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Appendix E – Forest Plots 


5341.1
Free Uroflowmetry (Peak Urinary Flow)


534Figure E-1: Sensitivity and specificity of free uroflowmetry (Qmax) in the diagnosis of bladder outlet obstruction


535Figure E-2: Summary receiver operating characteristic (SROC) curve for uroflowmetry Qmax in the diagnosis of bladder outlet obstructions


5362.1
Pelvic Floor Muscle Training (PFMT)


5362.1.1
PFMT vs. Control


536Figure E-3: PFMT vs. Control: Number of post-prostatectomy men who were incontinent


537Figure E-4: PFMT vs. Control: Mean urine lost (g) per 24 hours (pad test) in post-prostatectomy men


537Figure E-5: PFMT vs. Control: Number of post-TURP men who were incontinent


5382.2
Biofeedback


5382.2.1
Biofeedback + PFMT vs. Control


538Figure E-6: PFMT + Biofeedback vs. no intervention: Number of men who were incontinent at follow up


5392.3
Electrical Stimulation (ES)


5392.3.1
ES + PFMT vs. Control


539Figure E-7: ES + PFMT vs. no intervention: Number of men who were incontinent at follow up


5403.1
Alpha-blockers


5403.1.1
Alpha-blockers vs. placebo


540Figure E-8: Alpha-blockers vs. Placebo: Symptom score (random effects analysis)


540Figure E-10: Alpha-blockers vs. Placebo: Qmax (ml/s) (random effects analysis)


541Figure E-10: Alpha-blockers vs. Placebo: Quality of life – IPSS question (random effects analysis)


542Figure E-11: Alpha-blockers vs. Placebo: Adverse events (cardiovascular and neurological) - asthenia (fatigue) and headache


543Figure E-12: Alpha-blockers vs. Placebo: Adverse events (cardiovascular and neurological) - postural hypotension and rhinitis


543Figure E-13: Alpha-blockers vs. Placebo: Adverse events - erectile dysfunction /impotence


544Figure E-14: Alpha-blockers vs. Placebo: Adverse events - dizziness and retrograde ejaculation (random effects analysis)


545Figure E-15: Alpha-blockers vs. Placebo: Withdrawal from study due to adverse events


5463.1.2
Alpha-blockers vs. 5-Alpha reductase inhibitors (5-ARI)


546Figure E-16: Alpha-blockers vs. 5-ARI:   Symptom score


546Figure E-17: Alpha-blockers vs. 5-ARI:   Quality of life (IPSS-question)


547Figure E-18: Alpha-blockers vs. 5-ARI:   Qmax (ml/s)


547Figure E-19: Alpha-blockers vs. 5-ARI:   Prostate volume (ml)


548Figure E-20 Alpha-blockers vs. 5-ARI:  PSA (ng/ml)


549Figure E-21: Alpha-blockers vs. 5-ARI:   Adverse events (cardiovascular or neurological)


550Figure E-22: Alpha-blockers vs. 5-ARI:   Adverse events (sexual or urological)


551Figure E-23: Alpha-blockers vs. 5-ARI:  Adverse events - postural hypotension and ejaculatory abnormality (random effects analysis)


551Figure E-24: Alpha-blockers vs. 5-ARI:  Ejaculatory abnormality – subgroup analysis of tamsulosin and other alpha-blockers


552Figure E-25: Alpha-blockers vs. 5-ARI:  Withdrawal from study due to adverse events (random effects analysis)


5523.1.3
Alpha-blockers vs. Anticholinergics


5523.1.4
Alpha-blockers vs. Phosphodiesterase 5-inhibitors (PDE5-I)


5533.2
5-alpha reductase inhibitors (5-ARI)


5533.2.1
5-ARI vs. placebo


553Figure E-26: 5-ARI vs. Placebo:  Symptom score at 3 months, 6 months 2 years and 4 years or longer  (random effects analysis)


553Figure E-27: 5-ARI vs. Placebo:  Symptom score at 2 years- subgroup analysis


554Figure E-28: 5-ARI vs. Placebo:  Symptom score at 12 months and 3 years


554Figure E-29: 5-ARI vs. Placebo:  Qmax (ml/s) at 3 months, 6 months, 2 years, 3 years and 4 years or longer


555Figure E-30: 5-ARI vs. Placebo:  Qmax (ml/s) at 12 months (random effects analysis)


555Figure E-31: 5-ARI vs. Placebo:  Prostate volume(ml) at 1 year follow up


555Figure E-32: 5-ARI vs. Placebo:  Prostate volume (ml) at 2 years follow up (random effects analysis)


555Figure E-33: 5-ARI vs. Placebo:  PSA (ng/ml) level at 2 year follow up


556Figure E-34: 5-ARI vs. Placebo:  Adverse events (cardiovascular and neurological)


557Figure E-35: 5-ARI vs. Placebo:  Adverse events (sexual and urological)


558Figure E-36: 5-ARI vs. Placebo:  Withdrawal from study due to adverse events


5583.2.2
5-Alpha reductase inhibitors (5-ARI) vs. Alpha-blockers


5593.3
Anticholinergics


5593.3.1
Anticholinergics vs. placebo


559Figure E-37: Anticholinergics vs. Placebo:  Adverse events


559Figure E-38: Anticholinergics vs. Placebo:  Withdrawal from study due to adverse events


5603.3.2
Anticholinergics vs. Alpha-blockers


560Figure E-39: Anticholinergics vs. Alpha-blockers:   Adverse events


5613.4
Phosphodiesterase-5-inhibitors (PDE5-I)


5613.4.1
PDE5-I vs. placebo


561Figure E-40: PDE5-I vs. Placebo:  Symptom score


561Figure E-41: PDE5-I vs. Placebo:  Quality of life (IPSS question)


561Figure E-42: PDE5-I vs. Placebo:  Qmax(ml/s)


562Figure E-43: PDE5-I vs. Placebo:  Adverse events


5633.4.2
PDE5-I vs. Alpha-blockers


563Figure E-44: PDE5-I vs. Alpha-blockers:  Symptom score


563Figure E-45: PDE5-I vs. Alpha-blockers:  Qmax (ml/s)


563Figure E-46: PDE5-I vs. Alpha-blockers:  Voiding frequency


563Figure E-47: PDE5-I vs. Alpha-blockers:  Nocturia


564Figure E-48: PDE5-I vs. Alpha-blockers:  Adverse events


5643.5
Diuretics


5643.5.1
Diuretics vs. placebo


5643.6
Desmopressin


5643.6.1
Desmopressin vs. placebo


564Figure E-49: Desmopressin vs. Placebo:  Adverse events


5653.7
NSAIDS


5653.7.1
NSAIDS vs.  placebo


565Figure E-50: NSAIDs vs. Placebo:  Symptom score at 1 month


565Figure E-51: NSAIDs vs. Placebo:  Qmax (ml/s) at 1 month


565Figure E-52: NSAIDs vs. Placebo:  Nocturia frequency at 1month


565Figure E-53: NSAIDs vs. Placebo:  Adverse events (1 month follow up)


5663.8
Combination therapy:  Alpha-blockers plus 5-alpha reductase inhibitors(5-ARI)


5663.8.1
Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers


566Figure E-54: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers: Symptom score


566Figure E-55: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Qmax (ml/s)


567Figure E-56: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Prostate volume(ml)


567Figure E-57: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  PSA (ng/ml)


568Figure E-58: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (cardiovascular or neurological)


569Continued Figure E-58: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (cardiovascular or neurological


570Figure E-59: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (sexual or urological)


571Figure E-60: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Withdrawal from study due to adverse events


5713.8.2
Combination (Alpha-blockers + 5-ARI) vs. 5-ARI


571Figure E-61: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Symptom score


572Figure E-62: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Qmax(ml/s)


572Figure E-63: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Prostate volume (ml)


573Figure E-64: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: PSA (ng/ml)


574Figure E-65: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (Cardiovascular or neurological)


575Continued Figure E-65: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (cardiovascular or neurological)


576Figure E-66: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (sexual or urological)


577Figure E-67: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Ejaculatory abnormality (random effects analysis)


577Figure E-68: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Ejaculatory abnormality subgroup analysis


577Figure E-69: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Withdrawal from study due to adverse events (random effects analysis)


5783.8.3
Combination (Alpha-blockers + 5-ARI) vs. placebo


578Figure E-70: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Symptom score


578Figure E-71: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Qmax (ml/s)


578Figure E-72: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Prostate volume (ml)


579Figure E-73: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Change in PSA (ng/ml)


580Figure E-74: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events (cardiovascular and neurological)


581Figure E-75: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events – postural hypotension (random effects analysis)


581Figure E-76: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events (sexual or urological)


581Figure E-77: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Withdrawal from study due to adverse events (random effects analysis)


