avila 2012 11 3 7 X
Soriano 2004 a 1 11 32

MRI for vascular invasion

Study

Soriano 2004 13 8 9 16

Abdominal US for vascular invasion

Study
Klek 2004

TP FP

50 3 5 68

PETICT for vascular invasion

Study

Lemke 2004 30 1 14 2

Sensitivity (95% CI)
0.3 [0.47, 1.00]
0.56 [0.31, 0.78]
0.67 [0.45, 0.84]
0.91 [0.80, 0.97]
0.48 [0.32, 0.63]

Sensitivity (95% CI)
0,61 [0.36, 0.83]
0,42 [0.20, 0.67]

0.59 [0.36, 0.749]

TP FP FN TN Reference standard Priorimaging Sensitivity (95% Cl) Specificity (95% CI)
0.87 [0.66,0.97]

0.92[0.81, 0.97]

Specificity {95% CI)
0,90 [0.68, 0.99]
0.94 [0.79, 0.949]
0.94 [0.81, 0.94)]
0,96 [0.88, 0.949]
1.00 [0.28, 1.00]

Specificity (95% CI)
0,90 [0.73, 0.98)]
0,97 [0.84, 1.00]

TP FP FN TN Sensitivity (95% Cl) Specificity (95% CI)

0.24 [0.66, 0.95]

FN TH Sensitivity (95% Cl} Specificity (95% CI)

0.81 [0.80, 0.97] 0.96[0.88, 0.99]

TP FP FN TH Sensitivity (95% Cl) Specificity (95% CI)
0.62[0.52, 0.91]

0.67 [0.09, 0.949]
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1 Figure 55: CT for vascular invasion - Summary ROC curve
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3 Figure 56: CA 19-9 for improving staging laparoscopy — forest plots

Study TP FP FN TH CA19-9level Reference standard Priorimaging Sensitivity (95% CI) Specificity (95% CI)  Sensitivity (95% Cl) Specificity (95% CI)
haithel 2008 108 13 106 38 lessthan=130 kW Laparoscopy CTMRI 0.50[0.43,0.57] 0.74 [0.60, 0.86] - ——
Cannar 2005 G0 3 F5 21 lessthani=150kKUN Surgical pathology CT 0.44[0.36, 053] 0.88 [0.68, 0.97] — il —]

00204060810 020406081

5

H.76 Psychological support needs

7 Not applicable for this review.
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H.81 Pain

H.8.12 NCPB versus medical management alone

3 Figure 57:

Opioid use at 2 weeks

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mercadante 1993 9 19.2 10 54.25 37.156 10 30.0% -45.25[-71.17,-19.33] &
Zhang 2008 13 25 29 94 38 27 70.0% -81.00[-97.98,-64.02] .
Total (95% Cl) 39 37 100.0% -70.27 [-84.47, -56.07] ‘
Heterogeneity: Chi? = 5.1, df = 1 (P = 0.02); I = 80% f f f f
¢ froct: Z = -100 -50 0 50 100
4 Test for overall effect: 2= 9.70 (P < 0.00001) Favours [NCPB] Favours [Medical Management]
5 Figure 58:  Opioid use at 4 weeks
NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kawamata 1996 384 384 10 107.6 84.6 11 16.4% -69.20[-124.57,-13.83] "
Mercadante 1993 25.55 19.41 9 7175 4329 10 25.6% -46.20[-75.88,-16.52] Ll
Polati 1998 14 15 12 36 15 12 31.5% -22.00 [-34.00, -10.00] L
Zhang 2008 54 50 29 133 53 27 26.6% -79.00[-106.03, -51.97] L]
Total (95% Cl) 60 60 100.0% -51.07 [-82.71, -19.43] ‘
1 1 1 1
Heterogeneity: Tau? = 790.37; Chi? = 16.68, df = 3 (P = 0.0008); I = 82% T T T T
Test f Il effect: Z = 3.16 (P = 0.002 100 %0 0 % 109
6 estfor overall effect: Z = 3.16 (P = 0.002) Favours [NCPB] Favours [Medical Management
7 Figure 59: Opioid use the day before to death
NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kawamata 1996 92.3 50 6 153 92.3 5 51% -60.70[-150.95, 29.55] —
Mercadante 1993 36 29.88 10 81 47.24 10  34.3% -45.00 [-79.64, -10.36] &
Polati 1998 59 44 12 92 51 12 28.4% -33.00 [-71.11, 5.11] &
Zhang 2008 105 65 29 169 71 27 32.3% -64.00[-99.73, -28.27] L
Total (95% Cl) 57 54 100.0% -48.52 [-68.82, -28.22] .
1 1 1 1
Heterogeneity: Tau? = 0.00; Chi? = 1.47, df = 3 (P = 0.69); I? = 0% ! ! ! !
-500 -250 0 250 500

Test for overall effect: Z = 4.69 (P < 0.00001)
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Percentage change in analgesic medications use and 3 months

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 NSAIDs
Gao 2014 -66.1 0.3 68 -11.5 0.6 32 100.0% -54.60 [-54.82, -54.38] .
Subtotal (95% Cl) 68 32 100.0% -54.60 [-54.82, -54.38] |
Heterogeneity: Not applicable
Test for overall effect: Z = 486.93 (P < 0.00001)
1.4.2 Morphine
Gao 2014 -88.9 0.4 68  -12.3 0.5 32 100.0% -76.60 [-76.80, -76.40] .
Subtotal (95% Cl) 68 32 100.0% -76.60 [-76.80, -76.40] |
Heterogeneity: Not applicable
Test for overall effect: Z = 759.74 (P < 0.00001)
1.4.3 Oxycodone
Gao 2014 -782 12 68 -9.8 0.3 32 100.0% -68.40[-68.70, -68.10] .
Subtotal (95% Cl) 68 32 100.0% -68.40 [-68.70, -68.10] [

Heterogeneity: Not applicable
Test for overall effect: Z = 441.62 (P < 0.00001)

Figure 61:
and 3 months

-50

T T T
-25 0 25 50

Favours [NCPB] Favours [Medical Management]

Reduction in opioid medication: Absolute change in morphine use at 1

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Absolute change in morphine use at 1 month
Wyse 2011 53 132297 49 54 106.185 49 100.0%  -1.00 [-48.50, 46.50]
Subtotal (95% Cl) 49 49 100.0%  -1.00 [-48.50, 46.50]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.04 (P = 0.97)
1.5.2 Absolute change in morphine use at 3 months
Wyse 2011 50 88.777 49 100 228.037 49 100.0% -50.00[-118.52, 18.52] I
Subtotal (95% Cl) 49 49 100.0% -50.00 [-118.52, 18.52] —

Heterogeneity: Not applicable
Test for overall effect: Z=1.43 (P = 0.15)

T T T
-50 0

-100 50 100
Favours [NCPB] Favours [Medical Management]
Figure 62:  Pain scores at 2 weeks
NCPB Medical Management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Johnson 2009 6.36 2.21 14 6.37 27 19 33.8% -0.00 [-0.69, 0.69] L)
Mercadante 1993 3.09 0.98 10 3 0442 10 28.7% 0.11[-0.76, 0.99] &
Zhang 2008 2 11 29 29 0.6 27 37.6% -0.99 [-1.55, -0.43] —
Total (95% Cl) 53 56 100.0% -0.34 [-1.09, 0.40] *
1 1 1 1
Heterogeneity: Tau? = 0.30; Chi*=6.81, df =2 (P =0.03); I’ =71% '2 '1 ('] ; é

Test for overall effect: Z=0.90 (P = 0.37)
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1 Figure 63:  Pain scores at 4 weeks

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kawamata 1996 25 04 10 3.3 0.8 11 30.9% -0.80 [-1.33, -0.27] — i
Wong 2004 22 15 40 25 1.6 37 18.3% -0.30 [-0.99, 0.39] - 1
Zhang 2008 27 12 29 3 0.9 27 28.7% -0.30 [-0.85, 0.25] —
Mercadante 1993 32 07 9 3.4 0.7 10 221% -0.20 [-0.83, 0.43] —
Total (95% Cl) 88 85 100.0%  -0.43[-0.73, -0.14] ‘

Heterogeneity: Tau? = 0.00; Chi? = 2.70, df = 3 (P = 0.44); I = 0%
Test for overall effect: Z = 2.86 (P = 0.004)

2

3 Figure 64:  Pain scores at 8 weeks

-2 -1 0 1 2
Favours [NCPB] Favours [Medical Management]

NCPB Medical Management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Johnson 2009 246 1.75 7 4 1.17 1 17.1% -1.04 [-2.06, -0.01] -
Kawamata 1996 28 05 7 3.2 0.4 7 16.8% -0.83 [-1.94, 0.28] - T
Lillemoe 1993 24 03 58 3.4 0.4 58 18.7% -2.81[-3.33, -2.29] -
Mercadante 1993 3 02 4 3.66 0.17 3 9.8% -2.95[-5.72, -0.17] - -
Wong 2004 16 15 36 1.8 1.7 32 18.8% -0.12[-0.60, 0.35] -
Zhang 2008 3.4 1 29 3.1 0.8 27 18.7% 0.33 [-0.20, 0.85] ™
Total (95% Cl) 141 138 100.0% -1.09 [-2.33, 0.15] ’

Heterogeneity: Tau? = 2.07; Chi2 = 85.35, df = 5 (P < 0.00001); I1> = 94%
Test for overall effect: Z = 1.73 (P = 0.08)

4

5 Figure 65:

T T T T
-4 -2 0 2 4

Favours [NCPB] Favours [Medical Management]

Patients reporting effective pain management at 2 and 8 weeks

NCPB Medical Management Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI

1.9.1 Effective Pain management at 2 weeks

Johnson 2009 5 14 6 19 1.13[0.43, 2.97] L

1.9.2 Effective Pain management at 8 weeks

Johnson 2009 5 9 5 12 1.33[0.55, 3.24] t
1 1 1 1 1 1
T T T T T T

0.1 0.2 0.5 1 2 5 10

6

7 Figure 66:

Favours [NCPB]

Favours [Medical Management]

Absolute Change in Pain score at 1 and 3 months

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.10.1 1 Month
Wyse 2011 16 1914 49 06 1758 49 100.0%  -1.00[-1.73,-0.27] i
Subtotal (95% CI) 49 49 100.0%  -1.00 [-1.73, -0.27]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.69 (P = 0.007)
1.10.2 3 months
Wyse 2011 26 208 49 03 1914 49 100.0%  -2.30[-3.09, -1.51] i
Subtotal (95% CI) 49 49 100.0%  -2.30 [-3.09, -1.51]

Heterogeneity: Not applicable
Test for overall effect: Z = 5.68 (P < 0.00001)
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1 Figure 67:  Adverse effects — constipation

NCPB Medical Management Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kawamata 1996 1 10 4 1" 8.9% 0.28 [0.04, 2.07]
Lillemoe 1993 0 10 0 10 Not estimable
Mercadante 1993 5 10 6 10  13.9% 0.83 [0.37, 1.85] DL
Polati 1998 5 12 12 12 291% 0.44[0.23, 0.84] —
Wong 2004 0 10 0 10 Not estimable
Zhang 2008 5 29 20 27 481%  0.23[0.10,053] —
Total (95% Cl) 81 80 100.0% 0.38 [0.25, 0.59] ‘
Total events 16 42
1 1 1 1
T

Heterogeneity: Chi? = 5.34, df = 3 (P = 0.15); 1> = 44% ! §

T
Test f Il effect: Z = 4.37 (P < 0.0001 002 01 ! 10 %
7= <
est for overall effect: 37 . ) Favours [NCPB] Favours [Medical Management]

2

3 Figure 68:  Adverse effects: diarrhoea

NCPB Medical Management Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kawamata 1996 0 10 0 1" Not estimable
Mercadante 1993 1 10 0 10 16.6% 3.00 [0.14, 65.90] =
Polati 1998 3 12 2 12 66.3% 1.50 [0.30, 7.43] _'_
Zhang 2008 5 29 0 27 17.1% 10.27[0.59, 177.29] =
Total (95% Cl) 61 60 100.0%  3.25[0.95, 11.13] ‘
Total events 9 2
Heterogeneity: Chi? = 1.53, df =2 (P = 0.47); I?=0% f f f f
0.002 0.1 1 10 500
Test for overall effect: Z = 1.88 (P = 0.06) Favours [NCPB] Favours [Medical Management]

4

5 Figure 69: QOL scores (as interference with appetite, sleep, communication) at 1
6 month

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.13.1 Appetite
Zhang 2008 28 19 29 25 1.4 27 100.0% 0.30 [-0.57, 1.17]
Subtotal (95% Cl) 29 27 100.0% 0.30 [-0.57, 1.17]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

1.13.2 Sleep
Zhang 2008 3 22 29 25 1.8 27 100.0% 0.50 [-0.55, 1.55] i
Subtotal (95% Cl) 29 27 100.0% 0.50 [-0.55, 1.55]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.93 (P = 0.35)

1.13.3 communication
Zhang 2008 25 19 29 3.6 25 27 100.0% -1.10 [-2.27, 0.07] i
Subtotal (95% Cl) 29 27 100.0% -1.10 [-2.27, 0.07]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.84 (P = 0.07)

-4 -2 0 2 4
Favours [Medical Management] Favours [NCPB]
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1 Figure 70: QOL scores (as interference with appetite, sleep, communication) 3
2 months

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.14.1 Appetite
Zhang 2008 32 24 29 35 21 27 100.0% -0.30 [-1.48, 0.88]
Subtotal (95% Cl) 29 27 100.0% -0.30 [-1.48, 0.88]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

1.14.2 Sleep
Zhang 2008 29 24 29 27 22 27 100.0% 0.20 [-1.00, 1.40] i
Subtotal (95% Cl) 29 27 100.0% 0.20 [-1.00, 1.40]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.33 (P = 0.74)

1.14.3 Communication
Zhang 2008 3.2 21 29 2.8 1.9 27 100.0% 0.40 [-0.65, 1.45]
Subtotal (95% Cl) 29 27 100.0% 0.40 [-0.65, 1.45]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.75 (P = 0.45)
1 1 1 1
T T T T
-4 2 0 2 4

Favours [NCPB] Favours [Medical Management]

3

4 Figure 71: QOL scores (Functional scales: physical; role; emotional; cognitive and
5 social) at 3 months

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

1.15.1 Physical function
Gao 2014 89.7 9.07 68 781 7.35 32 100.0% 11.60 [8.26, 14.94] t
Subtotal (95% CI) 68 32 100.0% 11.60 [8.26, 14.94]

Heterogeneity: Not applicable

Test for overall effect: Z = 6.81 (P < 0.00001)

1.15.2 Role function
Gao 2014 579 8.24 68 56.3 7.92 32 100.0% 1.60 [-1.77, 4.97] 1
Subtotal (95% CI) 68 32 100.0% 1.60 [-1.77, 4.97]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.93 (P = 0.35)

1.15.3 Emotional function
Gao 2014 822 9.89 68 64.2 7.35 32 100.0% 18.00 [14.53, 21.47] t
Subtotal (95% Cl) 68 32 100.0% 18.00 [14.53, 21.47]

Heterogeneity: Not applicable

Test for overall effect: Z = 10.18 (P < 0.00001)

1.15.4 Cognitive function

Gao 2014 88.6 18.96 68 857 1414 32 100.0% 2.90 [-3.76, 9.56]
Subtotal (95% CI) 68 32 100.0% 2.90 [-3.76, 9.56]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.39)

1.15.5 Social function
Gao 2014 66.1 13.19 68 65.1 9.61 32 100.0% 1.00 [-3.57, 5.57] i
Subtotal (95% CI) 68 32 100.0% 1.00 [-3.57, 5.57]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.43 (P = 0.67)

1 1 1 1
T T T T
-20 -10 0 10 20
Favours [Medical Management] Favours [NCPB]
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1 Figure 72: QOL scores - Digestive Disease questionnaire-15: Percentage change at
2 1 and 3 months

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.17.2 QOL scores change at 1 month
Wyse 2011 14 20.888 49 6 19.148 49 100.0% 8.00[0.07, 15.93] 1
Subtotal (95% CI) 49 49 100.0% 8.00 [0.07, 15.93]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.98 (P = 0.05)

1.17.5 QOL scores change at 3 months

Wyse 2011 19 29.592 49 18 2437 49 100.0% 1.00 [-9.73, 11.73]
Subtotal (95% Cl) 49 49 100.0%  1.00[-9.73, 11.73]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.18 (P = 0.86)

T T
-50 -25 0 25 50
Favours [Medical Management] Favours [NCPB]

3

4 Figure 73: QOL scores — Global quality of life at 3 month

NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gao 2014 65.6 0.4 68 51.3 0.5 32 100.0% 14.30[14.10, 14.50]
Total (95% Cl) 68 32 100.0% 14.30 [14.10, 14.50] .
1 1 1 1
T

Heterogeneity: Not applicable
Test for overall effect: Z = 141.83 (P < 0.00001)

T T T
-20 -10 0 10 20
Favours [Medical Management] Favours [NCPB]
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1 Figure 74: QOL scores — Symptom (Fatigue; Nausea/vomiting; Pain; Dyspnea;
2 Insomnia; Appetite loss; Constipation and financial difficulties) at 3 months
NCPB Medical Management Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.19.1 Fatigue
Gao 2014 69.6 8.24 68 529 1244 32 100.0% 16.70 [11.97, 21.43]
Subtotal (95% Cl) 68 32 100.0%  16.70 [11.97, 21.43]
Heterogeneity: Not applicable
Test for overall effect: Z = 6.91 (P < 0.00001)
1.19.2 Nauseal/vomiting
Gao 2014 23.5 14.01 68 21.9 7.35 32 100.0% 1.60 [-2.59, 5.79]
Subtotal (95% Cl) 68 32 100.0% 1.60 [-2.59, 5.79]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.75 (P = 0.45)
1.19.3 Pain
Gao 2014 41.2 12.36 68 75.1 10.74 32 100.0% -33.90 [-38.64, -29.16]
Subtotal (95% Cl) 68 32 100.0% -33.90 [-38.64, -29.16]
Heterogeneity: Not applicable
Test for overall effect: Z = 14.01 (P < 0.00001)
1.19.4 Dyspnea
Gao 2014 8.3 18.14 68 8 17.53 32 100.0% 0.30 [-7.15, 7.75]
Subtotal (95% CI) 68 32 100.0% 0.30 [-7.15, 7.75]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)
1.19.5 Insomnia
Gao 2014 309 1.64 68 71.8 16.4 32 100.0% -40.90 [-46.60, -35.20]
Subtotal (95% CI) 68 32 100.0% -40.90 [-46.60, -35.20] 1
Heterogeneity: Not applicable
Test for overall effect: Z = 14.07 (P < 0.00001)
1.19.6 Appetite loss
Gao 2014 421 1.7 68 709 18.66 32 100.0% -28.80 [-35.28, -22.32]
Subtotal (95% Cl) 68 32 100.0% -28.80 [-35.28, -22.32]
Heterogeneity: Not applicable
Test for overall effect: Z = 8.71 (P < 0.00001)
1.19.7 Constipation
Gao 2014 62.2 14.01 68 61 22 32 100.0% 1.20[-7.12,9.52]
Subtotal (95% Cl) 68 32 100.0% 1.20 [-7.12, 9.52]
Heterogeneity: Not applicable
Test for overall effect: Z=0.28 (P = 0.78)
1.19.8 Financial difficulties
Gao 2014 12 3.29 68 13.1 5.09 32 100.0% -1.10 [-3.03, 0.83] !
Subtotal (95% Cl) 68 32 100.0% -1.10 [-3.03, 0.83]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.12 (P = 0.26)
1.19.9 Diarrhea
Gao 2014 15 1.64 68 15.7 3.95 32 100.0% -0.70 [-2.12,0.72]
Subtotal (95% Cl) 68 32 100.0% -0.70 [-2.12, 0.72]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.33)
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1 Figure 75: Overall survival

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE_Weight 1V, Random, 95% CI IV, Random, 95% CI
Wong 2004 -0.2231 0.2398 100.0% 0.80 [0.50, 1.28]
Total (95% Cl) 100.0% 0.80 [0.50, 1.28]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

2

H.8.23 Early NCPB versus late NCPB

4 Figure 76:

I | | |
I T T T
0.1 10 100

0.01 1
Favours [experimental] Favours [control]

Oral morphine use at 16 and 24 weeks follow-up

Early NPCB Late NCPB Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.1.3 Oral morphine use at 16 weeks
Amr 2013 85.82 14.8 17 30 16.43 6 100.0% 55.82[40.91,70.73]
Subtotal (95% CI) 17 6 100.0% 55.82[40.91,70.73]
Heterogeneity: Not applicable
Test for overall effect: Z = 7.34 (P < 0.00001)
2.1.4 Oral morphine use at 24 weeks
Amr 2013 109.28 18.99 14 46.87 187 8 100.0% 62.41[46.07, 78.75] t
Subtotal (95% CI) 14 8 100.0% 62.41[46.07, 78.75]

Heterogeneity: Not applicable
Test for overall effect: Z = 7.49 (P < 0.00001)

5

6 Figure 77:

T T
-100 -50 0
Favours [Early NPCB] Favours [Late NCPB]

Oral Tramodol Hydrochloride use at 16 and 24 weeks follow-up.

Early NPCB Late NPCB Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.3 Oral Tramodol Hydrochloride use at 16 weeks
Amr 2013 350.3 70.71 5 140.62 49.05 16 100.0% 209.68[143.20, 276.16] i
Subtotal (95% Cl) 5 16 100.0% 209.68 [143.20, 276.16]
Heterogeneity: Not applicable
Test for overall effect: Z = 6.18 (P < 0.00001)
2.2.4 Oral Tramodol Hydrochloride use at 24 weeks
Amr 2013 425 106.5 2 265 91.43 10 100.0% 160.00 [1.90, 318.10] I
Subtotal (95% Cl) 2 10 100.0%  160.00 [1.90, 318.10]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.98 (P = 0.05)

T T T T
-200 -100 0 100 200

Favours [Early NCPB] Favours [Late NCPB]

43
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2

3 Figure 79:
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SD Total Weight

Mean Difference
IV, Random, 95% CI

Pain scores at 16 and 24 weeks follow-up.

Mean Difference
IV, Random, 95% CI

Early NPCB Late NPCB
Study or Subgroup Mean SD Total Mean
2.3.4 Pain scores at 16 weeks
Amr 2013 48.1 59 30 268 33
Subtotal (95% CI) 30

Heterogeneity: Not applicable
Test for overall effect: Z = 17.26 (P < 0.00001)

2.3.5 Pain scores at 24 weeks

Amr 2013 53 7.76 30
Subtotal (95% Cl) 30

27 6.68

Heterogeneity: Not applicable
Test for overall effect: Z = 13.91 (P < 0.00001)

30 100.0%
30 100.0%

30 100.0%
30 100.0%

21.30[18.88, 23.72]
21.30 [18.88, 23.72]

26.00 [22.34, 29.66]
26.00 [22.34, 29.66]

S

T T T T
-20 -10 0 10 20

Favours [Early NPCB] Favours [Late NCPB]

Adverse effects - nausea, constipation, pluritus

Early NPCB Late NPCB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.5.1 nausea
Amr 2013 10 30 1 30 100.0% 10.00 [1.36, 73.33] i
Subtotal (95% Cl) 30 30 100.0% 10.00 [1.36, 73.33]
Total events 10 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.27 (P = 0.02)

2.5.2 constipation

Amr 2013 16 30 8 30 100.0%
Subtotal (95% CI) 30 30 100.0%
Total events 16 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)

2.5.3 pluritus

Amr 2013 3 30 1 30 100.0%
Subtotal (95% Cl) 30 30 100.0%
Total events 3 1

Heterogeneity: Not applicable
Test for overall effect: Z =0.98 (P = 0.33)

2.00[1.01, 3.95]
2.00 [1.01, 3.95]

3.00 [0.33, 27.23]
3.00 [0.33, 27.23]
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H.8.31 NCPB plus medical management versus thoracic splanchnicectomy plus
2 medical management

3 Figure 80:

4

5 Figure 81:

6

Pain scores at 2 and 8 weeks

NCPB Thoracic splanchnicectomy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Pain scores at 2 weeks
Johnson 2009 402 14 14 3.86 244 14 100.0% 0.16 [-1.31, 1.63]
Subtotal (95% CI) 14 14 100.0% 0.16 [-1.31, 1.63]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)
3.1.2 Pain scores at 8 weeks
Johnson 2009 246 1.75 7 3.48 243 11 100.0% -1.02[-2.95, 0.91] 1_
Subtotal (95% ClI) 7 11 100.0% -1.02 [-2.95, 0.91]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.03 (P = 0.30)

-4

Favours [NCPB]

-2

0 2 4
Favours [Thoracic splanchnicectomy

Patients reporting effective pain management at 2 and 8 weeks

NCPB Thoracic splanchnicectomy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
3.2.1 At 2 months
Johnson 2009 5 14 4 14 1.25[0.42, 3.70] -
3.2.2 At 8 months
Johnson 2009 5 9 4 11 1.53[0.58, 4.05] Tt

T T
0.002 0.1

1

T T
10 500

Favours [NCPB] Favours [Thoracic splanchnicectom

H.8.47 Thoracic splanchnicectomy + medical management versus medical
8 management alone

9 Figure 82:

10

Pain scores at 2 and 8 weeks

Thoracic y Medical Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 Pain scores at 2 weeks
Johnson 2009 3.86 2.44 14 4.16 1.78 19 100.0% -0.30 [-1.81, 1.21]
Subtotal (95% CI) 14 19 100.0% -0.30 [-1.81, 1.21]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.39 (P = 0.70)
4.1.2 Pain scores at 8 weeks
Johnson 2009 3.48 243 1 4 147 11 1000%  -0.52[-2.11,1.07] i
Subtotal (95% CI) 1 11 100.0% -0.52 [-2.11,1.07]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

|

|

T

4

Favours [Thoracic splanchnicectomy]
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8 weeks

1 Figure 83: Patients reporting effective pain management at 2 and
Thoracic splanchnicectomy ical Mar Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
4.2.1 At 2 months
Johnson 2009 4 14 6 19 0.90[0.31, 2.61] 1
4.2.2 At 8 months
Johnson 2009 4 " 5 12 0.87[0.31, 2.44]

| |

| |

T T

T T
0.02 0.1 1

10 50
2 Favours [Thoracic splanchnicectomy] Favours [Medical Management]
H.8.53 EUS- guided NCPB: 1 injection versus EUS- guided NCPB: 2 injections
4 Figure 84: Reduction in pain medication
1 Injection 2 Injections Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
Leblanc 2013 9 29 7 21 0.93[0.41, 2.10] 1
] ] ] ]
T T T T
0.05 0.2 1 5 20
Favours [1 Injection] Favours [2 Injections]
6 Figure 29: Patients with pain relief
1 Injection 2 Injections Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% ClI
Leblanc 2013 20 29 17 21 0.85[0.62, 1.17] —tr
I ] ] ]
I T T 1
0.01 0.1 1 10 100
7 Favours [1 Injection] Favours [2 Injections]
8 Figure 85: Patients with a complete pain relief
1 Injection 2 Injections Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
Leblanc 2013 2 29 2 21 0.72[0.11, 4.74] t
1 ] ] ]
I T T 1
0.002 0.1 1 10 500
9 Favours [1 Injection] Favours [2 Injections]
10 Figure 86:  Patients reporting a block effective (subjective)
1 Injection 2 Injections Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
Leblanc 2013 20 29 13 21 1.11[0.74, 1.69] =
I ] ] ]
I T T 1
0.01 0.1 1 10 100
11 Favours [1 Injection] Favours [2 Injections]
H.8.62 NCPB versus splanchnic nerve blocks
13 None
14
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H.91 Nutritional Interventions

H.9.12 Standard Enteral nutrition versus enteral immunonutrition before and after

3

4

()]

~N O

8

9
10

11

12
13

14

surgery

Figure 87:

Enteral immunonutrition

Standard Enteral nutrition Risk Ratio

Treatment related morbidity - postoperative complications

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Patients with infectious complications

Hamza 2015 5 15 6 15 100.0% 0.83[0.32, 2.15]

Subtotal (95% CI) 15 15 100.0% 0.83[0.32, 2.15] ‘
Total events 5 6

Heterogeneity: Not applicable

Test for overall effect: Z = 0.38 (P = 0.71)

1.1.2 Patients with non-infectious complications

Hamza 2015 6 15 6 15 100.0% 1.00 [0.42, 2.40] I

Subtotal (95% CI) 15 15 100.0% 1.00 [0.42, 2.40]

Total events 6 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

|

| |

T

T T
0.5 1 2

0.2 5
Favours [ Enteral immunonutrition ]  Favours [ Standard Enteral nutrition ]
Figure 88: Health Related Quality of Life - Karnofsky score at 2 weeks after
surgery, change from baseline
Favours [ Enteral immunonutrition] Standard Enteral nutrition Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hamza 2015 -5 9.092 17 -3 7.098 20 100.0% -2.00[-7.33, 3.33]
Total (95% Cl) 17 20 100.0% -2.00 [-7.33,3.33] ’
| | | |
Hetx ity: Not licabl! T T T T T
eterogeneity: No a;.np |<ia e i 1o 5 o s 10
Test for overall effect: 2= 0.74 (P = 0.46) Favours [ Enteral immunonutrition] ~ Favours [ Standard Enteral nutrition ]
Figure 89:  Nutritional status at 2 weeks after surgery - BMI (kg/m2), change from
baseline
Enteral immunonutrition Standard Enteral nutrition Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hamza 2015 -0.9 2.838 17 0.6 4.619 20 100.0% -1.50[-3.93, 0.93]
Total (95% Cl) 17 20 100.0% -1.50 [-3.93, 0.93] —l
} } } }
Heterogeneity: Not applicable T T T T
9 Y PP -10 -5 0 5 10

Test for overall effect: Z = 1.21 (P = 0.23)

Figure 90:

(cm), change from baseline

Enteral immunonutrition

Standard Enteral nutrition Mean Difference

Favours [ Enteral immunonutrition ]

Favours [ Standard Enteral nutrition ]

Nutritional status at 2 weeks after surgery - mid-arm circumference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Hamza 2015 -1 2.735 17 -0.4 4.39 20 100.0% -0.60[-2.92, 1.72]
Total (95% Cl) 17 20 100.0% -0.60 [-2.92, 1.72] ’
| | |

Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
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1 Figure 91:
2

Enteral immunonutrition

Standard Enteral nutrition

Mean Difference

Nutritional status at 2 weeks after surgery - corrected arm muscle area
(cm2), change from baseline

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hamza 2015 -2 2735 17 -0.4 12.17 20 100.0% -1.60[-7.09, 3.89]
Total (95% Cl) 17 20 100.0% -1.60 [-7.09, 3.89] "—
} } } }

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

3

Favours [ Enteral immunonutrition ]

T

T T
-10 -5 0

T T

5 10

Favours [ Standard Enteral nutrition ]

H.9.24 Standard Enteral nutrition (versus enteral immunonutrition after surgery

5 Figure 92:

Treatment related morbidity - postoperative complications

Enteral immunonutrition  Standard Enteral nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 Patients with infectious complications
Gianotti 2000 6 71 H 73 100.0% 0.56 [0.22, 1.44] iﬁ
Subtotal (95% Cl) 7 73 100.0% 0.56 [0.22, 1.44] —
Total events 6 1"
Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)
2.1.2 Patients with non-infectious complications
Gianotti 2000 18 7 21 73 100.0% 0.88[0.51, 1.51] i
Subtotal (95% CI) 7 73 100.0% 0.88 [0.51, 1.51]
Total events 18 21

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)

| |

| | |

T T
0.2

T T T

0.1 0.5 1 2 5 10
6 Favours [ Enteral immunonutrition] ~ Favours [ Standard Enteral nutrition ]
7 Figure 93: Treatment related morbidity - postoperative mortality
Enteral immunonutrition  Standard Enteral nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gianotti 2000 2 71 1 73 100.0% 2.06[0.19, 22.18]
Total (95% CI) 7 73 100.0% 2.06 [0.19, 22.18]
Total events 2 1
} } } }
Heterogeneity: Not applicable T T T T T
9 Y PP 0.002 0.1 1 10 500

Test for overall effect: Z = 0.59 (P = 0.55)
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Figure 94:
related complications

Treatment related morbidity - Jejunostomy and enteral nutritional

Favours [ Enteral immunonutrition]  Standard Enteral nutrition Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI

2.4.1 Tube clogging/kinking

Gianotti 2000 3 7 5 73 0.62[0.15, 2.49] t

2.4.2 Tube dislodgment

Gianotti 2000 2 7 1 73 2.06[0.19, 22.18] t

2.4.3 Tube breakage

Gianotti 2000 0 71 1 73 0.34[0.01, 8.27] t

2.4.4 Local skin infection

Gianotti 2000 0 71 1 73 0.3410.01, 8.27] t

2.4.5 Abdominal cramps

Gianotti 2000 10 7 " 73 0.93 [0.42, 2.06]

2.4.6 Abdominal distention

Gianotti 2000 10 71 9 73 1.14[0.49, 2.64]

2.4.7 Diarrhea

Gianotti 2000 7 7 9 73 0.80[0.31, 2.03] t

2.4.8 Vomiting

Gianotti 2000 0 7 2 73 0.21[0.01, 4.21] t
| | | |
T T T T
0.005 0.1 1 10 200

Favours [ Enteral immunonutrition ] Favours [ Standard Enteral nutrition ]

H.9.34 Enteral immunonutrition versus Standard nutrition (no intervention)

5
6

7

Figure 95:
(kg) from baseline

Enteral immunonutrition

Study or Subgroup Mean SD Total Mean

Standard nutrition
SD Total Weight

Mean Difference

IV, Fixed, 95% CI

Nutritional status at 30 days after surgery - Absolute change in weight

Mean Difference
IV, Fixed, 95% CI

Gade 2016 -6.146 2.883 17 -7.119 3.628

Total (95% Cl) 17
Heterogeneity: Not applicable

Test for overall effect: Z = 0.81 (P = 0.42)

14 100.0%

14 100.0%

0.97 [-1.37, 3.32]

0.97 [-1.37, 3.32]

T T T T T
-4 2 0 2 4

Favours [ Enteral immunonutrition] ~ Favours [Standard nutrition]

8 Figure 10: PROMS - Satisfaction with nutritional treatment at 1 month after surgery

Enteral immunonutrition

Standard nutrition

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gade 2016 2.991 0.504 15 2954 0.547 15 100.0% 0.04 [-0.34, 0.41]
Total (95% Cl) 15 15 100.0% 0.04 [-0.34, 0.41]

Heterogeneity: Not applicable
Test for overall effect: Z =0.19 (P = 0.85)
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H.9.41 Parenteral nutrition versus standard enteral nutrition after surgery

2 Figure 96: Treatment related morbidity - postoperative complications

Parenteral nutrition Standard Enteral nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI

4.1.1 Patients with infectious complications

Gianotti 2000 15 68 1" 73 100.0% 1.46 [0.72, 2.96]
Subtotal (95% CI) 68 73 100.0% 1.46 [0.72, 2.96]

Total events 15 1"

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

4.1.2 Patients with non-infectious complications
Gianotti 2000 25 68 21 73 100.0% 1.28[0.79, 2.06]
Subtotal (95% Cl) 68 73 100.0% 1.28 [0.79, 2.06]
Total events 25 21

Heterogeneity: Not applicable
Test for overall effect: Z = 1.01 (P = 0.31)

4.1.3 Total patients with licati (infectious+ non-infectious)

Gianotti 2000 40 68 32 73 100.0% 1.34[0.97, 1.86] T
Subtotal (95% CI) 68 73 100.0% 1.34[0.97, 1.86] T
Total events 40 32

Heterogeneity: Not applicable
Test for overall effect: Z = 1.76 (P = 0.08)

| | | |

T T T T
0.5 0.7 1 1.5 2
Favours [Parenteral nutrition] Favours [ Standard Enteral nutrition ]

3

4 Figure 97: Treatment related morbidity - postoperative mortality

Parenteral nutrition Standard Enteral nutrition Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gianotti 2000 4 68 1 73 100.0% 4.29[0.49, 37.47]
Liu 2011 0 30 0 28 Not estimable
Total (95% Cl) 98 101 100.0% 4.29 [0.49, 37.47] “‘
Total events 4 1
t t t t

Heterogeneity: Not applicable §
genetly: Tot app 0.02 0.1 1 10 50

Testfor overall effect: 2 = 1.32 (P = 0.19) Favours [Parenteral nutrition] Favours [ Standard Enteral nutrition ]
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2 Figure 98:

Parenteral nutrition

Enteral immunonutrition

Risk Ratio

H.9.51 Parenteral nutrition versus enteral immunonutrition after surgery

Treatment related morbidity - postoperative complications

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

5.1.1 Patients with infectious complications

Gianotti 2000 15 68 6 71 100.0% 2.61[1.08, 6.33] I
Subtotal (95% CI) 68 71 100.0% 2.61[1.08, 6.33]

Total events 15 6

Heterogeneity: Not applicable

Test for overall effect: Z = 2.12 (P = 0.03)

5.1.2 Patients with non-infectious complications

Gianotti 2000 25 68 18 71 100.0% 1.45[0.87, 2.41] 7t
Subtotal (95% CI) 68 71 100.0% 1.45[0.87, 2.41] -

Total events 25 18

Heterogeneity: Not applicable

Test for overall effect: Z = 1.44 (P = 0.15)

5.1.3 Total g with plications (infi i1s+ non-infecti )

Gianotti 2000 40 68 24 71 100.0% 1.74 [1.19, 2.55] i
Subtotal (95% CI) 68 71 100.0% 1.74 [1.19, 2.55]

Total events 40 24

Heterogeneity: Not applicable
Test for overall effect: Z = 2.85 (P = 0.004)

3 Test for subaroup differences: Chi = 1.29, df = 2 (P = 0.52), I?= 0%

4 Figure 99:

Parenteral nutrition

Enteral immunonutrition

Risk Ratio

T T
0.2 0.5 1
Favours [ Parenteral nutrition ]

Treatment related morbidity - postoperative mortality

2 5
Favours [ Enteral immunonutrition ]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Gianotti 2000 4 68 2 71 100.0% 2.09[0.40, 11.03]

Total (95% Cl) 68 71 100.0% 2.09 [0.40, 11.03] ’
Total events 4 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.87 (P = 0.39)
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H.9.61 Parenteral nutrition versus no intervention after surgery

2 Figure 100: Treatment related morbidity - major complications

Parenteral nutrition  No intervention Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
6.1.1 Deep infection
Brennan 1994 4 60 4 57 0.95[0.25, 3.62]
6.1.2 Fistula
Brennan 1994 8 60 5 57 1.52[0.53, 4.37] 1
6.1.3 Abscess
Brennan 1994 12 60 2 57 5.70 [1.33, 24.36] t
6.1.4 Peritonitis
Brennan 1994 7 60 2 57 3.33[0.72, 15.34] ] L
6.1.5 Hemorrhage
Brennan 1994 1 60 2 57 0.47 [0.04, 5.10] t

6.1.6 Intestinal obstruction

Brennan 1994 4 60 0 57 8.56 [0.47, 155.45] T

6.1.7 Anastomotic breakdown

Brennan 1994 7 60 3 57 2.22[0.60, 8.16] ] L

6.1.8 Aspiration

Brennan 1994 0 60 1 57 0.32[0.01, 7.62] I

6.1.9 Pneumonia

Brennan 1994 5 60 6 57 0.79[0.26, 2.45] t

6.1.10 Pulmonary embolus

Brennan 1994 0 60 1 57 0.32[0.01,7.62] T

6.1.11 Myocardial infarction

Brennan 1994 2 60 1 57 1.90[0.18, 20.38] T

6.1.12 Reoperation
Brennan 1994 6 60 3 57 1.90 [0.50, 7.24] i

6.1.13 Total major complications (excluding death)

Brennan 1994 23 60 12 57 1.82[1.00, 3.31] —t

T T
0.005 0.1 1 10
3 Favours [ Parenteral nutrition ]  Favours [ No intervention]

52



Final
Contents

1 Figure 101:

Parenteral nutrition

no intervention Risk Ratio

Treatment related morbidity - minor complications

Risk Ratio

Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
6.2.1 Superficial wound infection
Brennan 1994 5 60 1 57 4.75[0.57, 39.42] ’
6.2.2 Cellulitis
Brennan 1994 1 60 0 57 2.85[0.12, 68.62] ¢ Y
6.2.3 Prolonged ileus
Brennan 1994 13 60 5 57 2.47 [0.94, 6.49] —
6.2.4 Gastric atony
Brennan 1994 2 60 1 57 1.90[0.18, 20.38] ¢ t ’
6.2.5 Atelectasis
Brennan 1994 15 60 12 57 1.19[0.61, 2.31] L
6.2.6 Pleural effusion
Brennan 1994 12 60 13 57 0.88 [0.44, 1.76] t
6.2.7 Catheter sepsis
Brennan 1994 5 60 1 57 4.75[0.57, 39.42] ’
6.2.8 Urinary tract infection
Brennan 1994 4 60 6 57 0.63[0.19, 2.13] ¢ L
6.2.9 PN related complication
Brennan 1994 2 60 0 57 4.75[0.23,96.93] *¢ ’
6.2.10 Liver function abnormality
Brennan 1994 0 60 0 57 Not estimable
6.2.11 Total minor complications
Brennan 1994 32 60 24 57 1.27 [0.86, 1.86] 1

1 1 1 1

T T T T

0.5 0.7 1 15 2

2

3 Figure 102:

Parenteral nutrition

Favours [ Parenteral nutrition ]

no intervention Risk Ratio

Favours [ no intervention ]

Treatment related morbidity - postoperative mortality

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Brennan 1994 4 60 1 57 100.0% 3.80[0.44, 32.99]

Total (95% Cl) 60 57 100.0% 3.80 [0.44, 32.99] "
Total events 4 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)

4

T T
0.01 0.1

Favours [ Parenteral nutrition ]

T T
1 10

Favours [ no intervention]

H.9.75 Oral nutritional supplements (n-3 fatty acids) versus isocaloric-isonitrogenous
6 supplement (without n-3 fatty acids)

7 Figure 103:

n-3 fatty acids

without n-3 fatty acids Mean Difference

Nutritional status - Change in weight (kg/month) at 8 weeks

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Fearon 2003 -0.25 0.4173 50 -0.37 0.6867 60 100.0% 0.12[-0.09, 0.33]

Total (95% Cl) 50 60 100.0% 0.12[-0.09, 0.33] "
1 1 1 1

Heterogeneity: Not applicable
Test for overall effect: Z=1.13 (P = 0.26)

Favours [ without n-3 fatty acids]

53

T T T
0 0.1 0.2
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Figure 104: Nutritional status - Change in lean body mass (kg) at 8 weeks

n-3 fatty acids without n-3 fatty acids Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Fearon 2003 0.27 0.4001 41 0.12  0.214 56 100.0% 0.15[0.02, 0.28]

1 1
Heterogeneity: Not applicable T T T
9 Y PP -0.5 -0.25 0 0.25 0.5

Favours [ n-3 fatty acids] Favours [ without n-3 fatty acids]

Total (95% Cl) M 56 100.0% 0.15[0.02, 0.28] -
1
T

Test for overall effect: Z =2.18 (P = 0.03)

Figure 105: Change in resting energy expenditure at 8 weeks

n-3 fatty acids without n-3 fatty acids Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moses 2013 -1 111.1216 7 -15 86.6025 12 100.0% 14.00 [-81.80, 109.80]
Total (95% Cl) 7 12 100.0% 14.00 [-81.80, 109.80] ’
1 1 1 1

T T T T
-200 -100 0 100 200
Favours [ without n-3 fatty acids] Favours [ n-3 fatty acids]

Heterogeneity: Not applicable
Test for overall effect: Z=0.29 (P = 0.77)

Figure 106: Change in total energy expenditure at 8 weeks

n-3 fatty acids without n-3 fatty acids Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moses 2013 286 209 7 99 457 12 100.0% 187.00 [-114.38, 488.38]
Total (95% CI) 7 12 100.0% 187.00 [-114.38, 488.38] ’
1 1 1 1

T T T T T
-500 -250 0 250 500
Favours [ without n-3 fatty acids] Favours [ n-3 fatty acids]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

Figure 107: Change in physical activity level at 8 weeks

n-3 fatty acids without n-3 fatty acids Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moses 2013 0.18 0.1323 7 0.01 0.3464 12 100.0% 0.17 [-0.05, 0.39] ]

Total (95% CI) 7 12 100.0% 0.17 [-0.05, 0.39] — el

1 1 1 1
Heterogeneity: Not applicable T T T

T
o B -0.5 -0.25 0 0.25 0.5
Test for overall effect: 2 =1.52 (P = 0.13) Favours [ without n-3 fatty acids] Favours [ n-3 fatty acids]

Oral nutritional supplements (oral L-Carnitine therapy) versus placebo

Figure 108: Nutritional status - % change of BMI at 12 weeks

oral L-Carnitine placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.1.1 at 12 weeks
Kraft 2012 3.4 6.1644 38 -1.5 29155 34 100.0% 4.90[2.71,7.09] i
Subtotal (95% Cl) 38 34 100.0% 4.90[2.71,7.09]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.38 (P < 0.0001)

1 1 1 1
T T T T
-10 -5 0 5 10
Favours [placebo] Favours [oral L-Carnitine]
Test for subaroup differences: Not applicable
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oral L-Carnitine placebo

Mean Difference

Nutritional status - % change of body fat and BCM at 12 weeks

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

10.2.1 at 12 weeks

Kraft 2012 3.8 3.6986 38 -5 3.207 34 100.0% 8.80[7.20, 10.40] l
Subtotal (95% CI) 38 34 100.0% 8.80[7.20, 10.40]

Heterogeneity: Not applicable
Test for overall effect: Z = 10.81 (P < 0.00001)

Test for subgroup differences: Not applicable

-5 0 5 10

Favours [placebo] Favours [oral L-Carnitine]

H.9.93 Pancreatic enzyme replacement therapy (PERT) versus placebo

4 Figure 110:

5 follow-up
PERT placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bruno 1998 12 43 11 -37 44 10 40.8% 4.90[1.17,8.63] L
Woo 2016 -1.49 6.92 34 -299 597 33 59.2% 1.50[-1.59, 4.59] ] .
Total (95% Cl) 45 43 100.0% 2.89 [0.51, 5.27] ‘
Heterogeneity: Chiz = 1.89, df = 1 (P = 0.17); I = 47% I I I I
Test f Il effect: Z = 2.38 (P = 0.02 10 N 0 ° 10
est for overall effect: 2 =2.38 (P =0.02) Favours [ placebo] Favours [ PERT ]
6
7 Figure 111: Nutritional status - Absolute change in body weight (Kg) at 8 weeks
8 follow-up
PERT placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bruno 1998 07 25 1M1 22 27 10 47.3% 2.90[0.67,5.13] i
Woo 2016 -1.12 4.8 34 -1.63 3.18 33 52.7% 0.51[-1.43, 2.45] .
Total (95% Cl) 45 43 100.0% 1.64 [-0.70, 3.98] ,
Heterogeneity: Tau? = 1.72; Chiz = 2,50, df = 1 (P = 0.11); I2 = 60% 54 52 : i i
Test for overall effect: Z=1.37 (P = 0.17) Favours [ placebo] Favours [ PERT ]
9
10 Figure 112: Nutritional status - Daily dietary intake of total calories at 8 weeks
11 follow-up
PERT placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bruno 1998 8.42 1.88 11 6.66 1.78 10 100.0% 1.76[0.19, 3.33]
Total (95% CI) 11 10 100.0% 1.76 [0.19, 3.33] ’
] ] ] ]
Heterogeneity: Not applicable T T J T
T fg y|| ff F-)F;—zzo P=0.03 2o o012
12 est for overall effect: 2 = 2.20 (P = 0.03) Favours [ placebo] Favours [ PERT ]

Nutritional status - Percentage change in body weight (%) at 8 weeks
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1 Figure 113: Health related quality of life - Global Health status at 8 weeks follow-up

PERT placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
12.4.1 Global health status (overall)

Woo 2016 51.39 21.23 32 4263 243 30 8.76[-2.63, 20.15] T

12.4.2 Functional scale

Woo 2016 70.16 24.58 32 63.23 24.76 30 6.93[-5.36, 19.22] ]

12.4.3 Physical

Woo 2016 66.89 25.1 32 59.74 27.16 30 7.15[-5.89,20.19] ]
12.4.4 Role
Woo 2016 66.11 32.31 32 56.41 33.02 30 9.70[-6.58, 25.98] ]

12.4.5 Emotional
Woo 2016 7111 29.42 32 69.87 26.88 30 1.24[-12.78, 15.26] L

12.4.6 Cognitive

Woo 2016 78.33 29.41 32 71.15 29.65 30 7.18[-7.53,21.89]
12.4.7 Social
Woo 2016 68.33 24.51 32 5897 17.58 30 9.36[-1.21, 19.93] T i

20 -10 0 10 20
Favours [Placebo] Favours [PERT]

2

3 Figure 114: Health related quality of life - Symptom scale at 8 weeks follow-up

PERT placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

12.5.1 Symptom scale (overall)
Woo 2016 3111 19.7 32 35.78 31.11 30 -4.67[-17.73, 8.39] t

12.5.2 Fatigue
Woo 2016 51.11 32.31 32 55.98 26.38 30 -4.87[-19.51,9.77]

12.5.3 Nausea and vomiting

Woo 2016 15 271 32 2244 3264 30 -7.44[-22.43,7.55] t
12.5.4 Pain
Woo 2016 33.89 32.31 32 38.46 32.58 30 -4.57[-20.73, 11.59]

12.5.5 Dyspnea
Woo 2016 28.89 34.72 32 25.64 34.39 30 3.25[-13.96, 20.46]

12.5.6 Insomnia

Woo 2016 27.78 36.32 32 30.77 32.56 30 -2.99[-20.14, 14.16]

12.5.7 Appetite loss
Woo 2016 38.89 35.11 32 57.69 3597 30 -18.80[-36.51, -1.09]

12.5.8 Constipation
Woo 2016 25.56 31.18 32 2436 34.71 30 1.20[-15.26, 17.66] L

12.5.9 Diarrhoea
Woo 2016 21.11 33.31 32 2436 32.05 30 -3.25[-19.52, 13.02]

12.5.10 Financial difficulties
Woo 2016 37.78 27.31 32 42.31 24.58 30 -4.53[-17.45,8.39]

T
20 10 O 10 20
Favours [experimental] Favours [control]
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H.9.101 PERT versus pancrelipase replacement therapy

2 Figure 115:

3

4 Figure 116:

5

H.10s6

Nutritional status - BMI (kg/m2) at 6 and 12 months follow-up

pancrelipase replacement therapy PERT Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.1.1 at 6 months follow-up
Satoi 2016 19.2 2.84 29 18.246 3.406 28 100.0% 0.95[-0.68, 2.58] i
Subtotal (95% Cl) 29 28 100.0% 0.95 [-0.68, 2.58]
Heterogeneity: Not applicable
Test for overall effect: Z=1.15 (P = 0.25)
11.1.2 at 12 months follow-up
Satoi 2016 19.18 3.509 29 18.667 2.691 28 100.0% 0.51[-1.11,2.13] i
Subtotal (95% Cl) 29 28 100.0% 0.51[-1.11, 2.13]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

Test for subaroup differences: Chi* = 0.14. df =1 (P = 0.71). I? = 0%

pancrelipase replacement therapy

PERT

| | |

Favours [pancrelipase replacement therapy]

Risk Ratio

T T T
-4 -2 0 2
Favours [placebo]

Treatment related morbidity - NAFLD at 1 year follow-up

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Satoi 2016 6 29 1" 28 100.0% 0.53[0.23, 1.23] [

Total (95% CI) 29 28 100.0% 0.53 [0.23, 1.23] —al—

Total events 6 11

Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

Biliary obstruction

T
0.05
Favours [pancrelipase replacement therapy]

T :
0.2 1 5
Favours [PERT]

H.10.17 Plastic stent versus self-expanding metal stent in adults with pancreatic

8

cancer

Figure 117:

Treatment-related mortality

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Soderlund 2006 1 51 I 49 1000% 2.88[012 6916]
Total {95% CI) 51 49 100.0% 2.88[0.12,69.16] —ee N ——
Total events 1 I}

Heterogeneity: Mot applicable
Testfor averall effect Z= 065 (F=0.51)

Figure 118: Overall survival

Plastic Stent SEMS

0.01

Hazard Ratio

0.1 10
Favours Plastic Stent  Favours SEMS

Hazard Ratio

100

Study or Subgroup  log[Hazard Ratio]  SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Isayama 2011 0.28 022 58 55 41.8% 1.28[0.83,1.98] T

Schrmidt 2014 0.03 043 16 18 24% 1.03[0.39, 2.69]

Soderlund 2006 -0.22 0.2 a1 49 a0.2% 0.80([0.54,1.19] —

Total (95% CI) 125 122 100.0% 1.00[0.75,1.31] ?

Heterogeneity: Chi*= 2.50, df= 2 (P =028}, F=20% TR o's } 1 ; 0

Test for overall effect: £=0.03 (P = 0.98)

57
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Figure 119:

Plastic Stent SEMS

Hazard Ratio

Time to stent dysfunction — primary and/or secondary stent

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Isavarna 2011 065 0.28 58 55 63.3% 1.92[1.11,3.32] ——

Moses 2013 1.24 047 41 41 228% 3.46[1.38,8.68] —

Schrnidt 2015 1.83 0.59 16 18 14.3% 6.23[1.95,19.81] —_—

Total {95% CI) 115 114 100.0% 2.59 [1.67,4.00] <

Heterogeneity Chi*= 3.75, df= 2 (P = 0.15); *= 47% Ho o e o0

Testfor overall effect 2= 4.27 (P = 0.0001)

Favours Plastic Stent Favours SEMS

Figure 120: Time to stent dysfunction — primary stent subgroup analysis by covered

status

Plastic Stent SEMS

Hazard Ratio

Hazard Ratio

Study or Subaroup  log[Hazard Ratio]  SE Total Total Weight IV,Fixed, 95% CI IV, Fixed, 95% Cl
1.4.1 Covered or Partially Covered SEMS

Isayama 2011 065 0.28 58 55 66.0% 1.02[1.11,3.32 -
Wialter 2015 114 0.30 57 54 340% 3.13[1.46, 672 —-
Subtotal {95% Cl} 115 109 100.0% 2.26 [1.45, 3.53] -
Heterogeneity: Chi*=1.04, df =1 {P=031), F=4%

Testfor overall effect Z= 3.58 (P = 0.0003)

1.4.2 Uncovered SEMS

Wialter 2015 11 037 §7 B0 100.0% 2.00[1.45 6.20] t
Subtotal (95% Cl} 57 60 100.0% 3.00 [1.45,6.20]

Heterogeneity: Mot applicable
Testfor overall effect: £= 2.97 (F=0.003)

0.1

0.01 10 100
Favours Plastic Stent Favours SEMS
Figure 121: Time to stent dysfunction — secondary stent subgroup analysis by
covered status
Plastic Stent SEMS Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratio]  SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 Partially Covered SEMS
Walter 2015 19 0.8 16 17 100.0% 6.69[1.39, 32.07] i
Subtotal (95% CI) 16 17 100.0% 6.69 [1.39, 32.07]
Heterogeneity, Mot applicable
Test for overall effect Z2=237 (P=0.02
1.5.2 Uncovered SEMS
Wialter 2015 23 054 16 15 100.0% 9.87 [3.46,268.74] i
Subtotal (95% CI) 16 15 100.0% 9.97 [3.465, 28.74]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 4.26 (P = 0.0001)
0.01 0.1 10 100
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Figure 122: Number of patients with stent dysfunction

Plastic Stent SEMS

Study or Subgroup  Events Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI

1.6.1 Stent Occlusion

Gardner 2016 11 2 10 33
Isayama 2011 3 ha 13 ikl
Kaassis 2003 22 A9 11 59
Schrmidt 2015 b 16 2 18
Soderlund 2006 22 a1 g 49
Travis 1987 4 20 2 32
Subtotal (95% CI) 225 245
Total events 98 47

Heterageneity: ChiF= 1.90, df= 5 (P = 0.86); F= 0%
Testfor overall efiect Z= 5.37 (P < 0.00001)

1.6.2 Stent Migration

lsavama 2011 1 a8 a a4
Subtotal (95% CI) 58 55
Total events 1 a

Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (F=0.12)

1.6.3 Stent Occlusion or Migration

Walter 2015 23 a7 19 114
Subtotal (95% CI) 57 114
Total events 23 149

Heterogeneity: Mot applicable
Test for overall effect, 2= 3.35 (P = 0.0008)

17.4% 1.73[0.849, 3.34]
29.8% 2.26101.33, 3.89]
24 6% 2.00[1.07, 3.79]

42%  4480[1.11,1817]
205% 2.35[1.20, 4.59]
34%  320[0.64,15.89]

100.0%  2.25[1.67, 3.02]
100.0% 019002, 1.97]
100.0%  0.19 [0.02, 1.57]
100.0% 2.42[1.44,4.08]
100.0%  2.42[1.44, 4.06]

L

0.001

Favours Plastic Stent  Favours SEMS

01

10

1000

Figure 123: Number of patients with stent occlusion — subgroup analysis by covered

status

Plastic Stent SEMS
Study or Subgroup  Events Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI

1.7.1 Any type of SEMS

Gardner 2016 11 21 10 33
Kaassis 2003 22 a9 11 59
Schmidt 2015 g 16 2 18
Travis 149597 4 20 2 32
Subtotal (95% CI) 116 142
Total events 44 25

Heterogeneity: Chi*=1.82, df=3 (P =061} F=0%
Testfor averall effect Z= 3.68 (P =0.0002)

1.7.2 Covered SEMS

Isayama 2011 Ka ad 13 jala]
Soderlund 2006 22 51 g 49
Subtotal (95% CI) 109 104
Total events 53 22

Heterogeneity: Chi*=0.01, df=1 (P =093} F=0%
Testfor averall effect Z= 3.91 (P = 0.0001}

35.0% 1.73[0.89, 3.34]
49.6% 2.00[1.07,3.749]
8.9%  440[01.11,18.17]
6.9% 3.20[0.64, 15389

100.0%  2.20 [1.45, 3.35]
59.2% 2.261[1.33,3.89]
40.8% 2.35[1.20, 4.59]
100.0%  2.30[1.51, 3.49]

Testfor subgroup differences; Chif=0.02, df=1 (P=0.89), F=0%
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Figure 124: Number of patients with stent occlusion — subgroup analysis by

resectability status

Plastic Stent SEMS

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 85% CI

1.8.1 Unresectable

Isayama 2011 kil 58 13 55 361%
Kaassis 2003 22 ] 11 59 29.8%
Schmidt 2015 8 16 2 18 51%
Soderlund 2006 22 a1 q 45 24.8%
Travis 1987 4 20 2 32 4.2%
Subtotal (95% CI) 204 213 100.0%
Total events ar ar

Heterogeneity: Chif=1.25, df=4 (P=087) F=0%
Test for overall effect Z=5.11 (P = 0.00001)

1.8.2 Resectable, borderline resectable or locally advanced

Gardner 2016 11 2 10 33 100.0%
Subtotal (95% CI) 21 33 100.0%
Total events 11 10

Heterogeneity: Mot applicable
Test for averall effect Z=1.63 (F=0.10)

2,26 [1.33, 3.85]
2.00 [1.07, 3.75]
450[1.11,18.17]
2,35 [1.20, 4.50]
3.20 [0.64,15.89]
2.36[1.70, 3.28]

89, 3.34]

1
1.73 [0.89, 3.34]

0.001 01 10

1000

, . Favours Plastic Stent  Favours SEMS
Testfor subgroup diferences: Chif= 068, df=1 (P=041) F=0%
Figure 125: Number of patients with pancreatitis
Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Gardner 2016 ] 21 3] 33 51.0% 0.12[0.01,2.01] ——
Isayarna 2011 ] A8 1 55 15.4% 0.32[0.01, 7.61]
Kaassis 2003 3 a9 ] a9 A.0% 7.00[0.37,132.61] N e —
Maoses 2013 1 41 1 41 10.0% 1.00[0.06, 15.45]
Schmidt 2015 0 16 0 18 Mot estimable
Soderlund 2006 ] 51 1 43 15.3% 0.32 [0.01, 7.68]
\Walter 2015 1 T3 0 148 3.3% 5.96[0.25, 144.51]
Total {(95% CI) 319 401 100.0% 0.81 [0.32, 2.04] -
Total events g 9
Heterogeneity: Chi*=6.03, dfi= 5 (P=0.30), F=17% 'D.IZIEH Df1 1-0 1DDD'

Test for averall effect: Z= 045 (F = 0.65)

60
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Figure 126: Number of patients with pancreatitis — subgroup analysis by covered

status
Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.10.1 Any SEMS
Gardner 2016 I 21 B 33 T36% 0.12[0.01,2.01] ——
Kaassis 2003 3 a9 0 a9 7.2% 7.00[0.37, 132.61] T
Maoses 2013 1 41 1 41 14.4% 1.00[0.06,15.49]
Walter 2015 1 73 0 146 4.8% 596 ([0.25 144.51]
Subtotal (95% CI) 194 279 100.0% 1.02 [0.36, 2.92] B
Total events a T
Heterogeneity: Chi==504, df=3(P=017), F=41%
Testfor averall effect Z=0.04 (P =0.57)
1.10.2 Covered SEMS
Isayarma 2011 a a8 1 85 a0.2% 0.32[0.01, 7.61] i
Saderlund 2006 a a1 1 43 49.8% 0.32[0.01, 7.68] L
Subtotal (95% CI) 109 104 100.0% 0.32 [0.03, 3.01] -~
Total events 0 2
Heterogeneity: Chi®=0.00, df=1 (F=1.00); F=0%
Testfor overall effect Z=1.00 (P =0.32)
0.001 0.1 110 1000

Testfor subgroup differences; Chif=0.85, df=1 (P=0.26), F=0%

Favours Plastic Stent  Favours SEMS

Figure 127: Number of patients with pancreatitis — subgroup analysis by resectability

status

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.11.1 Unresectable
Isayama 2011 0 a3 1 85 3MA% 0.32[0.01, 7.61] =
Kaassis 2003 3 a9 a 89 10.2% 7F.00[0.37,132.61] N
Maoses 2013 1 41 1 41 204% 1.00[0.06,15.44]
Soderlund 2006 0 a1 1 49 31.2% 0.321[0.01, 7.68] =
Walter 2015 1 T3 o 148 G.8% 5.96[0.25, 144.51]
Subtotal (95% CI) 282 350 100.0% 1.52 [0.51, 4.59] .
Total events g 3

Heterogeneity: Chi*= 3,649, df=4 (P=0.45), F=0%
Testfor overall effect Z= 075 (F=0.45)

1.11.2 Resectable, borderline resectable or locally advanced

Gardner 2016 1] M B 33
Subtotal (95% CI) 21 33
Total events 1] B

Heterogeneity: Mot applicable
Testfor overall effect Z=148(F=0.14)

100.0%
100.0%

02001, 2.01]
0.12 [0.01, 2.01]

Testfor subgroup differences: Chif= 272, di=1(P=010), F=63.2%
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Figure 128: Number of patients with cholangitis — unresectable patients

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Kaassis 2003 a a9 1 a3 25.45% 0.33[0.01,8.02] =
Maoses 2013 10 41 2 41 33.9% 5.00[01.17,21.43] O —
Schmidt 2015 1 16 2 18 31.9% 281063, 12.54] - &
Soderlund 2006 2 51 0 49 8.7% 4.81[0.24 97 68]
Total {95% CI) 167 167 100.0% 3.10[1.28, 7.48] -
Total events 17 i
Heterogeneity: Chi®= 240, df= 3 (P = 0.49); F= 0% T oh ne o0

Testfor overall effect 2= 2.91 (F=0.01}

Favours Plastic Stent  Favours SEMS

Figure 129: Number of patients with cholangitis — subgroup analysis by covered

status

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.13.1 Any SEMS
Kaassis 2003 0 ] 1 59 44.3% 0.33[0.01,8.032] B
Schmidt 2015 5 16 2 18 557% 2B81[063,1254)] ———
Subtotal (95% CI) 75 77 100.0% 1.71 [0.50, 5.89] i
Total events i 3
Heterogeneity: Chi*=1.44, dfi=1{P=023; F=31%
Test for overall effect 2= 085 (P = 0.39)
1.13.2 Coverad SEMS
Soderlund 2006 2 51 I 49 100.0%  4.81[0.24, 97.68] l
Subtotal (95% CI) 51 49 100.0% 4.81[0.24, 97.68]
Total events 2 I}
Heterogeneity: Mot applicable
Test for averall effect Z=1.02 (F=0.31)
1.13.3 Partially-covered SEMS
Moses 2013 10 4 2 41 1000% 5.00[117,21.43] i
Subtotal (95% Cl) M 41 100.0% 5.00[1.17,21.43]
Total events 10 2

Heterogeneity: Mot applicable
Test for averall effect Z= 217 (P=0.03)

01 10

oo 100
_ . Favours Plastic Stent  Favours SEMS
Testfor subgroup differences: Chi®= 1.34, df= 2 (P =0.51), F= 0%
Figure 130: Number of patients with cholecystitis — unresectable patients
Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Isayarna 2011 I 58 4 55 559% 011 [0.01,1.91] ——
Moses 2013 I 41 2 41 30.3% 0.20[0.01, 4.04] =
Schmidt 2015 1 16 0 18 a7% 3.35[0.14, 76.93]
Walter 20145 1 73 1 146 81% 2.00[0.13, 31.52] e I —
Total {(95% CI) 188 260 100.0%  0.47 [0.15,1.53] gl
Total events 2 T
Heterogeneity: Chi®= 380, df=3(P=027), F= 23% 'IJ.EID1 Df1 1'IZI 1DDU'

Testfor averall effect Z=1.25 (P =0.21)
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Figure 131: Number of patients with cholecystitis — subgroup analysis by covered

status

Plastic Stent

SEMS

Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.15.1 Any SEMS
Schmidt 2015 1 16 I 18 415% 3.35[015, 7693 L]
Walter 2015 1 T3 1 1468 585% 200[013,31.52] —
Subtotal (95% CI) 89 164 100.0% 2.56[0.33, 20.10] —ee———
Total events 2 1
Heterogeneity: Chi*= 006, df=1 (P=0.81) F=0%
Test for overall effect Z=085 (F=0.37)
1.15.2 Partially-covered SEMS
Maoses 2013 0 41 2 41 100.0% 0.20[0.01, 4.04] l
Subtotal (95% CI) M 41 100.0% 0.20 [0.01, 4.04] f——
Total events 1] 2
Heterogeneity: Mot applicable
Test for averall effect Z=1.05 (F=0.29)
1.15.3 Covered SEMS
Isayarna 2011 R 4 55 1000%  0.41[0.01,1.91] i—
Subtotal (95% Cl) 58 55 100.0% 0.11 [0.01, 1.91] —
Total events 1] 4
Heterogeneity: Mot applicable
Test for overall effect Z=152 (F=013)
0.001 0.1 11 1000
) . Favours Plastic Stent  Favours SEMS
Testfor subgroup differences: Chi®= 3.80, df= 2 (P =0.19), F= 47.4%
Figure 132: Number of patients with cholestatic symptoms to 2-year follow up
Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Moses 2013 14 39 10 40 100.0% 1.44[0.73, 2.84] ]
Total {(95% CI) 39 40 100.0% 1.44 [0.73, 2.84] —suil——
Total events 14 10
Heterogeneity: Mot applicable -0.1 D!Q EITS é é 1D'

Testfor overall effect; Z=1.04 (P =0.20)

Favours Plastic Stent  Favours SEMS

Figure 133: Number of patients with post-endoscopic sphincterotomy haemorrhage

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Kaassis 2003 1 59 a 59 1000% 3.00[012 7218]
Total (95% CI) 59 59 100.0% 3.00[0.12, 72.18] —e—
Total events 1 1}
Heterogeneity: Mot applicable 'D.D1 Df1 1-0 1DD'

Testfor overall effect: Z=0.68 (P = 0.50)

Figure 134: Number of days hospitalised

Plastic Stent SEMS

Std. Mean Difference

Fawvours Plastic Stent  Favours SEMS

Std. Mean Difference

Study or Subgroup 5td. Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Kaassis 2003 0.36466 0185639 a9 59 60.9% 0.36 [0.00,0.73]

Moses 2013 0.6872 0.2315807 k] 40 391% 0.69[0.23,1.14] L

Total (95% CI) 98 99 100.0% 0.49[0.21,0.77] +

Heterogeneity: Chif=1.18, df=1 (P =028}, F=15% 5_1 0 ; T } -

Testfor averall effect: Z=3.39 (P = 0.0007)
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Figure 135: Number of patients with 230% decrease in total serum bilirubin

Plastic Stent SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Schmidt 20145 15 16 18 18 100.0% 0.94 [0.79,1.10]
Total {(95% CI) 16 18 100.0%  0.94 [0.79,1.10]
Total events 15 18
Heterogeneity: Mot applicable 'D.1 sz 055 1- é é 1D'

Testfor overall effect: Z=0.78 (P =0.44)

Figure 136: Percentage reduction in total serum bilirubin

Favours SEMS Favours Plastic Stent

Plastic Stent SEMS Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moses 2013 B3.7 5614 39 74 4362 40 100.0% -10.30[32.581,11.891]
Total (95% CI) 39 40 100.0% -10.30 [-32.51,11.91]

Heterogeneity: Mot applicable
Testfor averall effect Z=0.91 (P = 0.36)

-100

Figure 137: Total serum bilirubin — rate of change

Plastic Stent SEMS Std. Mean Difference

-0 0 a0 100
Favours SEMS Favours Plastic Stent

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Soderlund 2006 -0.22556 0.202672 44 49 100.0% -0.23[0.62,017]

Total {95% CI) 49 49 100.0% -0.23 [-0.62, 0.17]

Heterageneity: Mot applicahle _|5 ﬁ é 10'

Test for averall effect Z=111 (P =0.27)

Favours SEMS Favours Plastic Stent

H.10.21 Covered self-expanding metal stent versus uncovered self-expanding metal

2 stent

Figure 138: Stent dysfunction

Coverad SEM5  Uncoverad SEMS Risk Ratio Rizsk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Gardner 2016 4 168 3 17 64% 071024, 208
Kiano 2013 14 B0 22 6D 24.2% 064 036, 1.17] —
Krokidis 2011 4 40 12 40 132% 033012, 0.95]
Kullman 2010 47 200 45 200 49.5% 1.04 0,73, 1.50] —.—
Ung 2013 4 34 6 34 BE% 067 [0.21, 215]
Total {G5% Ci) 350 354 100.0%  0.81 [0.64, 1.05) -
Total evants T3 a
Heteragenaity Chi*= 558, df= 4 (P = 0.23), F= 28% 1 0z 05 3 3 0

Testfor overall effect Z= 15T (P=013)
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Figure 139: Stent dysfunction by cause

Covered SEMS  Uncovered SEMS Risk Ratio Rizk Ratio
Siudy or Subgroup  Evenis  Total  Evenls  Total Weight  M-H, Fixed, 35% Cl M-H. Fixed, 95% CI
8.2.1 Sludge formation
kitano 2013 1" &0 3 B0 571% 1.83[0.72, 4.64] il
Krokidis 2011 2 an ] 40 48% 500025 10097 —
Kullman 2010 12 200 4 00 381% 3,00 [0.98, 9.14] ——
Subtotal (95% CI) 300 300 100.0% 2.43[1.22, 4.85] &
Toal events 25 10

Heterogeneity, Chi*= 0,71, df= 2 (F=0,70); P= 0%
Test for overall effect 2= 252 (F=0.01)

8.2.2 Stent migration
Kitana 2013 0 60 a B0 Mot estimalble

Kullman 2010 & 200 0 200 100.0% 13.00(0.74, 22923 -t
Subtotal (95% CI) 260 260  100.0% 13.00 [0.74, 229.273] 1
Tolal events ] 1]

Heterogeneity. Mot applicable
Testfor overall effect 2=1.75 (P = 0,08)

8.2.3 Tumour ingrowth

Kitano 2013 0 &0 15 60 38.3% 0020000583 —®%——
Krakidis 2011 5 a0 4 40 9.9% 1,25 [0.36, 4.32] —
Kullman 2010 8 200 ) 200 51.9% 0.43 [0.20, 0.91] -
Subtotal (95% CI) 300 300 100.0% 0.36 [0.20, 0.64] -
Total events 14 40
Hetarogeneity, Chit= 698, df= 2 (P= 0,03); P=71%
Test for overall effect Z= 3 46 (P = 0,0005)
8.2.4 Tumour mmmu.-m
Kitano 2013 3 B0 2 60 16.0% 1.50 [0.26, §.66] ——
Krakidis 2011 2 a0 ] 40 40% 500025 100.97] —=
Kullman 2010 18 200 10 00 B00% 1,80 [0.85, 3.80] -
Subtotal (95% CI) 300 00 100.0% 1.88 [0.97, 3.66] -
Total events 23 12
Heterogeneity, Chi*= 048, df= 2 (F=0.79); P= 0%
Test for overall effect Z=1 86 (P=0.08)
0.001 01 ] 10 1000

Favours CSEMS Favours ucSEMS
Test for subgroup differences: Chif = 24 64, df = 3 (F < 0.0001), "= 87 8%

Figure 140: Adverse events

Covered SEMS  Uncovered SEMS Risk Ratio Risk Ratio
Study or Subgroup  Events  Total  Events Total Weight M-H, Fixed, 95% C M-H, Fixed, 05% CI
Kitano 2013 2 60 2 60 75%  1.00[0.15 6.37]
Krokidis 2011 5 a0 4 40 151%  1.25(0.36, 4.37) ——
Kullran 2010 14 300 20 00 7TES%  0.70(0.36,1.35) -
Uing 2013 2 34 0 34 1.9% 5.00([0.25 100.43]
Taotal (95% CI) 134 334 100.0% 089 [0.52, 1.51] L 2
Total evants 23 26
Heterogeneity Chi*= 2,09, df= 3 (P = 0.55); F= 0% n.:m ni1 110 1._1"3

Test for ovarall effect Z= 044 (P = 0.66) Favours cSEMS  Favours ucSENS
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H.10.31 Partially covered self-expanding metal stent versus uncovered self-expanding

2 metal stent

Figure 141: Stent dysfunction

Partially covered SEMS Uncoverad SEMS Riak Ratio Risk Rato
Study or Subgroup Ewenls Total Evenls Total  Waeight M-H, Fixgd, 95% CI M-H, Fixed, 95% |
S.2.1 Any Cause
Telond 2010 0 ] 11 61 55.0% 1.63[0.85, 313 +il-
Valter 2015 9 54 1m0 60 45.0% 1.00 [0.44, 2 78] —u—
Subtotad (5% CI) 122 121 100,0% 1.35[0.81,2.23) *
Total events gl )
Helerogensaity, Chit= 084, &f=1 (P = 0.38); F= 0%
Test for overall effect Z=1.15(F= 0,25
B.2.2 Stenl migration
Telond 2010 8 ] ] 61 100.0% 15.28[0.90, 259.29] i
Subtotal (95% CI) 1:] 61 100.0% 15.28 [0.90, 259.23)
Total events a o

Heterogeneity. Mol applicable
Test for owerall effect £ =189 (F = 0.08)

I " i " |
0.002 0.1 i 10 500
Favours pcSEMS Favours ucSEMS
Test for subagroup diferences: Chi®= 274, df=1 FP=010), F=63.5%
Figure 142: Adverse events — any cause and by type
Partially covered SEMS  Uncovered SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.2.1 Serious AEs
Telford 2010 42 63 27 61 100.0% 1.40[1.00, 1.96]
Subtotal (95% CI) 68 61 100.0% 1.40 [1.00, 1.96]
Total events 42 27
Heterogeneity: Mot applicahle
Testfor overall effect £=1.93 (F=0.09)
9.2.2 Pancreatitis
Telford 2010 1] B8 1 Bl TE5% 0.30[0.01, 7.232] i
Walter 2015 1 71 1] T 2348% 317013, 76.48] L
Subtotal {95% CI) 139 136 100.0% 0.97 [0.14, 6.58] —-*——
Total events 1 1
Heterogeneity: Chi*=1.05, df=1 (P=030); F=5%
Testfor overall effect: £=0.03 (F=0.88)
9.2.3 Cholecystitis
Telford 2010 3 46 3 45 100.0% 0.98 [0.21, 4.59]
Walter 2014 1] 71 1] 78 Mat estimahle
Subtotal (95% CI) 17 120 100.0% 0.98 [0.21, 4.59]
Total events 3 3
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.03 {P = 0.98)
9.2.4 Other
Telford 2010 17 63 12 61 65.0% 1.27 [0.66, 2.44]
Walter 2015 G 71 7 75 35.0% 0.91 [0.32, 2.56]
Subtotal (95% CI) 139 136 100.0% 1.14 [0.66, 1.99]
Total events 23 19
Heterogeneity: Chi®=0.28, df=1 (P =059, F=0%
Testfor overall effect £= 047 (F=0.64)
| , , |
o.m 0.1 10 100

Testfor subgroup differences: Chi*= 0549, df=3 (P =0490), F=0%

66

Favours pcSEMS  Favours ucSEMS



Final
Contents

H.10.41 Paclitaxel-eluting self-expanding metal stent versus covered SEMS in adults

2 with unresectable distal malignant biliary obstruction

3 Figure 143: Time to stent dysfunction

Paclitaxel-eluting SEMS Covered SEMS

Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio]  SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 All patients
Song 2011 -0.63 0.61 26 26 100.0% 053[0.16,1.76]
Subtotal (95% CI) 26 26 100.0% 0.53 [0.16, 1.76]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.03 (P=0.30)
2.1.2 Pancreatic cancer patients
Song 2011 065 0.88 12 12 100.0% 0.52[0.09,2.93] 1—
Subtotal (95% CI) 13 12 100.0% 0.52 [0.09, 2.93]
Heterogeneity: Mot applicable
Test for overall effect Z=0.74 (P = 0.48)
oot o1 10 100
4 Favours Paclitaxel SEMS  Favours Covered SEMS
5 Figure 144: Overall survival
Paclitaxel-eluting SEMS Covered SEMS Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.3.1 All patients
Song 2011 017 0.3 26 26 1000% 1.19[0.65, 2.18]
Subtotal (95% CI) 26 26 100.0% 1.19 [0.65, 2.18]
Heterogeneity: Mot applicable
Test for overall effect Z2=0.55 (P = 0.58)
2.3.2 Pancreatic cancer patients
Song 2011 046 045 12 12 100.0% 0.85 [0.35, 2.08] d——
Subtotal (95% CI) 13 12 100.0% 0.85 [0.35, 2.06]
Heterogeneity: Mot applicable
Testfor overall effect Z=0368 (P=072)
01 0z s 2 3 10
6 Favours Paclitaxel SEMS Favours Covered SEMS
7 Figure 145: Stent dysfunction
Paclitaxel-eluting SEMS  Covered SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
2.4.1 Stent Occulsion
Song 2011 5 24 8 25 100.0% 0.68[0.25,1.71]
Subtotal (95% CI) 24 25 100.0% 0.65 [0.25,1.71]
Total events ] g
Heterogeneity: Mot applicable
Test for averall effect: Z=0.87 {F = 0.38)
01 0z s 1 2 5 10
8 Favours Paclitaxel SEMS  Favours Covered SEMS
9 Figure 146: Cholangitis symptoms
Paclitaxel-eluting SEM3  Covered SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Song 2011 3 24 a 25 100.0% 7.281[0.40,133.849]
Total (95% Cl) 24 25 100.0% 7.28 [0.40, 133.89] ——e———
Total events 3 0
ity i I t 1 |
:
10 estior overall efiect Z=1.34 (F =0.18) Favours Paclitaxel SEMS  Favours Covered SEMS
11 Figure 147: Pancreatitis
Paclitaxel-eluting SEMS  Covered SEMS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
Song 2011 1 24 1 25 100.0% 1.04[007,15.73]
Total {95% CI) 24 25 100.0% 1.04 [0.07,15.73]
Total events 1 1
Heterogeneity: Mot applicable 'D.DD1 071 1| 1'D 1DDD'

Testfor averall effect: Z=0.03 {F = 0.98)

12
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H.10.51 Preoperative endoscopic biliary drainage then surgery versus surgery in
2 adults with suspected pancreatic cancer

Figure 148: Mortality at 120 days

Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eshuis 201 0ivan der Gaag 2010 14 102 12 94 100.0% 1.18[0.57, 2.33]
Total (95% CI) 102 94 100.0%  1.15[0.57, 2.33]
Total events 15 12
Heterogeneity: Mot applicable I t t 1 1 1 {
ne _ 01 02 05 1 2 510
Testfor owerall effect: £=0.39 (P = 0.69) Favours BD-=Surgery Favours Surgery
Figure 149: Mortality at 2 years
Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eshuis 201 Divan der Gaag 2010 77 =1 76 90 100.0% 0.96 [0.84, 1.09]
Total (95% CI) 95 90  100.0% 0.96 [0.84, 1.09]
Total events 7T 76
Teetfor averall foct 7= 061 (= 054 o g2 Ws 1 W
estfor overall effect 2= 0.81 (F=0.54) Favours BD-=Surgery Favours Surgery
Figure 150: Treatment-related mortality
Bilary Drainage->5Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eshuis 2010/an der Gaag 2010 9 102 4 94 100.0% 2.07 [0.66, 6.51] ]
Total (95% CI) 102 94  100.0% 2.07 [0.66, 6.51] e
Total events g 4
SR ey A NN WO
estfor overall effect Z=1.25 (P = 0.21) Favours BD-=Surgery Favours Surgery
Figure 151: Overall survival at 2 years
Bilary Drainage->Surgery Surgery Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio]  SE Total  Total Weight IV,Fixed, 95% Cl IV, Fixed, 95% CI
Eshuis 2010an der Gaag 2010 -0.02 016 95 90 100.0% 0.898[0.72,1.34]
Total (95% CI 95 90 100.0% 0.98[0.72, 1.34]
Heterogeneity: Mot applicable I t t 1 t } {
01 02 0.5 1 2 5 10
Test for overall effect: Z= 013 {P = 0.90) Favours BD-=Surgery Favours Surgery
Figure 152: Overall survival at 2 years — subgroup analysis by type of surgery
Bilary Drainage-=Surgery Surgery Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio]  SE Total  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.5.1 After resection for resectable PC
Eshuis 201 0ian der Gaag 2010 -0.23 02 53 GO 100.0% 0.79[0.54,1.18]
Subtotal (95% CI) 53 60 100.0% 0.79[0.54,1.18]
Heterogeneity: Mot applicahle
Test for overall effect Z=1.15 (P =025
3.5.2 After palliative surgery for unresectable PC
Eshuis 2010an der Gaag 2010 0.0z 025 a8 29 100.0% 1.02[0.63,1.67] i
Subtotal (95% Cl) 38 29 100.0% 1.02[0.63,1.67]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.08 (P = 0.94)
010z 0.5 2 510

. . Favours BDO-=3urgery Favours Surgery
Test for subgroun diffierences: Chi#=0.61, df=1 (P=0.43), F=0%
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Figure 153: Delay to surgery (weeks)

Mean Difference

Bilary Drainage->Surgery Surgery Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Eshuis 201 0Mvan der Gaag 2010 5.2 1.781908 102 1.2 1.220585 94 100.0% 4.00([358 447
Total (95% CI) 102 94 100.0% 4.00 [3.58, 4.42] 4
Heterogeneity: Mot applicable =-1EI I5 é 1El=
Testfor averall effect: Z=18.44 (P =< 0.00001}) Favours BD-=Surgery Favours Surgery
Figure 154: Hospitalisation due to protocol-specific complications
Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eshuis 201 0ivan der Gaag 2010 34 102 11 94 100.0% 2.85[1.53,5.24]
Total (95% CI) 102 94  100.0% 2.85[1.53, 5.29] —i—
Total events 34 i
Heterogeneity: Mot applicable t t t t t |
01 0z 0s 2 ] 10
Test for averall effect: Z=3.31 {F = 0.0005) Favours BD-=Surgery Favours Surgery
Figure 155: Rate of serious complications (<120 days after randomisation)
Bilary Drainage-=Surgery Surgery Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Eshuis 20100an der Gaag 2010 0.62 014 102 94 100.0% 1.86[1.41, 2.44]
Total (95% CI) 102 94 100.0% 1.86 [1.41, 2.45] L
Heterogeneity: Mot applicable I t t t } {
Test for overall effect: Z=4.43 (P = 0.00001}) b1 FaE'Iu"uzurs ED—E;UI'QEI')" Fa'\.‘ourzs Surgery s 0
Figure 156: Total number of patients with protocol-specific complications
Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% CI
Eshuis 201 Oivan der Gaag 2010 74 102 ar 94 100.0% 1.87[1.42 2.46]
Total (95% CI) 102 94 100.0%  1.87[1.42, 2.46] -
Total events 7a ar
Heterogeneity: Mot applicable I t t 1 1 {
Test for overall effect: £=4.43 (P = 0.00001) 01 Fa?,"ozurs BD—Eésurgery' Fa'\-'our?s Surgery 5 1
Figure 157: Total number of patients with stent dysfunction
Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.14.1 Stent Occlusion
Eshuis 201 Ofvan der Gaag 2010 15 102 1 94 100.0% 13.82[1.86,102.63] i
Subtotal (95% Cl) 102 94 100.0% 13.82[1.86,102.63]
Total events 14 1
Heterogeneity: Mot applicable
Testfor overall effect: £= 267 (F=0.01)
0.001 01 10 1000
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Figure 158: Total number of patients with surgery-related complications

Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% CI

Eshuis 201 Oivan der Gaag 2010 48 102 35 94 100.0% 1.26[0.91, 1.76]

Total (95% CI) 102 94 100.0%  1.26[0.91, 1.76]

Total events 48 35

Heterogeneity: Mot applicable L t t T + i |
01 0z 0.5 1 2 4 10

Testfor overall effect £=1.38(F=017) Favours BD-=Surgery Favours Surgery

Figure 159: Total number of patients with surgery-related complications — after
palliative bypass

Bilary Drainage-» Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eshuis 201 0ivan der Gaag 2010 18 33 g 28 100.0% 3.058[1.30, 7.17]
Total (95% CI) 33 28 100.0% 3.05[1.30,7.171 ——eati—
Tatal events 18 ]
Heterageneity: Notapphcable .0.1 sz D!S ﬁ é 10'
Test for averall effect 2= 2.56 (F = 0.01) Favours BD-=Surgery Favours Surgery
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Figure 160: Surgery-related adverse events

Bilary Drainage->Surgery Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% CI
3.19.1 Haemorrhage
Eshuis 201 Divan der Gaag 2010 2 102 4 94 100.0% 0.46[0.09, 2.46]
Subtotal (95% Cl) 102 94 100.0%  0.46 [0.09, 2.46]
Tatal events 2 4

Heterageneity: Mot applicahle
Testfor owerall effect: £= 091 (P =0.36)

3.19.2 Cholangitis

Eshuis 201 0ivan der Gaag 2010 3 102 3 94 100.0% 092019, 4.45] i
Subtotal (95% CI) 102 94  100.0% 0.92 [0.19, 4.45]

Tatal events 3 3

Heterageneity: Mot applicahle

Test for averall effect Z=010{F =0.92)

3.19.3 Pneumonia

Eshuis 201 Divan der Gaag 2010 ] 102 5 94 100.0% 1.66[0.58, 4.77]
Subtotal (95% Cl) 102 94 100.0%  1.66 [0.58,4.77]
Total events 9 ]

Heterogeneity: Mot applicahble
Test for averall effect: 2= 094 (P = 0.35)

0.01 04 10 100
Favours BD-=Surgery Favours Surgery

Testfor subgroup differences: Chi*=1.67, df=2 (F=043) F=0%

H.10.61 Endoscopic sphincterotomy then stent versus stent in adults with
2 unresectable pancreatic cancer

Figure 161: Deaths due to progression of pancreatic cancer

En Sphincterotomy->Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2014 g7 100 ¥8 100 100.0% 0.BG[0.72,1.02
Total (95% CI) 100 100 100.0%  0.86[0.72,1.02]
Total events 67 78
Heterogeneity, Mot appllcable i oh o' ] } P ey
Test for overall effect £=1.73 (P=0.08) Favours ES-=Stent Favours Stent
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Figure 162: Number of patients with stent dysfunction by type

En Sphincterotomy-=Stent

Stent

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
4.2.1 Stent Occulsion
Artifon 2008 3 ar 3 I 11.0% 1.00[0.22, 4. 64] . E—
Giorgio 2004 16 92 15 90 55.8% 1.04 [0.55,1.98]
Hayashi 2015 5] 100 9 100 331% 0.67 [0.25,1.80]
Subtotal {95% Cl) 229 227 100.0% 0.91 [0.55, 1.52]
Total events 28 27
Heterogeneity: Chi*= 086, df=2 (P=0748); F=0%
Testfor overall effect Z=035 (FP=0.73)
4.2.2 Stent Migration
Artifon 2008 B ar 1 37 142% B.O0[0.76, 47.42) I e —
Giorgio 2004 3 92 3 90 431% 0.98[0.20,4.72] —
Hayashi 2015 4 100 3100 427% 1.33[0.31,5.81] i—
Subtotal {95% Cl) 229 227 100.0% 1.84 [0.75, 4.54] "*"
Total events 13 7
Heterogeneity: Chi*= 2.06, df= 2 (P = 0.36); F= 3%
Testfor overall effect Z=1.33 (P=0.18)
0.01 0.1 10 100
Favours ES-=5tent Favours Stent
Figure 163: Number of patients with early complications (<30 days)
En Sphincterotomy-=Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Giorgio 2004 B az 4 90 % 1.47[0.43,507 =
Hayashi 2015 10 96 ] 98 B3.8% 1.13[0.48, 2.67]
Total {95% Cl) 188 188 100.0% 1.24 [0.61, 2.50]
Total events 16 13
Heterogeneity: Chif=0.11, df=1 (P=0.74); F= 0% I t t T ! ! |
Testfor overall effect 2= 060 (F = 0.55) 01 FEI:\-'EDUI'S ES?—.SSIBM'I Fa'v'oufs Stent 5 10
Figure 164: Number of patients with stent-related early complications (<30 days)
En Sphincterotomy-=5Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2014 15 100 15 100 100.0% 1.00[0.52,1.93]
Total (95% CI) 100 100 100.0% 1.00 [0.52, 1.93]
Total events 15 15
Heterogeneity: Mot applicakle I } } T t } |
Testfor ovarall effect: Z=0.00 (P =1.00) 01 Fgﬁjurs ES?—.SStem'I Favou?s Stent 5 1o
Figure 165: Number of patients with pancreatitis (<30 days)
En Sphincterotomy-=Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Artifon 2008 0 ar 0 ar Mot estimable
Giorgio 2004 2 92 2 a0 20.3% 0.93[0.14, 6.80]
Hayashi 2015 g a6 8 98 797%  1.15[0.46, 2.85] r
Total (95% CI) 225 225 100.0%  1.11[0.49, 2.54]
Total events 11 10
Hetarageneity: Chi®= 002, df=1 (P =0.88); F=0% IU.1 sz UTS i é 0

Testfor overall effect Z=0.26 (F=0.80)

Favours ES-=Stent Favours Stent

Figure 166: Number of patients with stent-related pancreatitis (<30 days)
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En Sphincterotomy-»Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Giorgio 2004 2 9z ? 90 203%  0.98[0.14,6.80] 1
Hayashi 2014 ] Yg g 48 FOT% 1.149[0.46, 2.849]
Total (95% CI) 188 188 100.0%  1.11[0.49, 2.54]
Total events (R 10
Heterogeneity: Chif=0.02, df=1 (P = 0.88); F= 0% I t t T ! ! |
- N 01 0z 0.5 1 2 & 10
Testfor overall effect Z=0.26 (F =020} Favours ES-=Stent Favours Stent
Figure 167: Number of patients with perforation (<30 days)
En Sphincterotomy->5Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2014 a £l 1 48 100.0% 0.34[0.01, 8.29]
Total (95% Cl) 96 98 100.0%  0.34[0.01,8.25] e —
Total events 0 1
Heterogeneity: Mot applicable I t t |
T _ 0.0 0.1 10 100
Test for averall effect: Z= 066 (P =0.51) Favours ES-=Stent  Favours Stent
Figure 168: Number of patients with cholecystitis (<30 days)
En Sphincterotomy-=5Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2014 1 91 4 43 100.0% 0.26[0.03, 2.24] -
Total (95% CI) " 93 100.0%  0.26 [0.03, 2.24] —e
Total events 1 4
Heterogeneity: Mot applicable I t t |
Testfor averall effect: Z=123{P=022) 0.0 Fauqu;ES-:Stent Favours S:eont 1oa
Figure 169: Number of patients with stent-related late complications (>30 days)
En Sphincterotomy-=Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2014 g 100 5 100 100.0% 1.20[0.38, 3.81]
Total (95% CI) 100 100 100.0%  1.20 [0.38, 3.81]
Total events G ]
Heterogeneity: Mot applicable I t t ! ! |
01 0.2 08 2 a 10
Testfor overall effect: Z=0.31 (P =0.76) Favours ES-=Stent  Favours Stent
Figure 170: Number of patients with cholangitis (>30 days)
En Sphincterotomy-=Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Giargio 2004 16 a2 14 90 100.0% 1.04 [0.55, 1.98]
Total (95% CI) 92 90 100.0%  1.04 [0.55, 1.98]
Total events 16 15
Heterogeneity, Mot applicable o o' ] 1 P

Testfor overall effect Z=0.13 (P = 0.90)
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Figure 171: Number of patients with cholecystitis (>30 days)

En Sphincterotomy-=Stent Stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hayashi 2015 1 a1 4 33 100.0% 0.26[0.03, 2.24] —
Total (95% CI) 91 93 100.0%  0.26 [0.03, 2.24] ————
Total events 1 4
Heterogeneity; Mot applicable 'D.El'l 071 1'D 1IZ|E|'

Testfor overall effect: Z=1.23 (P=0.22)

Favours ES-=5tent Favours Stent

H.10.71 Endoscopic sphincterotomy then stent versus surgical bypass in adults with

2 unresectable pancreatic cancer

Figure 172: Relief of biliary obstruction

Risk Ratio Risk Ratio

ES->cSEMS Surgical Bypass
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifon 2006 14 14 18 18 100.0% 1.00[0.88,1.13]
Total (95% CI) 15 15 100.0%  1.00[0.88, 1.13]
Tatal events 14 15
et 1.0 GRS NN O
estfar averall effect: 2= 0.00 (F =1.00) Favours ES-=cSEMS  Favours Surgical Bypass
Figure 173: Treatment-related morbidity
ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifon 2006 3 14 4 18 100.0% 0.75[0.20,2.79)
Total (95% CI) 15 15 100.0%  0.75[0.20, 2.79] —— N —
Tatal events 3 4
Testfor ovral et 2. 043 (= 0.7 o1 o2 08 : 5 10
estfor overall effect: Z=0.43 (P = 0.67) Favours ES-=cSEMS  Favours Surgical Bypass
Figure 174: Treatment-related hospitalisation
ES>CcSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arifon 2006 g 15 5 15 100.0% 1.50[0.71, 3.16] —
Total (95% CI) 15 15 100.0%  1.50[0.71, 3.16] ——
Total events q 3]
Heterogeneity: Mot applicable T ) 15 3 : 0

Testfor overall effect: Z=1.07 (P = 0.28)

Favours ES—"CSEMS Favours Surgical Bypass

Figure 175: Number of patients with bilirubin level <2.5 mg/dL at day 30

ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arifon 2006 a 15 a 15 100.0% 1.00[0.51,1.95]
Total (95% CI) 15 15 100.0%  1.00[0.51, 1.95]
Total events g g

Heterogeneity: Mat applicable
Test for overall effect: Z=0.00 {F =1.00)

0.2 05 1 2 5

0.1 .
Favours ES-=cSEMS Favours Surgical Bypass
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Figure 176: Serum bilirubin level at 30 days

Mean Difference

Mean Difference

ES->=cSEMS Surgical Bypass
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Arifon 2006 1.9 116 14 22 054 14 100.0% -0.30[-1.06, 0.46]
Total (95% CI) 15 15 100.0% -0.30 [-1.06, 0.46]
Heterogeneity: Mot applicable =-1D 55 1 % 1D=
Testfor overall effect Z=0.78 (F= 0.44) Favours ES-=cSEMS Favours Surgical Bypass
Figure 177: Number of patients with stent-related complications
ES-=cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifon 2006 4 14 a 15 100.0% 9.00[0.53 153.79]
Total (95% CI) 15 15 100.0% 9.00[0.53, 153.79] — e ———
Total events 4 1]
estfur overall effect 7=1.52 (F = 0.13) Favours ES->cSEMS Favours Surgical Bypass
Figure 178: Treatment-related early complications
ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Artifon 2006 3 15 ] 15 100.0% 060017, 2.07]
Total (95% CI) 15 15 100.0%  0.60 [0.17, 2.07] e —
Total events 3 g
et 01 ORI L
estfor overall effect; £=0.81 (F = 0.42) Favours ES-=cSEMS Favours Surgical Bypass
Figure 179: Treatment-related late complications
ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifon 2006 3 15 4 15 100.0% 0.75[0.20,2.749]
Total (95% CI) 15 15 100.0%  0.75[0.20, 2.79] e —
Total events 3 4
et o ORI L
estor overall effect. 2=0.43 (P = 0.67) Favours ES-=cSEMS  Favours Surgical Bypass
Figure 180: Post-operative complications
ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifan 2006 g 15 7 15 100.0% 0.71[0.28,1.75]
Total (95% CI) 15 15 100.0%  0.71[0.29, 1.75] ——e i ——
Total events ] 7
Heterogeneity: ot applicahle 'D.1 sz 0!5 é :'3 1D-

Test for overall effect: £=0.74 (P = 0.46)

Figure 181: Number of patients with pneumonia

Favours ES-=cSEMS Favours Surgical Bypass

ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Artifon 2006 a 15 2 15 100.0% 0.201[0.01, 3.85)
Total (95% CI) 15 15 100.0%  0.20 [0.01, 3.85] e
Total events ] 2
Heterogeneity: Mot applicable T om 0 o 1000

Testfor overall effect: Z=1.07 (F=0.29)
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Figure 182: Number of patients with post-ERCP pancreatitis

ES->cSEMS Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arifon 2006 1 15 i 15 100.0% 3.00([0.13 68.26]
Total (95% CI) 15 15 100.0% 3.00 [0.13, 68.26] -~ ———
Total events 1 0
estfr overall effect Z= .69 (F = 0.48) Favours ES->cSEMS  Favours Surgical Bypass

Figure 183: SF-36 Total (Quality of life) at 30 and 60 days

ES->cSEMS Surgical Bypass Std. Mean Difference Std. Mean Difference
Study or Subgroup _ 5td. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.12.1 SF-36 at 30 days
Artifon 2006 077816 0378716 15 15 100.0% 0.78[0.04,1.52 !
Subtotal (95% CI) 15 15 100.0% 0.78 [0.04,1.52]
Heterageneity: Mot applicable
Tect for overall effect: 2= 2.05 (F = 0.04)
5.12.2 SF-36 at 60 days
Artifon 2006 0.74797 0377701 15 18 100.0% 0.75[0.01,1.48] !
Subtotal (95% CI) 15 15 100.0% 0.75 [0.01, 1.49]
Heterageneity: Mot applicable
Test for overall effect: 7=1.98 (F =0.05)

10 -5 0 5 10

Favours Surgical Bypass Favours ES->cSEMS

Endoscopic ultrasound-guided choledochoduodenostomy and stent versus
percutaneous transhepatic biliary drainage in adults with an unresectable
malignant biliary obstruction where either ERCP or EUS-guided transpapillary
rendezvous has failed

Figure 184: Total serum bilirubin at 7 and 30 days

EUS-CD PTEBD Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
6.1.1 at 7 days
Artifon 2012 -0.52821 040723 13 12 100.0% -0.53[1.33,0.27]
Subtotal (95% CI) 13 12 100.0% 0.53 [1.33, 0.27]
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.30{FP=0.15)
6.1.2 at 30 days
Artifon 2012 0.42447 0.404796 13 12 100.0% 0.42 [0.37,1.27] !
Subtotal (95% CI) 13 12 100.0% 0.42[-0.37,1.22]
Heterogeneity: Mot applicahle
Testfar overall effect: £=1.05 (P = 0.24)
| | , |
10 -5 0 5 10

Favours EUS-CD Favours PTBD
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Figure 185: Treatment-related complications

Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

12
12

EUS-CD PTBD
Study or Subgroup Events Total Events Total
6.4.1 Total
Artifon 2012 2 13 3
Subtotal (95% Cl) 13
Total events 2 3

Heterageneity: Mat applicable
Test for overall effect Z=0.99 (P = 0.59)

6.4.2 Bleeding

Artifan 2012 1 13 a
Subtotal (95% Cl) 13

Total events 1 i

Heterogeneity: Mot applicable
Test for overall effect: Z= 0685 (P =052

6.4.3 Biloma

Artifon 2012 1 13 i
Subtotal (95% Cl) 13

Total events 1 a

Heterageneity: Mat applicable
Test for overall effect Z= 065 (P =052

6.4.4 Bile Leak

Artifon 2012 0 13 1
Subtotal (95% Cl) 13

Total events 0 1

Heterogeneity: Mot applicable
Test for overall effect; Z2=0.74 (P = 0.46)

6.4.5 Abscess

Artifon 2012 0 13 2
Subtotal (95% Cl) 13

Total events ] 2

Heterageneity: Mat applicable
Test for overall effect Z=112 (P =025

12
12

12
12

12
12

12
12

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

Figure 186: SF-36 Total (Quality of life)

0.62[0.12 3.07]
0.62 [0.12, 3.07]

279012, 62.48]
2.79[0.12, 62.48]

2790012, 62.48]
2.79[0.12, 62.48]

0.31 [0.01, 6.94]
0.31 [0.01, 6.94]

019[0.01, 3.53]
0.19 [0.01, 3.52]

=

——

= B
B
== S5

0.001

0.1 10
Favours EUS-CD Favours PTBD

1000

EUS-CD PTBD Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.6.1 at 7 days
Attifon 2012 -0.28742 0402379 13 12 100.0% 0.29 [-1.08, 0.50]
Subtotal (95% CI) 13 12 100.0% -0.29 [-1.08, 0.50]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P = 0.48)
6.6.2 at 30 days
Artifon 2012 -0.30765 0.402678 13 12 100.0% -0.31 [1.10, 0.48)] !
Subtotal (95% CI) 13 12 100.0% -0.31 [1.10, 0.48]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.76 (P = 0.44)
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H.10.91 Endoscopic ultrasound-guided choledochoduodenostomy and stent versus
2 surgical bypass in adults with an unresectable malignant biliary obstruction

3 where ERCP has failed

Figure 187: Number of patients with 250% reduction in total serum bilirubin after 7

days
EUSCD Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Artifon 2015 10 14 14 15 100.0% 0.77 [0.54, 1.09] r
Total (95% CI) 14 15 100.0%  0.77 [0.54,1.09] -
Total events 10 14
et 014 R ot
estforoverall effect 2=1.47 (F=014) Favours Surgical Bypass Favours EUS-CD
Figure 188: Total serum bilirubin at 7, 30, 60 and 90 days
EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
7.21 at 7 days
Arifon 2015 514 3488 14 343 105 15 100.0% 1.71 [-0.24, 3.66] -t
Subtotal (95% CI) 14 15 100.0% 1.71[-0.24, 3.66]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.72 (P = 0.09)
7.2.2 at 30 days
Arifon 2015 243 1.02 14 217 067 15 100.0% 0.26 [-0.37,0.89] !
Subtotal (95% CI) 14 15 100.0% 0.26 [-0.37,0.89]
Heterogeneity: Mot applicable
Testfor averall effect: Z= 081 {F = 0.42)
7.2.3 at 60 days
Artifon 2015 1.86 0.23 11 1.8 085 14 100.0% 0.06[0.31,0.43]
Subtotal (95% CI) 1 14 100.0% 0.06 [-0.31,0.43]
Heterageneity: Mot applicahle
Testfor overall effect Z=0.32 (P = 0.75)
7.2.4 at 90 days
Arifon 2014 1.84 0.26 ¥oo1.83 [ 6 100.0% 0.01[-0.583, 0.60]
Subtotal {95% ClI) 7 6 100.0% 0.01[-0.58,0.60]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.03 {F = 0.87)
10 -5 0 5 10
Favours EUS-CD  Favours Surgical Bypass
Figure 189: Treatment-related complications
EUSCD Surgical Bypass Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Artifon 2015 3 14 2 15 100.0% 1.61[0.31, 8.24]
Total (95% CI) 14 15 100.0%  1.61[0.31,8.24] e —
Total events 3 2
Heterogeneity: Mot applicable oy 02 o= 1 t 0

Testfor overall effect Z=0.457 (F=0.487)
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Figure 190: Overall survival 90 days after surgery

EUS-CD Surgical Bypass

Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Artifon 2015 -0.45 043 14 15 100.0% 0.64 [0.23,1.80]
Total {95% CI) 14 15 100.0% 0.64 [0.23, 1.80]
Heterageneity: Mot applicable I t t 1 t t {
e B 01 02 0.5 1 2 5 10
Testfor overall effect Z=0.85 (P = 0.40) Favours EUS-CD  Favours Surgical Bypass
Figure 191: SF-36 Functional capacity at 7, 30, 60 and 90 days
EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.7.1 at 7 days
Artifon 2015 40 16.2 14 337 141 15 1000% 6.30[512,17.72]
Subtotal (95% CI) 14 15 100.0% 6.30 [-5.12,17.72]
Heterageneity: Mot applicable
Testfor overall effect Z=1.08 (P = 0.28)
7.7.2 at 30 days
Artifon 2015 51.4 114 14 407 142 18 100.0% 10.70([0.93, 20.47] t
Subtotal (95% CI) 14 15 100.0% 10.70[0.93, 20.47]
Heterogeneity: Mot applicable
Test for averall effect 2= 215 (P =0.03)
7.7.3 at 60 days
Atifon 2015 54.2 129 12 443 9.6 14 100.0%  9.90[1.04,18.76]
Subtotal (95% CI) 12 14 100.0% 9.90 [1.04,18.76]
Heterogeneity: Mot applicable
Test for overall effect Z= 218 (F=0.03)
7.7.4 at 90 days
Artifon 2015 557 53 T 5758 8.8 6 100.0% -1.80[9.86, 6.26] !
Subtotal (95% CI) T 6 100.0% -1.80[-9.86, 6.26]
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.44 (P = 0.66)
100 -0 0 50 100

Figure 192: SF-36 Physical health at 7, 30,

60 and 90 days

Favours Surgical Bypass Favours EUS-CD

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.8.1 at 7 days
Arifon 2015 232 154 14 217 208 15 100.0%  1.50[-11.76, 14.76] i
Subtotal (95% CI) 14 15 100.0%  1.50 [-11.76, 14.76]
Heterageneity: Mot applicahle
Testfor overall effect Z=0.22 (P=082)
7.8.2 at 30 days
Arifon 2015 268 119 14 N7 24 15 100.0% -4.90[-18.55, 8.79] 1
Subtotal (95% CI) 14 15 100.0% -4,90 [-18.55, 8.75]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.70 (P = 0.48)
7.8.3 at 60 days
Attifon 2015 354 1248 12 286 1493 14 100.0% B.80 [-5.67,19.27] t
Subtotal (95% CI) 12 14 100.0% 6.80 [-5.67,19.27]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.07 (P =0.29)
7.8.4 at 90 days
Artifon 2015 357 244 7 458 188 6 100.0% -1010[-33.62,13.42] i
Subtotal (95% CI) 7 6 100.0% -10.10[-33.62,13.42]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.84 (P = 0.40)
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Figure 193: SF-36 Pain at 7, 30, 60 and 90 days

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.9.1 at 7 days
Artifan 2014 743 138 14 8 115 15 1000%  -3.70[17.22 9.87] i
Subtotal (95% CI) 14 15 100.0%  -3.70 [-17.22,9.82]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.54 (P = 0.59)
7.9.2 at 30 days
Artifan 2014 794 132 14 767 201 15 100.0% 2.70[-9.60,15.00] t
Subtotal (95% CI) 14 15 100.0% 2.70 [-9.60, 15.00]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.43 (P = 0.67)
7.9.3 at 60 days
Artifan 2014 66 15.6 12 704 185 14 1000%  -4.40[17.51,8.71] t
Subtotal (95% CI) 12 14 100.0%  -4.40 [-17.51, 8.71]
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.66 (P =0.51)
7.9.4 at 90 days
Artifon 2014 734 64 7ooBer 144 6 100.0% -15.30[27.76,-2.84] t
Subtotal (95% CI) 7 6 100.0% -15.30[-27.76, -2.84]

Heterogeneity: Mot applicable
Testfor overall effect: Z=2.41 (P=0.02)

Figure 194: SF-36 General health at 7, 30,

k
-100

, ,
-40 a 50
Favours Surgical Bypass Favours EUS-CD

60 and 90 days

100

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.10.1 at 7 days
Atifon 2015 3|7 13 14 421 6.4 15 100.0% -3.40 1015, 3.38] i’
Subtotal {95% CI) 14 15 100.0% -3.40 [-10.15, 3.35]
Heterogeneity: Mot applicahle
Test for overall effect: £=0.99 (P = 0.32)
7.10.2 at 30 days
Artifon 2015 366 10.2 14 407 1141 15 1000% -4.10[-11.85, 3.65] !
Subtotal {95% CI) 14 15 100.0% -4.10[-11.85, 3.65]
Heterogeneity: Mot applicahble
Test for overall effect: £=1.04 (F = 0.30)
7.10.3 at 60 days
Artifon 2015 351 114 12 384 5.3 14 1000% -3.30[10.58, 3.98] !
Subtotal {95% CI) 12 14 100.0% -3.30 [-10.58, 3.98]
Heterogeneity: Mot applicahble
Test for overall effect 2= 0.89 (P = 0.37)
7.10.4 at 90 days
Artifon 2015 383 1M T o348 109 6 1000% 450744, 16.44] 1
Subtotal (95% CI) 7 6 100.0% 4.50[-7.44, 16.44]

Heterogeneity: Mot applicahle
Testfar overall effect 2= 0.74 (P = 0.46)
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Figure 195: SF-36 Vitality at 7, 30, 60 and 90 days

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.11.1 at 7 days
Artifon 2015 407 116 14 3| 1.3 15 1000% 270[5.64,11.04]
Subtotal {95% CI) 14 15 100.0% 2.70 [-5.64, 11.04]
Heterogeneity: Mat applicable
Testfor averall effect Z=063 (P =053}
7.11.2 at 30 days
Artifon 2015 479 142 14 403 133 15 1000% 7EO0[-2.43 17.63) !
Subtotal (95% CI) 14 15 100.0% 7.60 [-2.43,17.63] 1
Heterogeneity: Mot applicable
Testfor overall effect Z=1.48(F=0.14)
7.11.3 at 60 days
Artifon 2015 45 138 12 429 14 14 1000%  210[8.61,12.81] t
Subtotal {95% CI) 12 14 100.0% 2.10[-8.61,12.81]
Heterogeneity: Mot applicable
Testfor overall effect Z=038 (P=0.70)
7.11.4 at 90 days
Artifon 2015 471 188 73258 128 6 100.0% 1460[-3.20, 32.40] ‘t
Subtotal {95% CI) 7 6 100.0% 14.60 [-3.20, 32.40] .

Heterogeneity: Mot applicable
Testfor overall effect Z=1.61 (P=011)

| | |
100 -0 0 50
Favours Surgical Bypass Favours EUS-CD

Figure 196: SF-36 Social role functioning at 7, 30, 60 and 90 days

100

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.11.1 at 7 days
Artifon 2015 407 116 14 3| 1.3 15 1000% 270[5.64,11.04]
Subtotal {95% CI) 14 15 100.0% 2.70 [-5.64, 11.04]
Heterogeneity: Mat applicable
Testfor averall effect Z=063 (P =053}
7.11.2 at 30 days
Artifon 2015 479 142 14 403 133 15 1000% 7EO0[-2.43 17.63) !
Subtotal (95% CI) 14 15 100.0% 7.60 [-2.43,17.63] 1
Heterogeneity: Mot applicable
Testfor overall effect Z=1.48(F=0.14)
7.11.3 at 60 days
Artifon 2015 45 138 12 429 14 14 1000%  210[8.61,12.81] t
Subtotal {95% CI) 12 14 100.0% 2.10[-8.61,12.81]
Heterogeneity: Mot applicable
Testfor overall effect Z=038 (P=0.70)
7.11.4 at 90 days
Artifon 2015 471 188 73258 128 6 100.0% 1460[-3.20, 32.40] ‘t
Subtotal {95% CI) 7 6 100.0% 14.60 [-3.20, 32.40] .