5823.9
Combination Therapy : Anti-cholinergic  plus  Alpha-blockers


5823.9.1
Combination (Anti-cholinergic + Alpha-blockers) vs. Alpha-blockers


582Figure E-78: Combination (Anti-cholinergic + Alpha-blockers) vs. Alpha-blockers:   Adverse events


5823.9.2
Anti-cholinergic added on to Alpha-blockers vs. Alpha-blockers


582Figure E-79: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Symptom score at 3 months


583Figure E-80: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Quality of life (IPSS question)at 3 months


583Figure E-81: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Qmax (ml/s) at 3 months


583Figure E-82: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Adverse events (3-months follow up)


5843.9.3
Combination (Anti-cholinergic + Alpha-blockers) vs. Anticholinergics


584Figure E-83: Combination (Anti-cholinergic + Alpha-blockers) vs. Anticholinergics: Adverse events


5853.9.4
Combination (Anti-cholinergic + Alpha-blockers) vs. Placebo


585Figure E-84: Combination (Anti-cholinergic + Alpha-blockers) vs. Placebo:  adverse events


5853.10
Combination (PDE5-I + Alpha-blockers)


5853.10.1
Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers


585Figure E-85: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Symptom score


586Figure E-86: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Quality of life (IPSS question)


586Figure E-87: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Qmax(ml/s)


586Figure E-88: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Frequency at 3-month


586Figure E-89: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Nocturia at 3 months


587Figure E-90: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events


588Continued Figure E-90: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events


588Figure E-91: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events resulting in withdrawal at 3-month


5893.10.2
Combination (PDE5-I + Alpha-blockers) vs. PDE5-I


589Figure E-92: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: symptom score (random effects analysis)


589Figure E-93: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Quality of life (IPSS-QoL) up to 3-month


589Figure E-94: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Qmax (ml/s) at 3-month


589Figure E-95: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Frequency at 3-month


590Figure E-96: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Nocturia at 3-month


590Figure E-97: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Adverse events (only those resulting in withdrawals reported)


590Figure E-98: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Withdrawal from study due to adverse events


5914.1
Holmium Laser Enucleation of the  Prostate (HoLEP


5914.1.1
HoLEP vs. Transurethral resection of the prostate (TURP)


591Figure E-99: HoLEP vs. TURP: Symptom score at 3 months, 36 months and 48 months


592Figure E-100: HoLEP vs. TURP: Symptom score at 6, 12 and 24 months (random effects analysis)


592Figure E-101: HoLEP vs. TURP: Quality of life (IPSS question) – 3, 24 and 48 months


593Figure E-102: HoLEP vs. TURP: Quality of life (IPSS question) – 6 to 12 months (random effects analysis)


593Figure E-103: HoLEP vs. TURP: Qmax(ml/s) at 3 months and longest available follow up


594Figure E-104: HoLEP vs. TURP: All cause mortality and complications


595Continued Figure E-104: HoLEP vs. TURP:  All cause mortality and complications


5964.1.2
Thulium laser resection vs. TURP


596Figure E-105: Thulium laser resection vs. TURP: Symptom score – 6 months postoperatively


596Figure E-106: Thulium laser resection vs. TURP: Symptom score – 12 months postoperatively


596Figure E-107: Thulium laser resection vs. TURP: Qmax(ml/s) – 12 months postoperatively


596Figure E-108: Thulium laser resection vs. TURP: Quality of life (IPSS question) – 6 and 12 months


597Figure E-109: Thulium laser resection vs. TURP: Complications


5984.1.3
HoLEP vs. Transurethral Incision of the Prostate (TUIP)


598Figure E-110: HoLEP vs. TUIP: Symptom score


598Figure E-111: HoLEP vs. TUIP: quality of life (IPSS question)


599Figure E-112: HoLEP vs. TUIP: Qmax(ml/s)


599Figure E-113: HoLEP vs. TUIP: All cause mortality and complications


6004.1.4
HOLEP vs. Open prostatectomy (OP)


600Figure E-114: 1 HoLEP vs. OP:  Symptom score


601Figure E-115: 1 HoLEP vs. OP:  quality of life (IPSS question


601Figure E-116: 1 HoLEP vs. OP:  Qmax(ml/s) at 3 months (random effects analysis) and longest available follow up (fixed effects analysis)


602Figure E-117: 1 HoLEP vs. OP:  All cause mortality and complications


6034.2
Laser treatments


6034.2.1
Laser Coagulation vs. TURP


603Figure E-118: 1 Laser Coagulation vs. TURP: Symptom score at 3 and 6 months (random effects analysis), 12 months and 24 months (change and endpoints)


604Figure E-119: Laser Coagulation vs. TURP: Quality of life (IPSS question), change and endpoints.


604Figure E-120: Laser Coagulation vs. TURP: Qmax (ml/s)


605Figure 121: Laser Coagulation vs. TURP: All cause mortality and complications


606Continued Figure 121 Laser Coagulation vs. TURP: All cause mortality and complications


607Figure E-122:  Laser Coagulation vs. TURP: Complications – retrograde ejaculation (random effects analysis)


6074.2.2
Laser coagulation vs. TURP  in AUR patients


607Figure E-123: Laser coagulation vs. TURP in AUR patients: Symptom score change


607Figure E-124: Laser coagulation vs. TURP in AUR patients: Quality of life (IPSS question), change


608Figure E-125: Laser coagulation vs. TURP in AUR patients: Complications


6094.2.3
Laser Vapourisation vs. TURP


609Figure E-126: Laser vapourisation vs. TURP: Symptom score at 3 months, 6 months and 1 year (random effects analysis)


609Figure E-127: Laser vapourisation vs. TURP: Symptom score


610Figure E-128: Laser vapourisation vs. TURP: quality of life (IPSS question)


610Figure E-129: Laser vapourisation vs. TURP: Qmax(ml/s) – 3 months(fixed effect  analysis) and longest available follow up(random effects analysis)


611Figure E-130: Laser vapourisation vs. TURP: All cause mortality and complications


612Continued Figure E-130: Laser Vapourisation vs. TURP : Complications


612Figure E-131: Laser vapourisation vs. TURP: Complications – retrograde ejaculation (random effects analysis)


6134.2.4
Laser (photoselective vapourisation) vs. Open prostatectomy(OP)


613Figure E-132: Laser (photoselective vapourisation) vs. OP: Complications


6134.2.5
Laser coagulation vs. TUMT (Transurethral Microwave Thermotherapy)


613Figure E-133: Laser coagulation vs. TUMT –Symptom score at 6 months


613Figure E-134: Laser coagulation vs. TUMT – Qmax(ml/s) at 6 months


614Figure E-135: Laser coagulation vs. TUMT: Complications


6154.2.6
Laser vs. TUVP (Transurethral Vapourisation of the Prostate)


615Figure E-136: Laser vs. TUVP: Symptom score (random effects analysis)


616Figure E-137: Laser vs. TUVP – Quality of life (IPSS question)


617Figure E-138: Laser vs. TUVP – Qmax(ml/s) at 6 month, 12 month(fixed effect analysis) and longest available follow up (random effects analysis)


618Figure E-139: Laser vs. TUVP – All cause mortality and complications


6194.2.7
Laser vs. laser


619Figure E-140: Laser vapourisation vs. laser coagulation: Symptom score at 3 months (random effects analysis)


619Figure E-140b: Laser vapourisation vs. laser coagulation: Symptom score at 6, 12 and 24 months (fixed effect analysis)


620Figure E-141: Laser vapourisation vs. laser coagulation: Qmax (ml/s) at 3 months and longest available follow up


620Figure E-142: Laser vapourisation vs. laser coagulation: Complications


621Figure E-143: HoLRP vs. Laser coagulation: Complications


621Figure E-144: HoLAP vs. Laser vapourisation: Symptom score


622Figure E-145: HoLAP vs. Laser vapourisation: quality of life (IPSS question)


622Figure E-146: HoLAP vs. laser vapourisation: Qmax(ml/s) at 3 and longest available follow up(12 months)


623Figure E-147: HoLAP vs. laser vapourisation: All cause mortality and complications


6234.3
Transurethral Microwave Thermotherapy (TUMT)


6234.3.1
TUMT vs. Sham procedure


623Figure E-148: TUMT vs. SHAM: Symptom score at 3 and 6 months


624Figure E-149: TUMT vs. SHAM: Qmax(ml/s)and 3 months and at long term follow up


625Figure E-150: TUMT vs. SHAM: All cause mortality and complications


626Figure E-151: TUMT vs. SHAM: Complications – reoperatoions (random effects analysis)


6264.3.2
TUMT vs. TURP


626Figure E-152: TUMT vs. TURP: Symptom score at 3, 12 and 36 months (random effects analysis)


627Figure E-153: TUMT vs. TURP: Symptom score at 6, 24, 48 and 60 months postoperatively


628Figure E-154: TUMT vs. TURP: Qmax(ml/s) at 3 months and longest available follow up (random effects analysis)