Heterogeneity: Mot applicable
Testfor overall effect Z=1.61 (P=011)
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Figure 197: SF-36 Emotional role functioning at 7, 30, 60 and 90 days

EUS-CD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

7.131 at 7 days

Artifon 2015 381 17.8 14 356 198 15 1000% 2.50F111
Subtotal {95% CI) 14 15 100.0% 2.50[-11.19,16.19]
Heterogeneity: Mat applicable

Testfor averall effect Z=036(F=072)

18,16.19]

7.13.2 at 30 days

Artifon 2015 476 171 14 467 ITH 15 100.0% 0.90 1
Subtotal (95% CI) 14 15 100.0% 0.90 [-15.69, 17.49]

Heterogeneity: Mot applicable
Testfor overall effect Z=011 (P =092
7.13.3 at 60 days

5.9, 17.49] t
Artifon 2014 A0 266 12 408 267 14 100.0% 9.50[-11.05, 30.04] —-t
Subtotal {95% CI) 12 14 100.0% 9.50 [-11.05, 30.05]
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.91 (P=0.36)

7.13.4 at 90 days

Artifon 2015 476 17.8 7389 287 6 100.0% 8.70F15.33,32.73]
Subtotal (95% CI) 7 6 100.0% 8.70[-15.33,32.73]

Heterogeneity: Mot applicable
Testfor overall effect Z=071 (P=0.48)

100 -0 0 50 100
Favours Surgical Bypass Favours EUS-CD

Figure 198: SF-36 Mental Health at 7, 30, 60 and 90 days

EUSCD Surgical Bypass Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.14.1 at 7 days
Artifon 2015 531 104 14 44 104 18 1000% 9.10[1.49 16.71] !
Subtotal (95% CI) 14 15 100.0% 9.10[1.49,16.71]

Heterogeneity: Mot applicable
Test for averall effect 2= 2.34 (P=0.02)

7.14.2 at 30 days

Artifon 2015 526 11.3 14 397 114 19 1000% 12.90[4.63, 21.17]
Subtotal (95% CI) 14 15 100.0% 12.90 [4.63, 21.17]

Heterogeneity: Mot applicable
Test for overall effect: 2= 3.06 (P =0.002)

7.14.3 at 60 days

Artifon 2015 54 134 12 451 114 14 1000% 890092 18.72] !
Subtotal (95% CI) 12 14 100.0% 8.90[-0.92,18.72]

Heterogeneity: Mot applicable

Test for overall effect Z=1.78 (P = 0.08)

7.14.4 at 90 days

Artifon 2015 446 123 7427 103 7 100.0%
Subtotal (95% CI) 7 7 100.0%
Heterogeneity: Mot applicable

Test for averall effect Z=0.31 {(P=0.749)

,13.78]
,13.78]

-
=g
= o
1=
oo
=

| , |
-100 -50 a 50 100
Favours Surgical Bypass Favours EUS-CD
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H.111 Duodenal obstruction

H.11.12 Prophylactic GJJ and hepaticojejunostomy versus hepaticojejunostomy only

3 Figure 199: Gastric outlet obstruction at 1 month

Prophylactic GJJ + HJJ HJJ only Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lillermoe 19499 a 44 8 43 201% 0.06 [0.00, 0.97]
Yan Heek 2003 2 26 1220 79.9% 0.13 [0.03, 0.55] ——
Total (95% CI) 80 72 100.0% 0.11 [0.03, 0.40] ol
Total events 2 20
Heterogeneity: Tau : 0.00; Chi*=0.29, df=1 (P =0453); 7= 0% o0z o1 10 =00
Test for averall effect. £= 3.38 (P =0.0007) Favours ProGJJ +H1J  Favours HJJ only
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1 Figure 200: Adverse events (Perioperative morbidity)

Prophylactic GJJ + HJJ HJJ only Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.2.1 Peri-operative mortality
Lillermoe 1989 a 44 0 43 Mot estimatle
Wan Heek 2003 1 36 i 29 100.0% 2.43[0.10,57.57) l
Subtotal {95% CI) 80 72 100.0% 2.43 [0.10, 57.57]
Tatal ewvents 1 0

Heterogeneity: Mot applicable
Test for overall effect, £= 055 (F = 0.58)

1.2.2 Cholangitis

Lillernoe 1999 4 44 2 43 100.0% 1.95[0.38,10.12) —t
Subtotal (95% CI) 44 43 100.0%  1.95[0.38 10.12]
Total events 4 2

Heterogeneity: Mot applicable
Testfor overall effect Z=080 (P =042

1.2.3 Bile leak

Lillermoe 19589 3 44 2 43 % 1.47 [0.26, 8.34] i
Wan Heek 2003 1 el 1 29 18.9% 0.81 [0.05,12.33] bl

Subtotal (95% CI) 80 72 100.0% 1.23[0.28, 5.34] ——oaii——
Total events 4 3

Heterogeneity, Tau*=0.00; Chi*=013, df=1{F=072) F=0%

Testfor averall effect Z= 028 (P =0.78)

1.2.4 Gastroenteral leak

Lillermoe 1595 i} 44 a 43 Mot estimahle

Wan Heek 2003 1 36 1 29 100.0% 0.81[0.05,12.33] +
Subtotal (95% CI) 80 72 100.0% 0.81 [0.05,12.33]

Total events 1 1

Heterogeneity. Mot applicahble

Test for averall effect Z= 016 (P = 0.88)

1.2.5 Delayed gastric emptying

Lillermoe 19589 1 a4 1 43 361% 0.98 [0.06,14.13] L]

Wan Heek 2003 fi 36 1 29 B38% 483062, 37.891] i
Subtotal {95% CI) 80 72 100.0% 2.71[0.52,14.08] -~
Total events 7 2

Heterogeneity, Tau®=0.00; Chi*=0.85 df=1 {F=0236), F=0%

Testfor averall effect Z=119{F =023

1.2.6 Wound infection

Lillermoe 19589 2 44 0 43 351% 4.89 [0.24, 98.96] L]
Wan Heek 2003 3 36 1 29 B4.8% 242027, 2202 |
Subtotal {95% CI) 80 72 100.0% 3.09 [0.52, 18.36] e —
Total events A 1

Heterogeneity, Tau*=0.00; Chi*=014, df=1{F=071) F=0%

Testfor averall effect Z=1.24 (P=0.21)

1.2.7 Chest complications

Lillermoe 19589 1 44 2 43 497% 0.49[0.05,5.19] i

Wan Heek 2003 1 36 2 29 50.3% 0.40[0.04, 427 L

Subtotal {95% CI) 80 72 100.0% 0.44 [0.08, 2.35] ——ai—

Tatal ewvents 2 4

Heterogeneity, Tau®=0.00; Chi*=0.01, df=1 {F =091} F=0%
Testfor averall effect Z= 096 (P = 0.34)

1.2.8 Cardiac complications

Vian Heek 2003 4 6 2 29 1000% 161 [0.32, 8.14] —t
Subtotal (95% CI) 36 29 100.0% 1.61[0.32, 8.19]
Total events 4 2

Heterogeneity: Mot applicable
Testfor overall effect Z= 058 (P=0.57)

0.01 0.1 10
Favours ProGJJ +HJ) Favours H1J only
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1 Figure 201: Overall survival

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% ClI

Hazard Ratio
IV, Random, 95% CI

Lillermoe 149849 -0.01 013 B31% 0599 [0.77, 1.28]
an Heek 2003 008 017 36.49% 1.08[0.78,1.51]
Total {95% CI) 100.0% 1.02 [0.84, 1.25]
Heterogeneity: Tau : DEIEI; Chi :_0.1 B, df=1{P=067)F=0% 'D.1 072 DTS 1| é é 1U'
2 Testfor averall effect 2= 0.22 (F = 0.82) Favours ProGJJ + HJJ  Favours H1J only
H.11.23 GJJ versus duodenal stent placement
4 Figure 202: Change in symptoms - Persistent obstructive symptoms
G Duodenal stent Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.2.1 Persistent obstructive symptoms
Jeurnink 2010 3 18 3 21 100.0% 117 [0.27, 5.08]
Subtotal (95% CI) 18 21 100.0% 1.17 [0.27, 5.08]
Taotal events 3 3
Heterogeneity: Mot applicahble
Testfar overall effect: Z=0.21 {F = 0.84)
2.2.2 Recurrent obstructive symptoms
Jeurnink 2010 1 18 a 21 100.0% 0.23[0.03,1.82]
Subtotal (95% CI) 18 21 100.0% 0.23 [0.03,1.82] —*-—
Total events 1 ]
Heterogeneity: Mot applicable
Test for overall effect: Z=1.39 (F=0.16)
0.01 0.1 10 100

Test for subgroup differences: Chi*=1.96, df=1(F =021}, F= 35.9%

5

Favours [GJJ] Favours [Duodenal stent]

6 Figure 203: Adverse effects — Minor and Major complications

G Duodenal stent Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenis Total Weight M-H, Random, 95% Cl NM-H, Random, 95% CI
2.4.1 Minor complications
Jeurnink 2010 a 18 4 21 100.0% 146 [0.46, 4 53]
Subtotal {95% Cl) 18 21 100.0% 1.46 [0.46, 4.63]
Tatal events a 4
Heterogeneity: Mot applicahle
Testfor overall effect. 2= 064 (F=0.52
2.4.2 Major complications
Jeurnink 2010 0 18 4 21 100.0% 0.13[0.01, 2.24] l
Subtotal (95% Cl) 18 21 100.0% 0.13 [0.01, 2.24] p—
Total events 0 4

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.41 {(F=0.16)

7

0.002 01 10

500
. . Favours [GJJ] Favours [Duodenal stent]
Test for subgroup differences: Chif=2.39, df=1{(F=012), F=581%
8 Figure 204: Overall survival
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Mehta 2006 -0.2058 05593 100.0% 0.81[0.27, 2.44]
Total {95% CI) 100.0% 0.81 [0.27, 2.44] ——*——
Heterogeneity: Mot applicahle -0.1 sz 055 1| i é 1D'

Testfor overall effect 2= 037 (P=0.71)
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1 Figure 205: Health-related Quality of Life: SF-36 at 1 month

GJJ Duodenal stent Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.7.1 Physical Health score
Mehta 2006 333 187489 13 41.2 19.0536 12 100.0% -790[22.74, 6.494] 1—
Subtotal (95% CI) 13 12 100.0% -7.90[-22.74, 6.94]

Heterogeneity: Mot applicable
Test for overall effect: Z=1.04 (P = 0.30)

2.7.2 Mental Health score
hehta 2006 457 241672 13 45 34 2487 12 100.0% 07018249 19649 i
Subtotal (95% Cl) 13 12 100.0% 0.70[-18.29,19.69]

Heterogeneity: Mot applicable

Test for averall effect: Z=0.07 (P = 0.94)

-50 -25 0 25 &0
. ) Favours [GJJ] Favours [Duodenal stent]
Test for subgroup differences: Chif= 049, df=1 (P =0.483), F=0%

2

3 Figure 206: PROMS - Self-report Pain (Visual Analog Scale) at 1 month

Prohylactic GJJ Mo prohylactic GuJ.J Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Metita 2006 4.4 28344 13 24 37T 12 100.0%  2.00[-0.36, 4.36] R
Total (95% CI) 13 12 100.0%  2.00[-0.36, 4.36] el
Heterogeneity: Mot applicable } ! 1 t
Testf Il effect Z= 166 (P=0.10 -0 -5 0 5 10
estfor overall effect Z=1.66 (F=010) Favours [GJJ] Favours [Duodenal stent]
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H.11.31 Type | GJJ (proximal to the Jejunal limb: Ligament of Treitz) versus Type Il GJJ
2 (Pylorus)

3 Figure 207: Change in symptoms (Clinical symptoms of GOO)

Type 1 GJJ Type Il GJJ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
311 Total
Shyr 1997 7 18 2 15 100.0% 250 [0.86, 14.18] t
Subtotal (95% CI) 15 15 100.0%  3.50 [0.86, 14.18]
Total events 7 2

Heterogeneity: Mot applicable
Testfor overall effect; Z=1.76 (F = 0.08)

3.1.2 Anorexia

Shyr 1997 1 15 I 15 100.0% 3.00[0.13, 68.26] l
Subtotal (95% CI) 15 15 100.0% 3.00 [0.13, 68.26]
Total events 1 I}

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.69 (F = 0.4%)

3.1.3 Epigastric fullness

Shyr 1997 2 1% 1 15 100.0% 2.00[0.20, 19.78] i
Subtotal (85% CI) 15 15 100.0%  2.00[0.20,19.78]
Total events 2 1

Heterogeneity: Mot applicable
Test for overall effect: Z=0.589 (P = 0.55)

3.1.4 Nausea
Shyr 1997 1 15 I 15 100.0% 3.00[0.13, 68.26] l

Subtotal (95% CI) 15 15 100.0% 3.00[0.13, 68.26]

Total events 1 a

Heterogeneity: Mat applicahle
Testfor overall effect; Z= 0.69 (F = 0.49)

3.1.5 Vomiting

Shyr 1997 3 15 a 15 100.0% T.00[0.39,124.83] l
Subtotal (95% CI) 15 15 100.0% 7.00[0.39,124.83] e

Total events 3 I}

Heterogeneity: Mot applicable
Testfor averall effect Z=1.32 (P =019

0.002 0.1 110 500
Favaurs [Type | GJJ] Favours [Type Il GJJ]

4

5 Figure 208: Nutritional status - Gastric emptying time (minutes)

Type | GJJ Type Il GJJ Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Shyr 1997 1589 141.8209 18 2453 143.3004 18 100.0% -86.40[-1592.05 19.25] —.——
Total {95% Cl) 15 15 100.0% -86.40 [-192.05, 19.25] e —
e e o S TR I I O
est for overall effect: Z=1.60 (P = 0.11) Favours [Type | GJJ] Favours [Type Il GJJ]

6

7 Figure 209: Nutritional status - Patients with delayed gastric emptying

Type 1 GJJ Type I GJJ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Shyr 1997 3 15 1 15 100.0% 3.00[0.35, 25.68]
Total (95% CI) 15 15 100.0% 3.00 [0.35, 25.68] ——
Total events 3 1
Heterogeneity: Mot applicable f f f {
i _ 0.01 01 10 100
Testfor overall effect Z=1.00{F = 0.32) Favours [Type | GJJ] Favours [Type Il GJ]
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H.11.41 Type | GJJ (proximal to the Jejunal limb: Ligament of Treitz) versus Type Il
2 GJJ (proximal to Roux-limb Jejunum)

3 Figure 210: Change in symptoms (Clinical symptoms of GOO)

4

6

Type 1 GJJ Type I GJJ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 Total
Shyr 1997 7 15 2 15 100.0% 3.A50[0.86,14.19] 't
Subtotal (95% CI) 15 15 100.0% 3.50 [0.86, 14.18]
Total evants T 2

Heterageneity: Mot applicable
Testfor overall effect: Z=1.76 (P=0.08)

4.1.2 Anorexia

Shyr 1997 1 15
Subtotal (95% CI) 15
Total evants 1

Heterageneity: Mot applicable
Testfor overall effect: Z=0.00 (P =1.00)

4.1.3 Epigastric fullness

Shyr 1997 2 15
Subtotal (95% CI) 15
Total evants 2

Heterogeneity: Mot applicable
Testfor overall effect; Z= 059 (P =0.55)

4.1.4 Nausea

Shyr 1997 1 15
Subtotal (95% CI) 15
Total events 1

Heterogeneity: Mot applicable
Testfor overall effect; £= 069 (P =0.49)

4.1.5 Vomiting

Shyr 1997 3 15
Subtotal (95% CI) 15
Total events 3

Heterogeneity: Mot applicable
Testfor overall effect Z=1.32(FP=0.19)

14 100.0% 1.00[0.07, 14.59]
15 100.0% 1.00 [0.07, 14.55]
14 100.0% 2.00([0.20,19.78]
15 100.0% 2.00[0.20,19.78]
14 100.0% 3.00[0.13, 68.26]
15 100.0% 3.00[0.13, 68.26]
14 100.0% 7.00([0.39,124.83]
15 100.0% 7.00[0.39,124.83]

— ——

E— —

0.002

01 10

a00
Favours [Type | GJJ] Favours [Type Il GJJ]
5 Figure 211: Nutritional status - Gastric emptying time (minutes)
Type 1 GJJ Type Il GJJ Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Shyr 1987 1588 151.8208 15 2453 1433004 15 1000% -56.40[-192.05,19.25] —
Total (95% CI) 15 15 100.0% -86.40 [-192.05, 19.25] ——e——
Heteragenaity: Mot applicable t t t t
e _ -200 -100 0 100 200
Test for overall effect: Z=1.60 (F=0.11} Favours [Type | GJJ] Favours [Type Il GJ]
7 Figure 212: Nutritional status - Patients with delayed gastric emptying
Type 1 GJJ Type I GJJ Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Shyr 1997 3 15 1 15 100.0% 3.00[0.35, 25.68]
Total {95% CI) 15 15 100.0% 3.00 [0.35, 25.68] ——e e ——
Total events 3 1
Heterogeneity: Mot applicable 'D.D1 EIH 1'E| 1E|E|'

Testfor overall effect Z=1.00(FP=0.32)
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H.11.51 Type Il GJJ (Pylorus) versus Type lll GJJ (proximal to Roux-limb Jejunum)

2 Figure 213: Change in symptoms (Clinical symptoms of GOO)

Type Il GJJ Type lll GJJ Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M_H, Random, 95% Cl
5.1.1 Total
Shyr 1887 115 2 15 100.0% 0,50 [0.05, 4.94] 1—
Subtotal (95% CI) 15 15 100.0% 0.50 [0.05, 4.94]
Total events 1 2

Heterogeneity: Mot applicable
Test for overall effect: 2= 059 {F = 0.55)

5.1.2 Anorexia

Shyr 1997 1] 15 0 14 Mot estimable
Subtotal (95% CI) 15 15 Not estimable
Total events 1] 0

Heterogeneity: Mot applicahble
Test for overall effect: Mot applicable

5.1.3 Epigastric fullness

Shyr 1997 1 14 1 14 100.0% 1.00[0.07, 14.59] l
Subtotal (95% CI) 15 15 100.0% 1.00 [0.07, 14.55]

Total events 1 1
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.00 {F =1.00)

5.1.4 Nausea
Shryr 1997 I 15 1 15 100.0% 0.33[0.01, 7.58] l

Subtotal (95% CI) 15 15 100.0% 0.33 [0.01, 7.58]

Total events 1] 1

Heterogeneity: Mot applicahle
Test for overall effect; 2= 069 {F = 0.49)

5.1.5 Vomiting

Shyr 1997 1] 18 0 15 Mot estimable
Subtotal (95% CI) 15 15 Not estimable
Total events I} a

Heterogeneity; Mot applicahle
Test for overall effect: Mot applicahle

0.002 01 10 500
Favours [Type I GJJ] Favours [Type Il GJJ]

3

4 Figure 214: Nutritional status - Gastric emptying time (minutes)

Type Il GJJ Type ll GJJ Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Shyr 1997 1181 151.8209 18 2453 1433004 18 100.0% -127.20[232.85,-21.59]
Total (95% CI) 15 15 100.0% -127.20 [-232.85, -21.55] —ea——
Heterogeneity: Mot applicable ! ! t t
S _ -200 -100 a 100 200
Testfor overall effect: 2= 236 (P=0.02) Favours [Type || GJJ] Favours [Type Il GJJ]

5

6 Figure 215: Nutritional status - Patients with delayed gastric emptying

Type ll GJJ Type ll GJJ Risk Ratio Risk Ratio
Study or Subgroup Evenits Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Shyr 1997 1 15 1 15 100.0% 1.00[0.07,14.55]
Total (95% CI) 15 15 100.0% 1.00 [0.07, 14.55]
Taotal events 1 1
?et??genewl:l N;t atF-J;“—chUIE o100 'EI.E|1 EIH 1. 1.D 1E|E|.
estfor overall efiect 2= 0.00 (F = 1.00) Favours [Type Il GJJ] Favours [Type Il GJJ]
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Duodenal stent-1 versus duodenal stent-2

Figure 216: Relief of obstruction - Duodenal obstruction recurrence

WallFlex™ duodenal stent  Niti-S™ pyloric/duodenal D-type stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Okuwaki 2016 4 14 4 17 100.0% 1.21[0.37, 4.00]
Total {95% Cl) 14 17 100.0% 1.21 [0.37, 4.00]
Total events 4 4
?etT;ngenelty;IN;t atp;\l_c:;h; I I h s T L B e
estfor overall effect: 2= 0.32 (P = ) Favours [ WallFlex™ ducdenal stent] Favours [Niti-S™ pyloric/duodenal D-type stent]

Figure 217: Change in symptoms - Mean change in Nausea and Vomiting Scoring
System (NVSS) score

‘WallFlex™ duodenal stent Niti-S™ pyloric/duodenal D-type stent Std. Mean Difference Std. Mean Difference
Study or Mean sD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Okuwaki 2016 -6 1.6542 14 -1.8 0.0018 17 100.0% 0.28 [-0.43, 0.99]
Total {95% CI} 14 17 100.0% 0.28 [-0.43,0.99]
Heterageneity: Mot applicable :-1|J 15 T é m1
Testfor overall effect: 2= 0.77 (F = 0.44) Favours [ WallFlex™ duodenal stent] Favours [ Niti-S™ pyleric/duodenal D-type stent]

Figure 218: Nutritional status - Mean change in gastric outlet obstruction (GOO) score
at 2 weeks recurrence

WallFlex™ duodenal stent Niti-S™ pyloric/duodenal D-type stent Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Okuwaki 2016 22 2137 14 15 1.6404 17 1000% 037 [-0.34,1.049]
Total {95% CI) 14 17 100.0% 0.37 [-0.34,1.09]
Heterogeneity: Mot applicable =—1U 715 T é WU}
Testfor overall effect 7=1.02(F = 0.31) Favours [ WallFlex™ duodenal stent] Favours [ Niti-S™ pyloric/duodenal D-type stent ]

Figure 219: Nutritional status- Mean change in BMI at 4 weeks

WallFlex™ duodenal stent Niti-S™ pyloriciduodenal D-type stent Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Okuwaki 2016 -0.2 0 1.5485 132 0.1 07902 17 1000%  -0.30[1.22,062]
Total (95% CI) 13 17 100.0%  -0.30[-1.22,0.62]
Heterogeneity: Mot applicahle 1_m 55 3 é 101
Testfor overall effect. 2= 0.64 (P = 0.52) Favours [ WallFlex™ duodenal stent] Favours [ Niti-S™ pyloric/duodenal D-type stent]

Figure 220: Adverse events (procedure-related)

WallFlex™ duodenal stent  Niti-S™ pyloric/duodenal D-type stent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Okunwaki 2016 4 14 4 17 100.0% 1.21[0.37, 4.00] f
Total {95% Cl) 14 17 100.0% 1.21 [0.37, 4.00]
Total evenis 4 4
| , , 4 4 |
EEOR R I
estfor overall effect 2= 0.32 (P = ) Favours [ WallFlex™ duodenal stent] Favours [Niti-S™ pyloric/duodenal D-type stent]

Figure 221: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Okuvaki 2016 06444 03664 100.0% 052 (026,108 ——

Total (95% Cl) 100.0% 0.52 [0.26, 1.08] —=oti——

Heterogeneity: Mot applicable TR o'z ¥

4
sy
=

Testfor overall effect: 2= 1.76 (P = 0.08) Favours WallFlex Favours Miti-S
Figure 222: HRQL - Mean change in Karnofsky performance score at 2 weeks
WallFlex™ duodenal stent Niti-S™ pyloric/duodenal D-type stent Mean Difference Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Okuwaki 2016 142 157544 14 9 12.4554 13 1000% 620547 1587]

Total (95% CI) 14 13 100.0% 5.20 [-5.47, 15.87]

Heterogeneity: Mot applicable ; + ) + |
-100 -a0 1} a0 100

Testfor overall efiect 2= 0.85 (F = 0.24) Favours [ WallFlex™ duodenal stenf] Favours [Niti-S™ pyloric/duodenal D-type stent]
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H.12.14

7

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Casadei 2015 7 18 5 20 3.5% 1.56 [0.60, 4.04]
Golcher 2008 19 21 45 58 82.9% 1.17 [0.96, 1.42] T .
Golcher 2015 17 33 16 33 13.6% 1.06 [0.66, 1.72] v
Total (95% CI) 72 111 100.0% 1.16 [0.97, 1.39] <o
Total events 43 66

1 1 1 1
Heterogeneity: Tau? = 0.00; Chi? = 0.50, df =2 (P = 0.78); I> = 0% ' ! ! T
Test f Il effect: Z = 1.66 (P = 0.10 02 05 ! 2 °

estfor overall effect: Z =1.66 (P = 0.10) Favours [Surgery alone] Favours [ NADJ-CTR + surgery]
8 Figure 225: Overall survival
Hazard Ratio Hazard Ratio

9
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Figure 223: HRQL - Mean change in Performance score at 2 weeks

Study or Subgroup
Okuwaki 2016

Mean Difference
IV, Random, 95% CI

WallFlex™ duodenal stent HNiti-S™ pyloric/duodenal D-type stent Mean Difference
Mean sSD Total Mean SO Total Weight IV, Random, 95% CI
-06 08554 14 -05 0.rag 17 1000%  -0010 F0.69, 0.48]
14 17 100.0%

Total {95% CI)

Heterogeneity: Mot applicable

Testfor overall effect Z= 033 (P=0.74)

-0.10 [-0.69, 0.49]
I

-10

Neo-adjuvant treatment

Neoadujvant chemoradiotherapy followed by surgery versus surgery alone in

adults with resectable pancreatic cancer

Figure 224: RO resection rate

NADJ-CTR + surgery  Surgery alone

Risk Ratio

Risk Ratio

-G 1} i}
Favours [ WallFlex™ duodenal stent] Favours [Niti-S™ pyloric/duodenal D-type sten

Study or Subgroup

log[Hazard Ratio] SE Weight IV,

Random, 95% CI

IV, Random, 95% CI

Golcher 2008
Golcher 2015

Total (95% CI)

-0.3857 0.311 39.5%
-0.0101 0.2513 60.5%

100.0%

Heterogeneity: Tau? = 0.00; Chi* = 0.88, df = 1 (P = 0.35); I> = 0%
Test for overall effect: Z=0.81 (P = 0.42)

0.68 [0.37, 1.25]
0.99 [0.60, 1.62]

0.85 [0.58, 1.25]
1l

T
0.2

Favours [ NADJ-CTR + surgery] Favours [Surgery alone]

10 Figure 226: Postoperative complications

11

2 5
Test for overall effect: Z = 0.48 (P = 0.63) Favours [ NADJ-CTR + surgery] Favours [ Surgery alone]
12 Figure 227: Postoperative complications (Pancreatic fistula)
NADJ-CTR + surgery  Surgery alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sho 2013 11 61 23 71 100.0% 0.56 [0.30, 1.05] [
Total (95% Cl) 61 71 100.0% 0.56 [0.30, 1.05] ’
Total events 11 23
1 1 1 1
Heterogeneity: Not applicable ! ! ! T
9 Y PP 0.2 0.5 1 2 5

13

NADJ-CTR + surgery  Surgery alone

Risk Ratio

0.5

1 2

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Casadei 2015 10 18 9 20 38.7% 1.23[0.65, 2.33] L
Golcher 2015 22 33 32 33 61.3% 0.69 [0.54, 0.88] .

Total (95% Cl) 51 53 100.0% 0.86 [0.47, 1.57] ‘
Total events 32 4

Heterogeneity: Tau? = 0.14; Chi? = 3.25, df = 1 (P = 0.07); I> = 69%

T
0.2

T
0.5 1

Test for overall effect: Z = 1.82 (P = 0.07)
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1 Figure 228: Postoperative complications (Postoperative bleeding)

NADJ-CTR + surgery Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sho 2013 2 61 1 71 32.0% 2.33[0.22, 25.05] L
Tzeng 2014 1 115 3 52 35.0% 0.15[0.02, 1.41] &
Vento 2007 1 22 2 25 33.0% 0.57 [0.06, 5.85] L
Total (95% Cl) 198 148 100.0% 0.56 [0.12, 2.65] ’
Total events 4 6
Heterogeneity: Tau? = 0.49; Chi? = 2.70, df = 2 (P = 0.26); I = 26% f f f f
Test for overall effect: Z = 0.73 (P = 0.47) 002 01 ! 10 %
Favours [ NADJ-CTR + surgery] Favours [ Surgery alone]

2

H.12.23 Neoadjuvant chemotherapy then neoadjuvant chemoradiotherapy followed by
4 surgery then adjuvant chemotherapy versus neoadjuvant chemotherapy
5 followed by surgery then adjuvant chemotherapy in adults with resectable or
6 borderline resectable pancreatic cancer

Figure 229: Response to neoadjuvant treatment prior to surgery (FOLFIRINOX vs

GEMcap)
FOLFIRINGX GEMcap Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Grose 2017 1 B4 1 19 1000% 327 [0.45, 23.70)

Total (95% CIy 64 19 100.0% 3,27 [0.45, 23.70] — e —

Total events 11 1

Heterpgeneity, Mot applicable I = £ t {
0.m 01 10 100

Test for averall effact Z=1.17 (P=0.24) Favours FOLFIRINOX Favours GEMcap
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Figure 230: Overall survival (FOLFIRINOX vs GEMcap)

FOLFIRINOX GEMcap Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratio]  SE Total  Total Weight IV, Fixed, 95% CI IV, Fixied, 35% CI
Grose 2017 033 033 B0 25 100.0% 1.39 [0.73, 266]
Total (35% CI} 50 5 100.0% 1.39 [0.73, 2.56]
Heterogeneity, Mot applicabls I + 1 t |
Testfor cwerall effect Z= 1,00 (P= 0,32} 0.01 FMU]EQCLFIRIHM ! Faneousts GEﬁcan 100

Figure 231: Grade 3 Adverse Events (FOLFIRINOX vs GEMcap)
FOLFIRING GEMcap Risk Ratio Risk Ratic
Study or Subgroup  Evenis  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Haematological toxicity
Groge 2017 5 65 T 0 1000% 077006 36T
Subtotal (95% CI) 55 20 100.0%  0O.77 [0.16, 3.67]
Total events 5 2
Heteroganaity: Mot applicable
Testfor overall efect Z= 032 P=074)
2.3.2 Biochemical toxicity
Grose 2017 2 65 1} 20 100.0% 1.59[0.08, 31.84)
Subtotal (95% CI) 65 20 100.0% 1.50 [0.08, 31.84] +—
Total events 2 0
Heteroganeity Mot applicable
Test for averall effect 2= 0,30 (P=0.76)
2.3.3 Diarrhoea
Grose 2017 B 65 1} 20 1000% 414 [0.24, 70.39) .
Subtotal (95% CI) 65 20 100.0% 494 [0.24, T0.39]
Total events 3 0
Helaroganaity: Mol applicable
Test for averall affect =098 (P =033
2.3.4 Nauseahomiting
Grose 2017 3 65 1] 20 1000% 2.23[012, 41.39) .
Subtotal (95% CI) 65 20 100.0% 2.23[0.12, 41.39]
Total evenls 3 1]
Heleroganeity: Not applicabla
Test for overall effect Z= 0.54 (= 0.5
2.3.5 Fatigue
Groge 2017 5 BS 1 20 100.0% 1.54 [0.19,12.41) l
Subtotal (95% CI) B5 20 100.0% 1.54 [0.19,12.41)
Total events 5 1
Heteroganeity. Mot applicable
Test for overall affact Z= 040 (P = 0.69)
2.3.6 Sepsis
Grose 2017 I 65 0 20 100.0% 1.59[0.08, 31.84] I
Subtotal (95% CI) 65 20 10000%  1.50 [0.08, 31.84]
Total events 2 0
Heterogeneity. Mot applicable
Test for overall effect Z=0.30 (P =0.78)
.01 a1 10 100

Favours I;‘DLF!RINOI Favours GEMcap
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Figure 232: Grade 4 Adverse Events (FOLFIRINOX vs GEMcap)
FOLFIRING, GEMcap Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
241 Grade 4 Haematological toxicity
Grose 2017 2 65 0 20 100.0% 1.59[0.08, 31.84
Subtotal (95% CI) 65 20 100.0% 1.50 [0.08, 31.84] +-
Total events 2 0

Helerpgeneity: Not applicable
Test for overall effect 2= 030 (P = 0.78)

[ i ] i
om 0 i 10 100
Favours FOLFIRINGY Favours GEMcap

Figure 233: RO (complete) resection rate (CRT then Surgery vs Surgery)

CRT + Surgery Surgery Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Evenis Total Weight M.H, Fixed, 95% CI M-H, Fined, 95% CI
Grose 2007 12 17 T 15 100.0% 1.51 [0.81, 2.82
Total (95% CI) 17 15 100.0%  1.51 [0.81, 2.82] i
Tolal evants 12 T

5 i [ & 4 | & 4 4
Heteragenaity: Mot applicable 0 07 05 1 g : i
Testfor overall effect Z=1.30(F=0.19) Favours Surgery Favours CRT + Surgerny

Figure 234: R1 resection rate (CRT then Surgery vs Surgery)

CRT + Surgery Surgery Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H, Fixed, 95% CI M-H, Fined, 95% CI
Groge 20017 5 17 g 15 1000%  055(0.23,1.32)
Total (85% Ci) i7 15 1000% 055 (0.3, 1.32) e —
Todal evenis 5 B

¥ 1 [ & 4 | & 4 4
e e 0 O O SO BT
estior overall gffact 2=1.33 (P=018) Favours CRT + Surgery Favours Surgery

H.131 Resectable and borderline resectable pancreatic cancer

H.13.12 Minimally invasive (laparoscopic and robotic) pancreaticoduodenectomy
3 versus open pancreaticoduodenectomy

4 Figure 235: Postoperative Mortality (cohort studies)

94



Final

Contents
Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Azhun 2012 3 53 19 2189 21.7% 0.64[0.20, 2.089] e
Baker 2016 ] 22 2 439 4.5% 043002 870
Bao 2014 2 28 2 28 5.8% 1.00[0.15, 6.61]
Bogai 2016 2 a3 a 36 20%  Z220[011, 44.74]
Buchs 2011 2 44 1 33 3% 177047, 1880
Chalikanda 2012 1 30 a 30 1.4%  3.00[0.13 7083
Chen 2018 cohart 2010 1 40 2 800 3.8% 1.00[0.08 10.70]
Chen 2014 cohort 2013 i 20 1 40 28% 0.65[0.03 15.30]
Chao 2009 a 14 a 14 Mot estimakle
Croome 2014 4 108 1 24 149%  FU3[0.80, 70.048] b
Croarme 2015 1 31 2 58 4.0% 0.94[0.09,9.91]
Hammill 2010 ] a 1 9 1.0% 2A59[011, 5847]
Laiz012 i 20 2 67  34% 0.65[0.03 1296
Song 2014 a 11 o ZE1 Mot estimakle
Speicher 2014 1 56 1 84 23% 1.50[010, 23.49]
Wang 2014 1 13 4 0 91% 0.38[0.05 3.07] e
Zhau 2011 a a 1 8 43% 0.33[0.02,7.14]
Fureikat 2011 1 14 a 14 1.4% 3.00[013 67.91]
Zureikat 2016 4 211 23 8T 27T I% 067 [0.24,1.93] —
Total (95% CIy 815 2144 100.0%  0.96 [0.60, 1.55] L 3
Total events 23 62
Heterogeneity: Chi*=8.14, df= 16 (F = 0.84), F=0% I f t
Testfo?nvergll effect: Z= E;.1 5P =(D.88) ’ oo o1 1 100
Fawours Ml Fawours Open
Figure 236: Postoperative Mortality (Registry studies)
Minimally Invasive Open Risk Ratin Risk Ratin
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Abdelgadir Adam 2015 50 983 188 GOTE 356% 1.64[1.21,2.23] ——
Sharpe 2015 20 385 117 4037 31N.2% 1.79[1.13 2.85] —
Tran 2016 25 Ea1 744 14893 33.2% 0.73[0.50,1.09] — &
Total (95% Cl) 2049 25008 100.0% 1.29[0.74, 2.25] -'-—
Total events 95 10449
Heterageneity: Tau®= 020, Chi*F=1264, df=2 (P=0.002); "= 84% T o's s : o

Test for averall effect: £=0.81 (P = 0.36)

95

Favours Ml Favours Open
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1 Figure 237: RO resection rate (cohort studies)

Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.7.1 Laparoscopic
Ashun 2012 37 53 17 215 97% 1.28[1.03,1.59] I
Cho 2008 15 15 15 15 3.21% 1.00[0.88,1.13] -
Croome 2014 84 108 164 214 23.0% 1.01 [0.90,1.14] -+
Croome 2015 29 31 44 58 B.4% 1.23[1.04, 1.46] —
Dokrnak 2014 37 4B 37 46 T.7% 1.00[0.82,1.22) -
Hakeerm 2014 3 12 4 12 0.8% 0.75[0.21, 2.66]
Song 2015 g 11 209 261 3.5% 0.91 [0.63,1.31] I
Speicher 2014 48 a6 i1 24 11.0% 1.09 [0.93,1.27] ™
Wang 2014 3 13 7 20 1.2% 0.66 [0.21, 2.10] e
YWellner 2014 2 40 2 40 0.4% 1.00[0.15, 6.76]
Zureikat 2011 12 12 11 12 2.4% 1.09 [0.87, 1.36] -T—
Subtotal {95% Cl) 397 977  69.3%  1.07[1.00, 1.15] »
Total events 278 676

Heterogeneity: Chi®=9.42 di=10{F=049), F=0%
Test for overall effect. £=1.88 (P = 0.0&8)

1.7.2 Robotic

Baker 2016 18 22 35 49 4.8% 1.15[0.88, 1.49] T
Bao 2014 12 16 23 29 3.4% 0.95 [0.67,1.33] I
Buchs 2011 41 44 34 39 Ta% 1.07 [0.93,1.23] T
Chalikonda 2012 30 il 26 0 5.5% 1.15[0.99, 1.34] ™
Chen 2014 cohort 2010 + cohort 2013 18 19 35 38 4.9% 1.03[0.89,1.18] T
Lai 2012 11 20 34 67 3.3% 1.08 [0.68, 1.72]
Zhou 2011 8 g 7 8 1.6% 1.13[0.81,1.58] i
Subtotal {95% Cl) 159 260 30.7%  1.08[0.99, 1.18] »
Total events 138 194

Heterogeneity, Chi®=2.02, df=6(FP =092, F=0%
Test for overall effect. £=1.67 (P = 0.04)

Total {95% CI) 556 1237 100.0%  1.07 [1.01, 1.13] "
Total events 416 arn

Heterogeneity: Chi*=11.50, df=17 (P=0.83); 7= 0% R D:S
Test far overall effec.t Z=246 (F':. 0.01) Favaurs Open Favours Mi
Test for subgroup differences: Chi*=0.02, df=1 (P = 0.88), F= 0%

2
Figure 238: RO resection rate (Registry studies)
Favours Open Open Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Sharpe 2015 308 385 2987 4037 100.0% 1.08[1.03,1.14]
Total {95% CI) 385 4037 100.0% 1.08 [1.03, 1.14]
Total events 308 2887

Heterogeneity: Mot applicable I } T |

1
T
Test far overall effect: = 2.88 (P = 0.004) 01 02 Favuu?§50p9n1 Favuufs Wl
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Figure 239: R1 resection rate — laparoscopic surgery (fixed effects analysis)

Minimally Imsasive Open

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Bvents Total Weight M-H, FiZed, 95% Cl M-H, Fixed, 95% CI
1.9.1 Laparoscopic

Croome 2014 24 108 A0 214 BEO% 0.95 [0.62, 1.46]

Song 2015 3 11 49 261 102% 1.45[0.54, 3.94] .
Zureikat 2011 il 8 1 g 3.8% 0.33[0.02,7.14]

Subtotal (95% Cl) 127 483 100.0%  0.98 [0.66, 1.44] o

Taotal events 27 100

Heterageneity, Chi®=1.08, df= 2 (F = 0.58); F= 0%
Testfor overall effect Z=011 {(F=0.91)

0.01

01

10

Favaurs Ml Favours Open

Figure 240: R1 resection rate — robotic surgery (random effects analysis)

100

Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.10.1 Robotic
Boogoi 2016 2 16 3 13 268% 0.27[0.07,1.13] I E—
Chen 2015 cohort 2010 + cohort 2013 1 19 3 38 174% 0.67 [0.07, 5.99] e
Zhou 2011 0 2 1 2 128% 0.33[0.02 5.33]
Zureikat 2016 35 To 139 452 430% 1.63[1.24 213] L
Subtotal (95% CI) 107 05 100.0% 0.70 [0.22, 2.28] ""‘
Total events 38 144
Heterogeneity: Tau®=0.82; Chi*=8.02, df= 3 (P=009); F=63%
Testfor overall effect: 2= 055 (P = 0.56)

0.01 ] 10 1

Test for subgroup differences: Mot applicable
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Favours Ml Favours Open
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2 Figure 241: Operation time (mins) (random effects analysis)

3

Study or Subgroup Mean [mins] SD[mins] _Total Mean [mins] SD[mins] Total Weight Iv,R 05t CI [mins] IV, R 955 Cl [mins]
1.11.1 Laparoscopic
Ashiun 2012 541 a8 53 401 106 315 44% 1400011226, 167.74] -
Cho 2009 238 43 15 287 116 15  38% 51.00 [-12.06, 114.08] T—
Croome 2014 379.4 935 108 387.6 91.8 214 45% -8.20-29.70,13.30] -t
Cronme 2015 465 86 3 465 98 58 43% 0.00 3840, 39 40] -+
Delitto 2016 261 51.42 77 360 7028 61 45% 1.00 [21.35, 22.35] -
Dokrmak 2015 342 75 46 264 700 46 44% 78.00 [48.35, 107.65] -
Ito 2009 13 53 5 484 184 10 2E% 122.00[-1.14, 245 14]
Kuroki 2012 656.6 1314 20 554.6 1194 3 32% 102.00 [2.18, 195.82] —
Mesleh 2013 551 71.3 75 355 121 48 43%  196.00[158.16, 233.84] —
Song 2015 480 4 1164 a7 3519 B33 1898 44%  12850[10258, 154 41] —
Tan 2015 51317 56.13 20 371.67 8563 30 43%  141.50[104.89,178.11] —
Tee 2015 364.5 1106 113 359.8 a0 225  45% 4.70[-10.04,20.24] T
Wang 2014 504 107 13 553 147 20 33% 41.00 [-45 &0, 127 80] —_
Wellner 2014 243 75 40 410 119 40 42%  -B7.00[110.58,-23.41] —_
Zureikat 2011 456 811 14 a73 86.7 14 38% 83.00 [20.81,145.19] —
Subitotal {95% CIy 737 1225  60.5% 65.83 [26.48, 105.18] L 2
Heterogeneity: Tau®= §328.72; Chi*= 257.76, df= 14 (P < 0.00001}; F= 95%
Test for overall effect: 2= 3.28 (P = 0.001)
1.11.2 Robuotic
Baker 2016 454 58.6 22 364 184 49 39% 90.00 [32.92,147.08] —
Bao 2014 431 72 28 410 108 28 41% 21.00 [-27.08, 69.08] -+
Bogyi 2008 527 166.1 a3 425.3 927 36 41% 101.70 [54.86, 148.54] —
Buchs 2011 444 935 44 559 135 39 41%  -115.00[165.50, -64.42] —
Chalikonda 2012 476 91 30 366.48 97.25 30 41% 109.52 [61.86, 157.18] —
Chen 2015 cohort 2010 445 23 40 222 73 B0 44% 123.00 [91.38, 154.62] -
Chen 2015 cohort 2013 340 98 20 324 92 40 40% 16.00 [-35.55, 67.55] -
Lai 2012 4915 94 20 264.9 637 67 43% 22660 [18267,270.53 —
Zhou 2011 719 187 g 420 127 2  20%  299.00[142.36, 455.64]
Zureikat 2016 400 713 21 00 12217 817 46% 100.00 [87.24, 112.76] -
Subtotal {95% CIy 506 1194 39.5% 87.47 [39.78, 135.16] L 2
Heterogeneity: Tau® = §087.25; Chi*= 129.40, df= 8 (F < 0.00001); = 33%
Test for overall effect: 2= 3.59 (P = 0.0003)
Total (95% CI) 1243 2419 100.0% 74.31[44.63, 103.98] L 2
Heterogeneity: Tau®= 4976.68; Chi*= 423.99, df= 24 (P < 0.000013; F= 94% ' ; }
Test for overall effect: Z= 4.91 (P = 0.00001) -300 'stamurs Wl Favours szseun 500
Testfor subgroup differences: Chi*= 0.47, df = 1 (P = 0.48), F= 0%
4 Figure 242: Delayed Gastric Emptying

Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Asbun 2012 B 53 32 M5 B.9% 0.76 [0.34,1.732] .
Baker 2016 3 22 15 49 1% 0.45[0.14,1.38] —
Bao 2014 4 28 4 28 220% 1.00[0.28, 3.61] I E—
Boggi 2009 46 a3 22 3B 168% 0.91 [0.6B, 1.25] -
Buchs 2011 2 44 1 39 06% 1.77[0.17, 18.80]
Chalikonda 2012 1 30 1 30 058% 1.00[0.07, 15.26]
Chen 2015 cohort 2010 4 40 12 a0 4.4% 067 [0.23,1.94] 1
Chen 2015 cohort 2013 1 20 B 40 220% 0.33[0.04, 2 58] —
Cho 2009 1 14 a 15 0.3% 3.00[0.13, 68.26]
Croome 2014 10 108 3 214 143% 0.51 [0.26, 0.98] -
[to 2009 1 A 1 10 0.4% 2.00[0.16, 25.75]
Kuraki 2012 3 20 3 il 1.3% 1.55[0.35, 6.94] —
Lai 2012 1 20 g 67 2.0% 0.42 [0.06, 3.15] —
tesleh 2013 10 78 4 48 2T% 1.60[0.53, 4.81] 7
Song 2014 3 93 7 93 38% 0.43[0.11,1.61] I
Tan 2015 2 30 3 30 1.6% 067 [0.12,3.71] —
Tee 2015 27 113 79225 188% 0.68 [0.47, 0.93] —
Wang 2014 1 13 a 20 0.2% 4.40([0.20,102.76] +
Wellner 2014 ] 40 11 40 6.0% 0.45[017,1.189] B
Total {95% CI) 852 1310 100.0% 0.72 [0.59, 0.88] L 3
Total events 1N 248
Heterogeneity: Chi*= 1276, df=18 (P=081), F=0% 'D.D1 D'1 1'D

Minimally Invasive

Open

Mean Difference

Mean Difference

Test for overall effect £=3.21 (P=0.001)
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Figure 243: Pancreatic fistula (Grade A-C)

Minimally Invasive

Open

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, FiZed, 95% Cl M-H, Fixed, 95% Cl
Asbun 2012 7 53 29 25 4T% 0.98[0.45, 2.11] .
Baker 2016 1 22 B 49 1.5% 0,37 [0.05, 2.90] —
Bao 2014 ] 28 10 28 41% 0.80[0.37,1.72] I
Boggi 2016 28 a3 B 36 3.4% 202[0.92, 4 48] T
Buchs 2011 8 44 b 39 34% 083[0.37,2.14] —_— T
Chalikonda 2012 2 30 2 30 0.8% 1.001[0.15, 6.64]
Chen 2015 cohort 2010 g 40 20 80 5.4% 060 [0.26,1.38] -
Chen 2015 cohort 2013 2 20 ] 40 2.4% 0.44[0.11,1.87] —
Cho 2008 2 15 2 15  0.8% 1.00[0.16, 6.20]
Croome 2014 12 108 26 214 TA% 0.91[0.48,1.74] T
Croome 2015 5 kil 3 58 08% 312[080,1219 I
Delitto 2016 ] T 18 B1 8.2% 0.401[0.18,0.82] —_—
Ito 2009 2 5 1 10 0.3%  4.00([047, 34.24] —
Kuroki 2012 ] 20 12 Kl 3.8% 1.16[0.60,2.24] I
Lai 2012 7 20 12 BY  2.0% 1.85[0.89, 4.29] T
Langan 2014 5 28 7 25 3.0% 064 [0.23,1.76] —
Mesleh 2013 7 75 3 48 1.5% 1.49[0.41, 5.50] —
Pugliese 2008 3 19 11 41 2.8% 0.59100.19,1.87] —
Song 2015 29 93 42 93 17.1% DBI[0.47,1.01] —=
Speicher 2014 15 56 19 84 BI2% 1.18[0.66,2.13] —_
Tan 2015 10 30 B a0 24% 1.67 [0.69, 4.00] I
VWang 2014 4 13 B 200 1.9% 1.03[0.36, 2.95] E —
Zhou 2011 4 8 3 3 1.2% 1.33[0.43,413] e —
Zureikat 2011 5 14 B 14 2.4% 0B3[0.33,2.11] i
Zureikat 2016 29 211 T4OBT 124% 1.52[1.02,2.27] =
Total (95% CI) 1143 2153 100.0%  1.00[0.86, 1.17] L 3
Total events 218 3
Heterogeneity: Chl‘f 3243, df =24 P=012;, "= 26% 'D.D1 D!'I 1'D 1E|D'
Testfor overall effect Z=0.01 (P=0199) Favours Ml Favours Open
1
2 Figure 244: Pancreatic Fistula — Clinically relevant (Grade B-C)
Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ashun 2012 4 53 15 M5 40% 1.08[0.37,3.13] —
Bao 2014 G 28 6 28 4.0% 1.00[0.37, 2.73] I —
Chalikonda 2012 2 30 a 30 3.4% 0.40[0.08, 1.90] —_—
Chen 2015 cohort 2010 + cokort 2013 5 B0 189 120 8.0% 0.56[0.22,1.47] e
Cho 2009 2 15 2 15 1.3% 1.00[0.16, 5.20]
Croorme 2014 12 108 26 M4 11T% 0.91[0.48,1.74] —
Dokrmak 2015 20 45 15 46 10.1% 1.33[0.78,2.27] T
Kuraki 2012 3 20 B kil 3.2% 078022 2.78] S
Lai 2012 7 20 1 B7 0.3% 23.45[3.06,179.43] _—
Mesleh 2013 7 T 3 48 25% 1.48[0.41, 5.50] -]
Song 2015 f a3 6 93 4.0% 1.00[0.33, 2.99] — T
Speicher 2014 14 56 19 24 10.2% 1.18 [0.66, 2.13] I
Tan 2015 1 30 3 30 2.0% 0.33[0.04, 3.03] —
Tee 2015 26 113 a7 225 15EB% 0.91 [0.61, 1.36] —=
Yyang 2014 1 13 3 1E6% 0.51 [0.06, 4.41] ——
Wellner 2014 7 40 11 40 T4% 0.64[0.27,1.47] —
Zureikat 2011 il L] 1 14 0.8% 0.50[0.02,11.09]
Total (95% Cl) 809 1320 100.0% 0.99 [0.81, 1.21] L 2
Tatal events 124 1497
Heterogeneity: Chi®= 16.93, df= 16 (F = 0.39); F= 6% I I I .
Testfor overall effect Z=0.11 (F=0.91) 0.0 D'::a\rours Ml Favours O:JUen 10
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1 Figure 245: Reoperation

Minimally Invasive Open Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI|
Ashun 2012 2 a3 1% 218 131% 0.84 (013, 2.29]
Baker 2016 1 22 G 49 2.2% 0.37 [0.05, 2.90]
Bao 2014 3 28 4 28 2.8% 0.75 (018, 2.08] I E—
Boggi 2016 11 a3 4 3B 12.3% 118 [0.41, 3.40] e
Buchs 2011 2 44 5 3/ NMTH 0.35 [0.07,1.73] L —
Chalikonda 2012 3 30 T 0 18.4% 043012, 1.50] e —
Chen 2015 cohort 2010 2 40 3 a0 4.4% 1.33 [0.23, 7.6E] e
Chen 2015 cahort 2013 i 20 1 40 2.2%  0.B5[0.03 15.30]
Lai 2012 2 20 K] 67 0%  2.23[0.40, 12.44] —
Mesleh 2013 3 Ta 1 48 2T%  1.92[0.21,17.493)]
Speicher 2014 f a6 g 24 15.49% 1.00 [0.38, 2.68] . A—
Zureikat 2011 1 14 1 14 22% 1.00([0.07, 14.48]
Total (95% CI) 4845 730 100.0%  0.80[0.52,1.21] -
Total events 36 a4
Heterageneity: Chi*= 586, df=11 (P = 0.88); F= 0% I t I /
Test fu?uvergll effect £= 1I 06 (P =(D im 4 0.01 0.1 10 100
2 ' ' ' Favours Ml Favours Open
3
4 Figure 246: Blood Loss (mls) (random effects analysis)
Minimally Invasive Open Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight Y, Random, 95% CI I, Random, 95% Cl
1.16.1 Laparoscopic
Cho 2009 445 384 15 a52 336 15 a.4% -107.00 365,22, 1451.22] —
Croome 2014 4824 5183 108 8667 7337 214 7.0% -374.30 51306, -235.54) —_—
Croome 2015 841.8 9948 M 14521 189667 a8 21% SB10.30 122578, 5.18]) 4
Delitto 2016 260 MG T 818 42174 A1 T1% -258.00 [385.21,-130.749] —
Dokmak 20145 42 3AT6E a7 a548 462 188 7.4% 3700 [-61.69, 135.69)] T
[t 2009 268 288 i TE4 412 10 4.1% -486.00 855,07 -136.93)
Kuroki 2012 ITEE 2914 20 14095 1,0002 31 40% -1132.90 1807 44, -758.36) +——
Song 2014 aute] ara a3 a70 448 93 72% 30.00[-79.74, 167.74] -
Tee 2015 3447 34ES 113 BEBE 11182 228 BT%  -A24.10 [BAI.AT, -364.63) —_—
Wang 2014 450 1,217 12 1,000 1,880 20 11%  -AA0.00[1498.22 39822 4
Zureikat 2011 aon 167 14 400 86 14 48% -100.00 404.10, 204.10] —_—T
Subtotal {95% Clj 586 939 56.8%  -317.11[-495.20, -139.02] B
Heterageneity: Tau®= G7488.74; Chi*= 8938, df=10{P = 0.00001); F= 89%
Testfor averall effect Z= 2.49 (P = 0.0005)
1.16.2 Robotic
Baker 2016 424 538 22 GE0 1,488 49 3.0% -225.00 [G98.42, 248 42) —
Ban 2014 100 184 28 aon 19 28 6% -200.00 [-404.08, 4.08) —
Buchs 2011 aav 334 44 827 439 39 GAE%  -440.00 [FG09.48,-270.52) E—
Chalikonda 2012 45 T an FPA 1,225 30 26% -290.00 82621, 246.21]
Chen 2015 cohort 2010 00 M7 40 500 296 B0 7.2% 00011772, 117.72) —
Chen 2015 cohort 2013 200 254 n 500 296 40 B.9%  -300.00 44594, -154 06 E—
Lai 2012 35825 20975 n A 1,988 67 3.0% -416.75 [-901 .57, 68.07) —
Zhou 2011 143 43 8 210 53 8 78% -87.00 [-104.29,-9.71] -
Subtotal {95% Cl) 212 3 43.2% -205.89 [-336.17, -75.61] S
Heterogeneity Tau®= 21005.23, Chi*= 3193, df =7 (P < 0.0001); F=78%
Test far averall effect Z= 3.10(FP=0.002)
Tatal (95% Cl) 708 1280 100.0%  -261.75 [-367.14, -156.36] <
Heterogeneity, Tau®= 3649223, Chi®= 12692, df=18 (P = 0.00001); F= 86% =—1DDD —SIDD b 560 1IZ|DD=

Test for overall effect: 2= 4.87 (P = 0.00001)

Testfor subgroup differences: Chi*= 098, df=1 (P=032), F=0%
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1 Figure 247: Retrieved Lymph Nodes (cohort studies) (random effects analysis)

Minimally Invasive Open Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Bandom, 95% Cl I, Random, 95% CI
1.18.1 Laparoscopic
Ashun 2012 234 1041 39 168 106 141 5.9% 6.60[2.98,10.22] e —
Cho 2009 185 58 15 20 849 15 4.49%  -1.50[6.490, 3.590]
Croome 2014 21.4 8.1 108 201 78 214 6A% 1.30[-0.583,3.13] I E—
Zroome 2015 20 8.6 M 159 6B 58 B.0% 410063, 7.57] -
Delitta 2016 23 1058 77 20008 937 61 6.1% 282040 6.24] T
Dokmak 2015 20 157 15 25 1189 14 27% -500[1510,510 *
Hakeem 2014 0.7 6.3 12 1845 103 12 41% 2.20[-4.63 9.03]
Song 2014 14 10 11 162 96 281 48%  -1.20[7.22 4.87]
Tan 2015 867  1.71 a0 958 221 30 TA%  -0.91[1.91, 0,09 ]
Wang 2014 22 127 13 20 47 20 34%  2.00[F6.11,1011] >
Wellner 2014 14 6.5 40 19 g 40 6.0% -4.00[-7.44,-0.56] —
Zureikat 2011 185 6.2 14 181 83 14 48% -060[6.03 483
Subtotal (95% Cl) 405 880 G62.5% 0.84 [-0.95, 2.63] -4

Heterogeneity: Tau®= 5.10; Chi®= 33.41, df=11 {F = 0.0008); F=67%
Testfor overall effect: £=0.92 (P = 0.36)

1.18.2 Robotic

Bao 2014 14 5.3 28 20 7 28 B.2%  -5.00[8.25,-1.79] e —

Buchs 2011 16.8 10 44 11 B3 39 6.0% 5.80([2.24,9.36] -
Chalikonda 2012 132 9 10 B By DA = B 0 55% 1.0 [-2.88, 5.88] T

Chen 2015 cohort 2010 + cohort 2013 136 4 G0 124 g 120 6.8% 110098 3.19] 1T

Lai 2012 10 4 20 10 g 67 B.2% 0.00[-3.25 3.29] I —

Zureikat 2016 275 9.7 211 19 115 817 7.0% 8.80 [6.97,10.03] —
Subtotal (95% CI) 393 1101 37.5% 2.05[-2.28, 6.39] e

Heterogeneity: Tau®= 26.86; Chi®= 7819, df= 5 (P = 0.00001); I*= 94%
Testfor overall effect 2= 0.93 (P = 0.39)

Heterogeneity: Tau®=15.31; Chi*=149.38, df=17 (F = 0.00001); F= 89% I—1D _55

Fawours Open  Favours bl

Total (95% CI) 798 1981 100.0%  1.26 [-0.81, 3.33] P
|
0

Testfor averall effect Z=119 (P =023)
Testfor subgroup differences: Chi*= 0.26, df=1 (P =0.61), F= 0%

Figure 248: Retrieved Lymph Nodes (Registry studies)

Minimally Invasive Open Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Sharpe 2015 -0.20771 0.053385 385 4037 100.0% -0.21 F0.31,-0010]
Total (95% CI) 385 4037 100.0% -0.21[-0.31, -0.10] |
Heterogeneity: Mot applicahle '-10 _|5 ﬁ é 10'

Testfor overall effect: Z= 3.89 (P = 0.0001) Favours Open Favours Ml
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Figure 249: Hospital stay (days) (cohort studies)

Minimally Invasive Open

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 95% C1 I, Rand 95% C1
1.20.1 Laparoscopic

Asbun 2012 3 3.2 53 124 85 215 108%  -4.40[5.83,-2.97] —

Cho 2008 16.4 37 15 156 1.3 15 96% 0.80[1.18, 2.78] -
Croarne 2014 [ 19 108 9 113 214 58% -3.00 [-6.89, 0.84] —
Dokmak 2015 25 245 46 23 168 46 1.9% 2.00 [-6.58, 10.58] +
Hakeem 2014 149 6.6 12 149 57 12 44% 0.00 [-4.93, 4.93]

Mesleh 2013 7107 75 8 27 48 21% -1.00 [9.01, 7.01]

Song 2015 143 7.8 93 192 &8 93 87%  -490[7.29,-251]

Tan 2015 997 374 30 11.87 472 30 92% -1.90 [-4.05, 0.24]

Wang 2014 3 2.4 13 12 5 20 84%  -4.00[-6.55,-1.45]

Wellner 2014 14 1325 40 16 165 40 28% -2.00 [-8.56, 4.56]

Zureikat 2011 5 6.3 14 8.5 3 14 62% -3.50 716, 0.16]

Subtotal (95% CI) 499 747 70.2%  -2.54[-4.02, -1.06] -
Heterogeneity: Tau®= 3.08; Chi*= 24.79, df=10 (P = 0.006); F=60%

Test for overall effect: 2= 3.36 (P =0.0008)

1.20.2 Rohotic

Baker 2016 7525 22 9 108 43 B1% -2.00F5.74,1.74] —
Bao 2014 74 8459 28 8.1 652 28 5T% -0.70 [F4.69, 3.29] ——
Chalikonda 2012 9.79 6.5 30 133 BS 30 69%  -3.51 [6.80,-0.27]

Chen 20145 cohort 2010 + cohaort 2013 20 74 60 25 11.2 120 BO0%  -500[7.74,-2.26] —

Lai 2012 137 6.1 20 258 231 BT 32% -1210[18.24,-508 +——

Subtotal (95% CI) 160 204 29.8% -4.10[-6.89,-1.32] i
Heterogeneity: Tau®=6.20; Chi*=10497, df=4 (P = 0.03); F=64%

Test for overall effect: Z=2.89 (P = 0.004;

Total (95% Cly 659 1041 100.0%  -2.96 [-4.25, -1.68] -
Heterogeneity: Tau®= 3.43; Chi*= 37.02, df=15 (P = 0.001); F=59% =-1D 55 b é 1D=

Test for overall effect £=4.53 (P = 0.00001)
Testfor suboroun differences: Chi*= 094, df=1 P =033 F=0%
<Insert Note here>

Figure 250: Hospital stay (days) (Registry studies)

Minimally Invasive Open

Std. Mean Difference

Favours Ml Favours Cpen

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fized, 95% C|

Sharpe 2015 -0.20771 0.053385 385 4037 35.0% -0.21 F0.31,-0.10] —a—

Tran 2016 -0.12897 0.039193 631 14893 65.0% -0.13 [F0.21,-0.05] : =

Total {(95% Cly 1066 18930 100.0% -0.16 [-0.22, -0.09] L

Heterogeneity: Chi*=1.41,df=1 (P=0.23), F=28% |_1 -D'.S b 075 1

Test for overall effect: 2= 496 (P = 0.00001)

Favaurs Ml Favours Open

2

H.13.23 Pylorus preserving Whipple versus classic Whipple

4 Figure 251: Overall Survival (Pancreatic Head Carcinoma)

PPW  CwW Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight W, Random, 95% Cl I, Random, 95% CI
Lin 19499 -0.88 045 14 18 207% 0.41[0.17, 1.02] — ]
Seiler 2004 -0.47 0.28 ar 43 342% 0.63 [0.36, 1.08] —
Tran 2004 00a o1v 47 43 451% 1.058[0.78,1.47]
Total {95% Cl) 98 105 100.0% 0.73[0.43, 1.22]
Heterogeneity: Tauf=0.13; Chi*=5.20, df= 2 (P = 0.07); F= 62% mm 01 ] o o0

Testfor overall effect. Z=1.21 (P=0.23) Favours PPV Fawours Ciy
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1 Figure 252: Postoperative Mortality

Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
Eloechle 1598 a 23 a M Mot estimahble
Lin 1989 1 14 2 19 11.4% 0.68[0.07, 6.76]
Paguet 1998 a 17 1 23 86% 044[002 1029
Seiler 2004 1 64 2 GG 13.2% 0.52 [0.05, 5.55]
Srinarmwong 2008 4 14 2 13 1349% 1.86 [0.41, 8.49] T
Taher 2014 0 12 1 8 11.49% 0.23[0.01, 5.04]
Tran 2004 3 a7 6 83 41.1% 048012, 1.89)] ——
Total {95% CI) 231 233 100.0%  0.66[0.31, 1.43] -
Total events 9 14
Heterogeneity: Chi®= 2.54, df= 8 (P =0.77); F= 0% ) } } |
2 Test for overall effect: Z=1.04 (P = 0.30) 0.01 Fuélours PR Favours C:-"E 100
3 Figure 253: RO Resection
Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Paguet 19498 17 17 23 23 137% 1.00[0.81,1.10]
Seiler 2005 48 G4 45 BE  30.1% 1.10[0.89,1.37]
Tran 2004 53 72 a7 GS  38.6% 0.89[0.75, 1.06]
Wenger 1999 24 24 24 24 16.6% 1.00[0.82,1.08]
Total (95% Cly 177 182 100.0%  0.99 [D.90, 1.00]
Total events 142 1449
Heterageneity, Chi*= 2.43, df=3 (P = 0.49); F= 0% I t t 1 ! 1
Testfor overall effect Z=0.26 (F=0.79) 0102 FavouljrésPPW1 Favoufs o 5 o
4
5 Figure 254: Operation Time (Minutes)
Pylorus preserving Whipple Classic Whipple Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Rand 95% Cl
Eloechle 1995 239 T 23 285 91 21 137% -46.00 [[96.57, 4.57] 1
Lin 1995 M 35 14 271 G5 19 16.5% -50.00 [-84.50,-15.50] -
Seiler 2005 382 101 64 449 135 66 154% -67.00[107.90,-26.10] -
Srinarmwong 2008 305 KL 14 320 | 13 18.5% -15.00 [-36.60, 6.60] b
Tran 2004 300 78 a7 300 53 83 187% 0.00 1987, 198.97] b
Wenger 1999 206 18 24 308 54 24 17.4% -100.00[-128.91,-71.09] -
Total (95% CI) 226 226 100.0%  -44.96[-78.20,-11.73] 4
Heterogeneity: Tau®=1436.52; Chi®= 37.64, df= 45 (P = 0.00001), F=87% t t t |
6 Testfor overall effect Z= 2 65 (P = 0.008) -1000 'Fsanvgurs PPW”FaVDurS g&” 1000
7 Figure 255: Delayed Gastric Emptying
Pylorus Preserving Whippl  Classic YWhipple Risk Ratio Risk Ratio
Study or Subgroup Events Total FEwvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bloechle 1599 a 23 2 21 13.8% 3.65[0.87,15.29] b
Lin 1999 B 14 1] 19 B.0% 17.33[1.06, 284.32] .
FPaguet 1993 4} 17 1 23 9.5% 8.12[1.07,61.32]
Seiler 2005 20 G4 | BE  23.7% 0.65[0.44,1.08] —
Srinarmwong 2008 9 14 2 13 147% 4.181[1.10,15.85] —
Taher 2014 4 12 1 8  9E% 2.67[0.36,18.71] e
Tran 2004 14 a5 18 80 226% 0.99 [0.56,1.75] -
YWenger 1999 0 i] i] 0 Mot estimahble
Total (95% Cly 229 230 100.0% 2.15[0.98, 4.71] g
Tatal events 72 a4
Heterogeneity: Tau®= 0.63; Chi*= 20,77, df= B (F = 0.002); F=71% IU 0 051 150 100’

Test for overall effect: Z=1.91 (P = 0.08)
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1 Figure 256: Pancreatic Fistula
Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
Lin 1989 1 14 1 189 36% 1.36[0.09,19.88] —
Paguet 1998 1 17 2 3 TI% 0.68[0.07, 6.86) —
Seiler 2004 2 64 a GG 21% 5.14[0.25,105.31] —
Srinarmwong 2008 ] 14 4 13 17.6% 1.16[0.40, 3.41] b
Taher 20145 1 12 0 g 2.45% 208(0.09 45.45] E—
Tran 2004 11 ar 12 83 521% 0.87 [0.41,1.87] ——
Wenger 1999 0 24 3 24 14.9% 0.14[0.01, 2.632] —
Total {95% CI) 232 236 100.0%  0.94[D.55, 1.61] . 2
Total events al 22
Heterogeneity: Chi®= 3.42 df= 6 (P =0.75); F=0% ) } t |
2 Test for overall effect: Z=0.23 (P = 0.82) 0.001 Fa\foﬂrL PRy Favou:sDCW 1000
3 Figure 257: Biliary Leakage
Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total FEwvents Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
Lin 1994 0 14 0 14 Mot estimahle
Seiler 2005 0 B4 1 BG  24.2% 0.34 [0.01, 8.28] =
Stinarmwong 2008 2 14 0 13 2.8% 467 ([0.24 88.96]
Taher 2015 1 12 3 g A9.0%  0.22[0031.78] ——
Tran 2004 2 ar 0 g3 2.4% 477 [0.23 97.96]
Total (95% Cl) 191 189 100.0%  1.01[0.35, 2.91] ~al—
Total events g 4
Heterogeneity: Chi®= 453 df= 3 (P = 0.21); F= 34% ) } t |
4 Test for overall effect: Z=0.02 (P = 0.99) 0.01 FDé\lours PPW  Favours 01.5 100
5 Figure 258: Reoperation rate
Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Seiler 2004 2 64 1 GG 5.3% 206[019, 2219 i
Taher 2015 1 12 1 8  65% 0.67 [0.05, 9.19]
Tran 2004 13 a7 16 83 B8.I% 0.78[0.40,1.51]
Total (95% CI) 163 157 100.0%  0.84 [D.45, 1.55]
Total events 16 18
Heterogeneity: Chi*= 0.63, df= 2 (P=0.73); F= 0% ) } T } |
Test for overall effect: Z=0.57 (P = 0.87) 0.01 Fuélours PPW1 Fawaurs Cl’\? 100
7 Figure 259: Intraoperative Blood Loss (litres)
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Tran 2004 2343 a7 2 i a3 Mat estimahle
Srinarmwong 2008 1.85 0318 14 1.92 0404 13 281%  -0.07[-0.35 0.21] L
Seiler 2004 1.188 04 G4 15 14 GG 2458%  -0.30[-0.71,0.10] - 1
Lin 1999 0.446 0.342 14 1.21 0194 19  30.0% -0.76[0.96,-0.56] —%—
Eloechle 1999 1 0z 23 125 1453 2 174%  -0.25[-0.81,0.41]
Total {95% CI) 202 202 100.0%  -0.37 [-0.77, 0.04] ——
Heterogeneity: Tau®=0.13; Chi*=17.92, df= 3 (F = 0.0006), F=83% I f t {
. -1 -0.4 i} 0.4 1
Test for averall effect: £=1.77 (P = 0.08) Favours PP Favaurs C
9 Figure 260: Surgical site Infection
Pylorus preserving Whipple  Classic Whipple Risk Ratio Risk Ratio
Study or Subgroup Events Total FEwvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI1
Lin 1989 1 14 1 19 7.0% 1.36[0.09,19.88]
Paguet 1998 2 17 4 23 278% 0.68[0.14, 3.28] . —
Seiler 2004 4 64 4 GG 32.3% 1.03[0.27, 3.85] —
YWenger 19599 3 24 4 24 328% 0.75[0.19, 3.00] —
Total (95% Cly 119 132 100.0%  0.86[0.39, 1.89] e o
Total events 10 13
Heterogeneity: Chi®= 031, df= 3 {P = 0.896); F=0% o R 0 o0

10

Test for overall effect: Z=0.37 (P=0.71)
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1 Figure 261: Hospital Stay (days)

Pylorus preserving Whipple Classic Whipple Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fizxed, 95% CI I, Fixed, 95% Cl
Seiler 2005 19.7 12.8 64 208 148 B 23.4% -1.10[-5.85 3.65) —
Srinarmwong 2008 21 47 14 188 38 13 51.2% 220[1.01,5.41] -
Taher 2015 24.9 6.7 12 281 9.1 8  98% -3.20[10.56,4.16] I E—
Tran 2004 18 28.5 74 0 Na 67  5.3% -200[F12.01,801] —
WWenger 1999 19.1 11.3 24 309 138 24 104% -1.80[8.94 534] I E—
Total (95% CI) 188 178 100.0% 0.26 [-2.04, 2.56]

Heterogeneity: Chi*=3.08, df= 4 (P = 0.54); F=0%

?

10 0 10

2 Testfor overall effect: Z=022 (F=082 -20 Favours PPV Favaurs Ciy 20
H.13.33 Minimally invasive laparoscopic distal pancreatectomy versus open
4 pancreatectomy
5 Figure 262: Mortality
Laparoscopic Open Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI

Aly 2010 0 40 0 35 Mot estimable

Baker 2009 0 27 2 85 11.5% 0.61[0.03 12432

Cazadei 2010 1] 24 1] 24 Mot estimahle

DiMorcia 2010 0 71 20182 128% 054[003,11.03]

Eorm 2008 a K} a a Mot estimahle

Finan 2009 0 44 5 104 31.0% 0.21[0.01, 3.76] e E—

Jayaraman 2010 0 100 2 100 235% 0.20[0.01, 4.11] =

Kirn 2008 0 93 0 35 Mot estimable

Kaaoby 2008 0 142 1 200 11.7% 047[002 11.42]

Matsumata 2008 1] 14 1] 18 Mot estimahle

isawea 2007 1] a 1] q Mot estimahle

Makarmura 2009 0 2 0 16 Mot estimable

Tang 2007 0 9 0 a Mot estimahle

Teh 2007 0 12 0 16 Mot estimable

Welanovich 2006 1] 15 1] 15 Mot estimahle

Yijan 2010 3 100 1 100 94%  3.00([0.32, 28.35] I L —

Waters 2010 1] 18 1] 24 Mot estimahle

Total (95% CIy 748 975 100.0%  0.59[0.21, 1.65] -

Total events 3 13

Heterogeneity: Chif= 3.02, df= 5 (P = 0.70); F= 0% IEI oot 051 150 1DDD:
5 Testfor averall effect: Z=1.01 (P =031} Favours laparoscopic Favours open
7 Figure 263: Positive Margins

Laparoscopic Open Risk Ratio Risk Ratio

Study or Subgroup  Events  Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

DiMorcia 2010 2 71 25 192 435% 0.22[0.05, 0.89] ——

Jayaraman 2010 3 100 2 100 G.4% 1.50[0.26, 8.79] —

Kaaoby 2008 10 142 16 200 428% 0.88[0.41,1.88] —i—

Tang 2007 0 9 0 a Mot estimahble

Wijan 2010 0 100 o 100 Mot estimable

Waters 2010 0 18 2 22 7.3% 0.24[0.01, 4.74]

Zhao 2010 1] 30 1] 42 Mot estimahle

Total (95% CIy 470 661 100.0%  0.59[0.32, 1.06] -

Total events 15 15

Heterogeneity: Chif= 4.44 di= 3 (P =0.22; F= 32% ID o1 051 150 1DDI

Testfor overall effect: Z=1.77 (F=0.08)

Fawours laparoscopic Favours open
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1 Figure 264: Pancreatic Fistula

Laparoscopic Open Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
3.3.1 80
Aly 2010 5 40 B 35 38% 0.73[0.24,218] I
Baker 2009 B 27 12 a5 35% 1.57 [0.65, 3.79] I
Bruzoni 2008 1 7 0 4 04% 1.88[0.08, 37.63]
Casadei 2010 2 22 4 22 2.4% 050010, 2.45] e
DiMorcia 2010 b 71 27 182 3.7% 0.80[0.38, 1.68] T
Eam 2008 3 kil 4 G2 1.6% 1.50 [0.36, 6.29] e —
Finan 2009 22 44 48 104 17.1% 1.08[0.74,1.59] -+
Jayaraman 2010 18 100 13 100 7.8% 1.15[0.58, 2.30] -
Kim 2008 g 93 5 35 4.3% 060 [0.21,1.72] —
Kaahy 2008 37 142 B4 200 3.8% 0.81[0.58,1.18] =
Matsumoto 2008 0 14 2 19 1.3% 0.27[0.01,5.18] —
Misawa 2007 0 g 2 ] 1.4% 0.22[0.01, 4.04] —
Makamura 2009 0 20 2 16 1.7% 016 [0.01,3.18] .
Tang 2007 2 ] 0 5 04% 300[017 52.53] —
Teh 2007 1 12 1 16 05% 1.33[0.08, 19.23]
Welanovich 2006 2 15 2 15 1.2% 1.00[0.16, 6.20] . —
Wijan 2010 17 100 17 100 10.2% 1.00[0.54,1.84] b
Waters 2010 2 18 4 22 22% 0.61[0.13, 2.97] e
Subtotal (95% CI) 773 1041 100.0%  0.91[0.75, 1.10] L]
Total events 131 M3
Heterogeneity: ChiF=9.32, df=17 {(F=0.93); F=0%
Testfor overall effect Z=099 (F =032
3.3.2 ISGPF grade A-C
Baker 2009 B 27 12 a5 6.9% 1.57 [0.65, 3.74] I
Bruzoni 2008 1 7 0 4 0.7% 1.88[0.09 37.63]
Casadei 2010 2 22 4 22 4.8% 0501010, 2.45] D
DiMorcia 2010 8 71 27192 175% 0.80[0.38, 1.68] ——
Finan 2009 22 44 48 104 34.2% 1.08[0.75,1.55] -
Jayaraman 2010 15 100 13 100 156% 1.15[0.58, 2.30] -
Yijan 2010 17 100 17 100 20.4% 1.00[0.54,1.84] ——
Subtotal (95% CI) 371 607 100.0% 1.04 [0.80, 1.34] L 4
Total events 1 121
Heterogeneity: Chi*=2.44 df=6 (P =087}, F=0%
Testfor overall effect Z= 030 (P =0.76)
3.3.3 ISGPF grade B-C
Aly 2010 5 40 B 3E 11.5% 0.73[0.24, 2.18] —
Baker 2009 B 27 12 85 10.4% 1.57 [0.65, 3.74] I
DiMorcia 2010 5 71 24192 2332% 056 [0.22,1.47] — &
Finan 2009 g 44 200 104 M3% 0.95[0.45, 1.98] -
Makamura 2009 0 20 2 16 5.0% 016 [0.01,3.18] e e R
Wijan 2010 15 100 16 100 2B7% 0594 [0.49, 1.79] T
Subtotal (95% CI) 302 532 100.0%  0.86[0.60, 1.22]
Total events ki) a0
Heterogeneity: Chi*= 4 07, df= 4 (F = 0.54); F= 0%
Testfor averall effect: Z=0.85 (P =0.40)

0.001 0.1 10 1000
2 Fawours laparascopic Fawours open
3 Figure 265: Reoperation

Laparoscopic Open Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
DiMorcia 2010 4 71 T o182 317% 1.55[0.47, 5172 — T
Jayaraman 2010 2 100 4 100 335% 0.50[0.09, 2.67] —
Kaaoby 2008 1 142 5 200 348% 0.28[0.03, 2.39] L
Tang 2007 0 9 0 a Mot estimahble
Teh 2007 0 12 0 16 Mot estimable
Total (95% CIy 334 513 100.0%  0.76[0.33, 1.75] il
Total events ¥ 16
Heterogeneity: Chif= 2.42 df= 2 (P = 0.300; F=17% ID o1 051 150 1DDI

Testfor overall effect; Z= 065 (F=0.51)
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1 Figure 266: Blood Loss (mis)

Laparoscopic Open Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 35% Cl IV, Random, 35% Cl
Aly 2010 363 548 40 B0E  BOZ 35 BI% -243.00 [505.15,19.15] r
Biaker 2009 218.4 306 7 OBIZE B0TY 85 % -393.20[413.88-37257 -
Bruzoni 2005 M4 2955 7 362 TA3 4 65% -148.00 F379.01, 83.01] e
Cagadei 2010 1.7 17 22 318 12 TT% -1.30 [2.37,-0.23)
Dikarcia 2010 150 11141 71 00 7407 182 T4%  -TAOO0[-B57.81,-542.09] —
Finan 2009 1576 2475 44 F188  &75 104 T2%  -562.30[-694.82,-429.78] —
Kooky 2008 387 487 142 588 A91 200 3% 23 .00[-34B72,-115.28] —
Kooby 2010 422 473 23 A1 853 7O BA% -329.00 [607.02,-50.98] —
Watsumato 2005 2471 T4 14 4003 4235 18 BA% -183.20 F377.81,71.41] e
Migaaea 2007 182 2341 3 696 BITE 9 46%  -514.00[95245 -75EF] ———————————
Makamura 2009 248 2393 0 714 B504 16 AA%  -4BA.00[-B0057,-129.43 I —
Shirnura 2006 336 131 g 4393 T8 g T.E%  -405.70[-460.96,-350.44] -
Tang 2007 14248 44.8 ] 325 B1G66 5 3.8% -B8ZS0[122376,-14124) &
Teh 2007 183 2337 12 B08 4625 16 B2%  -41600[-GTAAT,-156.43] E—
Waters 2010 BET 17375 18 B31 8125 22 2% -14.00 [-885.52, 857 53]
Zhao 2010 23333 14369 30 35118 1033 42 TE% <3786 [BE.01, 32.29] -
Total {95% CI) 492 849 100.0% -332.22 [-480.99, -183.45] -
Heterogeneity: Tau®= 75052.55, Chi*= 1889.51, df= 15 (F = 0.000013; F= 99% t t t |
T -1000 -&00 0 500 1000
2 Testfor overall effect Z=4.38 (P = 0.0001) Favours Laparoscopic Favours Open
3 Figure 267: Surgical Site Infection
Laparoscopic Open Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aly 2010 1 40 1 35 2.6% 0.88[0.06,13.43]
Eorm 2008 1] il 2 62 41% 0.38[0.02, 7.96]
Finan 2009 3 44 B 104 B.6% 1.18[0.31, 451] I —
kim 2008 2 93 1 35 3.5% 0.75[0.07, 2.04]
kooby 2008 T 142 28 200 56.0% 035016, 0.79] —i—
Matsumoto 2008 1] 14 1] 14 Mat estimable
Makamura 20049 1] 20 1] 16 Mat estimable
Tang 2007 0 9 0 a Mot estimable
Teh 2007 1] 12 3 16 3% 0.19[0.01, 3.31]
Welanovich 2006 2 15 2 15 4.8% 1.00[0.16, 6.20]
Wijan 2010 1] 100 a8 100 13.2% 00900, 1.62] 4
Total (95% CI) 520 607 100.0%  0.44 [0.25, 0.75] £
Total events 15 48
Heterageneity: Chif=4512 df=7 (F=0E9), F=0% I t t {
Test fn?n\tergll effect 2= 2 a7 (F'E 0003 ’ Iu'm DH 1IU mUI
4 e - Favours Laparoscopic Favours Open
5 Figure 268: Operation Time (mins)
Laparoscopic Open Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% Cl
Ay 2010 342 13340 240 a3 3§ 43% 92.00 [30.53, 144.47) —
Baker 2009 236 158 rrs 253.2 3T 85 8.3% -17.20[-26.20, -8.20] I
Bruzoni 2002 182 544 T 1462 13.8 4 9.2% 30.00[12.481, 72.51] ]
Casadel 2010 225 gz 12 145 49 27 54% 20.00 [39.72, 120.28) E—
DiMorzia 2010 191 LER: N 195 7.8 192 0% 400 [-17.43, 9.43) —1
Eaom 2002 27T a5 31 1948 637 62 T0% 2290234, 48.14] 1
Finan 2008 156 34 44 200 705 104 7.8% -44 00 [-B0.87,-27.13] —
Kim 2008 195 BE1.8 93 190 98.5 35 5.9% 5.00[-29.97,39.97] .
kooky 2008 230 a7 142 216 100 200 74% 1400713, 3513 -
kooby 2010 238 B2 13 216 63 70 BI% 22001015, 54.18] —
Matzumoto 2008 2907 512 14 138 246 19 4T% TE.O0[20.74, 124.08] _
Misawa 2007 2325 536 8 2225 64.3 g 4.0% 10.00[-46.07, B6.07]
Makamura 2009 308.4 124 20 2815 833 16 32% 26.890[-41.07, 84.87]
Shirriura 2006 1606 17.8 3 1798 224 g 73% 18,20 [-41.26, 2.86] r
Tang 2007 1825 378 a 200 40.8 5 51% -17.50 [-60.85, 25.25] —
Teh 2007 212 268 12 278 61 16 38% GEO00[123.24,-8.76) 4
Wiaters 2010 224 B1.5 18 234 75.25 22 5.2% -10.00[-52.38, 32.39] I
Zhao 2010 186.3 358498 30 14929 29 42 1.2% 37.01 [91.75,185.77] +
Total (95% Cly 616 946 100.0% 8.88 [-6.46, 24.23] -
Heterogeneity: Taw?= 716.04; ChF= 80,30, df= 17 (F = 0.00001);, F=81% Foo + & o

Testfor overall efect Z=1.13 (P = 0.26)
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1 Figure 269: Length of hospital stay

Laparoscopic Open Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
Aly 2010 22 18 40 27 13 3| 2.0% -5.00[11.57,1.87] -]
Baker 2009 4 03 27 8.6 86 104 7% -4.60 [-6.26, -2.94] =
Eruzoni 2008 62 82 7 g 27 4 1.9% -2.80[-9.43 3.83] -T
Casadei 2010 a 13 22 11 3 227 7.6% -3.00 [-4.37,-1.63] =
DiMarcia 2010 5 1458 71 4 22 192 BE% -1.00 [-1.47,-0.53] 1
Eom 2008 118 41 31 1358 4.9 62 B.8% -2.00[-3.88,-0.11] 1
Finan 2009 59 41 44 8.6 86 104  B.E% -2.70[-4.75,-0.658] -1
Kim 2008 10 4.2 a3 16 14.25 35 3.0% -6.00[-10.84,-1.16] ]
Kooby 2008 549 38 142 q B 200 81% -3.10[-4.14,-2.08] -
Kooby 2010 T4 34 23 9.4 47 7O 7.0% -2.00[-3.77,-0.23] N
Matsumota 2008 129 48 14 238 118 18 2.3% -1080[16.77,-5.03] -
Mizawa 2007 102 2 a 25 158 9 089% -14.80[2528 -4.32] i
Makamura 2009 10 26 20 258 8.8 16 3.4% -1580[-20.26,-11.34] -
Shimura 2006 102 1.6 5 2145 6.6 8 31% -12.30[17.08,-7.52] -
Tang 2007 17.7 154 8 1.7 2.6 5 0.9% 6.00[-4.32, 16.32] T
Teh 2007 B2 472 12 106 3 16 5.4% -4 40[-7.19,-1.61] -
Welanovich 2006 44 1.7 15 9.2 5.2 18 5.4% -4.80[-7.57,-2.03] -
Wijan 2010 61 24 100 8.6 58 100  7.8% -2.80 [-3.75,-1.258] "
VWaters 2010 G 7.75 18 a 5.8 22 36% -2.00 [-6.25, 2.25] =T
Zhao 2010 743 1.57 30 4887 1.4 42 8.4% -2.24 [12.95, -1.53] b
Total {95% Cly 731 1080 100.0% -3.88 [-4.92, -2.83] )

Heterogeneity: Tau®= 3.22; Chi*= 116.01, df= 18 (P = 0.00001); F= 84%

Testfor overall effect: Z=7.29 (F = 0.00001)

2

3 Figure 270: Time to oral intake

100

Favours Laparoscopic  Favours Open

-a0 0

50

100

Laparoscopic Open Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% Cl
Aly 2010 10 g 40 g 4 35 8.7 % 2,00 [0.81, 4.81]
Casadei 2010 3 08 22 4 07 22 343%  -1.00[1.44, -0.546]
Kim 2008 8 1.3 93 45 16 3| 324% 1 F0[2249,-1.11]
Matsumoto 2008 35 1.5 14 71 3} 14 87% -360[6.41,-079]
Makamura 2009 2.4 1.1 20 6.3 a 16 104% -3.80[-6.40 -1.40] ]
Zhao 2010 267 1061 a0 333 078 42 5.3% -0.66 [-4.46, 3.14]
Total (95% CI) 219 169 100.0% -1.48[-2.43, -0.53] |
Heterogeneity: Tau® = 0L63; Chi*= 15.64, df= 5 (P = 0.008); P= 68% f t T f |
-100 =40 1] a0 100
4 Test for overall effect. 2= 3.04 (P =0.002) Favours Laparoscapic Favours Open
5
H.13.46 Minimally invasive robotic pancreatectomy versus open pancreatectomy
7 Figure 271: Postoperative Mortality
Robotic Open Risk Ratio Risk Ratio
Study or Subgroup  Fuvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.1.1 Cohort studies
Kang 2011 0 a 0 10 Mot estimahle
Walsh 2011 1 25 0 25 100.0% 3.00([0.13, 70.30] .
Waters 2010 a 17 a 22 Mot estimahle
Subtotal (95% CI) 47 57 100.0%  3.00 [0.13, 70.30] ——e R —
Total events 1 a
Heterogeneity: Mot applicahle
Test for overall effect: 2= 068 (F=0.49)
0.01 01 110 100

8 Testfor subgroup differences: Mot applicahle
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1 Figure 272: Positive Margin Rate

Robaotic Open Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Walsh 2011 ] 25 3 25 100.0% 0.14[0.01, 2.63]
Total {95% CI) 25 25 100.0% 0.14 [0.01, 2.63] ——enfi——
Total events a 3
Heterogenemr:Nntappll_cable . 'D.DD1 Df1 1'D 1DDD'
Testforoverall effect £2=1.31 (F=0.19) FavaursRoktic Favours Open
2
3 Figure 273: Overall complication rate
Robatic Open Risk Ratio Risk Ratio
Study or Subgroup  Euvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2011 1 5 A 10 10.48% 0.40[0.08, 2.57] —
Wyalsh 2011 g 25 11 25 BY9.T% 0.73[0.35,1.50] ——
Waters 2010 3 17 4 22 198% 0.97 [0.25, 3.77] . E—
Total (95% CI) 47 57 100.0% 0.72 [0.40, 1.32] L 2
Total events 12 20
Heterogeneity: Tau = 0.00; Chi*F=0457, di=2 (FP=0748); F=0% 'IZI.D1 IZIT1 1'D 1IZIIZI'
Test for averall effect £=1.05 {F = 0.29) Favours Robotic Favours Open
4
5 Figure 274: Pancreatic Fistula
Robaotic Open Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.6.1 Cohort studies
Kang 2011 1 5 a 5 49.0% 3.00[0.15 59.89] —
Waters 2010 0 18 4 22 51.0% 0.131[0.01, 2.34] —a—
Subtotal (95% Cl) 23 27 100.0% 0.62 [0.03, 13.52] —— i —
Total events 1 4
Heterogeneity: Tau®=2.74;, Chi*=2.23,df=1 (P=014); F= 55%
Test for overall effect Z=0.31 (FP=0.76)
0.00 0.1 10 1000
. _ Fawaurs Robotic Favours Open
6  Testfor subaroup difierences: Mot applicable
7
8 Figure 275: Operation time (mins)
Rohotic Open Mean Difference Mean Difference
Stuthy or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI Y, Random, 95% Cl
Kang 2011 476 64T 5 28645 402 10 100.0% 189.80[109.24, 269 6]
Total (95% CI) 5 10 100.0% 189.50 [109.24, 269.76] &
Heterogeneity; Mot applicable f } t |
9 Test for overall effect: Z= 4.63 (P < 0.00001) -1o0o Fa\',gﬂ?s Robatic UqurS C?an 1000
10 Figure 276: Reoperation rate
Rohotic QOpen Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Pvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Kang 2011 0 ] 2 10 227% 0.37 [0.02, 6.48] ol
YWalsh 2011 225 6 25 TT.3%  0.33[0.07,1.50] —i—
Total (95% Cly 30 35 1000%  0.34 [0.09, 1.29] —anil——
Total events 2 a8
Heterogeneity: Chi#=0.00, df=1 (F=0.95); F=0% 'D.IZH IZIT1 1ID 1DDI

Testfor averall effect £=1588F=0.11)
1M

12
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1 Figure 277: Blood loss (mls)

10

110

Robhotic  Open Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fized, 95% C1
kang 2011 -1.26483 0504413 5 10 18.8% -1.26[-2.43,-0.10] ——
WWalsh 2011 -0.40367 0.285709 25 25 81.2% -0.40 [-0.96, 0.16]
Total {95% CI) 30 35 100.0% -0.57 [-1.07, -0.06] *
Heterogeneity: Chi®=1.70, df=1 {F=018); F= 1% =-1U % B % 0
2 Test for overall effeck Z= 220 (P=0.03) Favours Robotic Favours Open
3
4 Figure 278: Length of hospital stay (days)
Robotic Open Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.11.1 Cohort studies
Kang 2011 146 7.7 5 221 133 10 100.0% -7.50[18.15 3.148]
Subtotal {95% CI) 5 10 100.0% -7.50[-18.15, 3.15]
Heterogeneity: Mot applicable
Testfor overall effect Z=138F=017)
-100 50 0 a0 100
5 Favours Robotic Favours Open
H.13.56 Extended lymphadenectomy versus standard lymphadenectomy
7 Figure 279: Overall Survival
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
Farnell 2005 016 032 150% 117[0.63, 2.20] T
Mimura 2012 033 021 349% 1.39[092 2.10] i
Pedrazzoli 1998 -014 027 21.1%  0.87[0.481,1.48] =
Riall 2005 -0.06 023 291% 094060, 1.48]
Total {(95% Cly 100.0% 1.10[0.86, 1.40]
Heterogeneity: Chi : 280, df=3(P=047) F=0% T 0 ; e 100
Test for overall effect: £=0.74 (P = 0.46) Favours Exended Favaurs Standard
8
9 Figure 280: Lymph Node Positive
Hazard Ratio Hazard Ratio
Study or Subgroup loglHazard Ratin] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Farnell 2004 011 024 43.8% 080[056,1.43] ——
Mirmura 2012 04 03 279% 1.49[0.83, 2.69] T
FPedrazzoli 19598 -0013 044 1289% 0,88 ([0.37F, 2.08] I
Riall 2005 -006 04 157% 094043 2.06] e E—
Total {(95% CI) 100.0% 1.04 [0.76, 1.42] *
Heterogeneity; Chi®= 2.04, df= 3 (P = 0.56); F= 0% f t f T f t {
. 01 0.2 05 1 2 4 10
Testfor overall effect: Z=0.24 (P = 0.81) Favours extended  Favours standard
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1 Figure 281: Lymph Node Negative

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratin] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Farnell 2005 026 06 268% 077[0.24 2480 =]
Mimura 2012 002 0586 304% 1.02([0.34, 3.06]
FPedrazzoli 1998 002 06 265% 1.02[0371, 3.31]
Riall 2005 069 076 165% 1.99[0.45 8.384] =
Total {95% Cl) 100.0% 1.06 [0.58, 1.94]
it T = - - T - I | 1 1 1 |
Heterogeneity, Chi -.EI.EIB,df-3(P-D.81),I =0% THE 05 ] 1 L 0
2 Testfor overall effect: 2= 018 (F = 0.85 Favours Extended Favours Standard
3 Figure 282 Positive Margins
Extended himphadenectomy  Standard h tony Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
Farnell 2005 6 39 9 40 223%  0.6B[0.27,1.74] —
Mirmura 2012 5 50 3 51 74%  1.70[0.43 6.74] —
Pedrazzoli 1998 9 41 11 40 27.8%  0.80[0.37,1.72 —-—
Riall 2005 4 83 17 84 424%  0.24[0.08 0.68] —a—
Total (95% CIy 213 215 100.0%  0.60[0.38,0.96] -
Total events 24 40
Heterogeneity: Chi®= 579, df=3 (P=012); F= 48% [ t t |
4 Testfor averall effect Z= 213 (P=0.03) 0.01 FavoDu.:s Extended Favours Sl;Edard 100
5 Figure 283: Negative Margins
Extended Standard Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Farnell 2005 28 39 29 40 15.4% 0.99[0.75,1.300
Mirnura 2012 45 50 48 51 33.49% 0.96[0.85,1.07]
Pedrazzoli 1998 32 41 29 40 17.3% 1.08[0.84,1.38]
Riall 2005 79 g3 BY 84 33.4% 1.19[1.06,1.34] -
Total {95% CI) 213 215 100.0% 1.06 [0.93, 1.21]
Total events 184 173
Heterogeneity, Tau = 0.01; Chi*=7.31, df= 3 (P = 0.08); F=99% 'D.D1 Df1 'i 1|D 1DD'
5 Testfor overall effect Z=082 (F=0.41) Favours Extended Fawvours Standard
H.13.67 Arterial resection versus no arterial resection
8 Figure 284: 1-year Overall Survival
Arterial resection No areterial resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bockhorn 2010 14 25 260 431 11.8% 0.93 [0.65 1.32) -
Boggi 2009 11 25 138 B 97% 0.85[0.54,1.35] ——
Hartwig 2009 7 1 151 197 08% 0.83[0.53,1.31] —=
Hishinurma 2007 & 7 11 18  93% 1.40[0.87, 2.26] T
Kato 2009 4 17 ar 159 4.5% 0.43[0.181.02 |
Mivazaki 2003 [ 13 H 42 7.1% 0.63[0.34,1.16] T
Quaissi 2010 2 7 63 a1 27% 037 011,119 ™
Shimada 2006 9 12 a4 7B O 120% 0.97 068, 1.37] -
Stitzenherg 2008 a 10 1599 240 127% 096 [0.70,1.32] -
Sugiura 2008 G 16 24 33 6.4% 0.42[0.26,1.00] E——
Wang 2008 3 18 34 61 3.3% 0.30[010,0.86)
Wil 2010 7 9 24 34 106% 1.10[0.73, 1.66] -
Total {95% CI) 170 1640 100.0% 0.83 [0.57, 1.02] L
Total events g3 1081
Heterageneity: Taus= 0.07; Chi®= 23.06, df= 11 (P = 0.02%; F= 52% :D o 0:1 150 le

Testfor overall effect: £=1.75 (P = 0.08)
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2 Figure 285: 3-Year Overall Survival

3

5

Arterial resection

Mo arterial resection

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bockhorn 2010 1 12 498 431 T9% 0.36 [0.06, 2.39] —
Boogi 2009 B 25 27 268 14.7% 2.38[1.09,5.227] —
Hartwig 2009 3 11 67 185 13.3% 0.79[0.30,217] I
Hishinuma 2007 2 7 ] 18 106% 1.03[0.26,4.17] [ —
Kato 2009 1 17 27 188 7.7% 0.35[0.05, 2.39] e
Mivazaki 2003 2 17 15 42 108% 0.33[0.08,1.29] —
Quaissi 2010 0 13 3 81 4.9% 0.09[0.01,1.43] I —
Shimada 2008 o a 36 TE 0% 0.121[0.01,1.758] -1
Stitzenberg 2008 1 12 74 240 749% 0.27[0.04,1.78] I —
Sugiura 2009 1 10 M 33 T8% 0.30 [0.04, 2.09] — 1
YWang 2008 o 16 12 61 4.8% 0.151[0.01,2.34] —_— 1
W 2010 o 18 4 34 4E% 0.20[0.01, 3.60] e — —
Total (95% CI) 166 1638 100.0% 0.46 [0.23, 0.94] ‘
Total ewents 17 408
Heterogeneity, Tau®= 0.73; Chi*= 23.53, df= 11 (P = 0.01); F= §3% ) t t |
Testfor owerall effect 2= 212 (F=0.03) DBmFa'-;nurs 201 arterial Fa'v'our;DarteriaI 200
4 Figure 286: Post-operative Mortality
Arterial Resection Mo Arterial Resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Bockhorn 2010 4 24 18 149 16.6% 3.441[1.25 8.51] -
Bogai 2009 1 26 13 281 167% 0.83[0.11, 6.11] — ™
Hartwig 2009 3 14 T 1845 1% .97 [1.73, 20.61] —_—
l<ato 2004 |3 14 B 2748 4.4% 1637 [5.68, 47.17] —_—
Kinoshita 2001 2 5] a 32 1.3% 2357[1.27,439.14] >
Klempnauer 1996 3 16 T 107 13.8% 287 [0.82 997] T
Martin 2009 1] ] 1] kil Naot estimahble
Qgata 1997 i al 10 171 16.6% 407 [1.54,10.77] e
Cuaissi 2010 1 8 2 141 1.6% 8.81[0.89, 87.23]
Shimada 2006 1] 12 1] 76 Mot estimable
Sperti 2010 i} i 1 449 2.4% 2.781[0.13, 60.84]
Taruara 19849 1 7 1 g 1% 1.14 [0.09, 15.08]
Wang 2008 1 19 a 61 1.9%  9.30[0.39, 219.359] >
Wil 2010 i} 9 2 26 10.3% 0.54 [0.03,10.30]
Total (95% Cly 191 1902 100.0% 3.77[2.49,5.71] <
Total events 26 67
Heterogeneity: Chi*=15.25, df=11 (P =017); F=28% f t t |
Testfo?o\rergll effect £= E.IET F= D(.DDDDH ’ 0.01 011 " " 10 " 1oo
Arterial Resection Mo Arterial Resection
6 Figure 287: Reoperation Rate
Arterial Resection Mo Arterial Resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bockhorn 2010 3} 24 63 449 39.3% 1.37 [0.654, 2.88] —
Bogoi 2009 ] 26 17 283 137% 3181[1.28 7.92]
Hartwig 2009 1 14 17 202 10.8% 0.85[0.12,5.92]
Kinoshita 2001 0 [} 1} 133 Mot estimahble
Klempnauer 1996 11 16 33 173 26.6% 3.60[2.30, 5.66] ——
Ouaizsi 2010 1 g 14 141 7.7% 1181018, 7.81] —
Wang 2008 3 14 1 61 23% 963[1.06, 87.26]
Total (95% CI) 118 1440 100.0%  2.33[1.62,3.34] 2
Total events 27 141
Heterogeneity: Chif=915, df= 5 (F=010); F= 45% T o 10 100

Testfor overall effect: 2= 4.59 (F < 0.00001)
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1 Figure 288: RO Resection Rate

2

4

7

Arterial Resection Mo Arterial Resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bockhorn 2010 19 24 383 449 146% 0.77 [0.48,1.00] ]
Boogoi 2008 24 26 204 281 16.0% 1.27[1.11,1.45] -
Hartwig 2009 T 14 124 202 10.9% 0.81[0.48,1.39] T
Kato 2009 kS 17 107 1589 11.2% 0.7F0[0.42,1.17] T
fdartin 20049 i a 23 31 14.0% 1.25[0.91,1.73] ™
Cuaissi 2010 4 8 108 141 8.8% 0.67[0.33,1.359] -1
Fark 2001 2 15 13 25 3.9% 0.26 [0.07, 0.98]
Sperti 2010 3 a 32 15 8.3% 0.92[0.44,1.93] T
Tamuara 19849 T T 1] 8 121% 1.30[0.83, 2.07] T
Total (95% Cly 126 1345 100.0% 0.91 [0.67, 1.23] ‘
Total events 79 947
Heterogeneity: Tau®= 015, Chi®= 42.26, df= 8 (F = 0.00001); F=81% iﬂ T D=1 1=D 1DD=
Testfor overall efiect Z= 0.61 (F = 0.54) Anterial Resection Mo Arerial Resection
3 Figure 289: Lymph Node Positive
Arterial Resection Mo Arterial Resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
Bockharn 2010 12 29 200 449 247% 0.93[0.60,1.49] —
Boooi 2009 23 26 215 281 37.0%  1.16[0.98,1.35] -
Hartwig 2009 ] 14 136 202 17.89% 0.95[0.64,1.43] I —
Martin 2009 4 ] 12 il 3.4% 207 [1.11,3.89]
CQuaissi 2010 a 8 94 141 10.8% 0.89[0.51,1.54] — T
Tamuara 1989 7 7 G 8 6.2% 1.30[0.83, 2.02] I —
Total (95% CIj 89 1112 100.0%  1.07 [0.92, 1.25] »
Tatal events G0 ]3]
Heterogeneity: Chi®=6.99, df= 5 (P = 0.22); F= 29% ) + + t t {
L - 01 02 0.4 2 5 10
Testfor overall efiect 7= 0.3 (F=10.35) Arterial Resection Mo Arterial Resection
5 Figure 290: Post-operative Morbidity
Arterial Resection Mo Arterial Resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bockhorn 2010 ih 24 111 449 15.8% 1.53[0.94, 2.41] _'—
Boogoi 2008 9 26 106 281 148% 0.92[0.53,1.99] I
Hartwig 2009 i 14 130 202 12.0% 0.85([0.27,1.13] T
Kinoshita 2001 4 4} a8 133 139% 1.53([0.84, 2.78] T
Cuaissi 2010 i 8 TE 141 146% 1.16[0.66, 2.03] I
Sperti 2010 4 i 13 43 13.2% 3.02[1.589,577 —
W 2010 T 9 14 27 156% 1.50[0.91, 2.48] T
Total (95% Cly 97 1282 100.0% 1.32 [0.92, 1.89] .
Total events 445 408
Heterogeneity: Tau®=0.15, Chif= 16.70, df = 6 (P = 0.01); F= 64% =D o 011 1=D 1DD=
Testfor overall effect 2= 1.43 (F = 0.14) Arterial Resection Mo Arterial Resection
H.13.78 Venous resection versus no venous resection
9 Figure 291: 1-year overall survival
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% Cl I, Random, 95% CI
Chakravarty 2010 0.003 0.445 T.9% 1.001[0.42, 2.40] —
Fukuda 2007 0163 0273 147% 1.18[0.65, 2.01] -
Gang 2013 0587 0178 21.1% 1.801[1.27, 2.55] —=
Murakarmi 2013 04481 0226 176% 1.487[1.01,2.44] i
Raviumar 2014 0.016 0098 271% 1.021[0.84,1.23] -
Sperti 15996 0ra3 0333 11.6% 218113, 4.21] -
Total {95% CI) 100.0% 1.38 [1.04, 1.83] L 3
e 2 — . 2= —_ —_ R = I } ] 1
Heterogeneity: Tau®= 0.0V, Chif=12.68, df=5 (F=003%), F=61% 'IZI.IJ1 DH 1'IZI 1IJIZI'

10

Testfor overall effect =223 (P =

0.03)

113

Yeous Resection Movenous Resection



Final
Contents

1 Figure 292: 5-year overall survival

2

4

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight I, Fixed, 95% Cl I, Fixed, 95% CI
turakami 2013 2186 1.085 52% 8.80[1.04 T611]
Ouaissi 2010 1.615 0456 299% 4.55[1.86 11.12] —
Riediger 2006 0081 04877 187% 1.05[034, 3.26] s
Shimada 2006 1.248 0367 462% 3482[1.71,7.27 —i—
Total (95% CI) 100.0% 3.18[1.95, 5.19] "

P, = — — T . L 1 1 ]
Heterogeneity: Chi = A28, df=3(FP=01a); F=43% o1 i s 100
Testfor overall effect: £= 464 (F = 0.00001) \enous resection Mo venous resection

3 Figure 293: 5-year overall survival (all survival data)

Venous resection Mo venous resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Al-Haddad 2007 4 22 13 A4 6.1% 0.76 [0.28, 2.06]
Carrere 2006 8 448 13 a8 T.2% 1.20[0.54, 2.69] T
Harrison 1996 8 58 30 274 85% 1.26 [0.61, 2.61] I
Hartel 2002 12 BE ar 203 1891% 0.97[0.54,1.748] -t
kurosaki 2008 3 35 ] 42 B.7% 0.401[0.12,1.36] -
Launois 1999 1] 14 g 74 1.8% 0.38[0.02, 6.47]
Makagohti 2003 3 k] 4 48 27% 1.09[0.26, 4.56] -]
Cuaissi 2010 4 L] 24 82 16.4% 0.351[0.15, 0.80] —
Riediger 2006 4 36 12 74 B.4% 0.691[0.24,1.98] e
Shibata 2001 2 28 3 46 1.9% 1.101[0.19, 6.16]
Shimada 2006 10 a6 29 63 27.3% 0.251[0.13,0.48] —
Total (95% CI) 484 1048 100.0% 0.64 [0.49, 0.83] <
Total events G0 180
Heterogeneity: Chi®= 19.48, df=10({P = 0.03); = 48% ID 0 051 1’0 1DD=
Testfor overall effect: Z= 3.38 (P = 0.0007) Wenous resection Mo wenous resection

5 Figure 294: Post-operative Mortality

Venous resection  Nowvenous resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
Al-Haddad 2007 a 22 a 54 Mat estimable
Allema 1994 3 20 1" 156 4% 213 [0.65, 6.98] 7
Bachellier 2001 1 1 1 66 07% 314[0.21,48.09] —
Carrere 2006 2 45 ] 88 4.7% 0.78[0.186, 3.87] s —
Castleberry 2012 16 2 96 3301 208% 196 [1.17, 3.28] —
Chakravarty 2010 a 12 2 75 1.0% 1.7 [0.06, 22.849]
Fuhrman 1996 1 23 a 36 05% 463020 108.82] —
Fukuda 2007 1 ar 2 a4 1.7%  1.14[011,12.13]
Gong 2013 8 114 13 447 T.5% 2.31[0.98, 5.45] —
Harrison 1936 3 58 8 274 3.9% 1.77[0.48, 6.48] -1
Hartel 2002 3 63 3} 203 4.2% 1.49[0.38, 5.81] T
Howard 2003 1 13 1 23 1.0% 1.77[0.12,25.89] ]
Kawada 2002 1 28 1 15 1.8% 0.54 [0.04, 7.97] —
kelly 2012 1 7o g 422 2.4% 1.00100.12, 8.22] I B
kuraogaki 2008 1 35 1] 42 06% 3.58[0.15, 85.30] I
Launois 1999 a 14 10 74 4.8% 0.24[0.01, 3.85] e
Leach 1998 a N a 44 Mat estimable
Murakami 2013 a 1 a 64 Mat estimable
Makagohti 2003 2 33 4 48 4.5% 073014, 3.74] I —
Cuaissi 2010 1 L] 1 82 1.2%  1.39[0.09, 21.77]
Foon 2004 a 12 1 38 1.0% 1.00([0.04, 23.07]
Raviumar 2014 11 230 35 840  20.7% 1.151[0.589, 2.23] —
Riediger 2006 2 a3 7 1649 4.6% 0.91 [0.20, 4.25] I E—
Shibata 2001 1 28 2 46 21% 0.82[0.08, 8.65] —
Shimada 2006 1 86 0 63 08% 2.21[0.09,53.30]
Shrikhande 2011 0 1 0 [} Mot estimahble
Sperti 1996 3 14 12 ez 4.1% 1.77 [0.87, 5.50] 1
Tseng 2004 1 110 2 181 21% 0.82[0.08, 8.97] —
Total {95% CI) 1584 F040 100.0% 1.45[1.10, 1.90] &
Total events G4 226
Heterogeneity: Chi®=9.19, df= 23 (P = 1.00% F= 0% lﬂ o1 D:'I 150 1DDD:

Testfor overall effect: Z= 2.66 (P =0.008)
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1 Figure 295: Reoperation Rate

Vehous resection

Novenous resection

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CI
Bachellier 2001 2 21 10 66 31% 0.63[0.15, 2.64]
Carrere 2006 10 45 12 a8 5.3% 1.63 [0.76, 3.48] m
Castleberry 2012 v 281 231 3301 236% 1.88 [1.36, 2.60] —
Fuhrman 1996 1 23 1 36 0.8% 1.67[010,23.81]
Gong 2013 K] 1189 122 447 33.4% 1.17 [0.86, 1.58] -
Harrigon 1996 7 58 30 254 T7.3% 1.02[0.47,2.21] .
Kurogaki 2008 2 38 2 42 1.2% 1.201[0.18, 8.09]
Ouaissi 2010 g 59 g 82 4.4% 1.39[0.59, 3.49] I E—
Raviumar 2014 17 230 51 840 14.3% 1.22[0.72,2.07] b
Riediger 2006 4 53 15 168  47% 0.85([0.29, 2.45] .
Shibata 2001 2 86 3 63 2.3% 0.49[0.08, 2.54] —
Total (95% CIy 1010 5388 100.0%  1.32[1.10, 1.58] L 2
Total events 128 485
Heterogeneity: Chi®= 8.93, df=10 (P = 0.54); F= 0% ID 0 051 150 1DD=
2 Testfor overall effect: Z= 3.04 (F=0.002) Wenous resection Mo wenous resection
3 Figure 296: R1-R2 resection Rate
Venous resection  Nowenous resection Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Bachellier 2001 g 21 18 66 2.3% 1.40[0.71, 2.74] T
Carrere 2006 a 45 13 88 2.4% 1.20[0.54, 2.69] b
Chakravarty 2010 i 12 27 a 21% 0.1 [0.01,1.64] —
Fuhrman 1996 4 23 ] 36 1.0% 1.25([0.37, 4.18] I
Fukuda 2007 14 a7 23 84 38% 1.38[0.81,2.37] T
Harrizon 1996 17 58 66 274 BI% 1.22[0.77,1.91] T
Hartel 2002 23 68 39 203 53% 176 [1.14 2.72] -
Kelly 2013 22 70 105 422 80% 1.26 [0.86, 1.55] ™
Kurosaki 2008 ] 35 5] 42 1.48% 1.000[0.33, 3.00] I —
Leach 15898 4 H 7 44 1.5% 0.81 [0.26, 2.53] Y
Murakami 2013 30 1 18 64 4.7% 1.751.10, 2.75] ——
Makagohti 2003 2 33 10 48 2.2% 1.16 [0.81, 2.63] -
Ouaissi 2010 25 a4 i a2 2.8% 316 [1.69, 5.90] -
Poon 2004 1 12 4 | 0.5% 0.79[0.10, 6.42] —
Raviumar 2014 145 230 433 840 498% 1.22[1.09,1.38] ]
Shibata 2001 g 28 g 46 1.6% 1.64 [0.70, 3.88] T
Shrikhande 2011 i 1 2 6 0.3% 0.70[0.05, 9.41]
Tseng 2004 24 110 22 181 4.4% 1.80[1.06, 3.04] i
Total (95% CIy 934 2639 100.0%  1.33[1.20, 1.47] L
Total events 346 /v
Heterogeneity: Chi*=18.81, df=17 {F = 0.34); F=10% ID o 051 150 ‘IDDDI
4 Testfor overall effect: Z= 562 (P = 0.00001) : Venous résectiun MO Wenous resection
5 Figure 297: Overall post-operative morbidity
Yeinresection  Standard Procedure Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Allerna 1994 11 20 93 186 7.0% 0.88[0.58,1.33] b
Bachellier 2001 a 21 30 66 4.5% 0.84 [0.46, 1.54] i
Carrere 2006 25 45 56 38 9.0% 0.87 [0.64,1.18] -
Castleberry 2012 112 281 1094 3301 121% 1.20[1.03,1.35] =
Chakravarty 2010 [} 12 30 7a 4.2% 1.25 [0.67, 2.38] -
Fuhrman 1996 7 23 10 3m 2.9% 1.10[0.49, 2.47] T
Fukuda 2007 12 ar a2 24 5.1% 0.85[0.50, 1.46] T
Gong 2013 28 118 ar 447 B4A% 2.84[1.82, 4.49] i
Hartel 2002 18 68 45 203 61% 1.191[0.74,1.92] T
Howard 2003 7 13 10 23 38% 1.24 [0.62, 2.46] e
Kelly 2013 36 70 138 422 95% 1.56 [1.20, 2.04] -
Kurosaki 2008 12 35 10 42 36% 1.44 [0.71, 2.53]  —
Murakami 2013 22 61 14 G4 4.8% 1.65[0.93, 2.92] T
Qusissi 2010 35 ] 45 a2 9.3% 1.08[0.81,1.44] T
Riediger 2006 22 63 a4 169 8.0% 0.84 [0.65,1.15] -
Shibata 2001 ] 28 12 46 3.5% 1.23 [0.60, 2.55] T
Total {95% Cly 945 5304 100.0% 1.18 [1.01, 1.38] .
Total events arn 1741
Heterogeneity: Tau®= 0.05; Chi*= 33.34, df= 15 (P = 0.004); F=55% ID 0 051 150 1DD=

Testfor averall effect: £= 2.04 (P =0.04)
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Forest plots and Summary ROC curves

H.141 Adjuvant treatment

H.14.12 Adjuvant chemotherapy versus no adjuvant therapy in resected pancreatic

3 cancer patients

4 Figure 298: Overall survival

Chemotherapy Mo adjuvant therapy

Hazard Ratio

Hazard Ratio
Expl{Q-E) I V], Fixed, 95% CI

Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{O-E)/V], Fixed, 95%Cl
1.1.1 5FU+FA vs Observation

Meoptolemos 2001 T2 47 a0 95 -20.1586 37.00863 14.7% 0.58 [0.42, 0.80]
MNeoptolemaos 2004 ar Ta 63 69 -10.48 2037 11.7% 0.70[0.49, 1.00]
MNeoptolemas 2009 45 61 47 1 -27 23.26 9.2% 0.89 [0.59, 1.34]
Subtotal {95% CI) 233 225 35.6% 0.69 [0.56, 0.85]
Total events 174 140

Heterogeneity Chi®= 263, df=2 (F=0.27), F= 24%
Test for overall effect: 7= 352 (P = 00004

1.1.2 Cisplatin+5FU vs Observation

Kosuge 2008 35 45 L 44 0317086 17.74648 T0%
Subtotal {95% CI) 45 44 7.0%
Total events 38 36

Hetarogeneity: Mot applicable
Testfor overall effect: £=0.08 (P =094

1.1.3 Gemcitabine vs Observation

Oettle 2007/2013 156 174 160 175 -21.48 783 A%
Ueno 2004 45 bt a3 60 -6.21 2375 94%
Subtotal {95% CI) 237 235 40.5%
Total events 201 213

Heterogeneity, Chif= 0,00, ¢f=1 (P = 0.96) F= 0%
Test for averall effect: 2= 2,74 {P = 0.0086)

1.1.4 Gemcitabine, Carboplatin, Mitomycin C, 5FU+FA vs Observation

Lygiadakis 2002 22 45 14 40 -585335 5918918 35%
Subtotal (95% CI) 45 40 3.5%
Total events 22 14

Heterogeneity: Mot applicable
Test for averall effect: Z=1.96 (P = 0.05)

1.1.5 Mitomycin C+5FU vs Observation

Takada 2002 35 36 249 i} 1.4 15,86 B.3%
Takada 2002 ar 44 34 47 315 17.72 T.0%
Subtotal (95% CI) a1 7 13.3%
Total events T2 5k}

Heterogeneity: Chi#= 0.07, df=1 (P = 0.80); F= 0%
Testfor overall effect Z=079{P =043