628Figure E-155: TUMT vs. TURP: Quality of life (IPSS question) at 3 and 6 months postoperatively


629Figure E-156: TUMT vs. TURP: quality of life (IPSS question) at 12 months postoperatively (random effects analysis)


629Figure E-157: TUMT vs. TURP: quality of life (IPSS question) at 48 and 60 months postoperatively


630Figure E-158: TUMT vs. TURP: All cause mortality and complications


631Continued Figure E-158: TUMT vs. TURP: Complications


631Figure E-159: TUMT vs. TURP: Complications - Incontinence and retrograde ejaculation (random effects analysis)


6324.3.3
TUMT vs. Laser


6324.4
TUVP


6324.4.1
TUVP vs. TURP


632Figure E-160: TUVP vs. TURP: Symptom score at 3, 6 and 12 months and 5 years or more postoperatively (fixed effects model)


633Figure E-161: TUVP vs. TURP: Symptom score at 2 and 3 years postoperatively (random effects analysis)


633Figure E-162: TUVP vs. TURP: Quality of life (IPSS question)


634Figure E-163: TUVP vs. TURP: Quality of life (IPSS question) – 1 year and 2 year postoperatively (random effects analysis)


634Figure E-164: TUVP vs. TURP: Qmax(ml/s) at 3 months (fixed effect analysis)  and longest available follow up(random effects analysis)


635Figure E-165: TUVP vs. TURP:  All cause mortality and complications


636Continued Figure E-165: TUVP vs. TURP: All cause mortality and complications


637Figure E-166: TUVP vs. TURP: Complications – retrograde ejaculation (random effects analysis)


6374.4.2
Bipolar TUVP vs. TURP


637Figure E-167: Bipolar TUVP vs. TURP: Symptom score


638Figure E-168: Bipolar TUVP vs. TURP: Qmax(ml/s) at 3 months and longest available follow up


638Figure E-169: Bipolar TUVP vs. TURP: All cause mortality and complications


6394.4.3
TUVP vs. Laser


6404.5
Transurethral Needle Ablation of the Prostate (TUNA)


6404.5.1
TUNA vs. TURP


640Figure E-170: TUNA vs. TURP: Symptom score


641Figure E-171: TUNA vs. TURP: Quality of life (IPSS question)


641Figure E-172: TUNA vs. TURP: Qmax(ml/s)


642Figure E-173: TUNA vs. TURP: All cause mortality and complications


6434.6
Transurethral Incision of the Prostate (TUIP)


6434.6.1
TUIP vs. TURP


643Figure E-174: TUIP vs. TURP: Symptom score


643Figure E-175: TUIP vs. TURP: Quality of life (IPSS question)


644Figure E-176: TUIP vs. TURP: Qmax (ml/s)


645Figure E-177: TUIP vs. TURP: All cause mortality and complications


646Figure E-178: TUIP vs. TURP: Complications – retrograde ejaculation (random effects analysis)


6464.6.2
TUIP vs. TURP in AUR patients


646Figure E-179: TUIP vs. TURP in AUR patients: All cause mortality and complications


6464.6.3
TUIP vs. HOLEP


6474.7
Botulinum toxin in the prostate


6474.7.1
Botulinum toxin vs. placebo


647Figure E-180: Botulinum toxin vs. placebo: Symptom score at 1- and 2-month follow up


647Figure E-181: Botulinum toxin vs. placebo: Qmax (ml/s) at-2 month follow up


647Figure E-182: Botulinum toxin vs. placebo: Complications (urinary incontinence) – 2 month follow up


6484.8
Transurethral Vapouresection of the Prostate (TUVRP)


6484.8.1
TUVRP vs. TURP


648Figure E-183: TUVRP vs. TURP: Symptom score at 3 months, 1 year and 2 years follow up


648Figure E-184: TUVRP vs. TURP: Symptom score at 6 months follow up (random effects analysis)


649Figure E-185: TUVRP vs. TURP: Quality of life (IPSS question)


649Figure E-186: TUVRP vs. TURP: Qmax (ml/s)


650Figure E-187: TUVRP vs. TURP:  All cause mortality and complications


651Figure E-188: TUVRP vs. TURP: Complications – retrograde ejaculation (random analysis)


6514.8.2
Bipolar TUVRP vs. TURP


651Figure E-189: Bipolar TUVRP vs. TURP: Symptom score at 3-month follow up


651Figure E-190: Bipolar TUVRP vs. TURP: Quality of life (IPSS question) at 3-month follow up


651Figure E-191: Bipolar TUVRP vs. TURP: Qmax(ml/s) at 3-month follow up


652Figure E-192: Bipolar TUVRP vs. TURP: Complications


6524.9
Transurethral Ethanol Ablation of the Prostate (TEAP)


6524.9.1
TEAP vs. TURP


652Figure E-193: TEAP vs. TURP: Complications
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Open Prostatectomy (OP)


6534.10.1
Open prostatectomy vs. HOLEP


6534.10.2
Open prostatectomy vs. laser vapourisation


6534.11
Transurethral Resection of the Prostate TURP


6534.11.1
TURP vs. Watchful Waiting


653Figure E-194: TURP vs. Watchful waiting: Qmax (ml/s)


654Figure E-195: TURP vs. Watchful waiting: All cause mortality and complications


6554.11.2
Bipolar TURP vs. TURP


655Figure E-196: Bipolar TURP vs. TURP: Symptom score


656Figure E-197: Bipolar TURP vs. TURP: Quality of life (IPSS question)


657Figure E-198: Bipolar TURP vs. TURP: Qmax (ml/s) at 3 months or longest available follow up


658Figure E-199: Bipolar TURP vs. TURP: All cause mortality and complications


659Continued Figure E-199b: Bipolar TURP vs. TURP: All cause mortality and complications
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TURP vs. Bipolar TUVRP


6604.11.13
TURP vs. TEAP


6627.1.1
Bladder training vs. TURP


662Figure E-200: Bladder training vs. TURP: Symptom score change at 6 months follow up


662Figure E-201: Bladder training vs. TURP: Symptom score change at 6 months follow up


662Figure E-202: Bladder training vs. TURP:  Qmax (ml/s) change at 6 months follow up


6627.1.2
Self-catheterisation vs. TURP


662Figure E-203: Self catheterisation vs. TURP in men with chronic urinary retention: Symptom score change at 6 months follow up


663Figure E-204: Self catheterisation vs. TURP in men with chronic urinary retention:  quality of life (IPSS question) change at 6 months follow up


6638.1.1
Acute urinary retention


663Figure E-205: Alpha-blockers vs. placebo in men with acute urinary retention: Able to void


664Figure E-206: Alpha-blockers vs. placebo in men with acute urinary retention:                Re-catheterisation


6648.2
Chronic retention


6659.1
Phytotherapy vs. placebo
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665Figure E-207: Beta-sitosterol vs. placebo: Symptom score


665Figure E-208: Beta-sitosterol vs. placebo: Qmax (ml/s)


6669.1.2
Serenoa repens


666Figure E-209: Serenoa repens vs. placebo: Symptom score


666Figure E-210: Serenoa repens vs. placebo:  Qmax (ml/s)


666Figure E-211: Serenoa repens vs. placebo: Quality of life (IPSS question)


6669.1.3
Urtica diocia


666Figure E-212: Urtica diocia vs. placebo: Symptom score


667Figure E-213: Urtica diocia vs. placebo:  Qmax (ml/s)
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Pygeum


667Figure E-214: Urtica diocia vs. placebo:  Qmax(ml/s)


6679.1.5
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667Figure E-215: Cernilton vs. placebo: Qmax (ml/s)


6679.1.6
Phytotherapy combinations


667Figure E-216: Combination of serenoa repens and uritca diocia vs.  placebo: Symptom score


668Figure E-217: Combination of serenoa repens and uritca diocia vs.  placebo: Qmax (ml/s)


668Figure E-218: Combination of pygeum and uritca diocia vs.  placebo: Symptom score


668Figure E-219: Combination of pygeum and uritca diocia vs.  placebo: Qmax (ml/s)


668Figure E-220: Combination of pygeum and uritca diocia vs.  placebo: Quality of life (IPSS question)


668Figure E-221: Combination of cernitin, serona repens, phytosterol and Vitamin E vs.  placebo: Symptom score


669Figure E-222: Combination of cernitin, serona repens, phytosterol and Vitamin E vs. placebo: Qmax (ml/s)
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Phytothearpy vs. Alpha-blockers


6699.2.1
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669Figure E-223: Phytotherapy vs. Alpha-blockers: Symptom score


669Figure E-224: Phytotherapy vs. Alpha-blockers: Quality of life (IPSS question)


669Figure E-225: Phytotherapy vs. Alpha-blockers: Qmax (ml/s)