Total (95% CI) 641 621 100.0%
Total events a04 817
Heterogeneity, Chi=11.81, df= 8 (P = 0.16); F= 32%
Test for averall effect: Z=3.91 {P = 0.0001)
5 Test for subgroup differences: Chi®= 911, df= 4 (P=0.06), F= 56.1%
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1 Figure 299: Disease-free survival

Chemotherapy Ho adjuvant therapy Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total 0-E Variance Weight Exp[{O-E)/V], Fixed, 95% Cl Exp[{O-E) / V], Fixed, 95% CI
1.2.1 Cisplatin+5FU vs Observation
Kosuge 2006 32 44 34 44 1.028628 1648485 101% 1.06 [0.66, 1.72]
Subtotal (95% CI) 44 44 10.1% 1.06 [0.66, 1.72]
Total events a2 34
Heterogeneity: Mot applicable
Test for overall effect: £= 0.25 {P = 0.80)
1.2.2 Gemcitabine vs Observation
Ueno 2009 44 a8 a3 60 -12.27 2402 147% 0.60 [0.40, 0.90] —_—
Cettle 2007/2013 146 179 160 175 -21.49 783 4T9% 0.76[0.61, 0.99] ——
Subtotal (95% CI) 237 235 62.6% 0.72 [0.59, 0.87] s 2
Total events 200 213
Heterogeneity: Chi*=1.03, df=1 (P=0.31), F= 3%
Test for averall effect: Z= 3.34 (P = 0.0008)
1.2.3 Gemcitabine, Carboplatin, Mitomycin C, 5FU+FA vs Observation
Lygiadakis 2002 19 45 15 40 -T457R2 B8.382353 5.1% 0.41[0.21, 0.81] R
Subtotal (95% CI) 45 40 5.1% 0.41 [0.21, 0.81] —~eal——
Total events 149 148
Heterogeneity: Mot applicable
Test for averall effect: Z= 258 {P=0.010)
1.2.4 Mitomycin C+5FU vs Observation
Takada 2002 T4 a1 T T -1.24 3623 222% 0.97[0.70,1.34] -
Subtotal {95% CI} 81 [ 22.2% 0.97 [0.70, 1.34] B
Total events T4 1
Heterogeneity: Mot applicable
Test for averall effect: Z=0.21 {(P=0.84)
Total (95% CI) 407 306 100.0% 0.78 [0.67, 0.90] <&
Total events 324 333
Heteroneneity: Ch|’=. 8.110, df = 4£P= 0.08), F=52% '0.1 052 DTS i é 10'
Testfor overall effect: Z= 3.24 (P =0.001) Favours Chemotherapy Favours Mo adj therapy
2 Testfor subgroup differences: Chi*=7.38, df= 3 (P = 0.06), F= 89.3%
Figure 300: # patients with serious adverse events
Chemotherapy  No adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.3.1 Gemcitabine vs Observation
Ceftle 200772013 26 186 15 182 100.0% 1.70[0.93,3.10] _t
Subtotal (95% Cl) 186 182 100.0% 1.70[0.93, 3.10] 1
Total events 26 14
Heterogeneity: Not applicable
Testforoverall effect: Z=1.72 (P =0.09)
01 0z 05 2 5 10
3 Favours Chemotherapy Favours Mo adj therapy
4 Figure 301: # patients with any Grade 3 or 4 haematological toxicity
Chemotherapy  No adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
1.4.1 5FU+FA vs Observation
Meoptolemos 2004 2 74 a 69 100.0%  4.61[0.22, 84.27] l
Subtotal (95% CI) 75 69 100.0% 4.61[0.22, 94.27]
Total events 2 0
Heterogeneity, Mot applicable
Testfor overall effect: 7= 095 (F=10.32)
0.001 01 10 1000
5 Favours Chemotherapy Favours Mo adj therapy
6 Figure 302: # patients with Grade 3 or 4 non-haematological toxicity
Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 5FU+FA vs Observation
Meoptolemos 2004 9 7h 1] B3 100.0% 17.450([1.04,295.13] l
Subtotal (95% CI) 75 69 100.0% 17.50[1.04, 295.13]
Total events 9 i
Heterogeneity; Mot applicable
Testfor overall effect: Z=1.99 (P =0.09)
n.001 0 10 1000

117

Favours Chemaotherapy Favours No adjtherapy



Final
Forest plots and Summary ROC curves

1 Figure 303: # patients with Grade 3 or 4 abscess

Chemotherapy  MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.1 Gemcitabine vs Observation
lJeno 2008 1 a7 a G0 100.0% 3.16[0.13, 75.80] l
Subtotal (95% CI) 57 60 100.0% 3.16 [0.13, 75.90]
Tatal events 1 i

Heterogeneity: Mot applicable
Testforoverall effect. Z=0.71 (F=0.48)

0.0m 0.1 1o 1000
Favours Chemotherapy Favours Mo adj therapy

2

3 Figure 304: # patients with Grade 3 or 4 alanine aminotransferase

Chemotherapy Ho adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.1 Gemcitabine vs Observation
Jeno 2009 4 a7 i G0 100.0% 9.47[0.52, 171.95] l
Subtotal {95% CI) 57 60 100.0% 9.47 [0.52,171.95] —
Total events 4 0

Heterogeneity: Mot applicable
Testforoverall effect Z=1.52 (P =0.13)

0.005 01 10 200
Favours Chemotherapy Favours No adj therapy

4

5 Figure 305: # patients with Grade 3 or 4 anaemia

Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.9.1 Gemcitabine vs Observation
Uena 2009 2 57 0 B0 100.0% 5.26 [0.26, 107.22] _+_
Subtotal (95% CI) 57 60 100.0% 5.26[0.26,107.22]
Total events 2 a

Heterageneity: Mot applicable
Testfor overall effect Z=1.08 {F = 0.28)

0.001 0.1 10 1000
Favours Chemotherapy Favours No adj therapy

6

7 Figure 306: # patients with Grade 3 or 4 anorexia

Chemotherapy HNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.10.1 Gemcitabine vs Observation
UJeno 2009 2 a7 ] 60 100.0% 5.26[0.26,107.22] l
Subtotal (95% CI) 57 60 100.0% 5.26 [0.26,107.22]
Tatal events 2 i

Heterogeneity: Not applicable
Testfor overall effect: Z=1.08 (P = 0.28)

0.001 0.1 10 1000
Favours Chemotherapy Favours Mo adj therapy
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1 Figure 307: # patients with Grade 3 or 4 diarrhoea

2

Chemotherapy  MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI| M-H, Fixed, 95% CI
1.11.1 5FU+FA vs Observation
Meoptolemos 2004 2 Th a 69 61.6% 4.61[0.22 94.27] L
Subtotal (95% CI) 75 69 51.6% 4.61[0.22, 94.27] ——eel———
Total events 2 a
Heterageneity: Mot applicable
Testfor overall effect Z= 095 (F = 0.32)
1.11.2 Gemcitabine vs Observation
lJeno 2008 1 a7 i G0 48.4%  316[013, 75.90] L
Subtotal (95% CI) 57 60 484% 3.16[0.13, 75.90] —e N —
Total events 1 i
Heterogeneity, Mot applicable
Testfor averall effect Z=0.71 (P = 0.48)
Total (95% CI) 132 129 100.0%  3.90 [0.44, 34.75] B ———
Total events 3 i
Heterogeneity: Chi®=0.03, df=1 (P =0.87), F=0% 0 om o1 10 1000

Testfor averall effect Z=122 (P =022

Favours Chemotherapy Favours Mo adj therapy

Testfor subgroup differences: Chif=0.03, df=1 (P =087, F=0%

3 Figure 308: # patients with Grade 3 or 4 aspartate aminotransferase

4

Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.12.1 Gemcitabine vs Observation
UJeno 2009 3 57 ] G0 100.0% 7.36[0.39,139.44] l
Subtotal (95% CI) 57 60 100.0% 7.36[0.39,130.44] —
Tatal events 3 i

Heterogeneity: Not applicable
Testfor overall effect Z=1.33{F=0.18)

0.001 0.1

10 1000

Favours Chemotherapy Favours Mo adj therapy

5 Figure 309: # patients with Grade 3 or 4 fatigue

6

Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.13.1 Gemcitabine vs Observation
Jeno 2009 1 a7 i G0 100.0% 3.16[0.13, 75.80] l
Subtotal {95% CI) 57 60 100.0% 3.16 [0.13,75.90]
Total events 1 a

Heterogeneity: Mot applicable
Testfor averall effect: Z=0.71 (P =0.48)

0.001 01

10 1000

Favours Chemotherapy Favours Mo adj therapy

7 Figure 310: # patients with Grade 3 or 4 fever

Chemotherapy  MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.14.1 Gemcitabine vs Observation
Jeno 2009 1 a7 i G0 100.0% 3.16[0.13, 75.80] l
Subtotal {95% CI) 57 60 100.0% 3.16 [0.13,75.90]
Total events 1 a

Heterogeneity: Mot applicable
Testforoverall effect: Z=0.71 (F=0.48)

0.001 01

10 1000

Favours Chemotherapy Favours Mo adj therapy
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1 Figure 311: # patients with Grade 3 or 4 granulocytopenia

2

4

6

Chemotherapy MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.15.1 Cisplatin+5FU vs Observation
Kosuge 2006 4 38 i] 44 100.0% 10.38[0.58, 186.87] l
Subtotal (95% CI) 38 44 100.0% 10.38 [0.58, 186.87] —
Total events 4 i]

Heterageneity: hot applicahle
Testfor overall effect: Z=1.59 (P=0.11)

0.001 01 10 1000

Favours Chemotherapy Favours No adjtherapy
3 Figure 312: # patients with Grade 3 or 4 hepatic
Chemotherapy HNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total WWeight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.16.1 Cisplatin+5FU vs Observation
Kosuge 2006 3 38 ] 44 100.0% B8.08[0.43,141.96] .
Subtotal (95% CI) 38 44 100.0% 8.08 [0.43, 151.56] —
Tatal events 3 i
Heterogeneity: Not applicable
Testfor overall effect: Z=1.40 {F = 0.16)
0.001 0.1 10 1000
Favours Chemotherapy Favours Mo adjtherapy
5 Figure 313: # patients with Grade 3 or 4 leukopenia
Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% CI
1.17.1 Cisplatin+5FU vs Observation
Kosuge 2006 2 38 ] 44 488% 577 ([0.29,116.57] L
Subtotal (95% CI) 38 44  48.8% 5.77[0.29, 116.57] —
Total events 2 ]
Heterageneity: Mot applicable
Testfor overall effect: Z=1.14 (P = 0.25)
1.17.2 Gemcitabine vs Observation
Ueno 2009 14 a7 i G0 51.2% 30.50([1.86, 499.65] L
Subtotal {(95% CI) 57 60 51.2% 30.50 [1.86, 499.65] ——
Total ewents 14 a
Heterogeneity: Mot applicable
Test for overall effect: Z=2 40 (P=0.02)
Total (95% CI) 95 104 100.0% 18.43 [2.45, 138.47] —eal——
Total events 16 0
Heterogeneity: Chi®= 0.70, df= 1 (P = 0400 = 0% ) } t {
. - 0.o01 0.1 10 1000
Testior overall effect 2= 3.83 (7 = 0.005) Favours Chemotherapy Favours No adj therapy
Testfar subaraup differences: Chi*= 063, df=1 (P=043), F=0%
7 Figure 314: # patients with Grade 3 or 4 mucositis
Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.18.1 Cisplatin+5FU vs Observation
Kosuge 2006 2 38 a 44 100.0% 5.77[0.28,116.57] l
Subtotal (95% CI) 38 44 100.0% 5.77 [0.29, 116.57] —
Total events 2 ]
Heterogeneity: Mat applicahle
Testfor overall effect Z=1.14 (P = 0.25)
0.001 0.1 10 1000
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1 Figure 315: # patients with Grade 3 or 4 nausea/vomiting

2

Chemotherapy MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.19.1 Cisplatin+5FU vs Observation
Kosuge 2006 ] 38 a 44 31.4% 1269[072, 22237 =
Subtotal (95% CI) 38 44 31.4% 12.69[0.72, 222.32] e ——
Total ewents ] a
Heterogeneity: Mot applicable
Test for averall effect: Z=1.74 {P = 0.08)
1.19.2 Gemcitabine, Carboplatin, Mitoxantrone, mitomycin C, 5FU+ FA vs Observation
Lyniadakis 2002 1 45 i 40 357% 267011, 63.84] o
Subtotal (95% CI) 45 40  35.7% 2.67 [0.11, 63.84] e ——
Total events 1 ]
Heterageneity: Mot applicable
Testfor overall effect: Z=0.61 (P = 0.54)
1.19.3 Gemcitabine vs Observation
Ueno 2009 1 a7 i 60 32.9% 316[0.13, 75.80] =
Subtotal {95% CI) 57 60 32.9% 3.16 [0.13, 75.90] ——e—
Total ewents 1 a
Heterogeneity: Mot applicable
Test for overall effect: Z=0.71 (P =0.48)
Total (95% CI) 140 144 100.0% 5.97 [1.10, 32.48] ~el
Total events 7 0
Heterogeneity: Chi*= 0.67, df= 2P =072, F= 0% om o 10 1000

Test for overall effect: £= 2.07 (P = 0.04)

Favours Chemotherapy Favours Mo adj therapy

Testfar subaraup differences: Chi*= 064, df=2 (P=0.73), F=0%

3 Figure 316: # patients with Grade 3 or 4 neutropenia

4

6

Chemotherapy Mo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.20.1 Gemcitabine vs Observation
Uenao 2008 40 57 i] G0 100.0% 85189[5.36,1353.55)] i
Subtotal (95% CI) 57 60 100.0% 85.19[5.36,1353.55]
Total ewents 40 1}

Heterageneity Mot applicable
Testfor overall effect: Z=3.15 (P =0.002)

\
0.001

}
0.1

\ |
10 1000

Favours Chemotherapy Favours Mo adj therapy
5 Figure 317: # patients with Grade 3 or 4 stomatitis
Chemotherapy  No adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total VWeight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.21.1 5FU+FA vs Observation
MNeoptalemos 2004 4 75 a G9 100.0% 8.29[0.45 151.20] l
Subtotal (95% CI) 75 69 100.0% 8.29[0.45,151.20] —
Total events 4 ]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.43 (P=0.15)
0.001 01 10 1000
Favours Chemotherapy Favours No adj therapy
7 Figure 318: # patients with Grade 3 or 4 thrombocytopenia
Chemotherapy HNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.22.1 Gemcitabine vs Observation
Jeno 2008 1 a7 i G0 100.0% 316[0.13, 75.80] l
Subtotal (95% CI) 57 60 100.0% 3.16 [0.13, 75.90]
Total events 1 i
Heterogeneity: Mot applicable
Testforoverall effect: Z=0.71 (F=0.48)
0.001 0.1 10 1000

Favours Chemotherapy Favours Mo adj therapy
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Figure 319: ESPAC-1 QoL overall score — change scores

Chemotherapy Mo adjuvant therapy Std. Mean Difference 5td. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.23.1 5FU+FA vs Observation
Meoptolemos 2001 0.00461 0.091962 238 235 100.0% 0.00 F0.18, 0.18]
Subtotal {95% CI) 238 235 100.0% 0.00[-0.18,0.18]
Heterogeneity: Mot applicahle
Test for overall effect Z=0.05 (P = 0.96)

-0 5 0 5 10

Favours Chemotherapy Favours Mo adj therapy

Figure 320: # patients with improving ESPAC-1 QoL role functioning subscale scores

Chemotherapy Mo adjuvant therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
1.24.1 5FU+FA vs Observation
Meoptolemos 2001 0.27435 0.092334 238 235 100.0% 0.27 [0.09, 0.46] i
Subtotal (95% CI) 238 235 100.0% 0.27 [0.09, 0.48]

Heterogeneity: Mot applicable
Test for overall effect: 2= 297 (F=0.003)

| |
- 0.5 0 05 1
Favours Chemotherapy Favours Mo adj therapy

Figure 321: # patients improving by 1 or more ECOG performance score grade

Chemotherapy  MNo adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.25.1 Mitomycin C+5FU vs Observation
Takada 2002 41 58 39 55 100.0% 1.00([0.79,1.26]
Subtotal (95% CI) 58 55 100.0%  1.00[0.79,1.26]
Total events 41 38

Heterogeneity: Mot applicable
Testforoverall effect: Z=0.03 (F=0.98)

8 (other) in resected pancreatic cancer patients

02 0.5 1 2 5 10
Favours Mo adj therapy Favours Chemotherapy

04

Adjuvant chemotherapy-1 (gemcitabine) versus adjuvant chemotherapy-2

9 Figure 322: Overall survival (random effects analysis)

10

CT-1 (gemcitabine) CT-2 (other)

Hazard Ratio Hazard Ratio

Study or Subgroup _ log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Gemcitabine vs SFU+FA

Meoptolemos 2010 -0.0618754 0.07338828 537 551 29.3% 0.94 [0.81, 1.09]

Subtotal (95% CI) 537 551 29.3% 0.94 [0.81, 1.09]

Heterogeneity: Mot applicable

Test for overall effect: Z=0.84 (P = 0.40)

2.2.2 Gemcitabine vs 51

Uesaka 2016 0.56211894 01256317 1493 192 26.0% 1.78[1.37,2.24] ——
Subtotal (95% CI) 193 192 26.0% 1.75[1.37, 2.24] -
Heterogeneity: Mot applicahle

Testfor averall effect 2= 4.47 (P = 0.00001)

2.2.3 Gemcitabine vs Gemcitabine+UFT

Yoshitomi 2008 -0.28768207 0.26265802 49 50 16.5% 0.75[0.45,1.29] .
Subtotal (95% CI) 49 50 16.5% 0.75 [0.45, 1.25] -
Heterogeneity: Mot applicable

Testfor overall effect Z=110{F=0.27)

2.2.4 Gemcitabine vs Gemcitabine+Capcitabine

Meoptolemos 2017 0.19885086 0.09322953 366 364 282% 1.22[1.02,1.46] -
Subtotal (95% CI) 366 364 28.2% 1.22 [1.02, 1.46] R g
Heterogeneity: Mot applicahle

Testfor overall effect Z=213 (P =0.03)

Total (95% CI) 1145 1157 100.0% 1.15 [0.85, 1.55] ?

Heterogeneity: Tau?= 0.08; Chi®= 21.63, df= 3 (P = 0.0001); F= 86%
Testfor overall effect Z=0.88 (P =0.38)
Testfor subaroup differences: Chi®= 21 63, df= 3 (P < 0.0001), F=86.1%
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Favours CT-1 (gem) Favours CT-2 (other)
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1 Figure 323: Overall Survival (fixed effects analysis)

CT-1 (gemcitabine) CT-2 (other)

Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.3.1 Gemcitabine vs SFU+FA
Meoptalemas 2010 -0.0618754 0.07338828 537 551 100.0% 0.94 [0.81,1.09]
Subtotal (95% CI) 537 551 100.0% 0.94[0.81, 1.09]
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.84 (P =0.40)
2.3.2 Gemcitabine vs §-1
Uesaka 2016 0.86211894 01256317 193 192 100.0% 1.75[1.37,2.24] t
Subtotal (95% CI) 193 192 100.0% 1.75[1.37,2.24]
Heterogeneity: Mot applicable
Testfor overall effect: Z=4.47 (P = 0.00001)
2.3.3 Gemcitabine vs Gemcitabine+UFT
Yoshitami 2008 -0.28768207 0.26265802 44 50 100.0% 0.75[0.45,1.29) 1—
Subtotal (95% CI) 49 50 100.0% 0.75[0.45,1.25]
Heterogeneity: Mot applicable
Testfor averall effect Z=110{FP =027}
2.3.4 Gemcitabine vs Gemcitabine+Capcitabine
Meoptolemas 2017 0.19885086 0.09322953 366 364 100.0% 1.22[1.02,1.46] !
Subtotal (95% CI) 366 364 100.0% 1.22[1.02, 1.46]
Heterogeneity: Mot applicable
Testfor averall effect Z=213 (P =0.03)
01 0z 05 2 510
2 Favours CT-1 (gem) Favours CT-2 (other)
3 Figure 324: Relapse-free Survival
CT-1 (gemcitabine}  CT-2 (other) Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{O-E)/V], Fixed, 95% CI Exp[{O-E) | V], Fixed, 85% CI
2.4.1 Gemcitabine vs Gemcitabine+Capecitabine
Meoptolemos 2017 243 366 236 364 20.65 136.91 100.0% 1.6 [0.98,1.37]
Subtotal (95% CI) 366 364 100.0% 1.16 [0.98, 1.37]
Total events 243 236
Heterogeneity: Mot applicable
Testfor overall effect Z=1.76 (P = 0.08)
o1 oz 05 1 2 5 10

4

5 Figure 325: Disease-free survival

CT-1(gemcitabing) ~ CT-2 {other)

Hazard Ratio

Favours Gemcitabine Favours Gem+Capecitabine

Hazard Ratio

Study or Subgroup Events Total Events Total 0-E Variance Weight Exp[{O-E) V], Fixed, 95% CI Exp[{O-E) | V], Fixed, 95% CI
2.5.1 Gemcitabine vs 5FU+FA

MNeoptalemas 2010 406 486 417 499 -1.03 20547 T0.8% 0.991[0.87,1.14]

Subtotal (95% CI) 486 499 70.5% 0.99 [0.87, 1.14]

Total events 406 417

Heterogeneity: Mot applicable

Test for overall effect; Z= 0.07 (P = 0.94)

2.5.2 Gemcitabine vs 51

Uesaka 2016 149 180 123 187 3442 6711 23.0% 167[1.31,217] —
Subtotal (95% CI) 190 187 23.0% 1.67[1.31, 212] -
Total events 148 123

Heterogeneity: Mot applicahle

Testfor overall effect £= 420 (F = 0.0001)

2.5.3 Gemcitabine vs Gemcitabine+UFT

‘fashitomi 2008 36 49 39 50 -1.84 1872 B4% 0.91[0.58, 1.43] .
Subtotal (95% CI) 49 50 6.4% 0.91[0.58, 1.43] —lli—
Total events 36 a8

Heterogeneity: Mot applicahle

Testfor overall effect Z=043 (P =0.67)

Total (95% CI) 725 736 100.0% 1.11 [0.99, 1.25] »

Total events 591 579

Heterogeneity: Chi*=14.42, df=2 (P =0.0007); = 86% ID 1 052 t t t 1D=

Test for averall effect: Z=1.85 (P = 0.06)
Testfor subgroup differences: Chi*=14.42, df= 2 (P=0.0007), F=86.1%
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Figure 326: # patients with serious treatment-related adverse events (random effects

analysis)
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.6.1 Gemcitabine vs SFU+FA
Neoptolemas 2010 40 537 77 851 48.2% 0.53[0.37,0.77] ——
Subtotal {95% CI) 537 551 48.2% 0.53 [0.37,0.77] -
Total events 40 T
Heterogeneity: Mot applicable
Test for overall effect: Z= 3.40 (P =0.0007)
2.6.2 Gemcitabine vs Gemcitabine+Capecitabine
Neoptolemas 2017 94 366 86 359 91.8% 1.07 [0.83,1.38] t
Subtotal (95% CI) 366 358 51.8% 1.07 [0.83, 1.38]
Total events 94 a6
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.54 (P = 0.59)
Total (95% CI) 903 910 100.0% 0.77 [0.38, 1.52] —e——
Total events 134 163
?etﬂogenemfl:l T?ru :ZU_EE ;:pahlpz—gﬁ6495' df=1{P=0.002), F=90% -0_1 ) s 7 i o
estioroverall e ec.. =0.78 e ) Favours Chemotherapy-1 Favours Chemotherapy-2
Testfar subdgroup differences: Chi®= 9.56, df=1 (P=0.002), F= 89.5%
Figure 327: # patients with serious treatment-related adverse events (fixed effects
analysis)
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.7.1 Gemcitabine vs SFU+FA
Meoptalemos 2010 40 A37 77T 851 100.0% 0.53[0.37,0.77] i
Subtotal {95% Cl) 537 551 100.0%  0.53 [0.37,0.77]
Total events 40 T
Heterogeneity: Mot applicable
Test for averall effect £=3.40 (P = 0.0007)
2.7.2 Gemcitabine vs Gemcitabine+Capecitabine
Neoptolemas 2017 94 366 26 359 100.0%  1.07[0.83,1.38] t
Subtotal (95% CI) 366 359 100.0% 1.07 [0.83, 1.38]
Total events 94 a6
Heterogeneity: Mot applicable
Test for averall effect Z=0.594 (P = 0.59)
01 02 0.5 2 5 10
Favours Chemotherapy-1 Favours Chematherapy-2
Figure 328: # patients with Grade 3 or 4 alanine aminotransferase/aspartate
aminotransferase (random effects analysis)
CT-1 {gemcitabine}  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
2.8.1 Gemcitabine vs 51
Uesaka 2016 138 1490 15 187 39.6% 9.05[5.53,14.83] —a—
Subtotal (95% Cl) 190 187  39.6% 9.05 [5.53, 14.83] <
Total events 138 15
Heterogeneity: Mot applicable
Testfor overall effect: 7= 8.76 (F < 0.00001)
2.8.2 Gemcitabine vs SFU+FA
Neoptolemos 2010 1149 537 121 551 40.4% 1.01 [0.81,1.26] La
Subtotal {95% Cl) 537 551  40.4% 1.01 [0.81, 1.26] [
Total events 1149 121
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.08 {(F=0.94)
2.8.3 Gemcitabine vs Gemcitabine+UFT
Yoshitami 2008 i 49 1 50 20.0% 0.34[0.01,8.158]
Subtotal {95% CI) 49 50 20.0% 0.34 [0.01, 8.15] ——e N ——
Total events ] 1
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.67 (F=0.51)
Total (95% CI) 776 788 100.0% 1.94 [0.26, 14.20] ——ei———
Total events 287 137
Heterogeneity: Tau®= 2.54; Chi*= 70.36, df=2 (P = 0.00001); F= 87% om o 0 1000

Testfor overall effect: £= 0.65 (P=10.52)

Testfar subaroup differences: Chi®= 63.92, df= 2 (P = 0.00001), = 96.9%
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1 Figure 329: # patients with Grade 3 or 4 alanine aminotransferase/aspartate

2 aminotransferase (fixed effects analysis)
CT-1 (gemcitabine}  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.9.1 Gemcitabine vs 5-1
Uesaka 2016 138 190 15 187 100.0% 9.05[5.53, 14.83 !
Subtotal (95% CI) 190 187 100.0% 9.05[5.53,14.83]
Total events 138 15
Heterageneity: Mot applicable
Test for overall effect: Z= 8.76 (P = 0.00001;
2.9.2 Gemcitabine vs S5FU+FA
MNeaptalemos 2010 118 a37 121 551 100.0% 1.01 [0.81,1.26] F
Subtotal (95% CI) 537 551 100.0%  1.01[0.81, 1.26] p
Total events 118 121
Heterageneity: Mot applicable
Test for overall effect: Z=0.08 (P = 0.54)
2.9.3 Gemcitabine vs Gemcitabine+UFT
Yoshitomi 2008 i 49 1 50 100.0% 0.34[0.01,8.158] .
Subtotal {95% CI) 49 50 100.0%  0.34 [0.01, 8.15]
Total events i 1
Heterageneity: kot applicable
Test for averall effect Z= 0.67 (P=0.51)
0.001 01 10 1000
) i Favours Chemotherapy-1 Favours Chemotherapy-2
3 Testfor subaroup diferences: Chif= 63.92, df= 2 (P = 0.00001}, F= 96.9%
4 Figure 330: # patients with Grade 3 or 4 alanine aminotransferase/aspartate
5 aminotransferase (fixed effects — sensitivity analysis)
CT-1 {(gemcitabine)  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.10.1 Gemcitabine vs 5FU+FA
MNeoptalemos 2010 118 537 121 551 98.8% 1.01 [0.81,1.26]
Subtotal {95% CI) 537 551 98.8%  1.01[0.81,1.26] p
Total events 1149 121
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.08 (F = 0.94)
2.10.2 Gemcitabine vs Gemcitabine+UFT
Yoshitomi 2008 i 49 1 50 1.2% 0.34 [0.01,8.158]
Subtotal (95% CI) 49 50 1.2%  0.34[0.01, 8.15] ——e N —
Total events i 1
Heterageneity: kot applicable
Testfor averall effect: Z= 0.67 (P =0.51)
Total (95% CI) 586 601 100.0% 1.00 [0.80, 1.25] 4
Total events 1149 1322
Heterogeneity: Chi*=0.45, df=1 (P =0.50); F= 0% ) } } {
Testror overall effec_t: Z=0Mm (P:_ 0.ee wou Favours Cher‘r?-olherap'ﬂ Favours éﬁemotherapf—Q 1000
6 Testfar subaroup differences: Chi®= 045, df=1 (P = 0.50), F=0%
7 Figure 331: # patients with Grade 3 or 4 anorexia
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.11.1 Gemcitabine vs 5-1
Uesaka 2016 11 190 15 187 93.9% 0.72[0.34,1.53]
Subtotal (95% CI) 190 187 93.9%  0.72[0.34,1.53]
Total events 11 15
Heterogeneity: Mot applicable
Testfor overall effect Z= 084 (P =0.40)
2.11.2 Gemcitabine vs Gemcitabine+UFT
Yoshitomi 2008 1 49 1 50 B.1% 1.02[0.07,15.86]
Subtotal (95% CI) 49 50 6.1% 1.02 [0.07, 15.86] ——e R —
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.01 (P =0.99)
Total (95% CI) 239 237 100.0%  0.74[0.36, 1.53] e
Total events 12 16
Heterogeneity: Chi*= 0.06, df=1 (P = 0.81); F= 0% ID.DD1 0?1 150 1IJDD=

Testfor overall effect £=0.81 (F=0.42)

Testfor subaroup diferences: Chif= 0.06, dfi=1 (P = 0.81), F=0%
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1 Figure 332: # patients with Grade 3 or 4 bilirubin

CT-1 {(gemcitabine) CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.12.1 Gemcitabine vs 5-1
Uesaka 2016 1 180 3 187 100.0%  0.48[0.05 5.38] 1—
Subtotal (35% CI) 190 187 100.0%  0.49 [0.05, 5.38]

Total ewents 1 2
Heterogeneity: Nat applicable
Test for averall effect: Z=0.598 (P = 0.56)

0.001 01 10

1000

2 Favours Chembtherapy—1 Favours Chemotherapy-2
3 Figure 333: # patients with Grade 3 or 4 creatinine
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

2.13.1 Gemcitabine vs 5-1

Uesaka 2016 1 1490 1 187 100.0% 098 [0.06, 15.62]

Subtotal (95% CI) 190 187 100.0% 0.98 [0.06, 15.62]

Total events 1 1

Heterageneity: Mot applicable

Testfar averall effect: Z=0.01 (P = 0.99)

0.001 01 1 10 1000
4 Favours Chemotherapy-1 Favours Chemotherapy-2
5 Figure 334: # patients with Grade 3 or 4 diarrhoea
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

2.14.1 Gemcitabine vs 5-1

Uesaka 2016 ] 190 9 187  9E% 0.05 [0.00, 0.88)

Subtotal (95% CI) 190 187 9.6%  0.05[0.00,0.88] —— N ——

Total events ] ]

Heterageneity: Mot applicable

Testfor overall effect: Z=2.05 (P = 0.04)

2.14.2 Gemcitabine vs 5FU+FA

Meoptolemos 2010 12 537 77 551 TA2% 047 [0.08,0.31] —-

Subtotal {95% CI) 537 551 71.2%  0.17 [0.09,0.31] 4

Total events 12 72

Heterogeneity: Mot applicable

Testfor overall effect: Z=45.77 (P = 0.00001)

2.14.3 Gemcitabine vs Gemcitabine+Capecitabine

MNeaptalemos 2017 5] 366 19 359 19.32% 031 [0.13,0.77] —

Subtotal (95% CI) 366 350 19.2%  0.31[0.13,0.77] .

Total events 5] 19

Heterageneity: kot applicable

Testfor averall effect: 2= 2.53 (P = 0.01)

Total (95% CI) 1093 1097 100.0%  0.19[0.11,0.30] -

Total events 18 100

estfor overall effect: Z=18.75 { : ) Favours Chemotherapy-1 Favours Chemotherapy-2

6 Testfor subaroup differences: Chi*=2.02, df= 2 (P=0.36), F=1.2%
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1 Figure 335: # patients with Grade 3 or 4 fatigue/tiredness

CT-1 (gemcitabine)  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.15.1 Gemcitabine vs 5-1
Uesaka 2016 9 180 10 187 1348% 0.89 [0.37, 2.13] — =
Subtotal (95% CI) 190 187 13.5%  0.89[0.37,2.13] il
Total events ] 10
Heterogeneity: Kot applicahle
Testfor overall effect: Z=0.27 {F = 0.79)
2.15.2 Gemcitabine vs 5FU+FA
MNeoptalemos 2010 32 537 45 551 A8.4% 073047113 s i
Subtotal {(95% CI) 537 551 59.5%  0.73[0.47,1.13] L
Total events 32 45
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.41 (F =016}
2.15.3 Gemcitabine vs Gemcitabine+Capecitabine
MNeoptalemos 2017 19 366 20 3588 27.0% 0.83[0.481,1.72 —a—
Subtotal (95% CI) 366 350 27.0%  0.93[0.51,1.72] -
Total events 19 20
Heterageneity: kot applicable
Testfor averall effect Z=0.23 (P =0.82)
Total (95% CI) 1003 1087 100.0%  0.81[0.58,1.12] &
Total events B0 Ta
Tectfor ovral st 72128 o 02y 10
i ) Favours Chemotherapy-1 Favours Chemotherapy-2
2 Testfar subaroup differences: Chi*= 046, df= 2 (P = 0.79), F=0%
3 Figure 336: # patients with Grade 3 or 4 febrile neutropenia
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% CI
2.16.1 Gemcitabine vs 5-1
Uesaka 2016 3 190 1 187 100.0% 2.95[0.31,28.13) i
Subtotal (95% CI) 190 187 100.0% 2.95[0.31, 28.13]
Total events 3 1
Heterageneity: Mot applicable
Testfor overall effect: £=0.94 (F = 0.35)
0.001 0.1 10 1000
4 Favours Chemotherapy-1 Favours Chemotherapy-2
5 Figure 337: # patients with Grade 3 or 4 fever
CT-1 {gemcitabine)  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
217.1 Gemcitabine vs 5-1
Uesaka 2016 1 190 ] 187 45.4% 0.20[0.02, 1.67] —
Subtotal (95% CI) 190 187 454%  0.20[0.02,1.67] —eet
Total events 1 ]
Heterogeneity: Mat applicable
Testfor overall effect: Z=1 .43 (F=0.14)
2.17.4 Gemcitabine vs Gemcitabine+Capecitabine
MNeaptalemos 2017 5] 366 4 358 A46% 0.88 [0.32, 3.01] t
Subtotal (95% CI) 366 350 54.6%  0.98[0.32, 3.01]
Total events G A
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.03 (F=0.97)
Total (95% CI) 556 546 100.0%  0.62 [0.24, 1.60] e
Total events 7 11
Heterageneity: Chi*f=1.74, df=1 (P=019); F=43% oo 01 10 1000

Testfor averall effect Z=098 (F =033
6 Test for subgroup differences: Chi=1.70, df=1 (P=018), F=41.2%

Favours Chembtherapy—‘1 Favours Chemotherapy-2
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1 Figure 338: # patients with Grade 3 or 4 glucose intolerance

CT-1 {gemcitabine)

CT-2 {other) Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
2.18.1 Gemcitabine vs Gemcitabine+UFT

Yoshitomi 2008 a 48 1 50 100.0% 0.34 0.01,8.158]
Subtotal (95% CI) 49 50 100.0%  0.34[0.01,8.15]
Total ewents a 1

Heterogeneity: Nat applicable
Test for averall effect: Z=0.67 (P = 0.51)

—+

0.001

10 1000

0.1
2 Favours Chemotherapy-1 Favours Chemotherapy-2
3 Figure 339: # patients with Grade 3 or 4 haemoglobin
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.19.1 Gemcitabine vs Gemcitabine+UFT
Yashitari 2008 1 49 2 80 100.0% 2.04[0.39, 10.64] —t
Subtotal (95% CI) 49 50 100.0% 2.04[0.39,10.64]
Total events 4 2
Heterageneity: Mot applicable
Testfar averall effect: Z=0.85 (P = 0.40)
0.001 01 10 1000
4 Favours Chemotherapy-1 Favours Chemotherapy-2
5 Figure 340: # patients with Grade 3 or 4 hand foot syndrome
CT-1 (gemcitabine}  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.20.1 Gemcitabine vs Gemcitabine+Capecitabine
Meoptolemos 2017 1} 366 26 358 100.0% 0.02[0.00, 0.30] .
Subtotal {95% CI) 366 359 100.0%  0.02 [0.00, 0.30]
Total events i} 26
Heterogeneity: Mot applicable
Testfar averall effect: Z= 2.80 (P = 0.005)
Total (95% Cl) 366 359 100.0%  0.02[0.00,0.30] o ———
Total events 1} 26
estfor overall effect 2= 2.80 (P = 0.005) Favours CT-1 (gemcitabine  Favours CT-2 (other)
6  Testfor suboroup diffierences: Not applicable
7 Figure 341: # patients with Grade 3 or 4 infection
CT-1 (gemcitabine)  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.21.1 Gemcitabine vs 5-1
Uesaka 2016 g 190 2 187 18.2%  3.94[0.85,18.300 T
Subtotal (95% CI) 190 187  18.2% 3.94 [0.85, 18.30] el
Total events g 2
Heterageneity: Mot applicable
Testfor overall effect: Z=1.75 (P = 0.08)
2.21.4 Gemcitabine vs Gemcitabine+Capecitabine
MNeoptalemos 2017 24 366 9 359 81.8% 2.62[1.23,5.558] =
Subtotal {95% CI) 366 350 81.8%  2.62[1.23,5.55] -
Total events 24 9
Heterogeneity: Mot applicable
Testfor overall effect: Z=2.51 (F=0.01})
Total (95% CI) 556 546 100.0%  2.86 [1.46, 5.60] e
Total events a2 11
Heterageneity: Chi*=0.22 df=1 (P=064), F=0% oo o 10 1000

Testfar overall effect: £=3.05 (F = 0.002)

Test far subaroup differences: Chi®=0.22, df=

TiP=064) F=0%
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1 Figure 342: # patients with Grade 3 or 4 leukocytes

CT-1 {(gemcitabine) CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.22.1 Gemcitabine vs Gemcitabine+UFT
Yoshitomi 2008 11 48 9 50 100.0% 1.25[0.57,2.74]
Subtotal (95% CI) 49 50 100.0%  1.25[0.57,2.74]
Total ewents 11 9

Heterogeneity: Nat applicable
Test for averall effect: Z=0.55 (P = 0.48)

n.om 01 1 10 1000
Favours Chemotherapy-1 Favours Chemotherapy-2

2

3 Figure 343: # patients with Grade 3 or 4 nausea

CT-1 {gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.23.1 Gemcitabine vs 5-1
Uesaka 2016 ] 190 7 187 27.3% 070 [0.23,2.18] —
Subtotal (95% CI) 190 187 27.3%  0.70[0.23, 2.18] il
Total events ] 7

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.61 (F=0.54)

2.23.2 Gemcitabine vs 5FU+FA

Meaptalemas 2010 13 537 19 851 T727%  0.70(0.35,1.41] —-

Subtotal (95% CI) 537 551 T2.71% 0.70 [0.35, 1.41] g

Total events 13 18

Heterageneity: kot applicable

Testfar overall effect: Z=1.00(F =032}

Total (95% CI) 727 738 100.0% 0.70 [0.39,1.27] N 8

Total events 18 25

Heterogeneity: Chif= 0.00, df=1 (P =1.00%; F= 0% F } t {

o - 0.001 0.1 10 1000
Testfor overall efiect Z=1.17 (P = 0.24) Favours Chemotherapy-1 Favours Chemotherapy-2
4 Testfar subaroup differences: Chi®= 000, df=1 (P =1.00), F=0%
5 Figure 344: # patients with Grade 3 or 4 neutropenia
CT-1 (gemcitabine) CT-2 (other) Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

2.25.1 Gemcitabine vs Gemcitabine+Capecitabine

Neoptolemas 2017 g8 366 137 350 100.0%  0.64[0.51,0.80] t

Subtotal (95% CI) 366 350 100.0%  0.54 [0.51, 0.80]

Total events a8 137

Heterogeneity. Mot applicable

Testfor overall effect: £=3.85 (P = 0.0001)
I } } } } |
01 0z ns 2 5 10

Favours Gemcitabine Favours Gem+Cap

6

7 Figure 345: # patients with Grade 3 or 4 neutrophils (random effects)

CT-1 {gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.24.1 Gemcitabine vs 5-1
Uesaka 2016 138 190 14 187 11.2% 9.05[5.53, 1483 —_
Subtotal (95% CI) 190 187 11.2% 9.05[5.53,14.83] <
Total events 138 14

Heterageneity: kot applicable
Testfor averall effect: 2= 8.76 (P < 0.00001)

2.24.2 Gemcitabine vs S5FU+FA

Meoptolemos 2010 118 537 121 591  BB.E% 1.01 [0.81, 1.26] .
Subtotal (95% CI) 537 551 88.8%  1.01[0.81,1.26] L2
Total events 118 121
Heterageneity: Mot applicable
Testfor overall effect: Z=0.08 (P = 0.94)
Total {95% CI) 727 738 100.0%  1.91[1.59, 2.31] 4
Total events 247 136
e ) Favours Chemotherapy-1 Favours Chemotherapy-2

8 Testfor subaroup differences: Chi*= 6311, df=1 (F = 0.00001), F=98.4%
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1 Figure 346: # patients with Grade 3 or 4 neutrophils (fixed effects)

2

CT-1 (gemcitabine)  CT-2 (other} Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.25.1 Gemcitabine vs 51
Uesaka 2016 138 190 15 187 100.0% 9.05[5.53, 14.83] t
Subtotal {95% CI) 190 187 100.0% 9.05[5.53, 14.83]
Total events 138 15
Heterogeneity: Mot applicable
Test for overall effect Z=8.76 (P = 0.00001)
2.25.2 Gemcitabine vs 5FU+FA
MNeoptalemos 2010 118 a37 121 551 100.0% 1.01 [0.81,1.26] !
Subtotal {95% CI) 537 551 100.0%  1.01 [0.81, 1.26] p
Total events 1149 121
Heterogeneity: Mot applicable
Test for averall effect: 2= 0.08 (P = 0.54)

0.001 0 10 1000
) _ Favours Chemotherapy-1 Favours Chemaotherapy-2
Testfor subaroup diferences: Chif= 6311, df=1 (P = 0.00001), F= 98.4%
3 Figure 347: # patients with Grade 3 or 4 platelets

CT-1 {(gemcitabine}  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
2.26.1 Gemcitabine vs 5-1
Uesaka 2016 18 180 9 187 50.0% 1.87 [0.91, 4.27] i
Subtotal (95% CI) 190 187 50.0% 1.97 [0.91, 4.27] -
Total events 18 9
Heterogeneity: Not applicable
Test for overall effect: Z=1.71 (P = 0.08)
2.26.2 Gemcitabine vs 5FU+FA
Meoptolemos 2010 8 37 0 a481 27% 17.44[1.01,301.49]
Subtotal (95% CI) 537 551 2.7% 17.44 [1.01, 301.45] e
Total events g ]
Heterageneity: Not applicable
Test for overall effect: £=1.97 (P =0.05)
2.26.3 Gemcitabine vs Gemcitabine+UFT
¥oshitomi 2008 3 . z] 0 a0 27%  T14[0.38 134.71]
Subtotal (95% CI) 49 50 2.7% T7.14[0.38, 134.71] —ree N —
Total events 3 i
Heterogeneity: Mot applicahle
Test for overall effect Z=1.31 (P =0.149)
2.26.4 Gemcitabine vs Gemcitabine+Capecitabine
Meoptolemos 2017 7 366 g8 359 44.5% 0.86 [0.31, 2.34] i
Subtotal (95% Cl) 366 350 44.5% 0.86 [0.31, 2.34]
Tatal events 7 g
Heterageneity: ot applicahle
Testfor overall effect Z=0.30(F=0.77)
Total (95% CI) 1142 1147 100.0% 2.04 [1.17, 3.53] <
Total events 36 17
Heterogeneity: Chi*=5.74, df=3{P=013) 7= 48% 'D.DEI1 0'1 1'IJ 1UEID'

Test for overall effect 2= 253 (P = 0.01)

Testfor subaroup differences: Chi®= 840, df= 3(P=0.14), F= 44 4%
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1 Figure 348: # patients with Grade 3 or 4 stomatitis

2

CT-1 (gemcitabine)  CT-2 {other)

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.27.1 Gemcitabine vs 5-1
Uesaka 2016 ] 190 ] 187 9.4% 0.09 [0.00, 1.61]
Subtotal (95% CI) 190 187 9.4%  0.09 [0.00, 1.61] e —
Total events ] ]
Heterageneity: Mot applicable
Testfor overall effect: Z=1.64 (P =0.10)
2.27.2 Gemcitabine vs 5FU+FA
Meaptolemos 2010 1 a37 a4 851 Q0E% 0.02 [0.00,0.14] i
Subtotal {95% CI) 537 551 90.6%  0.02[0.00,0.14]
Total events 1 a4
Heterogeneity: Mot applicable
Testfor overall effect: 2= 3.93 (P = 0.0001})
Total (95% CI) 727 738 100.0%  0.03[0.01,0.13] ~—l
Total events 1 59
Heterogeneity: Chi*=0.81, df=1 (P=0.37}); F= 0% f t f |
Test fu?overgll effect Z= 4I.43 (P i D.DDDD'?I) 0.001 o1 10 1ooa
; ) Favours Chemotherapy-1 Favours Chemotherapy-2
Testfor subaroup differences: Chi*= 078, df=1 (P =0.39), F=0%
3 Figure 349: # patients with Grade 3 or 4 vomiting
CT-1 {gemcitabine)  CT-2 {other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.28.1 Gemcitabine vs 5-1
Uesaka 2016 2 1490 3 187 15.3% 0.66 [0.11, 3.88] I E—
Subtotal {95% CI) 190 187 15.3%  0.66 [0.11, 3.88] —et——
Total events 2 3
Heterogeneity: Mat applicable
Testfor overall effect: Z=0.46 (F = 0.64)
2.28.2 Gemcitabine vs S5FU+FA
Neoptalermas 2010 11 537 17 551 B4T% (GG [0.31,1.40] 1—
Subtotal (95% CI) 537 551 84.7%  0.66 [0.31, 1.40]
Total events 11 17
Heterogeneity: Mot applicable
Testfor averall effect: Z=1.07 (P = 0.28)
Total (95% CI) 727 738 100.0%  0.66[0.33,1.32] -
Total events 13 20
Heterageneity: Chi*=0.00, df=1 (P=089); F=0% oo 01 10 1000

Testfor overall effect Z=1.17 (P =0.24)

Test for subaroup differences: Chi*=0.00, df=1 (P = 0.89), F= 0%
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Figure 350: # patients with Grade 3 or 4 white blood cell count (random effects

analysis)
CT-1 (gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.29.1 Gemcitabine vs 5FU+FA
Neoptolemas 2010 53 537 32 551 26.3% 1.70[1.11, 2.59] ——
Subtotal {95% CI) 537 551  26.3% 1.70 [1.11, 2.59] &
Total events 53 32
Heterogeneity: Mot applicable
Testfor overall effect: Z= 246 (P =0.01)
2.29.2 Gemcitabine vs Gemcitabine+UFT
Yoshitomi 2008 11 49 ] 50 22.2% 1.25[0.57, 2.74] e
Subtotal {95% CI) 49 50 22.2% 1.25[0.57, 2.74] B
Total events 11 9
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.55 (P = 0.58)
2.29.3 Gemcitabine vs 51
Uesaka 2016 74 190 16 187 25.6% 4.85[2.76, 7.51] ——
Subtotal {95% CI) 190 187 25.6% 4.55[2.76, 7.51] S
Total ewents T4 16
Heterogeneity: Mot applicable
Testfor overall effect: £=5.93 (P = 0.00001)
2.29.4 Gemcitabine vs Gemcitabine+Capecitabine
Neoptolemas 2017 28 366 a7 359 25.4% 0.74[0.46,1.19] —
Subtotal {95% CI) 366 350  25.9% 0.74 [0.46, 1.19] s
Total events 28 ar
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.25 (F=0.21)
Total (95% CI} 1142 1147 100.0% 1.65 [0.75, 3.63] -*-
Total events 166 94
Hetarogeneity: Tau? = 0.67;, Chi#= 27 61, df= 2 (P = 0.00001); F= 89% t f ; |
Testfo?nver:}ll effact Z= 1|.24 P= D.22)I ( : 0.001 01 1a 1000
A ) Favours Chemaotherapy-1 Favours Chemotherapy-2
Testfar subagroup differences: Chi®= 27.40, df= 3 (P = 0.00001), = 89.0%
4 Figure 351: # patients with Grade 3 or 4 white blood cell count (fixed effects analysis)
CT-1 {gemcitabine)  CT-2 (other) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
2.30.1 Gemcitabine vs 5-1
Uesaka 2016 T4 190 16 187 100.0% 4.55(2.76,7.91] !
Subtotal (95% CI) 190 187 100.0%  4.55[2.76, 7.51]
Total events T4 16
Heterogeneity: Mot applicable
Test for averall effect Z= 593 (P = 0.00001%
2.30.2 Gemcitabine vs 5FU+FA
MNeoptolemos 2010 53 637 32 851 100.0% 1.70[1.11, 2.59] !
Subtotal (95% CI) 537 551 100.0%  1.70[1.11, 2.59]
Total events 53 32
Heterogeneity: Mot applicable
Test for overall effect 2= 246 (F=0.01})
2.30.3 Gemcitabine vs Gemcitabine+UFT
Yoshitorni 2008 11 49 8 50 100.0%  1.25[057, 2.74] t
Subtotal (95% CI) 49 50 100.0%  1.25[0.57, 2.74]
Total events 11 ]
Heterageneity: Mot applicable
Test for overall effect: Z=0.99 (P = 0.58)
2.30.4 Gemcitabine vs Gemcitabine+Capecitabine
MNeaptalemos 2017 28 366 a7 359 100.0% 0.74[0.46,1.19 !‘
Subtotal (95% CI) 366 350 100.0%  0.74[0.46,1.19]
Total events 28 ar
Heterageneity: Mot applicable
Testfor overall effect: Z=1.25 (P=0.21)
0.001 01 10 1000
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1 Figure 352: EQ-5D Quality of Life

CT-1 {gemcitabine} CT-2 {other})

Std. Mean Difference Std. Mean Difference

10

133

Favours Chematherapy Favours Chemoradiotherapy

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.32.1 Gemcitabine vs 5-1, 3 months post-randomisation
Uesaka 2016 0.14565  0.11356 186 185 100.0% 0.15 [-0.08, 0.37]
Subtotal (95% CI} 156 155 100.0% 0.15[-0.08, 0.37]
Heterageneity: Mot applicable
Testior overall effect: 2= 1.28 (P =0.20)
2.32.2 Gemcitabine vs 5-1, 6§ months post-randomisation
Uesaka 2016 014415 0117428 142 149 100.0% 0.14 [-0.09, 0.37]
Subtotal (95% CI) 142 149 100.0% 0.14 [-0.09, 0.37]
Hetetogeneity: Mot applicahle
Test for averall effect: Z=1.23 (P=0.22)
2.32.3 Gemcitabine vs $-1, 12 months post-randomisation
Uegaka 2016 0.40028 0126708 120 135 100.0% 0.40[0.14, 0.65]
Subtotal (95% CI) 120 135 100.0% 0.40 [0.15, 0.65]
Hetetogeneity: Mot applicable
Test for averall effect: Z= 316 (P =0.002)
2.32.4 Gemcitabine vs 5-1, 24 months post-randomisation
Uesaka 2016 0.41607 015714 7o 101 100.0% 042[0.11,0.72] ,
Subtotal (95% CI) 70 101 100.0% 0.42 [0.11,0.72]
Hetetogeneity: Mot applicable
Test for averall effect: Z= 2.65 (P = 0.008)
t t t d
-10 -5 b 10
2 Favours CT1 (gemcitabine) Favours CT2 (other)
3 Figure 353: Global quality of life
CT-1 (gemcitabine) CT-2 (other) 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 5% CI
2.33.1 Gemcitabine vs S5FU+FA
Meoptalemos 2010 466 147 285 436 201 280 100.0% 0145 [F0.01,0.33]
Subtotal {(95% Cl) 285 280 100.0% 0.15[-0.01,0.32]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.79(F=007)
I 1 1 1 {
-10 -5 10
4 Favours Chemotherapy-2 Favours Chemotherapy-1
H.14.35 Adjuvant chemotherapy versus adjuvant chemoradiotherapy in resected
6 pancreatic cancer patients
7 Figure 354: Overall survival
Chemotherapy Chemoradiotherapy Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[{Q-E) / V], Fixed, 95% CI Exp[{Q-E) / V], Fixed, 95% CI
3.1.1 5FU+FAvs CRT
Meoptolemos 2004 52 Ta 63 73 -10.2 2889 6T.1% 0.70[0.49,1.01] ——
Subtotal (95% CI) 75 73 67.1% 0.70 [0.49, 1.01] e
Total events 52 63
Heterogeneity: Mot applicable
Test for overall effect: £=1.91 (P = 0.06)
3.1.2 Gemcitabine vs CRT
“an Laethem 2010 26 45 28 45 [0.2965395 1400735786 32.9% 1.02[0.61,1.72] —
Subtotal (95% CI) 45 45 32.9% 1.02 [0.61,1.72] el
Total events 26 248
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.08 (P = 0.84)
Total (95% CI) 120 118 100.0% 0.79 [0.59, 1.07] -~
Total events T8 =k}
Heterogeneity: Chi*=1.34, df=1 (P = 0.25); F= 26% I t } } } |
T - 01 0.2 05 2 5 10
8 Testfor overall eﬁec.l. £=1.52(F=013 Favours Chemotherapy Favours Chemoradiotherapy
Testfor subaroup diferences: Chi*=1.34, df=1{P=0.28). F= 25.5%
9 Figure 355: Disease-free survival
Chemotherapy Chemoradiotherapy Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total O-E Variance Weight Exp[(O-E)/V], Fixed, 95% Cl EXp[(O-E) I V], Fixed, 95% CI
3.2.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 a7 45 34 45 -0.6 18.83 100.0% 0.97 [0.62,1.582]
Subtotal {95% CI) 45 45 100.0% 0.97 [0.62, 1.52]
Total events a7 34
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.14 (P = 0.88)
L t t T t t |
0.1 0z 0.8 1 2 g 10
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1 Figure 356: # patients with any Grade 3 or 4 haematological toxicity

2

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 5FU+FA vs CRT
MNeoptolemos 2004 2 7a o 73 1000% 4.87[0.24,99.70] l
Subtotal (95% CI) 75 73 100.0% 4.87 [0.24, 99.70]
Tatal events 2 1]

Heterogeneity: Mot applicable
Testfor overall effect: £=1.03 (P = 0.30)

\
0.001

, , |
0.1 10 1000
Favours Chematherapy Favours Chemoradiotherapy

3 Figure 357: # patients with any Grade 3 or 4 non-haematological toxicity

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.4.1 5SFU+FA vs CRT
Meoptolemos 2004 9 Ta 2 T3 1000% 4.38[0938, 19.459] i
Subtotal (95% CI) 75 73 100.0% 4.38[0.98, 19.59]
Total events 9 2

Heterogeneity: Not applicable
Testfor overall effect £=1.93 (P =0.09)

0.001

0.1 10 1000

4 Favours Chehotherapy Favours Chemaoradiotherapy
5 Figure 358: # patients with Grade 3 or 4 anorexia
Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.5.1 Gemcitabine vs Chemoradiotherapy

Wan Laethem 2010 0 42 2 43 100.0% 0.20[0.01, 4.14]

Subtotal (95% CI) 42 43 100.0%  0.20 [0.01,4.14] —+

Total events ] 2

Heterogeneity: Mot applicahle

Test for overall effect: Z=1.03 (P = 0.30)

oot f 10 1000
6 Favours Chemotherapy Favours Chemoradiotherapy
7 Figure 359: # patients with Grade 3 or 4 diarrhoea
Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

3.6.1 Gemcitabine vs Chemoradiotherapy

“an Laethem 2010 1] 42 1 43 T745% 0.34[0.01,8.14] .

Subtotal (95% Cl) 42 43 T745%  0.34[0.01,8.14] —e R —

Total events 1] 1

Heterogeneity: Mot applicable

Test for overall effect: Z= 0.66 (F=0.51)

3.6.2 5SFU+FA vs CRT

Neoptolemos 2004 2 75 1] 73 29.5% 4.87[0.24,99.70] &

Subtotal {95% CI) 75 73 255% 4.87[0.24,99.70] ——e———

Tatal events 2 i]

Heterogeneity: Mot applicable

Test for overall effect £=1.03 {F =0.30)

Total {95% Cl} 117 116 100.0% 1.49 [0.25, 8.95] —*—

Tatal events 2 1

Heterogeneity: Chi*=1.42, df=1(F=0.23), F= 30% N on ¥ 10 1000

Test for overall effect: Z=0.44 (F = 0.66)
Test for subaroup differences: Chi*=1.42, df=1 (P=0.23), F= 29.3%
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1 Figure 360: # patients with Grade 3 or 4 fatigue

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.7.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 2 42 3 43 100.0% 0.68[0.12, 3.88]
Subtotal {95% CI) 42 43 100.0%  0.68 [0.12, 3.88]
Total events 2 3

Heterogeneity: Not applicable
Test for overall effect: Z=043 (P=067)

0001 0.1 1 10 1000
Favours Chemotherapy Favours Chemoradiotherapy

2

3 Figure 361: # patients with Grade 3 or 4 fever

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI

3.8.1 Gemcitabine vs Chemoradiotherapy
Van Laethem 2010 0 42 3 43 100.0% 0.15[0.01, 2.748] l
Subtotal (95% CI) 42 43 100.0% 0.15[0.01, 2.75] ——

Tatal events a 3
Heterogeneity: Mot applicahble
Test for overall effect: Z=1.28 (P =0.20)

0.001 01 10 1000
Favours Chemotherapy Favours Chemoradiotherapy

4

5 Figure 362: # patients with Grade 3 or 4 gastritis

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.9.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 i 42 2 43 100.0% 0.20[0.01, 4.14] l
Subtotal {95% CI) 42 43 100.0%  0.20 [0.01,4.14]
Total events 0 2

Heterogeneity: Mot applicahle
Test for averall effect: 2= 1.03 (P=0.30)

| , | |
n.oo1 0.1 10 1000
Favours Chemotherapy Favours Chemoradiotherapy

6

7 Figure 363: # patients with Grade 3 or 4 haemoglobin

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.10.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 a 42 3 43 100.0% 0.15[0.01, 2.75] .
Subtotal {95% CI) 42 43 100.0%  0.15[0.01,2.75] o
Total events 0 3

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.28 (P = 0.20)

oo0f 01 10 1000

Favours Chemotherapy Favours Chemoradiotherapy

8

9 Figure 364: # patients with Grade 3 or 4 haemorrhage

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.11.1 Gemcitabine vs Chemoradiotherapy
Wah Laethem 2010 1 42 1 43 100.0% 1.02[0.07,15.84]
Subtotal {95% CI) 42 43 100.0% 1.02 [0.07, 15.84]
Tatal events 1 1

Heterogeneity: Mot applicahble
Test for overall effect: Z=0.02 (P = 0.99)

\
0.001 01 1 10 1000

Favours Chemotherapy Favours Chemoradiotherapy

10
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1 Figure 365: # patients with Grade 3 or 4 nausea

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.12.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 a 42 1 43 100.0% 0.34[0.01, 8.14] l
Subtotal {95% CI) 42 43 100.0%  0.34 [0.01, 8.14]
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: 2= 066 (P=0.51)

oot 01 10 1000

Favours Chehotherapy Favours Chemoradiotherapy

2

3 Figure 366: # patients with Grade 3 or 4 neutrophils

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI
3.13.1 Gemcitabine vs Chemoradiotherapy
Wah Laethem 2010 18 42 14 43 100.0% 1.32[0.76, 2.29]
Subtotal {95% CI) 42 43 100.0%  1.32[0.76, 2.29]
Total events 18 14

Heterogeneity: Mot applicahble
Test for overall effect: Z=0.97 (P=0.33)

0.001 01 1 10 1000

Favours Chematherapy Favours Chemoradictherapy

4

5 Figure 367: # patients with Grade 3 or 4 other gastrointestinal toxicity

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.14.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 i 42 1 43 100.0% 0.34 [0.01,8.14] l
Subtotal {95% CI) 42 43 100.0%  0.34[0.01,8.14]
Total events 0 1

Heterogeneity: Mot applicahle
Test for averall effect: 2= 0.66 (P=0.51)

| \ ' |
n.oot 0.1 10 1000

Favours Chemotherapy Favours Chemoradiotherapy

6

7 Figure 368: # patients with Grade 3 or 4 platelets

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.15.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 a 42 1 43 100.0% 0.34[0.01, 8.14] l
Subtotal {95% CI) 42 43 100.0%  0.34 [0.01,8.14]
Total events 0 1

Heterogeneity: Mot applicahle
Test for overall effect: £ = 0.66 (P = 0.1}

oo0f 01 10 1000

Favours Chemotherapy Favours Chemoradiotherapy

8

9 Figure 369: # patients with Grade 3 or 4 serum glutamicpyruvic transaminase

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.16.1 Gemcitabine vs Chemoradiotherapy
Wah Laethem 2010 ] 42 ] 43 100.0% 1.02[0.32, 3.28]
Subtotal {95% CI) 42 43 100.0%  1.02[0.32,3.28]
Tatal events ] ]

Heterogeneity: Mot applicahble
Test for overall effect: Z=0.04 (P=0.97)

0.001 01 1 10 1000

Favours Chemotherapy Favours Chemoradiotherapy

10
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1 Figure 370: # patients with Grade 3 or 4 stomatitis

Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.A7.1 SFU+FA vs Chemotherapy
MNeoptolermos 2004 4 74 i 73 100.0% B.7E[0.48,159.83] I
Subtotal (95% CI) 75 73 100.0% 8.76[0.48,159.93] —
Total events 4 0

Heterogeneity: Mot applicable
Testfor overall effect: Z=146 (P=0.14)

10 1000

0.001 0.1
2 Favours Chemotherapy Favours Chemoradiotherapy
3 Figure 371: # patients with Grade 3 or 4 vomiting
Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.18.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 0 42 1 43 100.0% 0.34[0.01,8.14]
Subtotal (95% CI) 42 43 100.0%  0.34[0.01,8.14] —+
Total events 0 1
Heterogeneity: Mot applicahle
Test for averall effect: 2= 0.66 (P=0.51)
o0t 0.1 10 1000
4 Favours Chemotherapy Favours Chemoradiotherapy
5 Figure 372: # patients with Grade 3 or 4 weight loss
Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.18.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 0 42 1 43 100.0% 0.34[0.01,8.14] l
Subtotal (95% Cl) 42 43 100.0% 0.34 [0.01, 8.14]
Total events 0 1
Heterogeneity: Mot applicahle
Test for overall effect: £ = 0.66 (P = 0.1}
.00 01 10 1000
6 Favours Chemotherapy Favours Chemoradiotherapy
7 Figure 373: # patients with Grade 3 or 4 white blood cell count
Chemotherapy Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.20.1 Gemcitabine vs Chemoradiotherapy
Wan Laethem 2010 5 42 7 43 100.0% 0.88[0.32, 2.40]
Subtotal {95% CI) 42 43 100.0%  0.88[0.32, 2.40]
Tatal events G 7
Heterogeneity: Mot applicahle
Test for overall effect: £=0.25 (P =0.80)
oot 01 1 10 1000

8

Favours Chei’notherapy Favours Chemoradiotherapy

H.14.49 Adjuvant chemotherapy versus adjuvant chemoimmunotherapy in resected

10 pancreatic cancer patients

11 Figure 374: Overall survival

Chemotherapy  Chemoimmunotherapy

Study or Subgroup Events Total Events Total 0-E

Variance Weight Exp[{O-E)/ V], Fixed, 95% CI

Hazard Ratio
Expl[{O-E) / V], Fixed, 95% CI

Hazard Ratio

4.1.1 Gemcitabine, Carboplatin, Mitomycin C, 5FU+FA vs CT+Interleukin-2

Lyaiadakis 2002 22 45 20 43 T.52967708 1047619048 100.0%
Subtotal (95% CI) 45 43 100.0%
Total events 12 20

Heterogeneity: Mat applicable
Testfor averall effect 2= 2.33 (P =002)

12
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1 Figure 375: Disease-free survival

Chemotherapy Chemoimmunotherapy Hazard Ratio Hazard Ratio
Study or Subgroup  Events  Total Events Total 0-E Variance Weight Exp[{O-E) ! V], Fixed, 95% Cl Exp[(0-E) / V], Fixed, 95% CI
4.2.1 Gemcitabine, Carboplatin, Mitomycin C, 5FU+FA vs CT+Interleukin-2
Lygiadakis 2002 19 45 1 43 685354492 9.975 100.0% 1.89 [1.07,3.70] t
Subtotal (95% CI) 45 43 100.0% 1.99 [1.07, 3.70]
Total events 19 i
Heterageneity: Mot applicable
Testfor overall effect = 217 (P=0.03)
5.01 DH 1’0 100’
2 Favours Chemotherapy Favours CIT
3 Figure 376: # patients with Grade 3 or 4 nausea
Chemotherapy Chemoimmunotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
4.3.1 Gemcitabine, Carboplatin, mitoxantrone, mitomycin C, 5FU+FA vs CT+Iinterleukin-2
Lygiadakis 2002 1 45 ] 43 100.0% 287 [012, 68.58] l
Subtotal (95% CI) 45 43 100.0% 2.87[0.12, 68.58]
Total events 1 a
Heterogeneity: Mot applicable
Test for overall effect Z= 065 (P=0.52)
0.001 0.1 10 1000
avours Chemotherapy Favours
4 F: Ch th F cIT
5 Figure 377: # patients with Grade 3 or 4 vomiting
Chemotherapy Chemoimmunotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
4.4.1 Gemcitabine, Carboplatin, mitoxantrone, mitomycin C, SFU+FA vs CT+Interleukin-2
Lygiatakis 2002 0 45 2 43 1000%  048[0.01, 387 i—
Subtotal (95% CI) 45 43 100.0%  0.19[0.01, 3.87] —
Total events 0 2
Heterogeneity: Mot applicable
Testfor overall effect Z=1.08 (P =0.28)
0.001 0.1 10 1000

Favours Chemaotherapy Favours CIT

6

H.14.57 Adjuvant chemotherapy versus adjuvant chemoradioimmunotherapy in
8 resected pancreatic cancer patients

9 Figure 378: Overall survival

Chemotherapy Chemoradioimmunotherapy Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.1.1 5FU vs 5FU, Cisplatin+interferon alpha-2b
Schmidt 2012 -0.03922071 0.21973488 68 B4 100.0% 0.96 [0.63, 1.48]
Subtotal (95% CI) 68 G4 100.0% 0.96 [0.63, 1.48]

Heterngeneity: Mot applicahle
Testfor overall effect: Z= 018 (P = 0.86)
L + + T t t d
01 0.z 0.5 1 2 g 10
Favours Chemotherapy Favours CRIT
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11 Figure 379: Disease-free survival

Chemotherapy Chemoradicimmunotherapy Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.2.1 5FU vs 5FU, Cisplatin+Interferon alpha-2b
Schmidt 2012 0.02442952 0.24216709 a7 53 100.0% 1.02 [0.64, 1.65]
Subtotal (95% CI) 57 53 100.0% 1.02[0.64, 1.65]

Heterogeneity: Mot applicahle
Testfor overall effect £=0.10 (P =0.92)
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1 Figure 380: # patients with any Grade 3 or 4 toxicity

Chemotherapy  Chemoradicimmunotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.3.1 5FU vs 5FU, Cisplatin+Interferon alpha-2b
Schmidt 2012 9 a3 45 a7 100.0% 022012, 0.40] i
Subtotal (95% CI) 53 57 100.0% 0.22 [0.12, 0.40]
Total events 9 45

Heterogeneity: Mot applicable
Testfor averall effect £= 4 94 (P = 0.00001)

2 .

01 0z 05

2 10
2 Favours Chemotherapy Favours CRIT
3 Figure 381: EORTC QLQ-C30 Quality of Life subscales — change scores
Chemotherapy Chemoradioimmunotherapy Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean sD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.4.1 Global Health Status - change scores
Schmidt 2012 628 146 36 55.8 16.4 50 100.0%  7.00[0.41,13.58]
Subtotal (95% CI) 36 50 100.0% 7.00[0.41,13.59]
Heterogeneity: Mot applicable
Test for overall effect: Z=2.08 (P=0.04)
5.4.2 Nausea/\Vomiting - change scores
Schmidt 2012 -8 133 36 -15.9 1511 50 1000%  7.70[1.67,13.73] !
Subtotal (95% CI) 36 50 100.0% 7.70[1.67,13.73]
Heterogeneity: Mot applicable
Test for overall effect: Z= 250 (P=0.01)
5.4.3 Role functioning - change scores
Schmidt 2012 63.5 225 35 556 226 50 100.0% 13.90[4.16, 23.64] !
Subtaotal (95% CI) 35 50 100.0% 13.90 [4.16, 23.64]
Heterogeneity: kot applicable
Test far averall effect: Z=2.80 (P = 0.005)
5.4.4 Social functioning - change scores
Schmidt 2012 745 144 35 64.5 24 50 100.0% 10.00[0.75, 19.25] !
Subtotal (95% CI) 35 50 100.0% 10.00 [0.75,19.25]
Heterogeneity: Mat applicable
Testfor averall effect Z=212 {P=003
-0 -0 0 a0 100

4

Favours CRIT Favours Chemuotherapy

H.14.65 Adjuvant chemoradiotherapy followed by chemotherapy versus no adjuvant

6 therapy in resected pancreatic cancer patients

7 Figure 382: # patients with any Grade 3 or 4 haematological toxicity
CRT=CT Ho adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.1.1 Chemoradiotherapy-=5FU+FA vs Observation
Meoptolermaos 2004 5 T2 i 9 1000% 10.55[0.49,187.23] l
Subtotal (95% CI) 72 69 100.0% 10.55[0.59,187.23] -1
Tatal events 5 a

Heterogeneity: Mot applicable
Test for averall effect Z=1.61 (P =0.11)
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1 Figure 383: # patients with any Grade 3 or 4 haematological toxicity

CRT>CT
Study or Subgroup  Events Total Events

Ho adjuvant therapy
Total

Risk Ratio

Weight  M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

6.2.1 Chemoradiotherapy-=5FU+FA vs Observation

Meoptolemos 2004 11 T2 i
Subtotal (95% CI) 72
Tatal events 11 a

Heterogeneity: Mot applicable
Testfor averall effect Z=216 (P =0.03)

A9 100.0% 22.05[1.32, 367.20]
69 100.0% 22.05[1.32, 367.20]

— —

01 10 1000

0.001
2 Favours CRT-=CT Favours Mo adj therapy
3 Figure 384: # patients with Grade 3 or 4 stomatitis
CRT>CT No adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CIl
6.3.1 Chemoradiotherapy->5FU+FA vs Observation
Meoptalemos 2004 4 7h a B3 100.0% 8.29[045 151.20] l
Subtotal (95% CI) [E] 69 100.0% 8.29[0.45,151.20] —
Total events 4 i}
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.43 (F=0.1%5)
I } 1 |
0.0m 0 10 1000
4 Favours CRT-=CT Favours Mo adjtherapy
5 Figure 385: # patients with any Grade 3 or 4 diarrhoea
CRT=CT Ho adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
6.4.1 Chemoradiotherapy-=5FU+FA vs Observation
Meoptalernaos 2004 2 78 1] G9 100.0% 4.61[0.22 94.27] l
Subtotal (95% CI) 75 69 100.0% 4.61[0.22,94.27]
Total events 2 0
Heterogeneity: Mot applicable
Testfor overall effect Z=099 (P =032
0.001 01 10 1000

6

Favours CRT-=CT Favours Mo adj therapy

H.14.77 Adjuvant chemoradiotherapy followed by chemotherapy versus chemotherapy
8 in resected pancreatic cancer patients

9 Figure 386: Overall survival

Hazard Ratio

Hazard Ratio

CRT=CT Chemotherapy
Study or Subgroup  Events Total Eventis Total O-E Variance Weight Exp[(O-E)/V], Fixed, 95% CI Exp[(O-E) I V], Fixed, 95% CI
Meoptalemos 2004 60 72 64 A 7A 273 100.0% 1.32[0.90,1.92 T
Total {95% CI) 72 75 100.0% 1.32[0.90,1.92] -
Tatal events 60 65
ity i t + 1 } |
Heterogeneity: Mot applicable 01 0z o' 7 £ 10

Testfor overall effect Z=1.44 (P =0.15)
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1 Figure 387: # patients with any Grade 3 or 4 haematological toxicity

2

CRT-=CT Chemotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.2.1 Chemoradiotherapy-=5FU+FA vs Chemotherapy
Neoptalemas 2004 5 72 2 75 1000% 2.60[0.52,13.00] —t
Subtotal {95% CI) 72 75 100.0% 2.60[0.52,13.00] —
Total events i 2
Heterogeneity: Mot applicable
Test for overall effect Z=117 (F=0.24)

0.01 0.1 10 100

Favours CRT-=CT Favours Chemaotherapy

3 Figure 388: # patients with any Grade 3 or 4 non-haematological toxicity

4

Risk Ratio Risk Ratio

CRT-=CT Chemotherapy
M-H, Fixed, 95% ClI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

7.3.1 - Chemoradiotherapy->5FU+FA vs SFU+FA

Meoptalemos 2004 11 72 ] TS5 100.0% 1.27 [0.56, 2.89]
Subtotal {95% CI) 72 75 100.0%  1.27 [0.56, 2.89]
Total events ih! 9

Heterogeneity: Mot applicable
Test for overall effect, 2= 0.58 (F = 0.56)

0.001 01 1 10 1000
Favours CRT-=CT Favours Chemaotherapy

5 Figure 389: # patients with Grade 3 or 4 stomatitis

6

CRT>=CT Chemotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI
7.4.1 - Chemoradiotherapy-=5FU+FA vs SFU+FA
Meoptalemos 2004 4 7a a B9 100.0% B8.29([0.45 1451.20] l
Subtotal (95% CI) 75 69 100.0% 8.29 [0.45,151.20] —=
Total events 4 I}

Heterogeneity: Mot applicahle
Testfor overall effect. Z=1.43 (FP=0.14)

0.001 0.1 10 1000
Favours CRT-=CT Favours Chemotherapy

7 Figure 390: # patients with Grade 3 or 4 diarrhoea

Risk Ratio Risk Ratio

CRT=CT Chemotherapy
M-H, Fixed, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI
7.5.1 - Chemoradiotherapy-=5FU+FA vs S5FU+FA

Meoptolermos 2004 2 75 I TS5 100.0% 5.00([0.24 102.42] l
Subtotal {95% CI) 75 75 100.0% 5.00 [0.24,102.42]

Total events 2 I}

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.04 (P =030

0.001 0.1 10 1000
Favours CRT-=CT Favours Chemotherapy
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H.14.81 Adjuvant chemoradiotherapy followed by chemotherapy versus
2 chemoradiotherapy in resected pancreatic cancer patients

3 Figure 391: Overall survival

Hazard Ratio

Hazard Ratio

CRT=CT Chemoradiotherapy
Study or Subgroup Events Total Events Total ©O-E Variance Weight Exp[{O-E)/V], Fixed, 95% CI Exp[{O-E) | V], Fixed, 95% CIl
Meoptolemos 2004 la11] T2 65 T3 114 297 100.0% 0.67 [0.47, 0.96]
Total (95% CI) 72 73 100.0% 0.67 [0.47, 0.96] i
Total events 1] 65
; ; :5 f f

Heterogeneity: Mot applicable
Testfor overall effect £= 218 (P=0.03)

2 5 10
Favours CRT-=CT Favours Chemoradiotherapy

4
5 Figure 392: # patients with any Grade 3 or 4 haematological toxicity
CRT-=CT Chemoradiotherapy Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight  M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

8.2.1 Chemoradiotherapy-=5FU+FA vs Chemoradiotherapy

Meoptalemos 2004 ] 72 a 73 100.0% 11.15([0.63, 198.04] .

Subtotal (95% CI) 72 73 100.0% 11.15[0.63, 198.04] =1

Total events a 0

Heterogeneity: Mot applicable
Testfor averall effect Z=1.64 (P=010)

0.001

6

01 10 1000
Favours CRT-=CT Favours Chemoradiotherapy

7 Figure 393: # patients with any Grade 3 or 4 non-haematological toxicity

Risk Ratio
Weight M-H, Fixed, 95% CI

CRT=CT Chemoradiotherapy
Study or Subgroup  Events Total Events Total

Risk Ratio
M-H, Fixed, 95% CI

8.3.1 Chemoradiotherapy-=5FU+FA vs Chemoradiotherapy

Meoptolemos 2004 11 T2 2 T3 100.0% 5.58[1.28 24.28]
Subtotal (95% CI) 72 73 100.0% 5.58[1.28, 24.28]
Total events 11 2

Heterogeneity: Mot applicable
Test far overall effect =229 (F =002

= S

10 1000

0.001 0.1
8 Favours CRT-=CT Favours Chemoradiotherapy
9 Figure 394: # patients with Grade 3 or 4 stomatitis
CRT=CT Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.4.1 Chemoradiotherapy-=5FU+FA vs Chemoradiotherapy
Meoptolernos 2004 4 Th 0 T3 1000% B.76[0.48 158.493] l
Subtotal (95% CI) 75 73 100.0% 8.76[0.48,159.93] —
Tatal events 4 0
Heterogeneity: Mot applicable
Test for averall effect Z=146(F=014)
0.001 0.1 110 1000
1 0 Favours CRT-=CT Favours Chemoradiotherapy
11 Figure 395: # patients with Grade 3 or 4 diarrhoea
CRT=CT Chemoradiotherapy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
8.5.1 Chemoradiotherapy-=5FU+FA vs Chemoradiotherapy
Meoptolemos 2004 2 TA 1] 69 100.0% 4.61[0.22 94 27] l
Subtotal (95% CI) 75 69 100.0% 4.61[0.22,94.27]
Tatal events 2 1]
Heterogeneity: Mat applicahle
Test for overall effect =083 {(F =032
} } } |
0.001 0.1 10 1000
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H.14.91 Adjuvant chemotherapy-1 (gemcitabine) followed by chemoradiotherapy
2 versus chemotherapy-2 (other) followed by chemoradiotherapy in resected

3 pancreatic cancer patients

4 Figure 396: Overall survival

CT1>=CRT CT2>=CRT

Study or Subgroup  Events Total Events Total

Hazard Ratio
O-E Variance Weight Exp[{O-E)/V], Fixed, 95% CI

Hazard Ratio
Exp[(0-E) i V], Fixed, 95% CI

9.1.1 Gemcitabine->CRT->Gemcitabine vs 5 FU->CRT->5FU

Regine 2008/2011 180 221 188 230 -6.34 91.48 100.0% 0.93 [0.76,1.15]
Subtotal (95% Cl) 221 230 100.0% 0.93 [0.76, 1.15]
Total events 180 188

Heterogeneity: Mot applicable
Testfor overall effect: 2= 066 (P =0.51)

02 05 1 2 g

0.1 10
5 Favours CT1-=CRT Favours CT2-=CRT
6 Figure 397: Disease-free survival
CT1=CRT CT2=CRT Hazard Ratio Hazard Ratio
Study or Subgroup  Events Total Events Total O-E Variance Weight Exp[{O-E)/V], Fixed, 95% Cl Exp[{O-E} I V], Fixed, 95% CI
9.2.1 Gemcitabine-=CRT vs PEFG->CRT
Reni 2012 0 5 0 48 568 2008 100.0% 1.33 [0.88, 2.08] —t
Subtotal (95% Cl) 51 49 100.0% 1.33 [0.86, 2.06] -
Total events 0 1]
Heterageneity: Mot applicahle
Testfor overall effect: 2=1.27 (P = 0.20)
01 02 05 2 5 10
Favours CT1-=CRT Favours CT2-=CRT
8
9
10 Figure 398: # patients with any Grade 4 toxicity
CT1=CRT CT2=CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
9.3.1 Gemcitabine->CRT-=gemcitabine vs 5FU->CRT->5FU
Regine 200872011 3z I 230 100.0% 11.10([3.45 3573 i
Subtotal (95% CI) 221 230 100.0% 11.10[3.45, 35.73]
Total events 32
Heterageneity: Mot applicable
Test for overall effect. £=4.04 (P = 0.0001)
0.01 0.1 10 100
11 Favours CT1-=CRT Fawours CT2-=CRT
12 Figure 399: # patients with Grade 3 or 4 diarrhoea
CT1=CRT CT2-=CRT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.4.1 Gemcitabine>=CRT-=gemcitabine vs 5FU>CRT-=5FU
Regine 20082011 33 27 230 100.0%  0.78[0.521.18] i—
Subtotal (95% CI) 221 230 100.0%  0.78[0.52,1.18]
Total events 33 44
Heterogeneity: Mot applicahle
Testfor overall effect Z=118 (P =0.24)
I f f } } |
o1 0z ns 2 A 10
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1 Figure 400: # patients with Grade 3 or 4 neutropenia

CT1=CRT CT2-=CRT

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
9.5.1 Gemcitabine->CRT vs PEFG->CRT
Reni 2012 -0.80268 0205849 a1 51 100.0% -0.80[1.21,-0.40] ,

5 51 100.0% -0.80 [1.21, -0.40]

Subtotal (95% CI)

Heterogeneity: Mot applicable
Test for overall effect: Z=3.80 (P = 0.0001)

10 -5 0 5 10
2 Favours CT1-=CRT Favours CT2-=CRT
3 Figure 401: # patients with Grade 3 or 4 stomatitis
CT1=CRT CT2=CRT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.6.1 Gemcitabine>CRT-=gemcitabine vs 5FU->CRT-=5FU
Regine 20082011 77 35 230 1000%  065[040,1.09] i
Subtotal (95% CI) 221 230 100.0%  0.65[0.40,1.08]
Total events 22 34
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.66 (P=0.10)
01 0z 0.5 2 £ 10
4 Favours CT1-=CRT Favours CT2-=CRT
5 Figure 402: # patients with Grade 3 or 4 thrombocytopenia
5td. Mean Difference 5td. Mean Difference
Study or Subgroup  5td. Mean Difference SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
9.7.1 Gemcitabine->CRT vs PEFG>CRT
Reni 2012 -0.80268 0205849 100.0% -0.80 [1.21,-0.40] !
Subtotal (95% CI) 100.0% -0.80 [-1.21, -0.40]
Heterogeneity: Mot applicahle
Test for overall effect £=3.90 (P = 0.0001)
0 5 0 5 10
6 Favours CT1-=CRT Favours CT2-=CRT
7 Figure 403: # patients with Grade 3 or 4 worst haematological toxicities
CT1=CRT CT2-=CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.8.1 Gemcitabine—=CRT->gemcitabine vs 5FU->=CRT-=5FU
Regine 20082011 129 2 22230 100.0% 610 [4.04 923 !
Subtotal {95% CI) 221 230 100.0%  6.10[4.04,9.22]
Total events 129 22
Heterogeneity: Mot applicable
Testfor overall effect £=8.99 (P = 0.00001)
0.01 01 10 100
8 Favours CT1-=CRT Favours CT2-=CRT
9 Figure 404: # patients with Grade 3 or 4 worst non-haematological toxicities
CT1=CRT CT2-=CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.9.1 Gemcitabine->CRT->gemcitabine vs 5FU->CRT-=5FU
Regine 20082011 129 2 137 230 100.0% 093084 1.14]
Subtotal {95% CI) 221 230 100.0%  0.98[0.84,1.14]
Total events 129 137
Heterogeneity: Mot applicable
Testfor overall effect £= 026 (P =0.80)
01 1 10 100
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1 Figure 405: # patients with Grade 3 or 4 worst overall toxicities

CT1=CRT CT2=CRT Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

9.10.1 Gemcitabine->CRT->gemcitabine vs 5FU-=CRT-=5FU

Regine 20082011 175 21 143 230 100.0% 1.27[1.13,1.44]
Subtotal (95% CI) 221 230 100.0% 1.27 [1.13, 1.44]
Total events 174 143

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 3591 (P = 0.0001)

0.01 0.1 1 10 100
2 Favours CT1-=CRT Favours CT2-=CRT
H.14.103 Adjuvant immunotherapy versus no adjuvant therapy in resected pancreatic
4 cancer patients
5 Figure 406: Overall survival
Immunotherapy  No adjuvant therapy Hazard Ratio Hazard Ratio

Study or Subgroup Evenis Total Evenis Total 0-E  Variance Weight Exp[(0-E)/ V], Fixed, 95% CI Exp[{0-E) | V], Fixed, 95% CI

10.1.1 lgG1 murine Monoclonal Antibody 494/32 vs Observation

Buchler 1991 19 29 17 32 0152285 1.3548582 100.0% 1120021, 6.03]

Subtotal (95% CI) 29 32 100.0% 1.12 [0.21, 6.03]

Total events 18 17

Heterogeneity: Mot applicahle

Testfor overall effect: Z=0.13 (P = 0.80)

R 25 1 5 ! I
Favours Immunatherapy Favours No ad] therapy

6

7 Figure 407: # patients with Grade 3 or 4 abdominal pain

Immunotherapy  No adjuvant therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
10.2.1 MoAb 494/32 vs Observation
Buchler 1431 1 29 o 32 100.0% 3.30[0.14, 77.99] I
Subtotal (95% CI) 29 32 100.0% 3.30 [0.14,77.95]
Total events 1 1]

Heterogeneity: Mot applicable
Testfor averall effect Z=0.74 (P = 0.4A)

0.1 10

0.0 100
8 Favours Immunctherapy Favours Mo adj therapy
H.14.119 Adjuvant chemoimmunotherapy versus no adjuvant therapy in resected
10 pancreatic cancer patients
11 Figure 408: Overall survival
Chemoimmunotherapy  No adjuvant therapy Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total 0E  Variance Weight Exp[{O-E)/V], Fixed, 95% Cl Exp[{0-E) / V], Fixed, 95% Cl
11.1.1 Gemcitabine, Carboplatin, Mitomycin C, 5SFU+FA+Interleukin-2 vs Observation
Lygiadakis 2002 20 43 14 40 -6.81084918 8.57142857 100.0% 0.45[0.23, 0.88] t
Subtotal (95% CI) 43 40 100.0% 0.45[0.23, 0.88]
Total events 20 148
Heterogeneity: Mot applicable
Testfor overall effect 2= 232 (P=0.02)
=D.D1 DH 110 1UD=
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1 Figure 409: Disease-free survival

Hazard Ratio
ExpliO-E} /'V], Fixed, 95% CI

Chemoimmunotherapy Mo adjuvant therapy
Study or Subgroup Events Total Events Total 0-E Variance Weight

Hazard Ratio
Exp[{O-E) I V], Fixed, 95% CI

11.2.1 Gemcitabine, Carboplatin, Mitomycin C, 5FU+FA+Interleukin-2 vs Observation

Lygiadakis 2002 21 43 15 40 -8.73350934 875 100.0% 0.33 017, 0.64]
Subtotal (95% CI) 43 100.0% 0.33 [0.47, 0.64]
Total everts 21 15

Heterogeneity: Mot applicable
Test for overall effect Z=3.28 (P = 0.0010)

Z

t + |
01 10 100

n.o1
2 Favours CIT Favours Mo adj therapy
3 Figure 410: # patients with Grade 3 or 4 vomiting
Chemoimmunotherapy Mo adjuvant therapy Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

11.3.1 Gemcitabine, Carboplatin, mitoxantrone, mitomycin C, 5FU+FA+Interleukin-2 vs Observation

Lygiadakis 2002 2 43 i 40 100.0% 466[0.23, 94.18] l

Subtotal (95% CI) 43 40 100.0% 4.66 [0.23, 94.18]

Tatal events 2 0

Heterogeneity, Mot applicable

Testfor overall effect: Z=1.00 (P = 0.32)

0.01 0.1 10 100

4

H.155 Follow-up for people with resected pancreati

Favours CIT Favours Mo adj therapy

C cancer

6 Figure 411: CT/MRI versus PET on mortality (time-varying exposure model) in

7 “surgical group” of pancreatic cancer patients
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Reeder-Hayes 2014 -0.41485 01216 100.0% 066 [0.592, 0.84]
Total (95% CI) 100.0% 0.66 [0.52, 0.84] L ]
Heterageneity: Mat applicable f f f i
Testfor overall effect £=3.42 (P = 0.0006) 0.01 Fai %EIFS CTIMRI Favours P1E'DI' 100
8 ¥ 4
9 Figure 412: CT/MRI versus PET on mortality (time-varying exposure model) in
10 “borderline group” of pancreatic cancer patients
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Reeder-Hayes 2014 -0.0513 00813 1000% 0585[0.81,1.11]
Total (95% CI) 100.0% 0.95 [0.81, 1.11]
Heterogeneity: Mot applicakle f f 1 f |
Testfor overall effect Z=063 (P=053) 0.0 Fa %JIFS CTJ'MRI1 Favours P1EEII' 100
11 ¥ ¥

12 Figure 413: No follow-up versus PET on mortality (time-varying exposure model) in

13 “surgical group” of pancreatic cancer patients
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Reeder-Haves 2014 -1.772 02707 1000% 0417010, 0.29]

Total (95% Cl) 100.0% 0.7 [0.10,0.29] -

Heterogeneity: Mot applicable ) t t {

Test for overall effect: Z=6.55 (P = 0.00001) D'D;a, 'nursuﬁ?: follow-up Favours F'|1E1D' 100
14 ¥ ¥
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1 Figure 414: No follow-up versus PET on mortality (time-varying exposure model) in

2 “borderline group” of pancreatic cancer patients
Hazard Ratio Hazard Ratio

Study or Subgroup log[Harard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Reeder-Hayes 2014 00198 00891 1000% 1.02[0.84,1.24]

Total (95% CI) 100.0% 1.02 [0.84, 1.24]

Heterogeneity: Mot applicable F t T t {

Test for overall effect, Z=0.20 (P = 0.84) D'D;avnursuﬁg follnw—up1 Favours P;-llj- 100
3

4 Figure 415: CT/MRI versus PET on survival beyond 180 days in “surgical group” of
5 pancreatic cancer patients

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Reeder-Hayes 2014 S0.2231 01729 100.0% 0.80[057,1.12)
Total (95% Cl) 100.0% 0.80 [0.57,1.12]
Heterageneity: Mat applicable f f T f i
Testfor overall effect; £=1.29 (F = 0.20) o.om Fai %EIFS CT.I'I'»-1RI1 Favours P1E'DI' 100
6 ¥ 4
7 Figure 416: CT/MRI versus PET on survival beyond 180 days in “borderline group” of
8 pancreatic cancer patients
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Reedar-Hayes 2014 0.0392 01213 100.0% 1.04[0.82, 1.33)
Total (95% Cl) 100.0% 1.04[0.82,1.32]
Heterogeneity; Mot applicable f f I f |
Testfor overall effect Z=032 (F=0.75) 0.0 Fa %JIFS CTJ'MRI1 Favours P1EEII' 100
9 ¥ ¥

10 Figure 417: No follow-up versus PET on survival beyond 180 days in “surgical group”
11 of pancreatic cancer patients

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Reeder-Hayes 2014 -0.5798 02114 1000% 056037, 0.84]
Total (95% CI) 100.0% 0.56 [0.37, 0.85] <
Heterogeneity: Mot applicable f f f {
o _ 0o 0.1 10 100
12 Test for overall effect; £2=2.74 (P = 0.008) Favours no follow up  Favours PET
13 Figure 418: No follow-up versus PET on survival beyond 180 days in “borderline
14 group” of pancreatic cancer patients
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Reeder-Hayes 2014 -01084 01356 100.0% 0.90[0.69,1.17]
Total (95% CI) 100.0% 0.90 [0.69,1.17]
Heterogeneity: Mot applicable f f T f {
o _ 0. 0.1 1 10 100
15 Test for averall effect Z=0.78 (P =0.44) Favours no follow up  Favours PET
16
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H.161 Management of locally advanced pancreatic cancer

H.16.12 Different chemoradiotherapy regimens

3 Figure 419:
4

5

6

7 Figure 420:

8

9 Figure 421:

10

11

month and 1 year follow-up

GEM-CRT versus paclitaxel-CRT — Overall response rates (CR+PR) at 1

GEM-based CRT  Paclitaxel-based CRT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.1.1 1 month follow-up

Chung 2004 3 22 6 24 0.55[0.15, 1.92] 1

1.1.2 1 year follow-up

Chung 2004 4 22 4 24 1.09 [0.31, 3.84] t
! 1 1 ]
T T T 1
0.01 0.1 1 10 100

Favours [Paclitaxel-based CRT] Favours [GEM-based CRT]

GEM-CRT versus paclitaxel-CRT — Adverse effects - Grade 3/4 toxicities

GEM-based CRT  Paclitaxel-based CRT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.3.1 Hematological

Chung 2004 5 22 5 24 1.09[0.36, 3.27] t

1.3.2 Non-hematological

Chung 2004 18 22 10 24 1.96 [1.18, 3.28] t
L 1 1 ]
T T T 1
0.01 0.1 1 10 100

reported

GEM-based CRT

5FU-based CRT

Risk Ratio

Favours [GEM-based CRT] Favours [Paclitaxel-based CRT]

GEM-CRT versus 5FU-CRT - Overall pain control — follow-up not

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Li 2003 7 18 1 16 100.0% 6.22 [0.86, 45.25] 7
Total (95% CI) 18 16 100.0%  6.22 [0.86, 45.25] e
Total events 7 1
1 1 1 1
Heterogeneity: Not applicable ' ! ! '
9 v PP 0.005 0.1 1 10 200

Test for overall effect: Z=1.81 (P = 0.07)
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1 Figure 422: GEM-CRT versus 5FU-CRT — Adverse effects - Grade 3/4 toxicities

GEM-based CRT  5FU-based CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Neutropenia
Li 2003 6 18 3 16 1.78 [0.53, 5.97] L

2.2.2 Thrombocytopenia

Li 2003 0 18 1 16 0.30[0.01, 6.84] T
2.2.3 Anemia
Li 2003 4 18 3 16 1.19[0.31, 4.51] L

2.2.4 Anorexia

Li 2003 6 18 5 16 1.07 [0.40, 2.83] it
2.2.5 Nausea

Li 2003 6 18 5 16 1.07 [0.40, 2.83] it
2.2.6 Vomiting

Li 2003 3 18 3 16 0.89[0.21, 3.80] L

2.2.7 Gl bleeding

Li 2003 1 18 1 16 0.89[0.06, 13.08] T
} } t }
0.01 0.1 1 10 100
2 Favours [GEM-based CRT] Favours [SFU-based CRT]
3 Figure 423: GEM/Cisplatin-CRT versus 5FU-CRT — HQRL: Average monthly
4 Karnofsky performance score
GEM-based CRT 5FU-based CRT Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Li 2003 72 3 18 63 3 16 100.0% 9.00[6.98, 11.02] _._
Total (95% Cl) 18 16 100.0% 9.00 [6.98, 11.02] ‘
H ity: Not applicabl f f f f
leterogeneity: Not a;.Jp |<ia e 10 5 0 5 10
5 Test for overall effect: Z = 8.73 (P < 0.00001) Favours [5FU-based CRT] Favours [GEM-based CRT]
6 Figure 424: GEM)/Cisplatin-CRT versus 5FU-CRT — Adverse effects, Grade 3/4
7 toxicities
GEM/Cisplatin-based CRT  5FU-based CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Leukocytopaenia
Wilkowski 2009 16 31 1 29 14.97[2.12,105.82] L

3.3.2 Thrombocytopaenia

Wilkowski 2009 16 31 1 29 14.97 [2.12, 105.82] L
3.3.3 Anaemia
Wilkowski 2009 2 31 0 29  4.69[0.23,93.70] t

3.3.4 Upper Gl tract

Wilkowski 2009 6 31 0

N

9 12.19[0.72, 207.14] T

3.3.5 Lower Gl tract

Wilkowski 2009 3 31 1 29  2.81[0.31,25.48] T

3.3.6 Non-haematological

Wilkowski 2009 1" 31 8 29 1.29[0.60, 2.74] L

T T T
0.005 0.1 1 10
Favours [GEM/Cisplatin-based CRT] Favours [5FU-based CRT]
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H.16.21 Different chemoradiotherapy regimens after induction chemotherapy

2
3

(@]

~

©

11

12
13

14

Figure 425:
response rates (CR+PR)

GEM-CRT Capecitabine-CRT

Risk Ratio

GEM-CRT versus capecitabine-CRT after induction CT — Overall

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mukherjee 2013 7 36 8 35 100.0% 0.85[0.35, 2.10]

Total (95% CI) 36 35 100.0% 0.85[0.35, 2.10]

Total events 7 8

Heterogeneity: Not applicable
Test for overall effect: Z=0.35 (P = 0.73)

I I I I
T T T T
0.05

T
0.2 1 5 20
Favours [Capecitabine-CRT ] Favours [GEM-CRT]

Figure 426: GEM-CRT versus capecitabine-CRT after induction CT — PFS
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mukherjee 2013 -0.5108 0.3207 100.0%  0.60[0.32, 1.12] §

Total (95% CI) 100.0% 0.60 [0.32, 1.12]

Heterogeneity: Not applicable
Test for overall effect: Z=1.59 (P = 0.11)

Figure 427:

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight |V, Fixed, 95% CI

F
0.01

T
1 10 100
Favours [GEM-CRT]

T
0.1
Favours [Capecitabine-CRT]

GEM-CRT versus capecitabine-CRT after induction CT — Overall Survival

Hazard Ratio
IV, Fixed, 95% CI

Mukherjee 2013 -0.9416 0.3945 100.0% 0.39[0.18, 0.85]

Total (95% Cl) 100.0%  0.39 [0.18, 0.85]

.

Heterogeneity: Not applicable
Test for overall effect: Z = 2.39 (P = 0.02)

T
0.01
Favours [Capecitabine-CRT ]

T T
0.1 1 10 100
Favours [GEM-CRT]

Figure 428: GEM-CRT versus capecitabine-CRT after induction CT — Adverse effects
- Grade 3/4 toxicities
GEM-CRT after il CT C: CRT after i cT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 Haematological
Mukherjee 2013 7 38 0 34 13.46 [0.80, 227.22] t
4.4.2 Non-haematological
Mukherjee 2013 10 38 4 34 2.24[0.77, 6.48] B E—
4.4.3 Other
Mukherjee 2013 3 38 2 34 1.34[0.24, 7.56] I I —
‘0.001 0?1 1 1‘0 100(;
Favours [GEM-CRT after induction CT] Favours [Capecitabine-CRT after induction CT]
Figure 429: Capecitabine-CRT + cetuximab versus capecitabine-CRT alone after
induction CT — Objective response rate
C itabine-CRT + (o2 itabine-CRT alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Khan 2016 1 6 2 6 100.0% 0.50[0.06, 4.15]
Total (95% CI) 6 6 100.0% 0.50 [0.06, 4.15]
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

f T T T 1

0.001 0.1 1 10 1000

Favours [Capecitabine-CRT alone] Favours [Capecitabine-CRT + cetuximab]
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Figure 430: Capecitabine-CRT + cetuximab versus capecitabine-CRT alone after
induction CT — Objective response rate

Capecitabine-CRT + cetuximab Capecitabine-CRT alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.4.1 Hyponatraemia
Khan 2016 0 6 1 6 0.33[0.02, 6.86] t
5.4.2 Fatigue
Khan 2016 0 6 1 6 0.33[0.02, 6.86] t
5.4.3 Abdominal pain
Khan 2016 0 6 1 6 0.33[0.02, 6.86] t
t t t t
0.002 0.1 1 10 500
Favours [Capecitabine-CRT + cetuximab] Favours [Capecitabine-CRTalone]
Chemoradiotherapy versus best supportive care
Figure 431: CRT versus best supportive care -no CRT- HQRL: Average of monthly
Karnofsky scores
CRT BSC - no CRT Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Shinchi 2002 771 7.2 16 655 6.9714 15 100.0% 11.60[6.61, 16.59]
Total (95% CI) 16 15 100.0% 11.60 [6.61, 16.59] .
1 1 1 1
Heterogeneity: Not applicable ' ! ! !
T fg y|| fr pz 4.56 (P < 0.00001 20 0 0 10 2
-7 = <
est for overall effect: 56 . ) Favours [BSC - no CRT] Favours [CRT]
Chemoradiotherapy followed by chemotherapy versus chemoradiotherapy
9 alone
Figure 432: CRT followed by CT versus CRT — Adverse effects - Grade 3/4 toxicities
GEM/Cisplatin-CRT followed by GEM-CT 5FU-based CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1 Leukocytopaenia
Wilkowski 2009 17 27 1 29 18.26 [2.60, 128.02] t
7.3.2 Thrombocytopaenia
Wilkowski 2009 10 27 1 29 10.74[1.47,78.39] t
7.3.3 Anaemia
Wilkowski 2009 1 27 0 29 3.21[0.14, 75.68] t
7.3.4 Upper Gl tract
Wilkowski 2009 2 27 0 29 5.36[0.27, 106.78] t
7.3.5 Lower Gl tract
Wilkowski 2009 0 27 1 29 0.36[0.02, 8.41] t
7.3.6 Non-haematological
Wilkowski 2009 2 27 8 29 0.27[0.06, 1.15] t B
t t t t
0.005 0.1 1 10 200

11

Favours [ GEM/Cisplatin-CRT followed by GEM- CT] Favours [5FU-based CRT]
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H.16.51 Chemoradiotherapy + R115777 versus chemoradiotherapy

2 Figure 433: CRT + R115777 versus CRT- Adverse effects - Grade 3/4 toxicities

CRT + R115777 CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

8.4.1 Allergy/immunology
Rich 2012 2 94 3 91 0.65[0.11, 3.77] 1

8.4.2 Blood/bone marrow

Rich 2012 43 94 30 91 1.39[0.96, 2.00] f

8.4.3 Cardiovascular (general)

Rich 2012 7 94 3 91 2.26 [0.60, 8.47] t

8.4.4 Coagulation

Rich 2012 0 94 1 91 0.32[0.01, 7.82] I

8.4.5 Constitutional symptoms

Rich 2012 14 94 8 91 1.69[0.75, 3.84] T

8.4.6 Endocrine

Rich 2012 0 94 1 91 0.32[0.01, 7.82] I

8.4.7 Gastrointestinal

Rich 2012 37 94 32 91 1.12[0.77, 1.63] T

8.4.9 Hemorrhage
Rich 2012 2 94 30 91 0.06 [0.02, 0.26] t

0.01 0.1 1 10 100
Favours [CRT + R115777] Favours [CRT]

3

H.16.64 Chemoradiotherapy + TNFerade versus chemoradiotherapy

5 Figure 434: CRT + TNFerade versus CRT — Adverse effects - Grade 3/4 toxicities

CRT + TNFerade CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.4.1 Gatrointestinal
Herman 2013 34 187 10 90 1.64[0.85, 3.16] 1
9.4.2 Haematological
Herman 2013 60 187 32 90 0.90 [0.64, 1.28] — T

9.4.3 Non-gastrointestinal/non-haematologic

Herman 2013 22 187 7 90 1.51[0.67, 3.41] I

T T
05 0.7 1 15 2
Favours [ CRT + TNFerade ] Favours [CRT]
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H.16.71 Chemoradiotherapy versus chemotherapy

2 Figure 435: CRT versus CT — Adverse effects - Grade 3/4 toxicities

GEM-based CRT GEM-based CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.4.1 Hemoglobin
Loehrer 2011 6 34 2 35  3.09[0.67, 14.25] ] t
10.4.2 Leukocytes
Loehrer 2011 11 34 5 35 2.26[0.88, 5.83] 7 t
10.4.3 Neutrophils
Loehrer 2011 13 34 12 35 1.12[0.60, 2.09] —
10.4.4 Nausea
Loehrer 2011 10 34 3 35 3.43[1.03, 11.40] t
10.4.5 Vomiting
Loehrer 2011 9 34 3 35  3.09[0.91, 10.44] T t
10.4.6 Hypokalemia
Loehrer 2011 4 34 2 35  2.06[0.40, 10.51] t
10.4.7 Fatigue
Loehrer 2011 11 34 2 35  5.66[1.35,23.68] t
10.4.8 Anorexia
Loehrer 2011 6 34 1 35  6.18[0.78, 48.64] t
1 1 1 1
T T T T
0.02 0.1 1 10 50
3 Favours [GEM-based CRT] Favours [GEM-based CT]
4 Figure 436: CRT versus CT — HQRL - Trial outcome index [mean difference of
5 change from baseline] at week 6, 15/16 and at 9 months follow-up
CRT GEM-based CT Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% Cl
10.5.1 Change at week 6
Loehrer 2011 -13.9 11.38441918 34 -1.7 13.43502884 37 -12.20[-17.98, -6.42]
10.5.2 Change at week 15/16
Loehrer 2011 0.7 11.38441918 34 4 13.43502884 37 -3.30 [-9.08, 2.48] =
10.5.3 Change at 9 months
Loehrer 2011 27 11.38441918 34 0 13.43502884 37 2.70 [-3.08, 8.48] I
1 1 1 1
T T T T
20 -10 0 10 20
6 Favours [GEM-based CRT] Favours [GEM-based CT]
7 Figure 437: CRT versus CT followed by maintenance GEM-CT- Adverse effects -
8 Grade 3/4 toxicities
CRT - maintenance CT CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11.3.1 Induction phase
Chauffert 2008 24 59 10 60 2.44[1.28,4.65] L
11.3.2 Maintenance phase
Chauffert 2008 12 59 1 60 1.11[0.53, 2.31] —t
! 1 1 ]
T T T 1
0.01 0.1 1 10 100

Favours [CRT - maintenance CT] Favours [CT]
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H.16.81 Chemoradiotherapy versus chemotherapy after induction chemotherapy

2

3

4 Figure 439:

5

6 Figure 440:

7

Figure 438:

Study or Subgroup log[Hazard Ratio] SE Weight

Hazard Ratio
IV, Fixed, 95% CI

CRT versus CT after CT induction therapy — Overall survival

Hazard Ratio
IV, Fixed, 95% CI

Hammel 2016 - 2nd randomisation 0.0296 0.1354 100.0%

Total (95% Cl) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 0.22 (P = 0.83)

Study or Subgroup log[Hazard Ratio] SE Weight

1.03[0.79, 1.34]

1.03 [0.79, 1.34]

Hazard Ratio
1V, Fixed, 95% CI

T T T T T
0.7 0.85 1 1.2 1.5

Favours [CRT after induction CT] Favours [ CT after induction CT]

CRT versus CT after CT induction therapy — PFS

Hazard Ratio
IV, Fixed, 95% CI

Hammel 2016 - 2nd randomisation -0.2485 0.1254 100.0%

Total (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 1.98 (P = 0.05)

toxicities

CRT after induction CT  CT after induction CT

0.78 [0.61, 1.00]

0.78 [0.61, 1.00]

0.2

Risk Ratio

T T
0.5 1
Favours [CRT after induction CT] Favours [ CT after induction CT]

CRT versus CT after CT induction therapy — Adverse effects - Grade 3/4

Risk Ratio

2 5

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.4.1 Hematological

Hammel 2016 - 2nd randomisation 12 136 4 133 2.93[0.97, 8.87] t

12.4.2 Non-hematological

Hammel 2016 - 2nd randomisation 23 136 24 133 0.94 [0.56, 1.58]
} } } } } }
t t t t t t

0.1 0.2 0.5 1 2 5 10
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Favours [CRT after induction CT] Favours [ CT after induction CT]
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H.16.91 Chemoradiotherapy versus radiotherapy

2 Figure 441: CRT versus radiotherapy — Adverse effects - Grade 3/4 toxicities

CRT radiotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.4.1 Gastrointestinal
Cohen 2005 0 55 1 53 0.32[0.01,7.72] t
13.4.2 Vomiting
Cohen 2005 3 55 4 53 0.72[0.17, 3.08] t
13.4.3 Diarrhea
Cohen 2005 0 55 0 53 Not estimable
13.4.4 Infection
Cohen 2005 1 55 0 53  2.89[0.12, 69.47] t
13.4.5 Hemorrhage
Cohen 2005 0 55 0 53 Not estimable

13.4.6 Skin, mucous membrane

Cohen 2005 2 55 0 53  4.82[0.24, 98.13] T

13.4.7 Neurologic
Cohen 2005 4 55 1 53 3.85[0.45, 33.38] L

13.4.8 Respiratory
Cohen 2005 0 55 0 53 Not estimable

13.4.9 Genitourinary

Cohen 2005 1 55 1 53  0.96[0.06, 15.01]

13.4.10 Hematologic

Cohen 2005 14 55 5 53 2.70[1.04,6.97] t
13.4.11 Liver
Cohen 2005 2 55 5 53 0.39[0.08, 1.90] t -

13.4.12 Other

Cohen 2005 2 55 1 53  1.93[0.18, 20.63] t
! 1 1 ]
T T T 1
0.01 0.1 1 10 100
3 Favours [CRT] Favours [radiotherapy]

H.16.104 Different chemotherapy regimens

5 Figure 442: GEM+erlonitib-CT versus GEM-CT — Adverse effects - Grade 3/4
6 toxicities
GEM-+erlonitib- CT GEM-CT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
14.4.1 Hematological
Hammel 2016 - 1st randomisation 85 219 74 223 1.17 [0.91, 1.50] Tt
14.4.2 Non-hematological
Hammel 2016 - 1st randomisation 87 219 88 223 1.01[0.80, 1.27]
1 1 1 1
T T T T
0.5 0.7 1 1.5 2

Favours [ GEM+erlonitib- CT ] Favours [ GEM- CT]
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1 Figure 443:

FLEC-based CT GEM-based CT

Risk Ratio

FLEC-CT versus GEM-CT — Adverse effects - Grade 3/4 toxicities

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cantore 2005 34 71 15 67 100.0% 2.14[1.29, 3.55]

Total (95% CI) 7 67 100.0% 2.14[1.29, 3.55]

Total events 34 15

Heterogeneity: Not applicable
Test for overall effect: Z = 2.94 (P = 0.003)

2

H.16.113 GEM-CT + upmostat versus GEM-CT

t t t
0.2 0.5 1 5
Favours [FLEC-CT] Favours [GEM-CT]

e

4 Figure 26: GEM-CT + upmostat versus GEM-CT — Adverse effects - Grade 3/4 toxicities

GEM-CT + upmostat GEM-CT Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95%

Cl

16.4.1 GEM + 200mg upamostat
Heinemann 2013 17 30 13 30

16.4.2 GEM + 400mg upamostat
Heinemann 2013 22 33 13 30

5

1.31[0.78, 2.19)

1.54 [0.96, 2.47)

Risk Ratio
M-H, Fixed, 95% CI
B —
1 1 1 1
T T T T
0.5 0.7 1 15 2

Favours [GEM-CT + upmostat] Favours [GEM-CT]

H.16.126 Radiotherapy + PR-350 versus Radiotherapy + Placebo

7 Figure 444:
8 Response - Effective response

Radiotherapy + PR-350 versus Radiotherapy + Placebo — Objective

Radiotherapy + PR-350  Radiotherapy + Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sunamura 2004 9 19 5 23 100.0% 2.18[0.88, 5.41]
Total (95% CI) 19 23 100.0%  2.18[0.88, 5.41] e —
Total events 9 5
} } } }

Heterogeneity: Not applicable T T J T

9 Y 0.2 0.5 1 2 5

Test for overall effect: Z = 1.68 (P = 0.09)

9

10 Figure 445:

Favours [Radiotherapy + Placebo] Favours [Radiotherapy + PR-350]

Radiotherapy + PR-350 versus Radiotherapy + Placebo — Adverse effects

11 - Grade 3/4 toxicities
Radiotherapy + PR-350  Radiotherapy + Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Sunamura 2004 0 22 1 25 100.0% 0.38[0.02, 8.80]

Total (95% CI) 22 25 100.0%  0.38[0.02, 8.80] e —

Total events 0 1

y y y y

Heterogeneity: Not applicable ' ! ! T

Testf 9 y” @ F-)pZ—061 P =054 0.002 0.1 1 10 500
12 estfor overall effect: 2= 0.61 (P = 0.54) Favours [Radiotherapy + PR-350] Favours [Radiotherapy + Placebo]
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H.171

H.17.12
3 metastatic pancreatic cancer

4 Figure 446: Overall response rate (CR + PR) at 8 weeks

Management of metastatic pancreatic cancer

Chemotherapy versus chemoimmunotherapy in adults with locally advanced or

1st-line py + i Ci apy alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
111 py
Middleton 2014 25 350 26 358 100.0% 0.980.58, 1.67]
Subtotal (95% Cl) 350 358 100.0% 0.98 [0.58, 1.67]
Total events 25 26
Heterogeneity: Not applicable
Test for overall effect: Z = 0.06 (P = 0.95)
11.2C
Middleton 2014 29 354 26 358 100.0% 1.1310.68, 1.88] l
Subtotal (95% CI) 354 358 100.0% 1.13[0.68, 1.88]
Total events 29 26

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.64)

5 Test for subaroup differences: Chi? = 0.13. df = 1 (P = 0.71). I = 0%

6 Figure 447: Time to progression

| | | |

Hazard Ratio

T T T
0.5 0.7 1

t
15 2
Favours [Chemotherapy alone] Favours [1st-line chemotherapy + immunotherapy’

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight |V, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Sequential chemoimmunotherapy

Middleton 2014 0.17 0.09 100.0%  1.19[0.99, 1.41] 1
Subtotal (95% CI) 100.0% 1.19[0.99, 1.41]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.89 (P = 0.06)

1.3.2 Concurrent chemoimmunotherapy

Middleton 2014 0.0488 0.1043

Subtotal (95% CI)

100.0%
100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

7 Test for subaroup differences: Chi? = 0.77, df = 1 (P = 0.38), 1= 0%

8 Figure 448: Overall survival

1.05[0.86, 1.29]
1.05 [0.86, 1.29]

e

T
0.7

Favours [chemotherapy + immunotherapy]

Hazard Ratio

T T T
0.85 1 1.2 1.5
Favours [Chemotherapy alone]

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
1.3.1 Sequential chemoimmunotherapy

Middleton 2014 0.1823 0.093 100.0%  1.20[1.00, 1.44]

Subtotal (95% CI) 100.0% 1.20 [1.00, 1.44]

Heterogeneity: Not applicable
Test for overall effect: Z=1.96 (P = 0.05)

1.3.2 Concurrent chemoimmunotherapy

Middleton 2014
Subtotal (95% Cl)

0.0488 0.1387 100.0%

100.0%
Heterogeneity: Not applicable
Test for overall effect: Z=0.35 (P = 0.72)

9 Test for subaroup differences: Chi? = 0.64, df =1 (P = 0.42), I? = 0%

1.05[0.80, 1.38]
1.05 [0.80, 1.38]

+

T
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Forest plots and Summary ROC curves