670Figure E-226: Phytotherapy vs. Alpha-blockers: Urinary retention
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Phytotherapy vs. 5-ARI
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Serenoa repens vs. 5-ARI


670Figure E-227: Serenoa repens vs. 5-alpha-reductase inhibitors: Symptom score


670Figure E-228: Serenoa repens vs. 5-alpha-reductase inhibitors: quality of life (IPSS question)


670Figure E-229: Serenoa repens vs. 5-alpha-reductase inhibitors: Qmax (ml/s) at longest available follow up


671Figure E-230: Serenoa repens vs. 5-alpha-reductase inhibitors: Urinary retention


6719.3.2
Serenoa repens and urtica diocia vs. 5-ARI


671Figure E-231: Serenoa repens and urtica diocia vs. 5-alpha-reductase inhibitors: Symptom score


671Figure E-232: Serenoa repens and urtica diocia vs. 5-alpha-reductase inhibitors: Qmax (ml/s) at 3 months and  12 months


67210.1
Educational intervention vs. no intervention


672Figure E-233: Interactive video vs. no intervention: Decisional conflict score
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Self management vs. standard care


672Figure E-234: Self management vs. standard care: symptom score


672Figure E-235: Self management vs. standard care: Treatment failure
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Diagnostic Tests

Free Uroflowmetry (Peak Urinary Flow)

Figure E-1: Sensitivity and specificity of free uroflowmetry (Qmax) in the diagnosis of bladder outlet obstruction
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Figure E-2: Summary receiver operating characteristic (SROC) curve for uroflowmetry Qmax in the diagnosis of bladder outlet obstructions
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Conservative Interventions

Pelvic Floor Muscle Training (PFMT)

PFMT vs. Control

Figure E-3: PFMT vs. Control: Number of post-prostatectomy men who were incontinent 
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Figure E-4: PFMT vs. Control: Mean urine lost (g) per 24 hours (pad test) in post-prostatectomy men
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Figure E-5: PFMT vs. Control: Number of post-TURP men who were incontinent 
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Biofeedback 

Biofeedback + PFMT vs. Control 

Figure E-6: PFMT + Biofeedback vs. no intervention: Number of men who were incontinent at follow up
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Electrical Stimulation (ES) 

ES + PFMT vs. Control

Figure E-7: ES + PFMT vs. no intervention: Number of men who were incontinent at follow up
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Pharmacological Interventions

Alpha-blockers

Alpha-blockers vs. placebo

Figure E-8: Alpha-blockers vs. Placebo: Symptom score (random effects analysis)
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Figure E-9: Alpha-blockers vs. Placebo: Qmax (ml/s) (random effects analysis)

[image: image9.png]Alpha-blocker Placebo Mean Difference Mean Difference
Study or Subgroup Mean _SD Total Mean SD Total Weight IV,Random,95% CI v, Random, 95% C.
ABRAMS 1097 121 37 29 108 43 28 19%  1.200093,333 T
BRAWER 1093 26 342 73 12 344 74 49%  1.40[029,251] —
CHAPPLE 1094 26 642 B0 11 472 B2 25%  1.500031,331] —
CHAPPLE 1098 118 591 364 107 422 185 63%  110[024,196] —
CHRISTENSEN 1093 94 475 46 B 324 42 28%  1.40[029,309] —
ELHILALI 1996 127 453 68 102 208 75 4%  250(1.32,3.8] -
GILLENWATER 1995 992 274 130 105 28 41 59% -0.58[150,034] i
KAWABE 1990 14 8BS 48 108 742 43 10%  320[0.04,6.35

KIRBY 2003 14 49 250 121 42 253 B&%  180(1.10,270] -
LEPOR 1992 23 375 112 1 367 &4 45%  130[040,250] —
LEPOR 1996 133 473 275 119 478 284 67%  1.40[060,220] -
LEPOR 1998 1121 384 254 10.26 357 253 7.8%  0.95[030,160] -
LLOYD 1982 248 385 41 25 4 20 20% -0.020213,209] -1
MARTORANA 1897 1308 4 25 1195 31 25 22%  1.411067,339] —
MOHANTY 2003 157 46 36 125 26 33 26%  3.20[1.46,494] —
NARAYAN 1998 1147 403 244 1087 39 235 T4%  QEOLDA1,131] T
ROEHRBORN 1996 22 826 137 08 562 140 41%  1.40(012,268] —
ROEHREORN 2001 17 42 170 02 35 167 6%  150(068,232 -
ROEHREORN 2008 2 38 749 13 36 757 99%  070[0.33,1.07] -
SCHULMAN 1994 1395 B3 68 1169 55 73 22%  226[030,427] —
VANKERREBROECK2000 118 411 293 106 33 186 7.4%  1.20[050,190] -
Total (95% CI) 72 2082 100.0%  123[0.90,155] +

Heterogeneity Tau®= 0.24; Chi
Testfor oversl effect: 2

= 4062, 0= 20 (P= 0.004), F= 51%
42 (P <0.00001)

10

5 10
Favours placebo  Favours alpha-blacker




Figure E-10: Alpha-blockers vs. Placebo: Quality of life – IPSS question (random effects analysis)
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Figure E-11: Alpha-blockers vs. Placebo: Adverse events (cardiovascular and neurological) - asthenia (fatigue) and headache 
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Figure E-12: Alpha-blockers vs. Placebo: Adverse events (cardiovascular and neurological) - postural hypotension and rhinitis
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Figure E-13: Alpha-blockers vs. Placebo: Adverse events - erectile dysfunction /impotence
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Figure E-14: Alpha-blockers vs. Placebo: Adverse events - dizziness and retrograde ejaculation (random effects analysis)
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Figure E-15: Alpha-blockers vs. Placebo: Withdrawal from study due to adverse events 
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Alpha-blockers vs. 5-Alpha reductase inhibitors (5-ARI)

Figure E-16: Alpha-blockers vs. 5-ARI:   Symptom score 

[image: image16.emf]Study or Subgroup 1.1.1 Symptom score (IPSS) at 6-month RIGATTI2003 DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Chi² = 0.50, df = 1 (P = 0.48); I² = 0% Test for overall effect: Z = 2.66 (P = 0.008) 1.1.2 Symptom score (IPSS) at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.86, df = 1 (P = 0.35); I² = 0% Test for overall effect: Z = 7.82 (P < 0.00001) 1.1.3 Symptom score IPSS at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.84 (P = 0.004) 1.1.4 Symptoms score (IPSS) at 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.60 (P = 0.0003) Test for subgroup differences: Chi² = 70.70, df = 3 (P < 0.00001), I² = 95.8% Mean -6.3 -6.3 -6 -8.4 -4.3 -6.6 SD 5.5 5.8 5.12 5.06 6 5.8 Total 199 358 557 275 250 525 1611 1611 756 756 Mean -5.7 -5.2 -3.2 -6.2 -4.9 -5.6 SD 5.7 5.7 5.08 5.38 6 5 Total 204 344 548 260 239 499 1623 1623 768 768 Weight 37.7% 62.3% 100.0% 53.5% 46.5% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.60 [-1.69, 0.49] -1.10 [-1.95, -0.25] -0.91 [-1.58, -0.24] -2.80 [-3.66, -1.94] -2.20 [-3.13, -1.27] -2.52 [-3.15, -1.89] 0.60 [0.19, 1.01] 0.60 [0.19, 1.01] -1.00 [-1.54, -0.46] -1.00 [-1.54, -0.46] Alpha blocker Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours alpha blocker Favours alpha reductase


Figure E-17: Alpha-blockers vs. 5-ARI:   Quality of life (IPSS-question) 

[image: image17.emf]Study or Subgroup 1.2.1 IPSS-QoL at 6 month RIGATTI2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.83 (P = 0.40) Mean -1.1 SD 1.2 Total 196 196 Mean -1 SD 1.2 Total 204 204 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.10 [-0.34, 0.14] -0.10 [-0.34, 0.14] Alpha blocker Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours experimental Favours control


Figure E-18: Alpha-blockers vs. 5-ARI:   Qmax (ml/s) 

[image: image18.emf]Study or Subgroup 1.3.1 Qmax at 6 months RIGATTI2003 DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Chi² = 0.62, df = 1 (P = 0.43); I² = 0% Test for overall effect: Z = 0.45 (P = 0.65) 1.3.2 Qmax at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.90, df = 1 (P = 0.34); I² = 0% Test for overall effect: Z = 4.89 (P < 0.00001) 1.3.3 Qmax at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 5.92 (P < 0.00001) Test for subgroup differences: Chi² = 53.77, df = 2 (P < 0.00001), I² = 96.3% Mean 2.4 1.8 2.7 3.6 0.9 SD 5.9 3.8 5.56 4.7 4.8 Total 196 358 554 275 250 525 1611 1611 Mean 1.9 1.8 1.5 1.8 1.9 SD 5.1 4.5 5.24 4.6 4.8 Total 204 344 548 252 239 491 1623 1623 Weight 24.5% 75.5% 100.0% 44.4% 55.6% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.50 [-0.58, 1.58] 0.00 [-0.62, 0.62] 0.12 [-0.41, 0.66] 1.20 [0.28, 2.12] 1.80 [0.98, 2.62] 1.53 [0.92, 2.15] -1.00 [-1.33, -0.67] -1.00 [-1.33, -0.67] Alpha blocker Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours alpha reductase Favours alpha blocker