1 Figure 449: Grade 3/4/5 toxicities: Nausea

2

1st-line py + i py Cli py alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
141
Middleton 2014 15 350 13 358 100.0%  1.18[0.57, 2.44] I
Subtotal (95% CI) 350 358 100.0%  1.18[0.57, 2.44]
Total events 15 13
Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.66)
1.4.2 Concurrent chemoimmunotherapy
Middleton 2014 20 354 13 358 100.0% 1.56 [0.79, 3.08] I
Subtotal (95% CI) 354 358 100.0% 1.56 [0.79, 3.08] ——
Total events 20 13

Heterogeneity: Not applicable
Test for overall effect: Z = 1.27 (P = 0.20)

Test for subaroup differences: Chi? = 0.29. df = 1 (P = 0.59), I = 0%

3 Figure 450: Grade 3/4/5 toxicities: Vomiting

4

1 2 5
Favours [chemotherapy + immunotherapy] Favours [Chemotherapy alone]
5 Figure 451: Grade 3/4/5 toxicities: Diarrhoea
1st-line py + i y Cl py alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
164 i i Py
Middleton 2014 11 350 17 358 100.0% 0.66 [0.31, 1.39] I
Subtotal (95% CI) 350 358 100.0% 0.66 [0.31, 1.39]
Total events " 17
Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.28)
1.6.2 Concurrent chemoimmunotherapy
Middleton 2014 1" 354 17 358 100.0% 0.65[0.31, 1.38] I
Subtotal (95% CI) 354 358 100.0% 0.65[0.31, 1.38]
Total events 1" 17
Heterogeneity: Not applicable
Test for overall effect: Z = 1.12 (P = 0.26)
t + + t
0.2 0.5 1 2 5

| |

|

t t
0.2 0.5 1
Favours [chemotherapy + immunotherapy]

T

2
Favours [Chemotherapy alone]

1st-line +i Cli py alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
151
Middleton 2014 18 350 17 358 100.0%  1.08[0.57,2.07]
Subtotal (95% CI) 350 358 100.0% 1.08 [0.57, 2.07]
Total events 18 17
Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)
1.5.2 Concurrent chemoimmunotherapy
Middleton 2014 22 354 17 358 100.0% 1.31[0.71,2.42] I
Subtotal (95% CI) 354 358 100.0% 1.31[0.71, 2.42]
Total events 22 17

Heterogeneity: Not applicable
Test for overall effect: Z = 0.86 (P = 0.39)

I |

|

r T
0.2 0.5

T
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1 Figure 452: Grade 3/4/5 toxicities: Fatigue

2

1st-line

Study or Subgroup Events

i

Py

Total

Cl apy alone

Events

Total

Weight

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.71

Middleton 2014 36
Subtotal (95% CI)
Total events 36
Heterogeneity: Not applicable

Test for overall effect: Z = 1.28 (P = 0.20)

1.7.2 Concurrent chemoimmunotherapy

Middleton 2014
Subtotal (95% CI)

44
Total events 44
Heterogeneity: Not applicable

Test for overall effect: Z = 2.15 (P = 0.03)

1.7.3 New Subgroup

Subtotal (95% CI)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

350
350

354
354

27

27

27

27

358
358

358
358

100.0%
100.0%

100.0%
100.0%

1.36 [0.85, 2.20]
1.36 [0.85, 2.20]

1.65 [1.04, 2.60]
1.65 [1.04, 2.60]

Not estimable

3 Figure 453: Grade 3/4/5 toxicities: Neutropenia

4

|

e

i —

| | |

Favours [chemotherapy + immunotherapy]

T
0.5

t
1.5 2
Favours [Chemotherapy alone]

T T
0.7 1

1st-line py + i p Cli py alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.81
Middleton 2014 58 350 68 358 100.0% 0.87[0.63, 1.20]
Subtotal (95% CI) 350 358 100.0% 0.87 [0.63, 1.20]
Total events 58 68
Heterogeneity: Not applicable
Test for overall effect: Z = 0.84 (P = 0.40)
1.8.2 Concurrent chemoimmunotherapy
Middleton 2014 79 354 68 358 100.0% 1.17[0.88, 1.57]
Subtotal (95% CI) 354 358 100.0% 1.17 [0.88, 1.57]
Total events 79 68
Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.27)
| | | |
t t t t
0.7 0.85 1 1.2 15
Favours [chemotherapy + immunotherapy] ~Favours [Chemotherapy alone]
Test for subaroup differences: Chi* = 1.84, df = 1 (P = 0.17), I* = 45.8%
5 Figure 454: Grade 3/4/5 toxicities: Pain
1st-line +i Cl py alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
191
Middleton 2014 39 350 34 358 100.0% 1.17[0.76, 1.81]
Subtotal (95% CI) 350 358 100.0% 1.17 [0.76, 1.81]
Total events 39 34
Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
1.9.2 Concurrent chemoimmunotherapy
Middleton 2014 42 354 34 358 100.0% 1.25[0.81, 1.92]
Subtotal (95% CI) 354 358 100.0% 1.25[0.81,1.92]
Total events 42 34

Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)

Test for subaroup differences: Chi? = 0.04, df = 1 (P = 0.84), I2= 0%
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1 Figure 455: Health-related Quality of Life at 20 weeks (EORTC QLQ-C30)

1st-line + il apy Cl alone Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1111 i

Middleton 2014 57.9 90.3651 358 69 88.5129 350 100.0% -11.10[-24.28, 2.08]
Subtotal (95% CI) 358 350 100.0% -11.10 [-24.28, 2.08] ™

Heterogeneity: Not applicable
Test for overall effect: Z = 1.65 (P = 0.10)

1.11.2 Concurrent chemoimmunotherapy
Middleton 2014 70.7 75.5769 354 69 88.5129 350 100.0% 1.70[-10.46, 13.86]
Subtotal (95% Cl) 354 350 100.0% 1.70 [-10.46, 13.86]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.78)

| | | |
T

t t t
-20 -10 0 10 20
Favours [chemotherapy + immunotherapy] Favours [Chemotherapy alone]
2 Test for subaroup differences: Chi = 1.96, df = 1 (P = 0.16), I* = 48.9%

3 Figure 456: Overall response rate (CR + PR): unclear follow-up

2nd-line +il Ci alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Wang 2013 2 28 2 30 100.0% 1.07 [0.16, 7.10]
Total (95% Cl) 28 30 100.0% 1.07 [0.16, 7.10]
Total events 2 2
i y y 4
Heterogeneity: Not applicable r T T T !
T fg tV” ff ?27007 P =094 00! 0 ! 10 100
4 est for overall effect: Z = 0.07 (P = 0.94) Favours [Chemotherapy alone]  Favours [2nd-line chemotherapy + immunotherapy
5 Figure 457: Grade 3/4 toxicities
2nd-line chemotherapy + immunotherapy  Chemotherapy alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.4.1 Neutropenia
Wang 2013 1 28 1 30 100.0%  1.07[0.07,16.32]
Subtotal (95% CI) 28 30 100.0% 1.07 [0.07,16.32]
Total events 1 1

Heterogeneity: Mot applicable
Testfor averall effect: Z= 0.05 (P = 0.96)

2.4.2 Nauseaivomiting

Wang 2013 0 28 1 30 100.0% 0.36 [0.02, 9.400
Subtotal {95% CI) 28 30 100.0%  0.36 [0.02, 8.40]
Total events il 1

Heterogeneity: Mot applicable
Testfor averall effect: Z= 0.64 (P = 0.52)

2.4.3 Diarrhea
ang 2013 2 28 2 30 100.0%  1.07 (016, 7.10] l

Subtotal (95% CI) 28 30 100.0%  1.07 [0.16,7.10]

Total events 2 2z

Heterogeneity: Mot applicable
Testfor averall effect: Z= 0.07 (P = 0.94)

2.4.5 Fatigue

Wang 2013 1} 28 1 30 100.0% 0.36 [0.02, 8.40] I
Subtotal (95% CI) 28 30 100.0%  0.36 [0.02, 8.40]

Total events 0 1

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.64 (P =0.52)

|
0.0 01 10 100
6 Favours [chemotherapy + immunotherapy] Favours [Chemotherapy alone]
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H.17.21 Gemcitabine versus other chemotherapy
H.17.2.12 In adults with metastatic pancreatic cancer

3 Figure 458: overall response rate (CR+RP)

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.1.1 FOLFIRINOX

Conroy 2011 54 171 16 171 1000%  3.38[2.01,5.65]
Subtotal (95% CI) 171 171 100.0% 3.38 [2.01, 5.65]

Total events 54 16
Heterogeneity: Not applicable
Test for overall effect: Z = 4.62 (P < 0.00001)

3.1.2 Gemcitabine + Cisplatin

Chao 2013 1 21 2 25 84% 0.60[0.06, 6.11] +
Colucci 2010 26 199 20 200 91.6% 1.31[0.75, 2.26]
Subtotal (95% CI) 220 225 100.0% 1.25[0.73, 2.12]
Total events 27 22

Heterogeneity: Chi? = 0.41, df = 1 (P = 0.52); 1> = 0%
Test for overall effect: Z = 0.81 (P = 0.42)

3.1.11 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 49 305 32 314 100.0% 1.58 [1.04, 2.39]
Subtotal (95% CI) 305 314 100.0% 1.58 [1.04, 2.39]
Total events 49 32

Heterogeneity: Not applicable
Test for overall effect: Z = 2.14 (P = 0.03)

3.1.16 Gemcitabine + Ganitumab 20 mg/kg

Fuchs 2015 22 150 32 314 100.0% 1.44[0.87,2.39] ]
Subtotal (95% CI) 150 314 100.0% 1.44[0.87, 2.39] -

Total events 22 32
Heterogeneity: Not applicable
Test for overall effect: Z = 1.41 (P = 0.16)

y y y y

1 1 1
0.2 05 1 2 5

4 Favours [G e]  Favours [Exp. chemotherapy]

5 Figure 459: Progression-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio] __ SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.2.1 FOLFIRINOX
Conroy 2011 -0.755 0.199 100.0%  0.47[0.32, 0.69] i
Subtotal (95% CI) 100.0%  0.47 [0.32, 0.69]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.79 (P = 0.0001)

3.2.2 Gemcitabine + Aflibercept

Rougier 2013 0.0198 0.1052 100.0%  1.02[0.83, 1.25]
Subtotal (95% CI) 100.0% 1.02[0.83, 1.25]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.19 (P = 0.85)

3.2.7 Gemcitabine + Cisplatin

Colucci 2010 -0.0305 0.0983 100.0% 0.97[0.80, 1.18]
Subtotal (95% Cl) 100.0% 0.97 [0.80, 1.18]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.76)

3.2.11 Gemcitabine + Ganitumab - 12 mg/kg

Fuchs 2015 0 0.089 100.0% 1.00[0.84, 1.19]
Subtotal (95% CI) 100.0% 1.00 [0.84, 1.19]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

3.2.16 Gemcitabine + Ganitumab - 20 mg/kg

Fuchs 2015 -0.0305 0.1178 100.0%  0.97 [0.77,1.22]
Subtotal (95% CI) 100.0% 0.97 [0.77,1.22]

e

Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
t t t t
0.2 05 1 2 5
6 Favours [Exp. chemotherapy] Favours [Gemcitabine]
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1 Figure 460: Overall survival

Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

3.3.1 Gemcitabine + Aflibercept

Rougier 2013 0.157 0.1226 100.0%  1.17 [0.92, 1.49] ]
Subtotal (95% Cl) 100.0% 1.17 [0.92, 1.49] -

Heterogeneity: Not applicable
Test for overall effect: Z = 1.28 (P = 0.20)

3.3.7 Gemcitabine + Cisplatin

Chao 2013 -0.0513 0.2518 14.9%  0.95[0.58, 1.56]

Colucci 2010 -0.0943 0.1055 85.1% 0.91[0.74,1.12]
Subtotal (95% Cl) 100.0% 0.92[0.76, 1.11]

Heterogeneity: Chiz = 0.02, df = 1 (P = 0.87); I?= 0%
Test for overall effect: Z = 0.90 (P = 0.37)

. -
-
3.3.11 Gemcitabine + Ganitumab - 12 mg/kg
Fuchs 2015 0 0.1013 100.0%  1.00[0.82, 1.22] i
Subtotal (95% CI) 100.0% 1.00 [0.82, 1.22]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

3.3.16 Gemcitabine + Ganitumab - 20 mg/kg

Fuchs 2015 -0.0305 0.1245 100.0% 0.97[0.76, 1.24]
Subtotal (95% Cl) 100.0% 0.97 [0.76, 1.24]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.24 (P = 0.81)

| | | |
T

T T T
0.5 0.7 1 15 2
2 Favours [ Exp. Chemotherapy] Favours [ Gemcitabine]

3 Figure 461: Grade 3/4 toxicities: Diarrhoea

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.4.1 FOLFIRINOX
Conroy 2011 21 165 3 169 100.0%  7.17[2.18, 23.58] i
Subtotal (95% CI) 165 169 100.0%  7.17 [2.18, 23.58]
Total events 21 3
Heterogeneity: Not applicable
Test for overall effect: Z = 3.24 (P = 0.001)
3.4.2 Gemcitabine + Aflibercept
Rougier 2013 3 270 3 271 100.0% 1.00 [0.20, 4.93] i
Subtotal (95% CI) 270 271 100.0% 1.00 [0.20, 4.93]
Total events 3 3
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
3.4.7 Gemcitabine + Cisplatin
Chao 2013 0 21 0 25 Not estimable
Colucci 2010 1 186 3 189 100.0% 0.34[0.04, 3.23] i
Subtotal (95% CI) 207 214 100.0% 0.34[0.04, 3.23]
Total events 1 3
Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
3.4.11 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 3 315 1 317 100.0%  3.02[0.32,28.87] i
Subtotal (95% CI) 315 317 100.0%  3.02[0.32, 28.87]
Total events 3 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)
3.4.16 Gemcitabine + Ganitumab 20 mg/kg
Fuchs 2015 2 160 1 317 100.0%  3.96[0.36, 43.37] 7t
Subtotal (95% CI) 160 317 100.0%  3.96 [0.36, 43.37] ——
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z=1.13 (P = 0.26)

k t t 1

t t
0.01 0.1 1 10 100
4 Favours [Exp. chemotherapy] Favours [Gemcitabine]
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1 Figure 462: Grade 3/4 toxicities: Fatigue

Exp. chemotherapy Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.5.1 FOLFIRINOX
Conroy 2011 39 165 30 169 100.0% 1.33[0.87, 2.04] 7t
Subtotal (95% CI) 165 169 100.0% 1.33[0.87, 2.04] -
Total events 39 30

Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P = 0.19)

3.5.2 Gemcitabine + Cisplatin

Colucci 2010 10 186 6 189 100.0% 1.69 [0.63, 4.57]
Subtotal (95% CI) 186 189 100.0% 1.69 [0.63, 4.57] ——
Total events 10 6

Heterogeneity: Not applicable
Test for overall effect: Z = 1.04 (P = 0.30)

3.5.11 Gemcitabine + Ganitumab 12 mg/kg

Fuchs 2015 19 315 12 317 100.0% 1.59[0.79, 3.23] ]
Subtotal (95% CI) 315 317 100.0% 1.59 [0.79, 3.23] -
Total events 19 12

Heterogeneity: Not applicable
Test for overall effect: Z = 1.29 (P = 0.20)

3.5.16 Gemcitabine + Ganitumab 20 mg/kg

Fuchs 2015 8 160 12 317 100.0% 1.32[0.55, 3.17]
Subtotal (95% CI) 160 317 100.0% 1.32[0.55, 3.17]
Total events 8 12

Heterogeneity: Not applicable
Test for overall effect: Z = 0.62 (P = 0.53)

ot

y y y

1 1 1 1 1
0.1 0.2 05 1 2 5
2 Favours [Exp. chemotherapy] Favours [Gemcitabine]

3 Figure 463: Grade 3/4 toxicities: Nausea/vomiting

Exp. chemotherapy =~ Gemcitabine Risk Ratio Risk Ratio
Study or Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.7.1 FOLFIRINOX
Conroy 2011 24 166 14 169 100.0% 1.75[0.94, 3.26] t
Subtotal (95% CI) 166 169 100.0% 1.75[0.94, 3.26]
Total events 24 14

Heterogeneity: Not applicable
Test for overall effect: Z = 1.75 (P = 0.08)

3.7.2 Gemcitabine + Aflibercept
Rougier 2013 21 270 10 271 100.0% 2.11[1.01,4.39]
Subtotal (95% CI) 270 271 100.0% 2.11[1.01, 4.39]
Total events 21 10

Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)

3.7.7 Gemcitabine + Cisplatin
Chao 2013 1 21 1 25 235% 1.19[0.08,17.90] D
Colucci 2010 6 186 3 189 765%  2.03[0.52 8.01] —1
Subtotal (95% CI) 207 214 100.0%  1.83[0.54, 6.20] —~

Total events 7 4
Heterogeneity: Chi* = 0.12, df = 1 (P = 0.73); 1= 0%
Test for overall effect: Z = 0.98 (P = 0.33)

3.7.11 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 19 315 20 317 100.0% 0.96 [0.52, 1.76]
Subtotal (95% CI) 315 317 100.0% 0.96 [0.52, 1.76]
Total events 19 20

Heterogeneity: Not applicable
Test for overall effect: Z = 0.14 (P = 0.88)

3.7.16 Gemcitabine + Ganitumab 20 mg/kg
Fuchs 2015 5 160 20 317 100.0% 0.50[0.19, 1.30] I
Subtotal (95% CI) 160 317 100.0% 0.50 [0.19, 1.30] >~
Total events 5 20

Heterogeneity: Not applicable
Test for overall effect: Z = 1.43 (P = 0.15)

i I I |
k + + d
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1 Figure 464: Grade 3/4 toxicities: Neutropenia

2

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.6.1 FOLFIRINOX
Conroy 2011 75 164 35 167 100.0% 2.18[1.56, 3.06] t
Subtotal (95% CI) 164 167 100.0% 2.18 [1.56, 3.06]
Total events 7% 35
Heterogeneity: Not applicable
Test for overall effect: Z = 4.52 (P < 0.00001)
3.6.2 Gemcitabine + Aflibercept
Rougier 2013 82 270 65 271 100.0% 1.27 [0.96, 1.67] t
Subtotal (95% CI) 270 271 100.0% 1.27 [0.96, 1.67]
Total events 82 65
Heterogeneity: Not applicable
Test for overall effect: Z = 1.66 (P = 0.10)
3.6.7 Gemcitabine + Cisplatin
Chao 2013 4 21 2 25 6.6% 2.38[0.48, 11.74] - -
Colucci 2010 46 186 26 189  93.4% 1.80[1.16, 2.78] t
Subtotal (95% Cl) 207 214 100.0%  1.84[1.21,2.80]
Total events 50 28
Heterogeneity: Chiz = 0.11, df = 1 (P = 0.74); I? = 0%
Test for overall effect: Z = 2.83 (P = 0.005)
3.6.11 Gemcitabine + Ganitumab 20 mg/kg
Fuchs 2015 74 160 65 317 100.0% 226[1.72,2.97] t
Subtotal (95% CI) 160 317 100.0% 2.26[1.72,2.97]
Total events 74 65
Heterogeneity: Not applicable
Test for overall effect: Z = 5.83 (P < 0.00001)
3.6.16 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 31 315 65 317 100.0% 0.48[0.32,0.71] t
Subtotal (95% CI) 315 317 100.0% 0.48 [0.32, 0.71]
Total events 31 65

Heterogeneity: Not applicable
Test for overall effect: Z = 3.61 (P = 0.0003)

y y y y

1 1 1 1
0.1 0.2 0.5 1 2

Favours [Exp ] Favours

3 Figure 465: Grade 3/4 toxicities: Thrombocytopenia

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.8.1 FOLFIRINOX
Conroy 2011 15 165 6 168 100.0% 2.55[1.01,6.40] i
Subtotal (95% CI) 165 168 100.0% 2.55[1.01, 6.40]
Total events 15 6
Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)
3.8.2 Gemcitabine + Aflibercept
Rougier 2013 30 270 17 271 100.0% 1.77 [1.00, 3.13] t
Subtotal (95% CI) 270 271 100.0% 1.77 [1.00, 3.13]
Total events 30 17
Heterogeneity: Not applicable
Test for overall effect: Z = 1.96 (P = 0.05)
3.8.7 Gemcitabine + Cisplatin
Chao 2013 5 21 1 25  84% 5.95[0.75, 47.04] 0T - -
Colucci 2010 29 186 10 189  91.6% 2.95[1.48, 5.87] t
Subtotal (95% CI) 207 214 100.0% 3.20[1.67, 6.14]
Total events 34 "
Heterogeneity: Chi? = 0.40, df = 1 (P = 0.53); I2 = 0%
Test for overall effect: Z = 3.50 (P = 0.0005)
3.8.11 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 27 315 21 317 100.0% 1.29[0.75, 2.24] i
Subtotal (95% CI) 315 317 100.0% 1.29 [0.75, 2.24]
Total events 27 21
Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
3.8.16 Gemcitabine + Ganitumab 20 mg/kg
Fuchs 2015 12 160 21 317 100.0% 1.13[0.57, 2.24] t
Subtotal (95% CI) 160 317 100.0% 1.13[0.57, 2.24]
Total events 12 21

Heterogeneity: Not applicable
Test for overall effect: Z = 0.36 (P = 0.72)

I y y
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1 Figure 466: Grade 3/4 toxicities: Leucopoenia

Exp. ct herapy  Ger bine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.9.1 Gemcitabine + Cisplatin
Chao 2013 4 21 2 25 18.7% 2.38[0.48, 11.74] I I B
Colucci 2010 14 186 8 189 81.3% 1.78[0.76, 4.14] __._
Subtotal (95% Cl) 207 214 100.0% 1.89 [0.90, 3.98] “
Total events 18 10
Heterogeneity: Chiz = 0.10, df = 1 (P = 0.75); I = 0%
Test for overall effect: Z = 1.68 (P = 0.09)
3.9.11 Gemcitabine + Ganitumab 12 mg/kg
Fuchs 2015 15 315 9 317 100.0% 1.68[0.74, 3.78] i
Subtotal (95% CI) 315 317 100.0% 1.68 [0.74, 3.78]
Total events 15 9
Heterogeneity: Not applicable
Test for overall effect: Z = 1.25 (P = 0.21)
3.9.16 Gemcitabine + Ganitumab 20 mg/kg
Fuchs 2015 4 160 9 317 100.0% 0.88[0.28, 2.82] i
Subtotal (95% CI) 160 317 100.0% 0.88 [0.28, 2.82]
Total events 4 9

Heterogeneity: Not applicable

Test for overall effect: Z = 0.21 (P = 0.83)
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1 Figure 467: HRQL - Number of patients with a clinically significant (10 point)
2 deterioration QLQ-C30 [between baseline and the end of treatment (6
3 months)]

FOLFIRINOX  Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.10.1 Global health status

Gourgou-Bourgade 2013 13 163 32 157 0.39[0.21,0.72] 1

3.10.2 Physical functioning
Gourgou-Bourgade 2013 27 163 37 157 0.70[0.45, 1.10] 1 B

3.10.3 Role functioning
Gourgou-Bourgade 2013 27 163 43 157 0.60 [0.39, 0.93] L

3.10.4 Emotional functioning

Gourgou-Bourgade 2013 14 163 14 157 0.96 [0.47, 1.95] 1

3.10.5 Cognitive functioning
Gourgou-Bourgade 2013 11 163 16 157 0.66 [0.32, 1.38] [ S —

3.10.6 Social functioning
Gourgou-Bourgade 2013 23 163 40 157 0.55[0.35, 0.88] —

3.10.7 Fatigue
Gourgou-Bourgade 2013 36 163 49 157 0.71[0.49, 1.02] 1 [

3.10.8 Nausea/vomiting

Gourgou-Bourgade 2013 19 163 30 157 0.61[0.36, 1.04] 1 [
3.10.9 Pain
Gourgou-Bourgade 2013 12 163 22 157 0.53[0.27, 1.03] 1 [

3.10.10 Dyspnea
Gourgou-Bourgade 2013 32 163 38 157 0.81[0.54, 1.23] 1

3.10.11 Insomnia

Gourgou-Bourgade 2013 20 163 15 157 1.28 [0.68, 2.42] t

3.10.12 Loss of appetite
Gourgou-Bourgade 2013 24 163 28 157 0.83[0.50, 1.36] L

3.10.13 Constipation
Gourgou-Bourgade 2013 18 163 21 157 0.83[0.46, 1.49] 1

3.10.14 Diarrhea
Gourgou-Bourgade 2013 37 163 32 157 1.11[0.73, 1.69] t

3.10.15 Financial difficulties
Gourgou-Bourgade 2013 22 163 8 157 2.65[1.22,5.77] 1
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H.17.2.21 In adults with locally advanced or metastatic pancreatic cancer

2 Figure 468: Overall response rate

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C1

1.1.2 5-FU single-agent

Burris 1997 o 63 3 63 1000%  0.14[0.01,271] ii
Subtotal (95% C1) 63 63 100.0%  0.14[0.01,2.71] —

Total events. o 3
Heterogeneity: Not applicable.
Test for overall effect: Z = 1.30 (P = 0.19)

1.1.3 5.1 single-agent

Ueno 2013 52 248 32 241 1000%  158(1.06,2.36]
Subtotal (95% CI) 248 241 100.0%  1.58[1.06,2.36]
Total events. 52 32

Heterogeneity: Not applicable

Test for overall effect

2.22 (P =0.03)

1.1.4 Gemcitabine + 5-FU
Bertin 2002 M 16 o 162 to00% 1260083291 i
Subtotal (95% CI) 160 162 100.0%  1.24[0.53,2.91]

Total events. 1 °
Heterogeneity: Not applicable

Test for overall effect: Z = 0.49 (P = 0.62)

1.1.6 Gemcitabine + Axitinib
Kindler 2011 12 305 4 308 1000%  3.03[0.99,9.29] i
Subtotal (95% C1) 305 308 100.0%  3.03[0.99,9.29]

Total events. 12 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.94 (P = 0.05)

1.1.8 Gemcitabine + Bevacizumab

Kindler 2010 39 302 30 300 100.0%  1.29[0.82,202]
Subtotal (95% CI) 302 300 100.0%  1.29[0.82,2.02]
Total events. 39 30

Heterogeneity: Not applicable
Test for overall effect: Z = 1.12 (P = 0.26)

1.1.9 Gemcitabine + Capecitabine

Cunningham 2009 51 267 33 266 54.1%  1.54(1.08,2.31) -
Herrmann 2007 15 150 12 153 19.4% 1.27 (0.62, 2.63] I
Lee 2017 38 108 16 106 26.4%  2.33[1.39,392] -
Subtotal (95% CI) 525 525 100.0%  1.70[1.27,2.27] L 4
Total events 104 61

Heterogeneity: Chi* = 2.26, df = 2 (P = 0.32); I = 1%
Test for overall effect: Z = 3.58 (P = 0.0003)

1.1.10 Gemcitabine + Cetuximab

Philip 2010 28 329 23 331 1000%  122(0.72,208]
Subtotal (95% C1) 329 331 100.0% 1.220.72, 2.08]

Total events. 28 23
Heterogeneity: Not applicable
Test for overall effect: Z = 0.75 (P = 0.45)

1.1.11 Gemcitabine + Cisplatin

Heinemann 2008 T 9 8 o7 1000% 1240051300 i
Subtotal (95% C1) 98 97 100.0%  1.24[0.51,3.00]

Total events. 10 B
Heterogeneity: Not applicable

Test for overall effect: Z = 0.47 (P = 0.64)

1.1.12 Gemcitabine + Cisplatin + Epirubicin + 5-fluorouracil
Reni 2005 20 52 4 a7 to00%  as2lier 1227 i
Subtotal (95% C1) 52 47 100.0%  4.52[1.67,12.27)

Total events. 20 4
Heterogeneity: Not applicable

Test for overall effect: Z = 2.96 (P = 0.003)

1.1.15 Gemcital

© + Exatecan

Abou-Alfa 2006 12 175 9 174 1000%  1.33[0.57,3.07]
Subtotal (95% C1) 175 174 100.0%  1.33[0.57,3.07]
Total events. 12 °

Heterogeneity: Not applicable.

Test for overall effect: Z = 0.66 (P = 0.51)

1.1.17 Gemcitabine + Irinotecan

Rocha Lima 2004 20 180 o 180 se2% 3220157661 ——
Stathopoulos 2006 9 0 7 70 418%  1500059,379] Tt
Subtotal (95% CI) 240 250 100.0%  2.50[1.43,4.39] -
Total events a8 16

Heterogeneity: Chi*
Test for overall effect:

65, df =1 (P = 0.20); I = 39%
3.20 (P =0.001)

1.1.18 Gemcitabine + Marimastat
Bramhall 2002 11 120 14 119 1000%  0.78[0.37,1.65] i
Subtotal (95% CI) 120 119 100.0%  0.78[0.37, 1.65]

Total events. 1 14
Heterogeneity: Not applicable.

Test for overall effect: Z = 0.65 (P = 0.51)

1.1.20 Gemcitabine + Oxaliplatin

Louvet 2005 a2 157 27 156 100.0%  155(1.01,2.38]
Subtotal (95% CI) 157 156 100.0% 1.5 [1.01, 2.38]

Total events. a2 27
Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)

1.1.21 Gemcitabine + Pemetrexed

Oettle 2005 a2 283 20 282 100.0%  2.09(1.26,347] !
Subtotal (95% CI) 283 282 100.0%  2.09 [1.26,3.47]
Total events. a2 20

Heterogeneity: Not applicable
Test for overall effect: Z = 2.86 (P = 0.004)

1.1.22 Gemcitabine + Sorafenib

Gongalves 2012 6 48 12 52 100.0% 0.54 [0.22, 1.33] I~

‘Subtotal (95% CI) 48 52 100.0% 0.54 [0.22, 1.33] =~

oo ooty 2 54 ¢ 015

T o oo ot 2 175 ¢ - 020

Sudo 2014 11 51 3 50 8.6% 3.59(1.07,12.12] Y
‘Subtotal (95% CI) 293 291 2.33[1.62, 3.34]

Heterogeneity: Chi* = 0.56, df = 1 (P = 0.45); I = 0%
Test for overall effect: Z = 4.60 (P < 0.00001)
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1 Figure 469: Progression-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio] __ SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.3 -1 single-agent

Ueno 2013 0.0862 0.0977 100.0%  1.09[0.90, 1.32]

Subtotal (95% CI) 100.0%  1.09 [0.90, 1.32]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.8 (P = 0.38)

1.2.4 Gemcitabine + 5-FU
Berlin 2002 0261 0.112 100.0% 0.7 [0.62, 0.96] i
Subtotal (95% CI) 100.0% 0.7 [0.62, 0.96]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.33 (P = 0.02)

1.2.6 Gemcitabine + Axitinib

Kindler 2011 001 043 1000% 1.01[0.78,1.30] i
Subtotal (95% CI) 100.0%  1.01[0.78, 1.30]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.08 (P = 0.94)

1.2.8 Gemcitabine + Bevacizumab,

Kindler 2010 -0.04 0.09 100.0% 0.96[0.81,1.15]
Subtotal (95% CI) 100.0% 0.96 [0.81, 1.15]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.4 (P = 0.66)

1.2.9 Gemcitabine + Capecitabine

Herrmann 2007 -0.371 0.164 12.6% 0.69[0.50, 0.95] T
Cunningham 2009 -0.248 0.087 44.9% 0.78[0.66, 0.93] L]
Lee 2017 -0.1393 0.0895 424% 0.87[0.73, 1.04] i

Subtotal (95% CI) 100.0%  0.80 [0.72, 0.90]
Heterogeneity: Chi? = 1.76, df = 2 (P = 0.41); 1= 0%
Test for overall effect: Z = 3.73 (P = 0.0002)

1.2.10 Gemcitabine + Cetuximab
Philip 2010 0.0677 0.0715 100.0%  1.07[0.93, 1.23]
Subtotal (95% CI) 100.0%  1.07[0.93, 1.23]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.95 (P = 0.34)

1.2.11 Gemcitabine + Cisplatin

Heinemann 2006 0371 0.164 100.0%  0.69 [0.50, 0.95]
Subtotal (95% CI) 100.0%  0.69 [0.50, 0.95]
Heterogeneity: Not applicable

Test for overall effect: Z = 2.26 (P = 0.02)

>
12412 itabine + Cisplatin + Epirubicin + 5 i
Reni 2005 0673 0.219 100.0%  0.51[0.33, 0.78] i
Subtotal (95% CI) 100.0%  0.51[0.33, 0.78]
Heterogeneity: Not applicable
Test for overall effect: Z = 3.07 (P = 0.002)

1.2.14 Gemcitabine + Erlotinib

Moore 2007 -026  0.09 100.0% 0.77[0.65, 0.92]
Subtotal (95% ClI) 100.0% 0.77 [0.65, 0.92]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.89 (P = 0.004)

1.2.17 Gemcitabine + Irinotecan

Rocha Lima 2004 -0.017 0.122 100.0% 0.98[0.77, 1.25]
Subtotal (95% CI) 100.0% 0.98 [0.77, 1.25]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.14 (P = 0.89)

1.2.18 Gemcitabine + Marimastat

Bramhall 2002 -0.05129 0.133 100.0% 0.95[0.73, 1.23]
Subtotal (95% CI) 100.0% 0.95[0.73, 1.23]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.39 (P = 0.70)

1.2.20 Gemcitabine + Oxaliplatin

Louvet 2005 0252 04139 300% 0.78(059,1.02] —
Poplin 2006 (2009) 0451 0091 700% 0.86(0.72,1.03] —
Subtotal (95% CI) 100.0%  0.83[0.72, 0.97] S

Heterogeneity: Chi* = 0.37, df = 1 (P = 0.54); I = 0%
Test for overall effect: Z = 2.38 (P = 0.02)

1.2.22 Gemcitabine + Sorafenib
Gongalves 2012 00392 0202 100.0% 1.04[0.70, 1.55] i
Subtotal (95% CI) 100.0%  1.04[0.70, 1.55]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.19 (P = 0.85)

1.2.23 Gemcitabine + Tipifarnib

Van-Cutsem 2004 0.0296 0.0861 100.0% 1.03[0.87, 1.22]
Subtotal (95% CI) 100.0% 1.03 [0.87, 1.22]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)

1.2.24 Gemcitabine + S-1

Sudo 2014 04332 0.1024 50.0%  0.65[0.53,0.79] —&—
Ueno 2013 -0.4155 0.1024 50.0%  0.66 [0.54, 0.81] —i—
Subtotal (95% CI) 100.0%  0.65[0.57, 0.75] L 2

Heterogeneity: Chi = 0.01, df = 1 (P = 0.90); I = 0%
Test for overall effect: Z = 5.86 (P < 0.00001)
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1 Figure 470: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI

1.3.2 5-FU single-agent
Burris 1997 0.56 0.19 100.0% 1.75[1.21, 2.54] i
Subtotal (95% Cl) 100.0% 1.75[1.21, 2.54]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.95 (P = 0.003)

1.3.3 S-1 single-agent

Ueno 2013 -0.0408 0.1539 100.0% 0.96 [0.71, 1.30]
Subtotal (95% CI) 100.0% 0.96 [0.71, 1.30]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.79)

1.3.8 Gemcitabine + Bevacizumab

Kindler 2010 -0.04  0.09 100.0% 0.96[0.81, 1.15]
Subtotal (95% Cl) 100.0% 0.96 [0.81, 1.15]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)
1.3.13 Gemcitabine + Elpamotide

Yamaue 2015 -0.1393 0.2971 100.0%  0.87 [0.49, 1.56]
Subtotal (95% Cl) 100.0% 0.87 [0.49, 1.56]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

1.3.19 Gemcitabine + Masitinib

Deplanque 2015 -0.1165 0.1225 100.0% 0.89[0.70, 1.13]
Subtotal (95% Cl) 100.0% 0.89[0.70, 1.13]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)

1.3.24 Gemcitabine + S-1

Sudo 2014 20.07 021 214% 0.93[0.62, 1.41] —
Ueno 2013 01278 0.1095 78.6% 0.88[0.71, 1.09] i
Subtotal (95% CI) 100.0%  0.89 [0.74, 1.08] > 3

Heterogeneity: Chi? = 0.06, df =1 (P =0.81); I?=0%
Test for overall effect: Z=1.19 (P = 0.23)

1 1 1 1
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Figure 471: Grade 3/4 toxicities - Nausea/Vomiting

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.4.2 5-FU single-agent

Burris 1997 3 63 8 63 100.0%  0.38(0.10,1.35] —
Subtotal (95% CI) 63 63 100.0%  0.38[0.10,1.35] —
Total events 3 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.50 (P = 0.13)

1.4.3 541 single-agent
Ueno 2013 9 212 7273 1000%  129[049,342) i
Subtotal (95% CI) 2 273 1000%  1.29[0.49,3.42]

Total events 9 7
Heterogeneity: Not applicable

Test for overall effect: Z = 0.51 (P = 0.61)

1.4.4 Gemcitabine + 5-FU

Berlin 2002 15 158 19 158 100.0%  0.79[0.42,150]
Subtotal (95% CI) 158 158 100.0%  0.79[0.42, 1.50]
Total events 15 19

Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

1.4.6 Gemcitabine + Axitinib
Kindler 2011 25 305 18 308 1000%  1.40[0.78,252) *t
Subtotal (95% CI) 305 308 100.0%  1.40 (078, 2.52] -

Total events 25 18
Heterogeneity: Not applicable

Test for overall effect: Z = 1.13 (P = 0.26)

1.4.9 Gemcitabine + Capecitabine

Cunningham 2009 32 251 29 247 64.4% 1.09[0.68, 1.74] 4|l7

Herrmann 2007 18 159 13 156  28.9% 1.36[0.69, 2.68] T

Lee 2017 5 103 3101 67%  1.63(0.40,666] -
Subtotal (95% CI) 513 504 100.0% 1.20 [0.83, 1.74] ’

Total events 55 45

Heterogeneity: Chi* = 0.49, df = 2 (P = 0.78); I = 0%
Test for overall effect: Z = 0.97 (P = 0.33)

1.4.10 Gemcitabine + Cetuximab
Philip 2010 33 361 19 355 1000%  1.71[099,2.95]
Subtotal (95% CI) 361 355 100.0%  1.71[0.99,2.95]
Total events 33 19
Heterogeneity: Not applicable

Test for overall effect: Z = 1.92 (P = 0.05)

1.411 Gemcitabine + Cisplatin

1000% 363 ([1.54,8.56]
100.0%  3.63[1.54,8.56]

Heinemann 2006 22 9% 6 97
Subtotal (95% CI) 98 97
Total events 22 6

Heterogeneity: Not applicable
Test for overall effect: Z = 2.94 (P = 0.003)

1.4.13 Gemcitabine + Elpamotide

Yamaue 2015 2 100 2 53 100.0%  0.53(0.08, 366]
Subtotal (95% CI) 100 53 100.0%  0.53[0.08,3.66]
Total events 2 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

1.4.15 Gemcitabine + Exatecan

Abou-Alfa 2006 15 168 9 157 100.0%  1.56(0.70,3.46] |
Subtotal (95% CI) 168 157 100.0%  1.56 [0.70, 3.46] -
Total events 15 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (

1.417 Gemcitabine + Irinotecan

Rocha Lima 2004 53 173 31 169 919%  167[1.13,246] B o
Stathopoulos 2006 2 60 370 81%  078[0.13,4.50] - ]
Subtotal (95% CI) 233 239 1000%  1.60[1.09,2.33] L 4
Total events 55 34

Heterogeneity: Chi* = 0.70, df = 1 (P = 0.40); I = 0%
Test for overall effect: Z = 2.42 (P = 0.02)

1.4.18 Gemcitabine + Marimastat
Bramhall 2002 13 120 26 119 1000%  0.50[0.27,0.92]
Subtotal (95% CI) 120 119 100.0%  0.50 [0.27,0.92]

Total events 13 26
Heterogeneity: Not applicable
Test for overall effect: Z = 2.23 (P = 0.03)

1.4.20 Gemcitabine + Oxaliplatin

Louvet 2005 30 157 8 156 30.9%  3.73[1.76,7.87] b
Poplin 2006 (2009) 22 263 18 264 69.1%  2.34[1.39,3.96] ]
Subtotal (95% CI) 420 420 1000%  2.77[1.81,4.25] 2
Total events 72 2

Heterogeneity: Chi* = 1.00, df = 1 (P = 0.32); I = 0%
Test for overall effect: Z = 4.67 (P < 0.00001)

1.4.21 Gemcitabine + Pemetrexed
Oettle 2005 18 273 18 273 100.0%  1.00[0.53,1.88] i
Subtotal (95% CI) 273 273 1000% 1.0 [0.53, 1.88]

Total events 18 18
Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

1.4.23 Gemcitabine + Tipifarnib

Eckhardt 2009 16 124 26 118 318%  0.59[0.33,103] —
Van-Cutsem 2004 46 331 58 342 682%  082[057,1.17] i
Subtotal (95% CI) 455 460 100.0%  0.75[0.55,1.01] L
Total events 62 84

Heterogeneity: Chi* = 0.96, df = 1 (P = 0.33); I = 0%
Test for overall effect: Z = 1.92 (P = 0.06)

1.4.24 Gemcitabine + S-1

Sudo 2014 6 50 3 46 311%  184[0.49,6.93] -
Ueno 2013 2 267 7 273 689%  351[1.54,800] i
Subtotal (95% CI) 37 319 1000% 2.9 [1.49,5.99] -

Total events

Heterogeneity: Chi* = 0.66, d
Test for overall effect: Z = 3.08 (P = 0.002)
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1 Figure 472: Grade 3/4 toxicities — Diarrhoea

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.5.2 5-FU single-agent
Burris 1997 3 63 1 63 100.0%  3.00[0.32, 28.07] I
Subtotal (95% CI) 63 63 100.0% 3.0 [0.32, 28.07] D
Total events 3 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)

1.5.3 S-1 single-agent
Ueno 2013 15 272 3 273 1000%  5.02[1.47,17.14]
Subtotal (95% CI) 272 273 100.0%  5.02[1.47,17.14]
Total events 15 3

Heterogeneity: Not applicable
Test for overall effect: Z = 2.57 (P = 0.01)

1.5.4 Gemcitabine + 5-FU
Berlin 2002 10 158 4 158 100.0% 2.50 [0.80, 7.80] 7
Subtotal (95% Cl) 158 158 100.0% 2.50 [0.80, 7.80] 1
Total events 10 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.58 (P = 0.11)

1.5.6 Gemcitabine + Axitinib
Kindler 2011 4 305 5 308 100.0% 0.81[0.22, 2.98] i
Subtotal (95% C1) 305 308 100.0%  0.81[0.22, 2.98]

Total events 4 5
Heterogeneity: Not applicable

Test for overall effect: Z = 0.32 (P = 0.75)

1.5.9 Gemcitabine + Capecitabine

Cunningham 2009 12 251 11 247 75.8% 1.07 [0.48, 2.39]
Herrmann 2007 8 159 3 156 20.7% 2.62[0.71, 9.68]
Lee 2017 2 103 o 101 3.5% 4.90[0.24, 100.89]
Subtotal (95% Cl) 513 504 100.0% 1.53 [0.80, 2.91]
Total events 22 14

Heterogeneity: Chi* = 1.97, df = 2 (P = 0.37); I* = 0%

Test for overall effect: Z = 1.28 (P = 0.20)

1.5.10 Gemcitabine + Cetuximab
Philip 2010 10 361 9 355 100.0% 1.09 [0.45, 2.66]
Subtotal (95% Cl) 361 355 100.0% 1.09 [0.45, 2.66]
Total events 10 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.20 (P = 0.85)

1.5.11 Gemcitabine + Cisplatin
Heinemann 2006 3 98 5 97 100.0% 0.59[0.15, 2.42] .
Subtotal (95% CI) 98 97 100.0%  0.59 [0.15, 2.42]

Total events 3 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.73 (P = 0.47)

1.5.14 Gemcitabine + Erlotinib
Moore 2007 6 282 2 280 100.0%  2.98[0.61, 14.63] ]
Subtotal (95% Cl) 282 280 100.0%  2.98 [0.61, 14.63] —
Total events 6 2

Heterogeneity: Not applicable
34 (P =0.18)

Test for overall effect: Z
1.5.15 Gemcitabine + Exatecan
Abou-Alfa 2006 2 168 1 157 100.0%  1.87[0.17, 20.41]
Subtotal (95% Cl) 168 157 100.0%  1.87 [0.17, 20.41]

Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)

1.5.17 Gemcitabine + Irinotecan
Rocha Lima 2004 32 173 3 169 622% 10.42([3.25, 33.38] ——
Stathopoulos 2006 2 60 2 70 37.8%  1.17[0.17,8.03] -—

Subtotal (95% CI) 233 239 100.0%  6.92[2.71,17.67] g
Total events 34 5

Heterogeneity: Chi? = 3.75, df = 1 (P = 0.05); I = 73%

Test for overall effect: Z = 4.04 (P < 0.0001)

1.5.20 Gemcitabine + Oxaliplatin

Louvet 2005 ° 157 2 156 201%  4.47[0.98, 20.36] e —
Poplin 2006 (2009) 16 263 8 264 79.9%  2.01[0.87,4.61] ——

Subtotal (95% CI) a20 420 100.0%  2.50[1.22,5.15] -

Total events 25 10

Heterogeneity: Chi* = 0.83, df = 1 (P = 0.36); I* = 0%

Test for overall effect: Z = 2.49 (P = 0.01)

1.5.21 Gemcitabine + Pemetrexed

Oettle 2005 8 273 2 273 100.0%  4.00[0.86, 18.67] ’i
Subtotal (95% CI) 273 273 100.0%  4.00 [0.86, 18.67] N

Total events 8 2

Heterogeneity: Not applicable
Test for overall effect: Z = 1.76 (P = 0.08)

1.5.22 Gemcitabine + Sorafenib

Gongalves 2012 2 50 3 52 100.0% 0.69[0.12, 3.98] i
Subtotal (95% CI) 50 52 100.0%  0.69 [0.12, 3.98]

Total events 2 3

Heterogeneity: Not applicable

Test for overall effect: Z = 0.41 (P = 0.68)

1.5.23 Gemcitabine + Tipifarnib

Eckhardt 2009 o 124 o 118 Not estimable

Van-Cutsem 2004 13 331 10 342 100.0% 1.34[0.60, 3.02] t
Subtotal (95% CI) 455 460 100.0%  1.34[0.60, 3.02]

Total events 13 10

Heterogeneity: Not applicable

Test for overall effect: Z = 0.71 (P = 0.48)

1.5.24 Gemcitabine + S-1

Sudo 2014 1 50 2 46 41.3% 0.46 [0.04, 4.91] E—

Ueno 2013 12 267 3 273 587%  4.09[1.17,14.33] —
Subtotal (95% CI) 317 319 100.0%  2.59 [0.94,7.14] g
Total events 13 5

Heterogeneity: Chi® = 2.56, df = 1 (P = 0.11); I = 61%
Test for overall effect: Z = 1.84 (P = 0.07)
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1 Figure 473: Grade 3/4: Fatigue

Exp. chemotherapy =~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.3 S-1 single-agent
Ueno 2013 18 272 10 273 100.0% 1.81[0.85, 3.84] 7t
Subtotal (95% Cl) 272 273 100.0% 1.81[0.85, 3.84] b
Total events 18 10

Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

1.6.6 Gemcitabine + Axitinib
Kindler 2011 27 305 21 308 100.0% 1.30[0.75, 2.25] 1
Subtotal (95% Cl) 305 308 100.0% 1.30 [0.75, 2.25]

Total events 27 21
Heterogeneity: Not applicable

Test for overall effect: Z = 0.93 (P = 0.35)

1.6.10 Gemcitabine + Cetuximab

Philip 2010 72 361 64 355 100.0% 1.11[0.82, 1.50]
Subtotal (95% Cl) 361 355 100.0% 1.11[0.82, 1.50]
Total events 72 64

Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.51)

1.6.14 Gemcitabine + Erlotinib

Moore 2007 15 282 15 280 100.0% 0.99 [0.49, 1.99]
Subtotal (95% Cl) 282 280 100.0% 0.99 [0.49, 1.99]
Total events 15 15

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)

1.6.15 Gemcitabine + Exatecan

Abou-Alfa 2006 14 168 5 157 100.0% 2.62[0.96, 7.10]
Subtotal (95% CI) 168 157 100.0% 2.62[0.96, 7.10]
Total events 14 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.89 (P = 0.06)

1.6.17 Gemcitabine + Irinotecan

Rocha Lima 2004 29 173 26 169 100.0% 1.09[0.67, 1.77]
Subtotal (95% Cl) 173 169 100.0% 1.09 [0.67, 1.77]
Total events 29 26

Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.73)

1.6.18 Gemcitabine + Marimastat
Bramhall 2002 14 120 7 119 100.0% 1.98[0.83, 4.74] At
Subtotal (95% Cl) 120 119 100.0% 1.98 [0.83, 4.74] -

Total events 14 7
Heterogeneity: Not applicable

Test for overall effect: Z = 1.54 (P = 0.12)

1.6.20 Gemcitabine + Oxaliplatin

Poplin 2006 (2009) 45 263 50 264 100.0% 0.90 [0.63, 1.30]
Subtotal (95% Cl) 263 264 100.0% 0.90 [0.63, 1.30]
Total events 45 50

Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.59)

1.6.21 Gemcitabine + Pemetrexed
Oettle 2005 41 273 18 273 100.0% 2.28[1.34, 3.86] 1
Subtotal (95% Cl) 273 273 100.0% 2.28 [1.34, 3.86]

Total events 4“1 18
Heterogeneity: Not applicable

Test for overall effect: Z = 3.05 (P = 0.002)

1.6.23 Gemcitabine + Tipifarnib

Eckhardt 2009 19 124 19 118  32.0% 0.95[0.58, 1.71] ——

Van-Cutsem 2004 36 331 42 342 68.0% 0.89[0.58, 1.35] t

Subtotal (95% Cl) 455 460 100.0% 0.91[0.65, 1.27]

Total events 55 61

Heterogeneity: Chi2 = 0.04, df = 1 (P = 0.84); I = 0%

Test for overall effect: Z = 0.56 (P = 0.57)

1.6.24 Gemcitabine + S-1

Sudo 2014 0 50 1 46 13.6% 0.31[0.01, 7.36]

Ueno 2013 13 267 10 273  86.4% 1.33[0.59, 2.98] i

Subtotal (95% Cl) 317 319 100.0% 1.19 [0.55, 2.57]

Total events 13 "

Heterogeneity: Chiz = 0.77, df = 1 (P = 0.38); I = 0%

Test for overall effect: Z = 0.44 (P = 0.66)
t t t t
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Figure 474: Grade 3/4: Neutropenia

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.2 5FU single-agent

Burris 1997 3 63 16 63 100.0% 0.190.06, 0.61] i
Subtotal (95% CI) 63 63 100.0%  0.19[0.06, 0.61]

Total events 3 16

Heterogeneity: Not applicable

Test for overall effect: Z = 2.7 (P = 0.006)

1.7.3 51 single-agent

Ueno 2013 24 272 112 273 100.0% 0.220.14, 0.32] i

Subtotal (95% CI) 2 273 1000%  0.22[0.14,032]

Total events 24 12

Heterogeneity: Not applicable

Test for overall effect: Z = 7.39 (P < 0.00001)

1.7.6 Gemcitabine + Axitinib

Kindler 2011 0 305 1308 1000%  0.34[0.01,8.23] i
Subtotal (95% CI) 305 308 100.0%  0.34[0.01,8.23]

Total events 0 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

1.7.8 Gemitabine + Bevacizumab

Kindler 2010 33 277 29 263 100.0%  1.08[0.68,1.73] 1
Subtotal (95% CI) 2717 263 100.0% 1.08 [0.68, 1.73]

Total events 33 29

Heterogeneity: Not applicable

Test for overall effect: Z = 0.32 (P = 0.75)

1.7.9 Gemcitabine + Capecitabine

Lee 2017 18 103 12 101 125%  147(0.75,289] T
Herrmann 2007 36 159 30 156 313%  1.18(0.76,1.81] -
Cunningham 2009 87 251 54 247 562%  159[1.19,2.12] &+
Subtotal (95% CI) 513 504 100.0% 1.44[1.15,1.81] ’
Total events 141 %

Heterogeneity: Chiz = 1.26, df = 2 (P = 0.53); = 0%

Test for overall effect: Z = 3.7 (P = 0.002)

1.7.10 Gemitabine + Cetuximab

Phiip 2010 8 361 85 355 100.0%  097(0.75,1.26]

Subtotal (95% CI) 361 355 100.0%  0.97[0.75,1.26]

Total events 8 85

Heterogeneity: Not applicable

Test for overall effect: Z = 0.21 (P = 0.83)

1.7.13 Gemcitabine + Elpamotide

‘Yamaue 2015 48 100 30 53 100.0% 0.85[0.62, 1.16]

Subtotal (95% CI) 100 53 100.0%  0.85[0.62,1.16]

Total events 48 30

Heterogeneity: Not applicable

Test for overall effect: Z = 1.04 (P = 0.30)

1.7.15 Gemcitabine + Exatecan

Abou-Alfa 2006 51 168 23 157 100.0% 207[1.33,3.22] t
Subtotal (95% CI) 168 157 100.0%  2.07[1.33,3.22]

Total events 51 23

Heterogeneity: Not applicable

Test for overall effect: Z = 3.23 (P = 0.001)

1.7.47 Gemcitabine + Irinotecan

Stathopoulos 2006 16 60 1170 1000%  170[085,337] ’t
Subtotal (95% CI) 60 70 100.0%  1.70[0.85,3.37] 1
Total events 16 1

Heterogeneity: Not applicable

Test for overall effect: Z = 1.51 (P = 0.13)

1.7.20 Gemcitabine + Oxaliplatin

Louvet 2005 44 157 31 156 264%  141(0.94,2.11] ™
Poplin 2006 (2009) 58 23 87 264 736%  0.67[0.50,0.89] L 3
Subtotal (95% CI) 420 420 100.0%  0.86 [0.69, 1.09] ¢
Total events 102 118

Heterogeneity: Chi’ = 8.78, df = 1 (P = 0.003); I = 89%

Test for overall effect: Z = 1.24 (P = 0.21)

1.7.21 Gemcitabine + Pemetrexed

Oettle 2005 123 273 35 273 1000%  351(251,4.92) !
Subtotal (95% CI) 273 273 100.0% 3.51[2.51,4.92]

Total events 123 35

Heterogeneity: Not applicable

Test for overall effect: Z = 7.33 (P < 0.00001)

1.7.22 Gemcitabine + Sorafenib

Gongalves 2012 13 50 15 52 100.0%  0.90[0.48,1.70] 1
Subtotal (95% CI) 50 52 100.0%  0.90[0.48,1.70]

Total events 13 15

Heterogeneity: Not applicable

Test for overall effect: Z = 0.32 (P = 0.75)

1.7.23 Gemcitabine + Tipifarnib

Eckhardt 2009 55 124 47 118 324%  1.11(0.83,150]

Van-Cutsem 2004 132 331 102 342 67.6%  1.34[1.08,1.65]

Subtotal (95% CI) 455 460 100.0%  1.26[1.07,1.50]

Total events 187 149

Heterogeneity: Chiz = 0.98, df = 1 (P = 0.32); I = 0%

Test for overall effect: Z = 2.69 (P = 0.007)

1.7.24 Gemcitabine + S-1

Sudo 2014 22 50 9 46 7.8% 225[1.16,4.37] _
Ueno 2013 166 267 112 273 922% 1.52(1.28, 1.80] !
Subtotal (95% CI) 317 319 1000%  1.57[1.33,1.86]

Total events 188 121
Heterogeneity: Chi* = 1.30, df = 1 (P = 0.25); I = 23%
Test for overall effect: Z = 5.34 (P < 0.00001)

t t t
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1 Figure 475: Grade 3/4: Thrombocytopenia

Exp. chemotherapy ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.4 Gemcitabine + 5-FU
Berlin 2002 30 158 17 162 100.0% 1.81[1.04,3.15] t
Subtotal (95% CI) 158 162 100.0%  1.81[1.04,3.15]
Total events 30 17

Heterogeneity: Not applicable
Test for overall effect: Z = 2.10 (P = 0.04)

1.8.6 Gemcitabine + Axitinib
Kindler 2011 0 305 1 308 100.0% 0.34[0.01, 8.23]
Subtotal (95% Cl) 305 308 100.0%  0.34[0.01,8.23]

Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

1.8.8 Gemcitabine + Bevacizumab
Kindler 2010 12 277 12 263 100.0%  0.95[0.43,2.08] i
Subtotal (95% CI) 277 263 100.0%  0.95[0.43,2.08]

Total events 12 12
Heterogeneity: Not applicable

Test for overall effect: Z = 0.13 (P = 0.90)

1.8.9 Gemcitabine + Capecitabine

Cunningham 2009 28 251 14 247 451%  1.97[1.06,3.65] —
Herrmann 2007 7 159 12 156 38.7%  0.57[0.23,1.42] — &

Lee 2017 1 103 5 101 161%  0.20[0.02, 1.65] -
Subtotal (95% CI) 513 504 100.0%  1.14[0.72,1.82] -
Total events 36 31

Heterogeneity: Chi* = 7.86, df = 2 (P = 0.02); I* = 75%
Test for overall effect: Z = 0.56 (P = 0.58)

1.8.11 Gemcitabine + Cisplatin
Heinemann 2006 4 98 10 97 100.0% 0.40[0.13, 1.22] i’
Subtotal (95% Cl) 98 97 100.0%  0.40[0.13,1.22] -
Total events 4 10
Heterogeneity: Not applicable

Test for overall effect: Z = 1.61 (P = 0.11)

1.8.13 Gemcitabine + Elpamotide

‘Yamaue 2015 15 100 8 53 100.0% 0.99 [0.45, 2.19]
Subtotal (95% CI) 100 53 100.0% 0.9 [0.45,2.19]
Total events 15 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.99)