Figure E-19: Alpha-blockers vs. 5-ARI:   Prostate volume (ml) 

[image: image19.emf]Study or Subgroup 1.4.1 At 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.70 (P = 0.0002) 1.4.2 At 12 months LEPOR1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.56 (P = 0.0004) 1.4.3 At 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 26.89 (P < 0.00001) 1.4.4 At 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 13.71 (P < 0.00001) Test for subgroup differences: Chi² = 95.55, df = 3 (P < 0.00001), I² = 96.9% Mean -0.2 0.5 0 8 SD 14.3 21.6 18.6 16.1 Total 358 358 271 271 1611 1611 755 755 Mean -4.3 -6.1 -15.3 -2.76 SD 15 20.8 13.3 14.4 Total 344 344 252 252 1623 1623 761 761 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 4.10 [1.93, 6.27] 4.10 [1.93, 6.27] 6.60 [2.97, 10.23] 6.60 [2.97, 10.23] 15.30 [14.18, 16.42] 15.30 [14.18, 16.42] 10.76 [9.22, 12.30] 10.76 [9.22, 12.30] Alpha blocker Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours alpha blocker Favours alpha reductase


Figure E-20 Alpha-blockers vs. 5-ARI:  PSA (ng/ml) 

[image: image20.emf]Study or Subgroup 1.5.1 PSA change in 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 10.25 (P < 0.00001) 1.5.2 PSA change at 1 year KIRBY2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 13.58 (P < 0.00001) Total (95% CI) Heterogeneity: Chi² = 2.09, df = 1 (P = 0.15); I² = 52% Test for overall effect: Z = 16.95 (P < 0.00001) Test for subgroup differences: Chi² = 2.09, df = 1 (P = 0.15), I² = 52.2% Mean 0.1 0.3 SD 2.7 1 Total 358 358 250 250 608 Mean -1.7 -1.2 SD 1.9 1.4 Total 344 344 239 239 583 Weight 28.3% 28.3% 71.7% 71.7% 100.0% IV, Fixed, 95% CI 1.80 [1.46, 2.14] 1.80 [1.46, 2.14] 1.50 [1.28, 1.72] 1.50 [1.28, 1.72] 1.59 [1.40, 1.77] Alpha blocker Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours alpha blocker Favours alpha reductase


Figure E-21: Alpha-blockers vs. 5-ARI:   Adverse events (cardiovascular or neurological)

[image: image21.emf]Study or Subgroup 1.7.1 Syncope KIRBY2003 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.81, df = 1 (P = 0.37); I² = 0% Test for overall effect: Z = 0.66 (P = 0.51) 1.7.2 Postural hypotension LEPOR1996 KIRBY2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.56, df = 2 (P = 0.10); I² = 56% Test for overall effect: Z = 3.77 (P = 0.0002) 1.7.3 Orthostatic hypotension - at least once during visit LEPOR1996 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.89, df = 1 (P = 0.35); I² = 0% Test for overall effect: Z = 4.54 (P < 0.00001) 1.7.4 Dizziness MCCONNELL2003 ROEHRBORN2008 LEPOR1996 KIRBY2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.70, df = 4 (P = 0.61); I² = 0% Test for overall effect: Z = 6.42 (P < 0.00001) 1.7.5 Vertigo KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.46 (P = 0.64) 1.7.6 Headache LEPOR1996 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.64, df = 1 (P = 0.42); I² = 0% Test for overall effect: Z = 0.31 (P = 0.76) 1.7.7 Asthenia/fatigue DEBRUYNE1998 KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.82, df = 3 (P = 0.61); I² = 0% Test for overall effect: Z = 3.62 (P = 0.0003) 1.7.8 Somnolence DEBRUYNE1998 MCCONNELL2003 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.79, df = 2 (P = 0.41); I² = 0% Test for overall effect: Z = 0.32 (P = 0.75) 1.7.9 Rhinitis LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.27 (P = 0.02) Events 2 3 5 23 16 2 41 137 9 146 4 27 79 43 6 159 8 8 18 7 25 0 29 42 4 75 0 1 11 12 20 20 Total 275 305 580 305 275 358 938 305 358 663 756 1611 305 275 358 3305 275 275 305 358 663 358 275 305 756 1694 358 756 275 1389 305 305 Events 0 3 3 7 2 3 12 81 8 89 2 11 26 21 4 64 6 6 19 4 23 1 11 23 2 37 2 0 8 10 8 8 Total 264 310 574 310 264 344 918 310 344 654 768 1623 310 264 344 3309 264 264 310 344 654 344 264 310 768 1686 344 768 264 1376 310 310 Weight 14.6% 85.4% 100.0% 57.6% 16.9% 25.4% 100.0% 90.8% 9.2% 100.0% 3.1% 17.1% 40.1% 33.4% 6.4% 100.0% 100.0% 100.0% 82.2% 17.8% 100.0% 4.1% 29.9% 60.8% 5.3% 100.0% 22.7% 4.4% 72.8% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 4.80 [0.23, 99.53] 1.02 [0.21, 5.00] 1.57 [0.41, 6.00] 3.34 [1.45, 7.67] 7.68 [1.78, 33.08] 0.64 [0.11, 3.81] 3.39 [1.80, 6.40] 1.72 [1.37, 2.15] 1.08 [0.42, 2.77] 1.66 [1.33, 2.07] 2.03 [0.37, 11.06] 2.47 [1.23, 4.97] 3.09 [2.04, 4.67] 1.97 [1.20, 3.22] 1.44 [0.41, 5.06] 2.47 [1.88, 3.26] 1.28 [0.45, 3.64] 1.28 [0.45, 3.64] 0.96 [0.52, 1.80] 1.68 [0.50, 5.69] 1.09 [0.63, 1.90] 0.32 [0.01, 7.84] 2.53 [1.29, 4.96] 1.86 [1.14, 3.01] 2.03 [0.37, 11.06] 2.00 [1.38, 2.92] 0.19 [0.01, 3.99] 3.05 [0.12, 74.69] 1.32 [0.54, 3.23] 1.14 [0.52, 2.51] 2.54 [1.14, 5.68] 2.54 [1.14, 5.68] Alpha blocker Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours alpha blocker Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998 and Rigatti2003, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)
Figure E-22: Alpha-blockers vs. 5-ARI:   Adverse events (sexual or urological)

[image: image22.emf]Study or Subgroup 1.8.10 Decreased libido KIRBY2003 LEPOR1996 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.52, df = 3 (P = 0.68); I² = 0% Test for overall effect: Z = 2.13 (P = 0.03) 1.8.11 Ejaculatory abnormality RIGATTI2003 DEBRUYNE1998 KIRBY2003 LEPOR1996 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 13.35, df = 5 (P = 0.02); I² = 63% Test for overall effect: Z = 0.51 (P = 0.61) 1.8.12 Impotence or erectile dysfunction RIGATTI2003 DEBRUYNE1998 KIRBY2003 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.89, df = 4 (P = 0.21); I² = 32% Test for overall effect: Z = 3.29 (P = 0.0010) 1.8.13 Breast enlargement ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.39 (P = 0.02) 1.8.14 Urinary retention DEBRUYNE1998 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.03, df = 1 (P = 0.86); I² = 0% Test for overall effect: Z = 0.95 (P = 0.34) Events 10 8 27 2 47 6 0 1 1 18 1 27 6 8 16 61 4 95 13 13 2 9 11 Total 275 305 1611 756 2947 196 358 275 305 1611 756 3501 196 358 275 1611 756 3196 1611 1611 358 756 1114 Events 9 14 45 2 70 2 5 6 6 10 2 31 7 23 13 97 5 145 29 29 1 6 7 Total 264 310 1623 768 2965 204 344 264 310 1623 768 3513 204 344 264 1623 768 3203 1623 1623 344 768 1112 Weight 13.1% 19.9% 64.2% 2.8% 100.0% 6.2% 17.8% 19.4% 18.8% 31.5% 6.3% 100.0% 4.7% 16.2% 9.1% 66.6% 3.4% 100.0% 100.0% 100.0% 14.6% 85.4% 100.0% M-H, Fixed, 95% CI 1.07 [0.44, 2.58] 0.58 [0.25, 1.36] 0.60 [0.38, 0.97] 1.02 [0.14, 7.19] 0.67 [0.47, 0.97] 3.12 [0.64, 15.28] 0.09 [0.00, 1.57] 0.16 [0.02, 1.32] 0.17 [0.02, 1.40] 1.81 [0.84, 3.92] 0.51 [0.05, 5.59] 0.88 [0.53, 1.45] 0.89 [0.31, 2.61] 0.33 [0.15, 0.74] 1.18 [0.58, 2.41] 0.63 [0.46, 0.87] 0.81 [0.22, 3.01] 0.65 [0.51, 0.84] 0.45 [0.24, 0.87] 0.45 [0.24, 0.87] 1.92 [0.18, 21.10] 1.52 [0.55, 4.26] 1.58 [0.62, 4.07] Alpha blocker Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours alpha blocker Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998 and Rigatti2003, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Figure E-23: Alpha-blockers vs. 5-ARI:  Adverse events - postural hypotension and ejaculatory abnormality (random effects analysis)

[image: image23.emf]Study or Subgroup 1.9.2 Postural hypotension DEBRUYNE1998 LEPOR1996 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.58; Chi² = 4.56, df = 2 (P = 0.10); I² = 56% Test for overall effect: Z = 1.80 (P = 0.07) 1.9.11 Ejaculatory abnormality RIGATTI2003 DEBRUYNE1998 LEPOR1996 KIRBY2003 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 1.27; Chi² = 13.35, df = 5 (P = 0.02); I² = 63% Test for overall effect: Z = 0.87 (P = 0.38) Events 2 23 16 41 6 0 1 1 18 1 27 Total 358 305 275 938 196 358 305 275 1611 756 3501 Events 3 7 2 12 2 5 6 6 10 2 31 Total 344 310 264 918 204 344 310 264 1623 768 3513 Weight 26.8% 41.7% 31.5% 100.0% 19.4% 10.1% 14.9% 14.9% 28.0% 12.8% 100.0% M-H, Random, 95% CI 0.64 [0.11, 3.81] 3.34 [1.45, 7.67] 7.68 [1.78, 33.08] 2.87 [0.91, 9.06] 3.12 [0.64, 15.28] 0.09 [0.00, 1.57] 0.17 [0.02, 1.40] 0.16 [0.02, 1.32] 1.81 [0.84, 3.92] 0.51 [0.05, 5.59] 0.59 [0.18, 1.94] Alpha blocker Alpha reductase Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours alpha blocker Favours alpha reductase


Figure E-24: Alpha-blockers vs. 5-ARI:  Ejaculatory abnormality – subgroup analysis of tamsulosin and other alpha-blockers

[image: image24.emf]Study or Subgroup 1.10.1 Alfuzosin, doxazosin or terazosin KIRBY2003 LEPOR1996 MCCONNELL2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.98, df = 3 (P = 0.81); I² = 0% Test for overall effect: Z = 2.99 (P = 0.003) 1.10.11 Tamsulosin RIGATTI2003 ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.36, df = 1 (P = 0.55); I² = 0% Test for overall effect: Z = 2.01 (P = 0.04) Total (95% CI) Total events Heterogeneity: Chi² = 13.35, df = 5 (P = 0.02); I² = 63% Test for overall effect: Z = 0.51 (P = 0.61) Events 1 1 1 0 3 6 18 24 27 Total 275 305 756 358 1694 196 1611 1807 3501 Events 6 6 2 5 19 2 10 12 31 Total 264 310 768 344 1686 204 1623 1827 3513 Weight 19.4% 18.8% 6.3% 17.8% 62.3% 6.2% 31.5% 37.7% 100.0% M-H, Fixed, 95% CI 0.16 [0.02, 1.32] 0.17 [0.02, 1.40] 0.51 [0.05, 5.59] 0.09 [0.00, 1.57] 0.18 [0.06, 0.55] 3.12 [0.64, 15.28] 1.81 [0.84, 3.92] 2.03 [1.02, 4.04] 0.88 [0.53, 1.45] Alpha blocker Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours alpha blocker Favours alpha reductase


Figure E-25: Alpha-blockers vs. 5-ARI:  Withdrawal from study due to adverse events (random effects analysis)

[image: image25.emf]Study or Subgroup 1.12.1 Withdrawals due to adverse events DEBRUYNE1998 KIRBY2003 LEPOR1996 RIGATTI2003 ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.10; Chi² = 9.51, df = 4 (P = 0.05); I² = 58% Test for overall effect: Z = 0.04 (P = 0.97) Events 25 32 18 19 49 143 Total 358 275 305 199 1611 2748 Events 18 34 15 13 81 161 Total 344 264 310 204 1623 2745 Weight 18.4% 22.9% 16.1% 15.8% 26.8% 100.0% M-H, Random, 95% CI 1.33 [0.74, 2.40] 0.90 [0.57, 1.42] 1.22 [0.63, 2.38] 1.50 [0.76, 2.95] 0.61 [0.43, 0.86] 0.99 [0.69, 1.42] Alpha blocker Alpha reductase Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours alpha blockers Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998 and Rigatti2003, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)
Alpha-blockers vs. Anticholinergics 

See section 3.3.2 Anticholinergics vs. Alpha-blockers
Alpha-blockers vs. Phosphodiesterase 5-inhibitors (PDE5-I) 

See section 3.4.2 PDE5-I vs. Alpha-blockers
5-alpha reductase inhibitors (5-ARI)

5-ARI vs. placebo

Figure E-26: 5-ARI vs. Placebo:  Symptom score at 3 months, 6 months 2 years and 4 years or longer  (random effects analysis)

[image: image26.emf]Study or Subgroup 2.1.1 IPSS at 3 months BYRNES1995 POLAT1997 Subtotal (95% CI) Heterogeneity: Tau² = 1.09; Chi² = 3.08, df = 1 (P = 0.08); I² = 68% Test for overall effect: Z = 1.58 (P = 0.11) 2.1.2 IPSS at 6 months BYRNES1995 POLAT1997 Subtotal (95% CI) Heterogeneity: Tau² = 1.68; Chi² = 3.29, df = 1 (P = 0.07); I² = 70% Test for overall effect: Z = 1.53 (P = 0.13) 2.1.3 IPSS at 2 years MCCONNELL1998 NICKEL1996 ROEHRBORN2002 Subtotal (95% CI) Heterogeneity: Tau² = 0.14; Chi² = 5.22, df = 2 (P = 0.07); I² = 62% Test for overall effect: Z = 6.35 (P < 0.00001) 2.1.4 IPSS score at > 4 years McConnell 2003 MCCONNELL1998 Subtotal (95% CI) Heterogeneity: Tau² = 1.06; Chi² = 17.90, df = 1 (P < 0.0001); I² = 94% Test for overall effect: Z = 1.93 (P = 0.05) Mean -3.3 11.6 -4.1 10.9 -2.9 -1.7 -4.5 -5.6 -3.3 SD 7.7 5.3 7.7 6.4 6.4 6.7 6.6 5 5.8 Total 1759 62 1821 1759 62 1821 1153 310 2167 3630 768 965 1733 Mean -2.6 14.1 -3.3 13.9 -1.3 -0.5 -2.3 -4.9 -1.1 SD 7.8 5.3 7.8 6.4 6.2 6.3 6.8 4.1 5.5 Total 583 61 644 583 61 644 1101 303 2158 3562 737 853 1590 Weight 69.9% 30.1% 100.0% 75.2% 24.8% 100.0% 36.0% 25.8% 38.1% 100.0% 50.7% 49.3% 100.0% IV, Random, 95% CI -0.70 [-1.43, 0.03] -2.50 [-4.37, -0.63] -1.38 [-3.10, 0.33] -0.80 [-1.53, -0.07] -3.00 [-5.26, -0.74] -1.63 [-3.72, 0.46] -1.60 [-2.12, -1.08] -1.20 [-2.23, -0.17] -2.20 [-2.60, -1.80] -1.78 [-2.34, -1.23] -0.70 [-1.16, -0.24] -2.20 [-2.72, -1.68] -1.45 [-2.91, 0.02] 5-Alpha reductase placebo Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours 5-Alpha reductase Favours placebo


Figure E-27: 5-ARI vs. Placebo:  Symptom score at 2 years- subgroup analysis

[image: image27.emf]Study or Subgroup 2.4.1 Finasteride MCCONNELL1998 NICKEL1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.46, df = 1 (P = 0.50); I² = 0% Test for overall effect: Z = 6.41 (P < 0.00001) 2.4.2 Dutasteride ROEHRBORN2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 10.80 (P < 0.00001) Total (95% CI) Heterogeneity: Chi² = 5.22, df = 2 (P = 0.07); I² = 62% Test for overall effect: Z = 12.37 (P < 0.00001) Test for subgroup differences: Chi² = 4.76, df = 1 (P = 0.03), I² = 79.0% Mean -2.9 -1.7 -4.5 SD 6.4 6.7 6.6 Total 1153 310 1463 2167 2167 3630 Mean -1.3 -0.5 -2.3 SD 6.2 6.3 6.8 Total 1101 303 1404 2158 2158 3562 Weight 33.9% 8.7% 42.5% 57.5% 57.5% 100.0% IV, Fixed, 95% CI -1.60 [-2.12, -1.08] -1.20 [-2.23, -0.17] -1.52 [-1.98, -1.05] -2.20 [-2.60, -1.80] -2.20 [-2.60, -1.80] -1.91 [-2.21, -1.61] 5-Alpha reductase placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours 5-Alpha reductase Favours placebo