1.8.15 Gemcitabine + Exatecan

Abou-Alfa 2006 26 168 7 157 100.0% 3.47 [1.55, 7.77]
Subtotal (95% CI) 168 157 100.0%  3.47 [1.55,7.77]
Total events 26 7

Heterogeneity: Not applicable
Test for overall effect: Z = 3.03 (P = 0.002)

1.8.17 Gemcitabine + Irinotecan

Stathopoulos 2006 3 60 o 70 100.0% 8.15[0.43, 154.64]
Subtotal (95% Cl) 60 70 100.0% 8.15[0.43, 154.64] —

Total events 3 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

1.8.20 Gemcitabine + Oxaliplatin
Louvet 2005 22 157 5 156 100.0% 4.37 [1.70, 11.25] i
Subtotal (95% CI) 157 156 100.0% 4.37 [1.70, 11.25]

Total events 22 5
Heterogeneity: Not applicable

Test for overall effect: Z = 3.06 (P = 0.002)

1.8.21 Gemcitabine + Pemetrexed

Oettle 2005 49 273 17 273 100.0% 2.88[1.70, 4.88]
Subtotal (95% Cl) 273 273 100.0%  2.88[1.70, 4.88]
Total events 49 17

Heterogeneity: Not applicable

Test for overall effect: Z = 3.95 (P < 0.0001)

1.8.22 Gemcitabine + Sorafenib
Gongalves 2012 3 50 6 52 1000%  052[0.14,1.97] -
Subtotal (95% CI) 50 52 100.0%  0.52[0.14,1.97] —
Total events 3 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)

1.8.23 Gemcitabine + Tipifarnib

Eckhardt 2009 25 124 21 118 34.8% 1.13[0.67,1.91] =
Van-Cutsem 2004 50 331 41 342 652% 1.26 [0.86, 1.85]

Subtotal (95% Cl) 455 460 100.0%  1.22[0.89, 1.66]

Total events 75 62

Heterogeneity: Chi = 0.10, df = 1 (P = 0.75); I
Test for overall effect: Z = 1.24 (P = 0.22)

1.8.24 Gemcitabine + S-1

Sudo 2014 13 50 4 46 80.8% 2.99[1.05, 8.52] ]

Ueno 2013 5 267 1273 192%  5.11[0.60, 43.47] -
Subtotal (95% CI) 317 319 100.0%  3.40[1.33,8.70] g
Total events 18 5

Heterogeneity: Chi* = 0.20, df = 1 (P = 0.66); I = 0%
Test for overall effect: Z = 2.55 (P = 0.01)
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1 Figure 476: Grade 3/4: Leucopoenia

Exp. chemotherapy Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.9.3 S-1 single-agent
Ueno 2013 10 272 51 273 100.0% 0.20[0.10, 0.38] i
Subtotal (95% Cl) 272 273 100.0% 0.20 [0.10, 0.38]
Total events 10 51

Heterogeneity: Not applicable
Test for overall effect: Z = 4.85 (P < 0.00001)

1.9.4 Gemcitabine + 5-FU
Berlin 2002 29 158 16 158 100.0% 1.81[1.03, 3.20]
Subtotal (95% CI) 158 158 100.0% 1.81[1.03, 3.20]
Total events 29 16

Heterogeneity: Not applicable
Test for overall effect: Z = 2.05 (P = 0.04)

1.9.6 Gemcitabine + Axitinib

Kindler 2011 0 305 0 308 Not estimable
Subtotal (95% CI) 305 308 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.9.10 Gemcitabine + Cetuximab

Philip 2010 40 361 52 355 100.0% 0.76 [0.51, 1.11]
Subtotal (95% CI) 361 355 100.0% 0.76 [0.51, 1.11]
Total events 40 52

Heterogeneity: Not applicable
Test for overall effect: Z = 1.42 (P = 0.16)

1.9.11 Gemcitabine + Cisplatin

Heinemann 2006 10 98 8 97 100.0% 1.24 [0.51, 3.00]
Subtotal (95% CI) 98 97 100.0% 1.24[0.51, 3.00]
Total events 10 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

1.9.13 Gemcitabine + Elpamotide

Yamaue 2015 31 100 23 53 100.0% 0.71[0.47, 1.09] [
Subtotal (95% Cl) 100 53 100.0% 0.71[0.47, 1.09]
Total events 31 23

Heterogeneity: Not applicable
Test for overall effect: Z=1.55 (P = 0.12)

1.9.20 Gemcitabine + Oxaliplatin

Poplin 2006 (2009) 32 263 42 264 100.0% 0.76 [0.50, 1.17]
Subtotal (95% CI) 263 264 100.0% 0.76 [0.50, 1.17]
Total events 32 42

Heterogeneity: Not applicable
Test for overall effect: Z = 1.23 (P = 0.22)

1.9.24 Gemcitabine + S-1

Sudo 2014 10 50 8 46 24.8% 1.15 [0.50, 2.66] ——
Ueno 2013 101 267 51 273 752% 202151, 2.71] 5 3
Subtotal (95% CI) 317 319 100.0% 1.76 [1.09, 2.84] <o
Total events 111 59

Heterogeneity: Tau? = 0.06; Chi? = 1.56, df = 1 (P = 0.21); I> = 36%
Test for overall effect: Z =2.31 (P = 0.02)

T T
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Figure 477: HRQL*(*mean score difference at 6 months -linear-analogy-self-
assessment [LASA] indicators)

GemCap Gemcitabine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI

1.10.1 Physical well-being

Bernhard 2008 75 37.9473 160 70 50.4381 159 5.00 [-4.80, 14.80]

1.10.2 Mood

Bernhard 2008 71 37.9473 160 65 50.4381 159 6.00 [-3.80, 15.80] ] t

1.10.3 Pain

Bernhard 2008 82 37.9473 160 74 50.4381 159 8.00[-1.80, 17.80] 7

1.10.4 Tiredness

Bernhard 2008 68 37.9473 160 66 50.4381 159 2.00[-7.80, 11.80] t

1.10.5 Functional performance

Bernhard 2008 73 37.9473 160 65 50.4381 159 8.00[-1.80, 17.80] 7

1.10.6 Coping effort

Bernhard 2008 66 37.9473 160 62 50.4381 159 4.00[-5.80, 13.80] t

1.10.7 Treatment burden

Bernhard 2008 71 37.9473 160 67 50.4381 159 4.00 [-5.80, 13.80] 1
1 1 1 1
T T T T

-20 -10 0 10 20

Favours [GemCap]

Favours [Gem]

4 Figure 478: HRQL*(Emotional Well-Being Score at 5, 13, and 17 weeks follow-up)

5

Gemcitabine + Cetuximab

Gemcitabine Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

1.11.1 5 weeks follow-up

Moinpour 2010 6.7 23 262 7 23 278 -0.30[-0.69,0.09] t B

1.11.2 13 weeks follow-up

Moinpour 2010 71 25 157 69 26 183 0.20[-0.34,0.74] t

1.11.3 17 weeks follow-up

Moinpour 2010 7.5 22 130 7 22 158 0.50[-0.01,1.01] 1
1 1 1 1
T T T T
-1 -0.5 0 0.5 1

Favours [Gemcitabine + Cetuximab]

Favours [Gemcitabine]

6 Figure 479: HRQL*(follow-up at 6 treatment cycles-Spitzer 5-ltem Index)

Gemcitabine + cisplatin Gemcitabine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Heinemann 2006 8.1 1.1 98 85 07 97 100.0% -0.40 [-0.66, -0.14]
Total (95% CI) 98 97 100.0% -0.40 [-0.66, -0.14]

Heterogeneity: Not applicable

Test for overall effect: Z = 3.03 (P = 0.002)
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. . * . . . . agen .
1 Figure 480: HRQL*(Number of patients with a clinically significant improvement QLQ-
2 C30 at one cycle)
PEFG Gemcitabine alone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.13.1 Global health status
Reni 2005 1 20 6 21 1.93[0.88, 4.22] B L
1.13.2 Physical functioning
Reni 2005 6 23 2 23 3.00[0.67, 13.34] 1
1.13.3 Role functioning
Reni 2005 5 23 7 22 0.68 [0.25, 1.83] t
1.13.4 Emotional functioning
Reni 2005 9 21 4 22 2.36 [0.85, 6.50] T L
1.13.5 Cognitive functioning
Reni 2005 5 23 5 24 1.04 [0.35, 3.13] t
1.13.6 Social functioning
Reni 2005 7 21 5 17 1.13[0.44, 2.94] t
1.13.7 Fatigue
Reni 2005 9 22 6 24 1.64 [0.70, 3.85] ] 1
1.13.8 Nausea/vomiting
Reni 2005 2 21 1 19 1.81[0.18, 18.39] t
1.13.9 Pain
Reni 2005 14 22 9 22 1.56 [0.86, 2.82] T
1.13.10 Dyspnea
Reni 2005 4 23 3 23 1.33[0.34, 5.30] t
1.13.11 Insomnia
Reni 2005 8 23 8 24 1.04[0.47,2.31] T
1.13.12 Loss of appetite
Reni 2005 6 23 7 24 0.89 [0.35, 2.26] L
1.13.13 Constipation
Reni 2005 7 23 7 23 1.00 [0.42, 2.40]
1.13.14 Diarrhea
Reni 2005 4 21 2 23 2.19[0.45, 10.75] t
1.13.15 Financial difficulties
Reni 2005 2 22 2 21 0.95[0.15, 6.17] 1
1 1 1 1
T T T T
0.05 0.2 1 5 20
3 Favours [Gemcitabine alone]  Favours [PEFG]
4 Figure 481: GEM + erlotinib versus capecitabine + erlotinib - Overall response rate (CR
5 +PR)

Gemcitabine + erlotinib  capecitabine + erlotinib Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.1.1 Capecitabine plus erlotinib

Heinemann 2012 22 143 7 131 100.0% 2.88[1.27,6.52] i
Subtotal (95% CI) 143 131 100.0% 2.88[1.27, 6.52]

Total events 22 7

Heterogeneity: Not applicable
Test for overall effect: Z = 2.54 (P = 0.01)
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1 Figure 482: GEM + erlotinib versus capecitabine + erlotinib - Grade 3/4 toxicities

2

3
4

5

6
7

8

10

Gemcitabine + erlotinib  capecitabine + erlotinib Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.3.1 Leucocytopenia

Heinemann 2012 8 132 0 124 15.98 [0.93, 273.93] t

2.3.2 Thrombocytopenia

Heinemann 2012 11 132 2 124 5.17[1.17,22.85] t

2.3.5 Diarrhoea

Heinemann 2012 7 132 12 124 0.55[0.22, 1.35] —

2.3.6 Nausea/Vomiting

Heinemann 2012 13 132 9 124 1.36 [0.60, 3.06] —t
1 1 1 1
T T T T

0.005 0.1 1 10 200

Favours [Gemcitabine + erlotinib]

Favours [ capecitabine + erlotinib]

Figure 483: GEM + erlotinib versus GEM + erlotinib + bevacizumab - Overall response

rate (CR + PR)

+ erlotinib + + erlotinib Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.1.2 Gemcitabine plus erlotinib plus bevacizumab
Van-Cutsem 2009 40 306 25 301 100.0%  1.57[0.98,2.53] I
Subtotal (95% Cl) 306 301 100.0% 1.57 [0.98, 2.53] T
Total events 40 25

Heterogeneity: Not applicable
Test for overall effect: Z = 1.88 (P = 0.06)

y y

y y

t t
0.5 0.7
Favours [ Gemcitabine + erlotinib ]

t t
1 15 2
Favours [Gemcitabine + erlotinib + bevacizumab]

Figure 484: GEM + erlotinib versus GEM + erlotinib + bevacizumab — Progression-free

survival

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

4.3.1 Gemcitabine plus erlotinib plus bevacizumab

-0.3147 0.0916 100.0%
100.0%

Van-Cutsem 2009
Subtotal (95% CI)

0.73[0.61, 0.87]
0.73 [0.61, 0.87]
Heterogeneity: Not applicable

Test for overall effect: Z = 3.44 (P = 0.0006)

= S

T T
0.5 0.7 1

T
1.5

2
Favours [Gemcitabine + erlotinib + bevacizumab]  Favours [ Gemcitabine + erlotinib ]
9 Figure 485: GEM + erlotinib versus GEM + erlotinib + bevacizumab - Grade 3/4
toxicities
+ erlotinib + + erlotinib Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.2 Thrombocytopenia
Van-Cutsem 2009 23 296 17 287 1.31[0.72, 2.40] t
4.4.3 Neutropenia
Van-Cutsem 2009 49 296 49 287 0.97 [0.68, 1.39]
4.4.4 Diarrhoea
Van-Cutsem 2009 12 296 17 287 0.68 [0.33, 1.41] t
4.4.5 Nausea/Vomiting
Van-Cutsem 2009 27 296 17 287 1.54 [0.86, 2.76] Bl
t t t t
0.2 0.5 1 2 5

11

Favours [Gemcitabine + erlotinib + bevacizumab]
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H.17.31 Gemcitabine versus novel agents in adults with locally advanced or metastatic
2 pancreatic cancer

3 Figure 486: Overall response rate (CR + PR) at 8 weeks of therapy
Novel agents Gemcitabine Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 BAY 12-9566

Moore 2003 1 108 6 115 100.0% 0.18 [0.02, 1.45] [
Subtotal (95% Cl) 108 115 100.0% 0.18 [0.02, 1.45] —

Total events 1 6

Heterogeneity: Not applicable
Test for overall effect: Z=1.61 (P =0.11)

1.1.2ZD9331

Smith 2003 1 30 2 25 100.0% 0.42[0.04, 4.33]
Subtotal (95% CI) 30 25 100.0% 0.42 [0.04, 4.33]
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.73 (P = 0.46)
L 1 1 1
T T T 1
0.01 0.1 1 10 100
Favours [Gemcitabine] Favours [Novel agents]

4 Test for subaroup differences: Chi? = 0.28, df = 1 (P = 0.59), 1> = 0%

5 Figure 487: Progression-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 BAY 12-9566
Moore 2003 -0.6349 0.1273 100.0% 0.53[0.41, 0.68]
Subtotal (95% CI) 100.0% 0.53 [0.41, 0.68]
Heterogeneity: Not applicable
Test for overall effect: Z = 4.99 (P < 0.00001)
1 1 1 1
T T T T
0.5 0.7 1 1.5 2

Favours [Gemcitabine] Favours [Novel agents]

6

7 Figure 488: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 BAY 12-9566

Moore 2003 -0.5551 0.1299 100.0% 0.57 [0.44, 0.74]
Subtotal (95% Cl) 100.0% 0.57 [0.44, 0.74]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.27 (P < 0.0001)

T T
0.5 0.7 1 1.5 2
Favours [Gemcitabine] Favours [Novel agents]
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1 Figure 489: Grade 3/4 toxicities: Nausea

2

4

Novel agents Gemcitabine

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 BAY 12-9566

Moore 2003 1" 138 5 139 100.0% 2.22[0.79, 6.21] At
Subtotal (95% CI) 138 139 100.0% 2.22[0.79, 6.21] -

Total events 1" 5

Heterogeneity: Not applicable

Test for overall effect: Z=1.51 (P = 0.13)

1.4.2ZD9331

Smith 2003 2 30 1 25 100.0% 1.67[0.16, 17.32] I
Subtotal (95% CI) 30 25 100.0% 1.67[0.16,17.32]

Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)

T T 1
0.1 1

0.01 10 100
Favours [Novel agents] Favours [ Gemcitabine]
Test for subaroup differences: Chi? = 0.05, df = 1 (P = 0.83), I?=0%
3 Figure 490: Grade 3/4 toxicities: Vomiting
Novel agents Gemcitabine Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.5.1 BAY 12-9566

Moore 2003 4 138 7 139 100.0% 0.58 [0.17, 1.92]

Subtotal (95% CI) 138 139 100.0% 0.58 [0.17, 1.92]

Total events 4 7

Heterogeneity: Not applicable

Test for overall effect: Z =0.90 (P = 0.37)

1.5.2ZD9331

Smith 2003 2 30 0 25 100.0%  4.19[0.21, 83.50]

Subtotal (95% CI) 30 25 100.0%  4.19[0.21, 83.50]

Total events 2 0

Heterogeneity: Not applicable

Test for overall effect: Z = 0.94 (P = 0.35)
L 1 1 1
T T T 1
0.01 0.1 1 10 100

Favours [Novel agents] Favours [Gemcitabine]
Test for subaroup differences: Chi? = 1.46, df = 1 (P = 0.23), I = 31.3%
5 Figure 491: Grade 3/4 toxicities: Diarrhoea
Novel agents Gemcitabine Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.6.2 BAY 12-9566

Moore 2003 2 138 3 139 100.0% 0.67 [0.11, 3.96]

Subtotal (95% Cl) 138 139 100.0% 0.67 [0.11, 3.96]

Total events 2 3

Heterogeneity: Not applicable

Test for overall effect: Z = 0.44 (P = 0.66)

1.6.3 ZD9331

Smith 2003 2 30 1 25 100.0%  1.67[0.16, 17.32]

Subtotal (95% CI) 30 25 100.0% 1.67[0.16, 17.32]

Total events 2 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.43 (P = 0.67)
L 1 1 1
T T T 1
0.01 0.1 1 10 100

Test for subaroup differences: Chi? = 0.37, df = 1 (P = 0.54), 1= 0%
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1 Figure 492: Grade 3/4 toxicities: Fatigue

Novel agents ~ Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.2ZD9331
Smith 2003 3 30 0 25 100.0% 5.87[0.32, 108.53]
Subtotal (95% CI) 30 25 100.0% 5.87[0.32, 108.53] ‘+
Total events 3 0

Heterogeneity: Not applicable
Test for overall effect: Z=1.19 (P = 0.23)

2

T T
0.001 0.1
Favours [Exp. Gemcitabine + novel agents]

3 Figure 493: Grade 3/4 toxicities: Neutropenia

Novel agents Gemcitabine

Risk Ratio

1

T
10
Favours [Gemcitabine]

Risk Ratio

1
1000

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.8.2 ZD9331

Smith 2003 5 30 1 25 100.0% 4.17 [0.52, 33.37] _t
Subtotal (95% CI) 30 25 100.0% 4.17 [0.52, 33.37] —

Total events 5 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)

T
0.01 0.1

T
1 10

4

Novel agents Favours [Gemcitabine]

5 Figure 494: HRQL (EORTC C-30: Domains) - Mean change from Baseline at 8 weeks
6 follow-up

Novel agent - BAY 12-9566 Gemcitabine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

1.9.1 Physical

Moore 2003 -17 31.7 41 -38 244 70 -13.20[-24.46, -1.94]

1.9.2 Role

Moore 2003 -21.9 38.4 41 -13 3563 70 -20.60 [-34.97, -6.23] t

1.9.3 Emotional

Moore 2003 2.2 19.2 41 4.8 229 70  -7.00[-14.96, 0.96] [

1.9.4 Cognitive

Moore 2003 -11.1 21.6 41 0.7 22 70 -11.80[-20.18, -3.42]

1.9.5 Social

Moore 2003 -15.6 33.6 41 -41 317 70 -11.50[-24.19, 1.19] B

1.9.6 Global

Moore 2003 -11.1 27 41 15 15 70 -12.60 [-20.87, -4.33] L
1 1 1 1
T T T T

-50 -25 0 25 50
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1 Figure 495: HRQL (EORTC C-30: Symptoms) - Mean change From Baseline at 8 weeks
2 follow-up
Novel agent - BAY 12-9566 Gemcitabine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

1.11.1 Fatigue
Moore 2003 131 29 41 0 26.1 70 13.10[2.32, 23.88]

1.11.2 Nausea

Moore 2003 10 22.9 41 33 247 70 6.70[-2.39, 15.79] 1 t
1.11.3 Pain
Moore 2003 7 27.2 41 -71 302 70 14.10[3.17, 25.03]

1.11.4 Dyspnea
Moore 2003 10.9 29.9 41 3.6 242 70 7.30[-3.47, 18.07] ] t

1.11.5 Insomnia

Moore 2003 0 35.3 41 -9.8 332 70 9.80[-3.51,23.11] ] t

1.11.6 Constipation
Moore 2003 15.2 37 41 -41 333 70 19.30 [5.55, 33.05] t

1.11.7 Diarrhoea
Moore 2003 4.4 25.22 41 58 253 70 -1.40[-11.13, 8.33]

1.11.8 Financial
Moore 2003 -0.7 23.8 41 0 22 70 -0.70[-9.62, 8.22] t

T T
20 -10 0 10 20
3 Favours [Gemcitabine] Favours [Novel agent - BAY 12-9566]

H.17.44 Standard-dose gemcitabine versus low-dose gemcitabine in adults with locally
5 advanced or metastatic pancreatic cancer

6 Figure 496: Overall response rate (CR + PR)

Low-dose gemcitabine  Standard-dose gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.1.1 Standard-dose versus low-dose gemcitabine
Sakamoto 2006 2 11 2 10 100.0% 0.911[0.16, 5.30]
Subtotal (95% CI) 1" 10 100.0% 0.91[0.16, 5.30]
Total events 2 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.11 (P = 0.92)
! } } ]
T f T 1
0.01 0.1 1 10 100
7 Favours [ Low-dose gemcitabine ]  Favours [Standard-dose gemcitabine]
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1 Figure 497: Grade 3/4 toxicities

Low-dose itabil Standard-dose g itabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1 Anemia
Sakamoto 2006 0 11 3 10 0.13[0.01, 2.26]
7.3.2 Neutropenia
Sakamoto 2006 1 11 3 10 0.30[0.04, 2.46] t
7.3.3 Thrombocytopenia
Sakamoto 2006 0 11 3 10 0.13[0.01, 2.26]
7.3.4 General fatigue
Sakamoto 2006 3 11 5 10 0.55[0.17,1.72] LI
7.3.5 Nausea/vomiting
Sakamoto 2006 1 1 2 10 0.45 [0.05, 4.28] t
7.3.6 Diarrhea
Sakamoto 2006 1 11 4 10 0.23[0.03, 1.71]

T
0.005

2
H.17.53 5-FU versus combination 5-FU
H.17.5.14 In adults with metastatic pancreatic cancer

5 Figure 498: Overall response rate (CR + PR)

FU combination  FU single-agent Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

T
0.1

1 10 200

Favours [Low-dose gemcitabine]  Favours [Standard-dose gemcitabine]

Risk Ratio
M-H, Fixed, 95% CI

1.1.2 5-FU + doxorubicin + cisplatin

Cullinan 1990 2 59 1 64 65.7% 2.17[0.20, 23.31]
Subtotal (95% CI) 59 64 65.7%  2.17[0.20, 23.31]
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

1.1.3 5-FU + cisplatin

Ducreux 2002 10 98 0 98 34.3% 21.00[1.25, 353.49]
Subtotal (95% CI) 98 98 34.3% 21.00 [1.25, 353.49]
Total events 10 0

Heterogeneity: Not applicable
Test for overall effect: Z=2.11 (P = 0.03)

Total (95% Cl) 157 162 100.0%  8.62[1.57, 47.22]
Total events 12 1
Heterogeneity: Chi? = 1.68, df = 1 (P = 0.20); I? = 40%
Test for overall effect: Z =2.48 (P = 0.01)
6 Test for subgroup differences: Chi? = 1.45, df = 1 (P = 0.23), I = 31.3%
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1 Figure 499: Progression-free survival

Study or Subgroup log[Hazard Ratio]

Hazard Ratio

SE Weight IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

1.2.3 5-FU + cisplatin

Ducreux 2002
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 3.99 (P < 0.0001)

2

3 Figure 500: Overall survival

-0.5978 0.1499 100.0%

0.55[0.41, 0.74]

100.0% 0.55[0.41, 0.74]

<

0.2

Favours [FU combination]

Hazard Ratio

1
0.5

]
T
1 2 5
Favours [FU single-agent]

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.2 5-FU + doxorubicin + cisplatin

Cullinan 1990 -0.01 0.17 43.8% 0.99[0.71, 1.38]

Subtotal (95% Cl) 43.8% 0.99[0.71, 1.38]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.06 (P = 0.95)

1.3.3 5-FU + cisplatin

Ducreux 2002 0.22 015 56.2% 0.80[0.60, 1.08] —
Subtotal (95% CI) 56.2% 0.80 [0.60, 1.08] B
Heterogeneity: Not applicable

Test for overall effect: Z=1.47 (P = 0.14)

Total (95% CI) 100.0% 0.88 [0.71, 1.10]

Heterogeneity: Chi? = 0.86, df = 1 (P = 0.35); I = 0% T

Test for overall effect: Z = 1.14 (P = 0.25)

0.2

Favours [FU combination]

4 Test for subgroup differences: Chi? = 0.86, df = 1 (P = 0.35), I? = 0%

5 Figure 501: Grade 3/4 toxicities: Nausea

FU combination

FU single-agent

Odds Ratio

1
0.5

1
2 5

Favours [FU single-agent]

e

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.4.2 5-FU + doxorubicin + cisplatin

Cullinan 1990 13 59 3 64 100.0%  4.70[1.41, 15.68] i
Subtotal (95% Cl) 59 64 100.0% 4.70 [1.41, 15.68]

Total events 13 3

Heterogeneity: Not applicable
Test for overall effect: Z=2.52 (P = 0.01)

0.01
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1 Figure 502: Grade 3/4 toxicities: Vomiting

FU combination  FU single-agent Odds Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
1.5.2 5-FU + doxorubicin + cisplatin
Cullinan 1990 9 59 3 64 42.2%  3.25[0.93, 11.45] L
Subtotal (95% CI) 59 64 42.2% 3.25[0.93, 11.45] ‘
Total events 9 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.84 (P = 0.07)

1.5.3 5-FU + cisplatin

Ducreux 2002 16 97 4 100 57.8%  4.12[1.43,11.90] | |
Subtotal (95% CI) 97 100 57.8% 4.12[1.43,11.90] ‘
Total events 16 4

Heterogeneity: Not applicable
Test for overall effect: Z = 2.62 (P = 0.009)

Total (95% Cl) 156 164 100.0%  3.76 [1.67, 8.44] D
Total events 25 7
1 1 1 ]
Heterogeneity: Chi? = 0.08, df =1 (P = 0.78); 1> = 0% ! ! ! !
Test f Il effect: Z = 3.20 (P = 0.001 001 0 ! 0 100
est for overall effect: Z=3.20 (P = 0. ) Favours [FU combination] Favours [FU single-agent]
2 Test for subaroup differences: Chi? = 0.08, df =1 (P = 0.78), I? = 0%

3 Figure 503: Grade 3/4 toxicities: Diarrhoea

Experimental FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.6.3 5-FU + cisplatin

Ducreux 2002 5 97 2 100 100.0% 2.5810.51, 12.97] ]
Subtotal (95% ClI) 97 100 100.0%  2.58 [0.51, 12.97]

Total events 5 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)

T
0.01 0.1 1 10 100
Favours [experimental] Favours [control]

4

5 Figure 504: Grade 3/4 toxicities: Leucopoenia

FU combination  FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.2 5-FU + doxorubicin + cisplatin
Cullinan 1990 31 59 20 64 100.0% 1.68 [1.09, 2.60] t
Subtotal (95% CI) 59 64 100.0% 1.68 [1.09, 2.60]
Total events 31 20

Heterogeneity: Not applicable
Test for overall effect: Z=2.33 (P = 0.02)

T T
0.01 0.1 1 10 100
Favours [FU combination] Favours [FU single-agent]
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1 Figure 505: Grade 3/4 toxicities: Stomatitis

FU combination  FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
1.9.2 5-FU + doxorubicin + cisplatin
Cullinan 1990 3 59 9 64  63.7% 0.36 [0.10, 1.27] _.__
Subtotal (95% CI) 59 64 63.7% 0.36 [0.10, 1.27] ”
Total events 3 9

Heterogeneity: Not applicable
Test for overall effect: Z=1.59 (P = 0.11)

1.9.3 5-FU + cisplatin

Ducreux 2002 13 97 5 100 36.3% 2.68[0.99, 7.23]
Subtotal (95% CI) 97 100 36.3% 2.68 [0.99, 7.23]
Total events 13 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.95 (P = 0.05)

Total (95% CI) 156 164 100.0%  1.20 [0.60, 2.41] <
Total events 16 14
Heterogeneity: Chi* = 6.01, df = 1 (P = 0.01); I> = 83% : : : :
Test for overall effect: Z = 0.52 (P = 0.60) 001 01 o ! .10 100
Favours [FU combination] Favours [FU single-agent]
2 Test for subaroup differences: Chi? = 6.00, df = 1 (P = 0.01), I? = 83.3%
H.17.5.23 In adults with locally advanced metastatic pancreatic cancer
4 Figure 506: Overall response rate (CR + PR)
FU combination  FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 5-FU + doxorubicin + mitomycin
Cullinan 1985 1 13 3 10 28.7% 0.26 [0.03, 2.11] &
Subtotal (95% ClI) 13 10 28.7% 0.26 [0.03, 2.11]
Total events 1 3
Heterogeneity: Not applicable
Test for overall effect: Z=1.27 (P = 0.21)
1.1.4 5-FU + mitomycin
Maisey 2002 18 92 9 105 71.3% 2.28[1.08, 4.83] _._
Subtotal (95% Cl) 92 105 71.3%  2.28[1.08, 4.83] ’
Total events 18 9
Heterogeneity: Not applicable
Test for overall effect: Z =2.16 (P = 0.03)
Total (95% CI) 105 115 100.0% 1.70 [0.88, 3.30] “
Total events 19 12
Heterogeneity: Chi = 3.69, df = 1 (P = 0.05); I* = 73% ‘ ‘ ‘ ‘
0.02 0.1 1 10 50

Test for overall effect: Z=1.57 (P =0.12)
5 Test for subaroup differences: Chi? = 3.67, df = 1 (P = 0.06), I?=72.7%
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1 Figure 507: Progression-free survival

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

1.2.4 5-FU + mitomycin

Maisey 2002 -0.2107 0.1356 100.0%

Subtotal (95% Cl)

Heterogeneity: Not applicable
Test for overall effect: Z=1.55 (P =0.12)

Total (95% Cl)

Heterogeneity: Not applicable

0.81[0.62, 1.06] B
100.0% 0.81[0.62, 1.06] -

100.0% 0.81 [0.62, 1.06] 8

1 1
0.2 0.5 1 2

5
Testfor overall effect: Z = 1.55 (P = 0.12) Favours [FU combination] Favours [FU single-agent]
2 Test for subgroup differences: Not applicable
3 Figure 508: Overall Survival
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 5-FU + doxorubicin + mitomycin
Cullinan 1985 0.07 0.17 404% 1.07[0.77, 1.50] L
Subtotal (95% Cl) 40.4% 1.07[0.77,1.50] o
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
1.3.4 5-FU + mitomycin
Maisey 2002 -0.09 0.14 59.6% 0.91[0.69, 1.20] .
Subtotal (95% CI) 59.6% 0.91[0.69, 1.20] ’
Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)
Total (95% CI) 100.0% 0.97 [0.79, 1.20] ’
Heterogeneity: Chi = 0.53, df = 1 (P = 0.47); 2= 0% I I ' t—
Test f Il effect: Z = 0.23 (P = 0.81 05 07 ! s 2
estfor overall effect: Z = 0.23 (P = 0.81) Favours [FU combination] Favours [FU single-agent]
4 Test for subgroup differences: Chi? = 0.53, df = 1 (P = 0.47), I? = 0%
5 Figure 509: Grade 3/4 toxicities: Diarrhoea
Experimental FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.4 5-FU + mitomycin
Maisey 2002 5 102 5 107 100.0% 1.05[0.31, 3.52]
Subtotal (95% Cl) 102 107 100.0% 1.05[0.31, 3.52]
Total events 5 5
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.94)
I ] ] |
I T T T 1
0.01 0.1 1 10 100

Favours [experimental] Favours [control]
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1 Figure 510: Grade 3/4 toxicities: Neutropenia

FU combination  FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.7.4 5-FU + mitomycin

Maisey 2002 3 102 0 107 100.0% 7.34[0.38, 140.36]
Subtotal (95% CI) 102 107 100.0% 7.34[0.38, 140.36]

Total events 3 0

Heterogeneity: Not applicable
Test for overall effect: Z=1.32 (P =0.19)

T
0.005 0.1 1 10 200
Favours [FU combination] Favours [FU single-agent]

2

3 Figure 511: Grade 3/4 toxicities: Stomatitis

FU combination  FU single-agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.9.4 5-FU + mitomycin

Maisey 2002 11 102 8 107 100.0% 1.44[0.60, 3.44]
Subtotal (95% ClI) 102 107 100.0% 1.44[0.60, 3.44]

Total events 11 8
Heterogeneity: Not applicable
Test for overall effect: Z=0.83 (P = 0.41)

T
0.05 0.2 1 5 20
Favours [FU combination] Favours [FU single-agent]

4

H.17.65 Combination 5-FU (FSM) versus other chemotherapy regimens in adults with
6 locally advanced or metastatic pancreatic cancer

7 Figure 512: Overall response rate (CR + PR)

FSM Comparison Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.1.1 FAM: 5-FU, Adriamycin, mitomycin

Oster 1986 3 94 9 90 100.0% 0.32[0.09, 1.14] I i
Subtotal (95% Cl) 94 90 100.0% 0.32[0.09, 1.14] r

Total events 3 9
Heterogeneity: Not applicable
Test for overall effect: Z=1.76 (P = 0.08)

2.1.2 Mitomycin + 5-FU
Bukowski 1983 19 70 5 70 100.0% 3.80[1.50, 9.61]
Subtotal (95% CI) 70 70 100.0% 3.80[1.50, 9.61]
Total events 19 5

Heterogeneity: Not applicable
Test for overall effect: Z = 2.82 (P = 0.005)

I | | ]

I T T 1

0.01 0.1 1 10 100
Favours [Comparison] Favours [FSM]
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1 Figure 513: Grade 3/4 toxicities: Diarrhoea

FSM Comparison Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.4.2 Mitomycin + 5-FU

Bukowski 1983 1 70 2 70 100.0% 0.50 [0.05, 5.39]
Subtotal (95% CI) 70 70 100.0% 0.50 [0.05, 5.39]

Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

0.01 0.1 1 10 100
Favours [FSM] Favours [Comparison]

2

3 Figure 514: Grade 3/4 toxicities: Nausea/vomiting

FSM Comparison Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.5.1 FAM: 5-FU, Adriamycin, mitomycin

Oster 1986 15 94 12 90 100.0% 1.20[0.59, 2.41] I
Subtotal (95% Cl) 94 90 100.0% 1.20 [0.59, 2.41]

Total events 15 12
Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

2.5.2 Mitomycin + 5-FU

Bukowski 1983 29 70 18 70 100.0% 1.61[0.99, 2.62] '
Subtotal (95% Cl) 70 70 100.0%  1.61[0.99, 2.62]

Total events 29 18
Heterogeneity: Not applicable
Test for overall effect: Z=1.92 (P = 0.05)

|

T

0.2 0.5 1 2 5
Favours [FSM] Favours [Comparison]
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1 Figure 515: Grade 3/4 toxicities: Leucopoenia

FSM Comparison

Study or Subgroup  Events Total Events

Total

Weight M-H, Fixed, 95% CI

Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

2.7.1 FAM: 5-FU, Adriamycin, mitomycin

Oster 1986 12 94 24
Subtotal (95% CI) 94
Total events 12 24

Heterogeneity: Not applicable
Test for overall effect: Z =2.29 (P = 0.02)

2.7.2 Mitomycin + 5-FU

Bukowski 1983 9 70 11
Subtotal (95% CI) 70
Total events 9 11

Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)

2

90
90

70
70

100.0%
100.0%

100.0%
100.0%

0.48 [0.26, 0.90]
0.48 [0.26, 0.90]

0.82[0.36, 1.85]
0.82 [0.36, 1.85]

3 Figure 516: Grade 3/4 toxicities: Thrombocytopenia

FSM Comparison

Study or Subgroup  Events Total Events

Total

Weight M-H, Fixed, 95% CI

Risk Ratio

i

;

T T
05 07 1 15 2
Favours [FSM] Favours [Comparison]

Risk Ratio
M-H, Fixed, 95% CI

2.9.1 FAM: 5-FU, Adriamycin, mitomycin

Oster 1986 20 94 33
Subtotal (95% CI) 94
Total events 20 33

Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)

2.9.2 Mitomycin + 5-FU

Bukowski 1983 10 70 16
Subtotal (95% Cl) 70
Total events 10 16

Heterogeneity: Not applicable
Test for overall effect: Z = 1.28 (P = 0.20)

90
90

70
70

100.0%
100.0%

100.0%
100.0%

190

0.58 [0.36, 0.93]
0.58 [0.36, 0.93]

0.63[0.31, 1.28]
0.63 [0.31, 1.28]

i

#

T T
05 07 1 15 2
Favours [FSM] Favours [Comparison]
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1 Figure 517: Drug-related deaths

FSM Comparison Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.10.2 Mitomycin + 5-FU

Bukowski 1983 1 70 4 70 100.0% 0.25[0.03, 2.18] I

Subtotal (95% Cl) 70 70 100.0% 0.25[0.03, 2.18]

Total events 1 4

Heterogeneity: Not applicable
Test for overall effect: Z=1.25 (P = 0.21)

0.01 0.1 1 10 100
5 Favours [FSM] Favours [Comparison]
H.17.73 Intra-arterial chemotherapy versus systemic chemotherapy in adults with
4 locally advanced and metastatic pancreatic cancer
5 Figure 518: Overall response rate (CR + PR)
Intra-arterial chemotherapy  Systemic chemotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aigner 1998 1 9 0 5 87% 1.80[0.09, 37.49] '
Cantore 2004 10 7 4 67 57.0% 2.36[0.78,7.16] 1 l
Ji 2003 12 18 2 11 344%  3.67[1.00,13.39] | i
Total (95% CI) 98 83 100.0%  2.76[1.23,6.18] ‘
Total events 23 6
1 1 1 1
Heterogeneity: Chi? = 0.34, df = 2 (P = 0.84); I? = 0% ! ! ! T
Test l effect: 2= 247 (P = 0.01 0.005 0.1 1 10 200
6 st for overalleffect: 2= 2.47 (P = 0.01) Favours [Systemic chemotherapy] ~Favours [Intra-arterial chemotherapy]
7 Figure 519: Overall survival
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Cantore 2004 0.019 0.248 100.0% 1.02[0.63, 1.66]
Total (95% CI) 100.0% 1.02[0.63, 1.66]
1 1 1 1
Heterogeneity: Not applicable T f ' T T
T fg yn i F-)‘;—008 P =094 09 o7 ! 'S 2
8 estfor overall effect: Z = 0.08 (P = 0.94) Favours [Intra-arterial chemotherapy] Favours [Systemic chemotherapy]
9 Figure 520: Grade 3/4 toxicities
Intra-arterial chemotherapy = Systemic chemotherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.10.1 Trombocytopenia
Cantore 2004 17 71 1 67 16.04[2.20, 117.24] t
1.10.2 Nausea/vomiting
Cantore 2004 0 71 3 67 0.13[0.01, 2.56] t
1.10.3 Diaorrhea
Cantore 2004 0 71 2 67 0.19[0.01, 3.86] t
1.10.4 Leukopenia
Cantore 2004 14 71 5 67 2.64[1.01,6.94] t
t t t t
0.005 0.1 1 10 200
1 O Favours [Intra-arterial chemotherapy] Favours [Systemic chemotherapy]
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H.17.81 Chemotherapy versus chemotherapy and prophylactic anticoagulant

2 Figure 521: Adverse effects: Grade 3/4 toxicities

3

Dalteparin + Gemcitabine Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.4.1 Haematological
Maraveyas 2012 21 57 25 59 100.0% 0.87[0.55, 1.37] i
Subtotal (95% CI) 57 59 100.0% 0.87 [0.55, 1.37]
Total events 21 25
Heterogeneity: Not applicable
Test for overall effect: Z = 0.61 (P = 0.54)
3.4.2 Hepatic function impairment
Maraveyas 2012 19 57 18 59 100.0% 1.09 [0.64, 1.86] I
Subtotal (95% CI) 57 59 100.0% 1.09 [0.64, 1.86]
Total events 19 18

Heterogeneity: Not applicable
Test for overall effect: Z = 0.33 (P = 0.74)

T T
0.5 0.7 1 1.5 2
Favours [ Dalteparin + Gemcitabine ] Favours [ Gemcitabine]

4 Figure 522: Adverse effects: vascular thromboembolism events (VTEs)

5

6
7

8

Dalteparin + G itabine G itabi Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.4.1 Total patients with VTEs
Maraveyas 2012 7 59 19 62 100.0% 0.39[0.18, 0.85] i
Subtotal (95% CI) 59 62 100.0% 0.39 [0.18, 0.85]
Total events 7 19

Heterogeneity: Not applicable
Test for overall effect: Z = 2.35 (P = 0.02)

survival
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Pelzer 2015 0.0583 0.1187 100.0%  1.06 [0.84, 1.34]
Total (95% Cl) 100.0% 1.06 [0.84, 1.34]

Heterogeneity: Not applicable I

0.01 0.1 1 10

Test for overall effect: Z = 0.49 (P = 0.62)

Favours [Gemcitabine + enoxaparin] Favours [ Gemcitabine combination]

Figure 523: Combination gemcitabine vs gemcitabine + enoxaparin — Progression-free

9 Figure 524: Combination gemcitabine vs gemcitabine + enoxaparin — Overall Survival

10

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Pelzer 2015 0.0953 0.1197 100.0% 1.10[0.87, 1.39]

Total (95% Cl) 100.0% 1.10 [0.87, 1.39]

Heterogeneity: Not applicable !
Test for overall effect: Z = 0.80 (P = 0.43)

T T
0.01 0.1 1 10

Favours [Exp. Gemcitabine + novel agents] Favours [Gemcitabine combination]
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1 Figure 525: Combination gemcitabine vs gemcitabine + enoxaparin — Adverse effects:

2 vascular thromboembolism (VTE)
Gemcitabine + enoxaparin Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Symptomatic VTE
Pelzer 2015 10 160 22 152 100.0% 0.43[0.21, 0.88] i
Subtotal (95% CI) 160 152  100.0% 0.43 [0.21, 0.88]
Total events 10 22

Heterogeneity: Not applicable
Test for overall effect: Z = 2.31 (P = 0.02)

2.3.2 Major hemorrhages
Pelzer 2015 13 160 10 152 100.0% 1.24[0.56, 2.73]
Subtotal (95% Cl) 160 152 100.0% 1.24[0.56, 2.73]
Total events 13 10

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

T T T
0.01 0.1 1 10
3 Favours [Gemcitabine + enoxaparin] Favours [ Gemcitabine combination]

H.17.94 Second-line chemotherapy versus best supportive care

5 Figure 526: Progression-free survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Ciuleanu 2009 -0.2744 0.1468 100.0% 0.76 [0.57, 1.01]
Total (95% Cl) 100.0%  0.76 [0.57, 1.01] e
| | | |
Heterogeneity: Not applicable T T

T T
05 0.7 1 16 2

Test for overall effect: Z =1.87 (P = 0.06) Favours [Chemotherapy] Favours [BSC]

6

7 Figure 527: Overall survival

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ciuleanu 2009 -0.1625 0.1291 100.0% 0.85[0.66, 1.09]
Total (95% CI) 100.0% 0.85[0.66, 1.09]
| | | |
Heterogeneity: Not applicable I I I I I
9 y PP 0.5 0.7 1 1.5 2

Test for overall effect: Z=1.26 (P = 0.21) Favours [Chemotherapy] Favours [BSC]
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1 Figure 528: Grade 3/4/5 adverse effects

Chemotherapy BSC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.2 Asthenial/fatigue
Ciuleanu 2009 12 141 11 145 1.12[0.51, 2.46] —t
1.3.3 Abdominal pain
Ciuleanu 2009 11 141 13 145 0.87 [0.40, 1.88] h—
1.3.4 Anaemia
Ciuleanu 2009 7 141 3 145 2.401[0.63, 9.10] I
1.3.5 Vomiting
Ciuleanu 2009 7 141 2 145 3.60[0.76, 17.03] 7] f
1.3.6 Nausea
Ciuleanu 2009 6 141 2 145 3.09 [0.63, 15.03] 7 f

1.3.7 Deep vein thrombosis

Ciuleanu 2009 5 141 1 145 5.14 [0.61, 43.46] ] f

1.3.8 Renal failure

Ciuleanu 2009 5 141 0 145 11.31[0.63, 202.65] I

1.3.9 Hyperbilirubinaemia
Ciuleanu 2009 4 141 2 145 2.06 [0.38, 11.05] f

1.3.10 Leucopenia

Ciuleanu 2009 4 141 0 145 9.25[0.50, 170.31]

0.005 0.1 1 10
Favours [Chemotherapy] Favours [BSC]

2
H.17.103 Second-line chemotherapy versus other chemotherapy

H.17.10.14 LV5FU2-CDDP then Gemcitabine versus Gemcitabine then LV5FU2-CDDP in adults
5 with metastatic pancreatic cancer

6 Figure 529:— Overall response rate (CR + PR)

LV5FU2-CDDP Gemcitabine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dahan 2010 19 102 22 100 100.0% 0.85[0.49, 1.47]
Total (95% CI) 102 100 100.0% 0.85 [0.49, 1.47]
Total events 19 22

1 1 1 1 1 1
Heterogeneity: Not applicable T T T T T

T T
) oot 7 = ~ 01 02 05 1 2 5 10
Test for overall effect: Z = 0.59 (P = 0.55) Favours [Gemcitabine] Favours [LV5FU2-CDDP]
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Figure 530: Progression Free Survival

Study or Subgroup log[Hazard Ratio] SE Weight

Hazard Ratio
1V, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Dahan 2010 0.058 0.143 100.0%  1.06 [0.80, 1.40]
Total (95% Cl) 100.0% 1.06 [0.80, 1.40]

1 1 1 1
Heterogeneity: Not applicable T T r T T
T tfg y|| ffi F-)F;—041 P =0.69 05 o7 ! 15 2

est for overall effect: Z = 0.41 (P = 0.69) Favours [LV5FU2-CDDP] Favours [ Gemcitabine]
Figure 531: Overall Survival
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

Dahan 2010 -0.03 0.145 100.0%

Total (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 0.21 (P = 0.84)

0.97 [0.73, 1.29]

0.97 [0.73, 1.29]

Figure 532: Grade 3/4 toxicities: Nausea/vomiting

LV5FU2-CDDP Gemcitabine

Risk Ratio

F

T T T T
0.5 0.7 1

T
1.5 2
avours [LV5FU2-CDDP] Favours [ Gemcitabine]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dahan 2010 14 102 15 100 100.0% 0.92[0.47, 1.80]

Total (95% CI) 102 100 100.0% 0.92 [0.47, 1.80]

Total events 14 15

Heterogeneity: Not applicable

T
0.2 1 5

0.05 20
Test for overall effect: Z = 0.26 (P = 0.80) Favours [LV5FU2-CDDP] Favours [ Gemcitabine]
Irinotecan + raltitrexed versus raltitrexed in adults with metastatic pancreatic cancer
Figure 533: Overall response rate (CR + PR)
Irinotecan + raltitrexed  Raltitrexed alone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ulrich-Pur 2003 0 19 3 19 100.0% 0.14[0.01, 2.59]
Total (95% Cl) 19 19 100.0%  0.14[0.01, 2.59] ‘—
Total events 0 3
ity: i } t t {
Heterogeneity: Not applicable 0.001 o1 J 10 1000

Test for overall effect: Z = 1.32 (P = 0.19)
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1 Figure 534: Grade 3/4 toxicities

2

Irinotecan + raltitrexed  Raltitrexed alone Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.4.1 Leukocytopenia

Ulrich-Pur 2003 5 19 4 19 1.25[0.40, 3.95] L

2.4.2 Neutropenia

Ulrich-Pur 2003 4 19 3 19 1.33[0.34, 5.17] t

2.4.3 Thrombocytopenia

Ulrich-Pur 2003 0 19 0 19 Not estimable

2.4.4 Nauseal/vomiting

Ulrich-Pur 2003 1 19 1 19 1.00 [0.07, 14.85]

2.4.5 Stomatitis

Ulrich-Pur 2003 0 19 0 19 Not estimable

2.4.6 Fatigue

Ulrich-Pur 2003 0 19 0 19 Not estimable

2.4.7 Diarrhoea

Ulrich-Pur 2003 2 19 2 19 1.00 [0.16, 6.38]
L 1 1 1
T T T 1
0.01 0.1 1 10 100

Favours [ Irinotecan + raltitrexed ]

Favours [ Raltitrexed alone ]

H.17.10.33 5-FU and Oxaliplatin versus bolus 5-FU and bolus FA in adults with locally advanced
4 or metastatic pancreatic cancer

5 Figure 535: Overall response rate (CR + PR)

6

Oxaliplatin plus 5-Fluorouracil ~ Bolus leucovorin + bolus 5-FU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Azmy 2013 3 24 2 24 100.0% 1.501[0.27, 8.19]
Total (95% CI) 24 24 100.0%  1.501[0.27,8.19] ——e—
Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

7 Figure 536: Grade 3/4 toxicities

I

| | |

T

0.01

T T 1
0.1 1

10 100
Favours [Bolus leucovorin + bolus 5-FU]  Favours [Oxaliplatin plus 5-Fluorouracil |

Oxaliplatin + 5-FU Bolus leucovorin + bolus 5-FU Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.4.1 Diarrhea

Azmy 2013 5 24 5 24 1.00 [0.33, 3.01]

1.4.2 Nauseal/vomiting

Azmy 2013 4 24 3 24 1.33[0.33, 5.33] t

1.4.3 Stomatitis

Azmy 2013 1 24 1 24 1.00 [0.07, 15.08]

1.4.4 Hematological

Azmy 2013 3 24 2 24 1.50[0.27, 8.19] t
L 1 1 ]
T T T 1
0.01 0.1 1 10 100
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Favours [ Oxaliplatin + 5-FU] Favours [Bolus leucovorin + bolus 5-FU]
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Oxaliplatin + 5-FU versus FA + 5-FU in adults with locally advanced and metastatic

pancreatic cancer

Figure 537: Progression-free survival

Study or Subgroup log[Hazard Ratio] SE Weight

Hazard Ratio
IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Oettle 2014 -0.3857 0.1652 100.0% 0.68 [0.49, 0.94]
Total (95% CI) 100.0% 0.68 [0.49, 0.94] ‘
! 1 1 ]
Heterogeneity: Not applicable ' ' ! J !
Test f Il effect: Z = 2.33 (P = 0.02 001 o1 ! "o 100
estioroverall effect: £ = <. (P=0.02) Favours [OFF] Favours [FF]
Figure 538: Overall Survival
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Oettle 2014 -0.4155 0.1625 100.0% 0.66 [0.48, 0.91]
Total (95% CIl) 100.0% 0.66 [0.48, 0.91] <&
I | | |
Heterogeneity: Not applicable ! ! J !
T tfg y|| ff tp-)z—zse P =0.01 0.01 o1 ! "o 100
est for overall effect: Z = 2.56 (P = 0.01) Favours [OFF] Favours [FF]
Figure 539: Grade 3/4 toxicities
OFF FF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.4.1 Anemia
Oettle 2014 3 76 2 84 1.66 [0.28, 9.66] L
2.4.2 Nausealemesis
Oettle 2014 1 76 3 84 0.37 [0.04, 3.47] L
2.4.3 Paresthesia
Oettle 2014 3 76 [0] 84 7.73[0.41, 147.21] t
2.4.4 Pain
Oettle 2014 24 76 34 84 0.78 [0.51, 1.19] —+7
2.4.5 Leucopenia
Oettle 2014 0 76 0 84 Not estimable
2.4.6 Thrombocytopenia
Oettle 2014 1 76 0] 84 3.31[0.14, 80.09] L
2.4.7 Diarrhea
Oettle 2014 1 76 0] 84 3.31[0.14, 80.09] L
1 1 1 1
T T T T
0.005 0.1 1 10 200

Favours [OFF] Favours [FF]

H.17.10.59 Capecitabine + erlotinib then gemcitabine versus gemcitabine and erlotinib then
10 capecitabine in adults with locally advanced or metastatic pancreatic cancer

11 Figure 540: Overall response rate (CR + PR)

12

Gem+E/Cap Cap+E/Gem Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heinemann 2012 2 63 5 77 100.0% 0.49[0.10, 2.44]
Total (95% CI) 63 77 100.0% 0.49 [0.10, 2.44] ‘
Total events 2 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.87 (P = 0.38)

I T
0.01 0.1
Favours [Cap+E/Gem]
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1 Figure 541: Overall survival

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Heinemann 2012 0.4447 0.1829 100.0% 1.56[1.09, 2.23]

Total (95% CI) 100.0% 1.56 [1.09, 2.23]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.43 (P = 0.02)

2

3 Figure 542: Grade 3/4 toxicities

Risk Ratio
M-H, Fixed, 95% CI

Gem+E/Cap Cap+E/Gem

Study or Subgroup  Events Total Events Total

1
0.2

Favours [Gem+E/Cap]

. .

T
0.5 1
Favours [Cap+E/Gem]

Risk Ratio
M-H, Fixed, 95% CI

3.3.1 Nauseal/vomiting

Heinemann 2012 7 62 10 77 0.87[0.35, 2.15]
3.3.2 Diarrhoea

Heinemann 2012 0 62 3 77 0.18[0.01, 3.36]
3.3.3 Leucocytopenia

Heinemann 2012 2 62 4 77 0.62[0.12, 3.28]
3.3.4 Thrombocytopenia

Heinemann 2012 2 62 5 77 0.50[0.10, 2.47]
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6 advanced or metastatic pancreatic cancer

7 Figure 543: Overall response rate (CR + PR)
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H.17.10.65 Modified FOLFOX6 (infusion) vs infusional 5-FU and FA in adults with locally

mFOLFOX6 leucovorin/s-FU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Gill 2016 T a4 b 54 100.0% 1.401[0.47, 4.14] —
Total (95% CI) 54 54 100.0%  1.40[0.47,4.14] -~
Total events 7 g
Heterogeneity; Mat applicahle f f f i
o _ 0.01 0. 10 100
8 Testfor overall effect: Z=0.61 (P = 0.54) Favours [leucovorin/a-FU]  Favours [mFOLFOXE]
9 Figure 544: Progression-free survival
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Gill 2016 0 0212 100.0% 1.00[0.66,1.52]
Total {95% CI) 100.0% 1.00 [0.66, 1.52]
Heterogeneity: Mot applicakle 'D.D1 D!1 1- 1-0 1DD'

Test for overall effect: £=0.00(F=1.00)
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1 Figure 545: Overall survival

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl

Hazard Ratio
IV, Fixed, 95% CI

Gill 2016 06766 0.2543 100.0% 1.78[1.08 2.493]
Total (95% CI) 100.0% 1.78 [1.08, 2.93]
Heterogeneity: Mot applicahle 501

Testfor overall effect: £=227 (F=002)
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1 Figure 546: Grade 3/4 toxicities

mFOLFOXG leucovorin/5-FU
Study or Subgroup  Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

25.4.1 Neutropenia

Gill 2018 16 49 2 53 Z8.6%
Subtotal (95% CI) 49 53 28.6%
Total events 16 2

Heterogeneity: kot applicable
Testfor averall effect Z=2.98 (F = 0.003)

25.4.2 Febrile neutropenia

Gill 2016 2 49 0 83 1%
Subtotal (95% CI) 49 53 7.1%
Total events 2 1]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.10({F =0.27)

25.4.3 Fatigue

Gill 2016 T 49 1 53 14.3%
Subtotal (95% CI) 49 53 14.3%
Total events 7 1

Heterogeneity: Mot applicable
Testfor overall effect: £=1.93 (F = 0.05)

25.4.4 Thrombocytopenia

Gill 2016 4 49 1 53 14.3%
Subtotal (95% CI) 49 53 14.3%
Total events 4 1

Heterogeneity: Mot applicable
Testfor overall effect Z=1.33(F=0.18)

25.4.5 Dehydration

Gill 2018 4 48 a 53 7%
Subtotal (95% CI) 49 53 7.1%
Total events 4 a

Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (F=012)

25.4.6 Pulmonary embolism

Gill 2016 2 48 i 53 1%
Subtotal (95% CI) 49 53 7.1%
Total events 2 a

Heterogeneity: Mot applicable
Testfor overall effect Z=110(F=0.27)

25.4.7 Vomiting

Gill 2016 2 49 i 53 7%
Subtotal (95% CI) 49 53 7.1%
Total events 2 a

Heterogeneity: Mot applicable
Testfor overall effect Z=110(FP=0.27)

25.4.8 Hypokalemia

Gill 2016 2 49 i 53 7%
Subtotal (95% CI) 49 53 7.1%
Total events 2 a

Heterogeneity: Mot applicable
Testfor overall effect Z=110(FP=0.27)

25.4.9 Peripheral neuropathy

Gill 2016 2 49 i 53 T1%
Subtotal (95% CI) 49 53 7.1%
Total events 2 a

Heterogeneity: Mot applicable
Testfor overall effect Z=110(FP=0.27)

Total (95% CI) 441 477 100.0%
Total events 41 4
Heterogeneity: Chi*= 046 df=8(P=1.00) F=0%
Testfor averall effect: Z= 4.80 (F =< 0.00001)
2 Testfor subaroup diferences: Chif= 046, dfi= 8 (P =1.00), F=0%

.65 [2.10,35.72]
8.65 [2.10, 35.72]

5.40[0.27,109.76]

5.40 [0.27, 109.76]

7.67 [0.07, 59.34]
7.57 [0.97, 59.34]

4.33[0.50, 37.34]
4,33 [0.50, 37.39]

8.77 [0.54,176.00]
9.72 [0.54, 176.00]

5.40[0.27,108.76]
5.40 [0.27, 109.76]

5.40[0.27,109.76]
5.40 [0.27, 109.76]

5.40[0.27,109.76]
5.40 [0.27, 109.76]

5.40[0.27, 109.76]
5.40 [0.27, 109.76]

6.79 [3.11,14.85]
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