Figure E-28: 5-ARI vs. Placebo:  Symptom score at 12 months and 3 years

[image: image28.emf]Study or Subgroup 2.3.1 IPSS at 1 year ABRAMS1999 BYRNES1995 LEPOR1996 MCCONNELL1998 NICKEL1996 POLAT1997 Subtotal (95% CI) Heterogeneity: Chi² = 4.38, df = 5 (P = 0.50); I² = 0% Test for overall effect: Z = 5.76 (P < 0.00001) 2.3.4 IPSS at 3 years MCCONNELL1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.78 (P < 0.00001) Test for subgroup differences: Chi² = 9.99, df = 1 (P = 0.002), I² = 90.0% Mean -4.8 -4.6 -3.2 -2.4 -1.5 10.5 -3.1 SD 6.4 9.6 6.88 4.5 5.4 9 6.1 Total 69 1759 260 1314 310 62 3774 1047 1047 Mean -3.3 -3.3 -2.6 -1.6 -1 13.7 -1.3 SD 6.4 8.6 7.03 4.5 5.3 9 5.8 Total 37 583 265 1296 303 61 2545 961 961 Weight 1.3% 11.9% 5.8% 68.8% 11.4% 0.8% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -1.50 [-4.06, 1.06] -1.30 [-2.13, -0.47] -0.60 [-1.79, 0.59] -0.80 [-1.15, -0.45] -0.50 [-1.35, 0.35] -3.20 [-6.38, -0.02] -0.84 [-1.13, -0.56] -1.80 [-2.32, -1.28] -1.80 [-2.32, -1.28] 5-Alpha reductase placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours 5-Alpha reductase Favours placebo


Figure E-29: 5-ARI vs. Placebo:  Qmax (ml/s) at 3 months, 6 months, 2 years, 3 years and 4 years or longer 

[image: image29.emf]Study or Subgroup 2.6.1 Qmax at 3 months NICKEL1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.12 (P = 0.90) 2.6.2 Qmax at 6 months BEISLAND1992 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.31 (P = 0.02) 2.6.4 Qmax at 2 years ANDERSEN1995 MCCONNELL1998 NICKEL1996 ROEHRBORN2002 Subtotal (95% CI) Heterogeneity: Chi² = 3.42, df = 3 (P = 0.33); I² = 12% Test for overall effect: Z = 13.61 (P < 0.00001) 2.6.5 Qmax at 3 years MCCONNELL1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.36 (P < 0.00001) 2.6.6 Qmax at > 4 years MCCONNELL1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.03 (P < 0.00001) Test for subgroup differences: Chi² = 33.01, df = 4 (P < 0.00001), I² = 87.9% Mean 0.7 1.6 1.5 1.8 1.25 2.2 1.8 2 SD 3.8 1.4 3.6 5.6 4.3 5.2 5.3 4.9 Total 310 310 87 87 308 786 310 2167 3571 691 691 588 588 Mean 0.65 1.1 -0.3 0.4 0.25 0.6 0 0.2 SD 6.2 1.4 3.1 5.4 4.9 4.7 4.9 4.9 Total 303 303 81 81 309 720 303 2158 3490 608 608 496 496 Weight 100.0% 100.0% 100.0% 100.0% 17.7% 16.1% 9.3% 56.9% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.05 [-0.77, 0.87] 0.05 [-0.77, 0.87] 0.50 [0.08, 0.92] 0.50 [0.08, 0.92] 1.80 [1.27, 2.33] 1.40 [0.84, 1.96] 1.00 [0.27, 1.73] 1.60 [1.30, 1.90] 1.55 [1.32, 1.77] 1.80 [1.25, 2.35] 1.80 [1.25, 2.35] 1.80 [1.21, 2.39] 1.80 [1.21, 2.39] 5-alpha reductase placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours placebo Favours 5-alpha reductase


Figure E-30: 5-ARI vs. Placebo:  Qmax (ml/s) at 12 months (random effects analysis)

[image: image30.emf]Study or Subgroup Abrams 1999 Andersen 1995 Gormley 1992 Lepor 1996 McConnell 1998 Nickel 1996 Polat 1997 Total (95% CI) Heterogeneity: Tau² = 0.12; Chi² = 12.63, df = 6 (P = 0.05); I² = 52% Test for overall effect: Z = 6.06 (P < 0.00001) Mean 1.1 1.2 11.2 1.5 1.3 0.95 13.2 SD 2.5 3.1 4.7 5.24 3.1 6 4.6 Total 69 308 257 252 928 310 62 2186 Mean -0.1 -0.3 9.8 1.4 0.2 0.3 10.4 SD 1.5 3.6 3.7 5.45 3 4.2 4.6 Total 37 309 263 264 899 303 61 2136 Weight 13.4% 18.9% 14.1% 10.6% 26.2% 12.3% 4.4% 100.0% IV, Random, 95% CI 1.20 [0.44, 1.96] 1.50 [0.97, 2.03] 1.40 [0.67, 2.13] 0.10 [-0.82, 1.02] 1.10 [0.82, 1.38] 0.65 [-0.17, 1.47] 2.80 [1.17, 4.43] 1.15 [0.77, 1.52] 5-alpha reductase placebo Mean Difference Mean Difference IV, Random, 95% CI -4 -2 0 2 4 Favours placebo Favours 5-alpha reductase


Figure E-31: 5-ARI vs. Placebo:  Prostate volume(ml) at 1 year follow up

[image: image31.emf]Study or Subgroup GORMLEY1992 LEPOR1996 Total (95% CI) Heterogeneity: Chi² = 1.35, df = 1 (P = 0.24); I² = 26% Test for overall effect: Z = 9.84 (P < 0.00001) Mean 47.5 30.1 SD 23.6 11.1 Total 257 252 509 Mean 59.8 38.9 SD 39.4 11.2 Total 263 258 521 Weight 10.8% 89.2% 100.0% IV, Fixed, 95% CI -12.30 [-17.87, -6.73] -8.80 [-10.74, -6.86] -9.18 [-11.01, -7.35] 5-alpha reductase placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours 5-alpha reductase Favours placebo


Figure E-32: 5-ARI vs. Placebo:  Prostate volume (ml) at 2 years follow up (random effects analysis)

[image: image32.emf]Study or Subgroup ANDERSEN1995 ROEHRBORN2002 Total (95% CI) Heterogeneity: Tau² = 109.92; Chi² = 16.43, df = 1 (P < 0.0001); I² = 94% Test for overall effect: Z = 2.96 (P = 0.003) Mean -19.2 -14.6 SD 23.1 13.5 Total 197 2167 2364 Mean 11.5 0.8 SD 47.3 14.3 Total 197 2158 2355 Weight 47.0% 53.0% 100.0% IV, Random, 95% CI -30.70 [-38.05, -23.35] -15.40 [-16.23, -14.57] -22.60 [-37.56, -7.63] 5-alpha reductase placebo Mean Difference Mean Difference IV, Random, 95% CI -50 -25 0 25 50 Favours 5-alpha reductase Favours placebo


Figure E-33: 5-ARI vs. Placebo:  PSA (ng/ml) level at 2 year follow up

[image: image33.emf]Study or Subgroup 1.10.1 PSA change (ng/ml) at 2 years ROEHRBORN2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 57.72 (P < 0.00001) Mean -3.1 SD 2 Total 2167 2167 Mean 0.5 SD 2.1 Total 2158 2158 Weight 100.0% 100.0% IV, Fixed, 95% CI -3.60 [-3.72, -3.48] -3.60 [-3.72, -3.48] 5 ARI placebo Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours 5-ARI Favours placebo


Figure E-34: 5-ARI vs. Placebo:  Adverse events (cardiovascular and neurological)

[image: image34.emf]Study or Subgroup 2.25.1 Fatigue MARBERGER1998 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.13 (P = 0.03) 2.25.2 Dizziness GORMLEY1992 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.25, df = 1 (P = 0.26); I² = 20% Test for overall effect: Z = 0.24 (P = 0.81) Events 11 11 0 26 26 Total 1577 1577 297 310 607 Events 24 24 2 22 24 Total 1591 1591 300 305 605 Weight 100.0% 100.0% 10.1% 89.9% 100.0% M-H, Fixed, 95% CI 0.46 [0.23, 0.94] 0.46 [0.23, 0.94] 0.20 [0.01, 4.19] 1.16 [0.67, 2.01] 1.07 [0.63, 1.81] 5ARI placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favour 5ARI Favour placebo


Figure E-35: 5-ARI vs. Placebo:  Adverse events (sexual and urological) 

[image: image35.emf]Study or Subgroup 1.26.1 Impotence ANON1993 BEISLAND1992 BYRNES1995 GORMLEY1992 LEPOR1996 MARBERGER1998 MCCONNELL1998 NICKEL1996 POLAT1997 ROEHRBORN2002 TENOVER1997 Subtotal (95% CI) Total events Heterogeneity: Chi² = 12.09, df = 10 (P = 0.28); I² = 17% Test for overall effect: Z = 9.69 (P < 0.00001) 1.26.2 Decreased libido BEISLAND1992 BYRNES1995 GORMLEY1992 LEPOR1996 MARBERGER1998 MCCONNELL1998 NICKEL1996 ROEHRBORN2002 TENOVER1997 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.96, df = 8 (P = 0.65); I² = 0% Test for overall effect: Z = 7.21 (P < 0.00001) 1.26.3 Ejaculation disorder BYRNES1995 GORMLEY1992 LEPOR1996 MARBERGER1998 MCCONNELL1998 NICKEL1996 ROEHRBORN2002 TENOVER1997 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.62, df = 7 (P = 0.82); I² = 0% Test for overall effect: Z = 7.65 (P < 0.00001) 1.26.4 Gynaecomastia MCCONNELL1998 ROEHRBORN2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.09, df = 1 (P = 0.76); I² = 0% Test for overall effect: Z = 4.35 (P < 0.0001) 1.26.5 Urinary retention ANON1993 BYRNES1995 MARBERGER1998 MCCONNELL1998 TENOVER1997 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.47, df = 4 (P = 0.65); I² = 0% Test for overall effect: Z = 5.76 (P < 0.00001) Events 12 4 102 10 29 104 122 49 1 158 128 719 1 53 14 14 63 96 31 91 85 448 38 13 6 33 12 24 48 57 231 8 50 58 3 11 17 42 34 107 Total 249 94 1821 297 310 1577 1503 310 62 2167 1736 10126 94 1821 297 310 1577 1503 310 2167 1736 9815 1821 297 310 1577 1503 310 2167 1736 9721 1503 2167 3670 249 1821 1577 1503 1736 6886 Events 1 4 13 5 14 74 56 19 0 86 19 291 0 6 4 4 44 51 19 46 17 191 3 5 4 9 2 5 17 5 50 2 16 18 3 4 35 99 23 164 Total 255 88 596 300 305 1591 1513 303 61 2158 579 7749 88 596 300 305 1591 1513 303 2158 579 7433 596 300 305 1591 1513 303 2158 579 7345 1513 2158 3671 255 596 1591 1513 579 4534 Weight 0.3% 1.3% 6.4% 1.6% 4.6% 23.9% 18.1% 6.2% 0.2% 28.0% 9.3% 100.0% 0.3% 4.5% 2.0% 2.0% 21.6% 25.0% 9.5% 22.7% 12.6% 100.0% 8.4% 9.2% 7.5% 16.6% 3.7% 9.4% 31.5% 13.9% 100.0% 11.1% 88.9% 100.0% 1.7% 3.4% 19.7% 55.7% 19.5% 100.0% M-H, Fixed, 95% CI 12.29 [1.61, 93.81] 0.94 [0.24, 3.63] 2.57 [1.45, 4.54] 2.02 [0.70, 5.84] 2.04 [1.10, 3.78] 1.42 [1.06, 1.89] 2.19 [1.61, 2.98] 2.52 [1.52, 4.18] 2.95 [0.12, 71.09] 1.83 [1.42, 2.36] 2.25 [1.40, 3.60] 1.96 [1.71, 2.25] 2.81 [0.12, 68.09] 2.89 [1.25, 6.69] 3.54 [1.18, 10.62] 3.44 [1.15, 10.34] 1.44 [0.99, 2.11] 1.89 [1.36, 2.64] 1.59 [0.92, 2.76] 1.97 [1.39, 2.79] 1.67 [1.00, 2.78] 1.87 [1.58, 2.21] 4.15 [1.28, 13.38] 2.63 [0.95, 7.27] 1.48 [0.42, 5.18] 3.70 [1.78, 7.70] 6.04 [1.35, 26.94] 4.69 [1.81, 12.14] 2.81 [1.62, 4.87] 3.80 [1.53, 9.44] 3.39 [2.48, 4.63] 4.03 [0.86, 18.93] 3.11 [1.78, 5.45] 3.21 [1.90, 5.44] 1.02 [0.21, 5.03] 0.90 [0.29, 2.82] 0.49 [0.28, 0.87] 0.43 [0.30, 0.61] 0.49 [0.29, 0.83] 0.48 [0.37, 0.61] 5ARI placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favour 5ARI Favour placebo


Figure E-36: 5-ARI vs. Placebo:  Withdrawal from study due to adverse events

[image: image36.emf]Study or Subgroup ABRAMS1999 ANDERSEN1995 ANON1993 BEISLAND1992 BYRNES1995 GORMLEY1992 LEPOR1996 MARBERGER1998 MCCONNELL1998 NICKEL1996 ROEHRBORN2002 TENOVER1997 Total (95% CI) Total events Heterogeneity: Chi² = 14.12, df = 11 (P = 0.23); I² = 22% Test for overall effect: Z = 0.06 (P = 0.95) Events 3 39 1 7 100 16 67 111 176 28 193 54 795 Total 81 353 249 94 1821 297 310 1577 1503 310 2167 1736 10498 Events 3 30 0 7 28 18 51 144 166 40 192 13 692 Total 40 354 255 88 596 300 305 1591 1513 303 2158 579 8082 Weight 0.6% 4.2% 0.1% 1.0% 5.9% 2.5% 7.2% 20.1% 23.2% 5.7% 26.9% 2.7% 100.0% M-H, Fixed, 95% CI 0.49 [0.10, 2.34] 1.30 [0.83, 2.05] 3.07 [0.13, 75.05] 0.94 [0.34, 2.56] 1.17 [0.78, 1.76] 0.90 [0.47, 1.73] 1.29 [0.93, 1.79] 0.78 [0.61, 0.99] 1.07 [0.87, 1.30] 0.68 [0.43, 1.08] 1.00 [0.83, 1.21] 1.39 [0.76, 2.52] 1.00 [0.91, 1.11] 5-alpha reductase placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.02 0.1 1 10 50 Favours 5-alpha reductase Favours placebo


 5-Alpha reductase inhibitors (5-ARI) vs. Alpha-blockers

See section 3.1.2: Alpha-blockers vs. 5-Alpha reductase inhibitors (5-ARI)
Anticholinergics

Anticholinergics vs. placebo

Figure E-37: Anticholinergics vs. Placebo:  Adverse events

[image: image37.emf]Study or Subgroup 1.7.3 Fatigue KAPLAN2006 1.7.4 Somnolence KAPLAN2006 1.7.5 Dizziness KAPLAN2006 1.7.6 Rhinitis KAPLAN2006 1.7.7 Diarrhoea KAPLAN2006 1.7.8 Constipation KAPLAN2006 1.7.9 Dyspepsia KAPLAN2006 1.7.10 Headache KAPLAN2006 1.7.11 Dry Mouth KAPLAN2006 1.7.12 Ejaculation Failure KAPLAN2006 1.7.13 Urinary Retention KAPLAN2006 Events 2 2 3 0 7 9 2 2 16 0 2 Total 217 217 217 217 217 217 217 217 217 217 217 Events 6 2 2 2 3 5 5 7 5 0 3 Total 220 220 220 220 220 220 220 220 220 220 220 M-H, Fixed, 95% CI 0.34 [0.07, 1.66] 1.01 [0.14, 7.13] 1.52 [0.26, 9.01] 0.20 [0.01, 4.20] 2.37 [0.62, 9.03] 1.82 [0.62, 5.36] 0.41 [0.08, 2.07] 0.29 [0.06, 1.38] 3.24 [1.21, 8.70] Not estimable 0.68 [0.11, 4.01] anticholinergics placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours anticholinergics Favours placebo


Figure E-38: Anticholinergics vs. Placebo:  Withdrawal from study due to adverse events

[image: image38.emf]Study or Subgroup 1.8.13 Withdrawal due to Adverse Events KAPLAN2006 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.56 (P = 0.58) Events 5 5 Total 217 217 Events 7 7 Total 220 220 Weight 100.0% 100.0% M-H, Fixed, 95% CI 0.72 [0.23, 2.25] 0.72 [0.23, 2.25] anticholinergics placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.02 0.1 1 10 50 Favours anticholinergics Favours placebo



Anticholinergics vs. Alpha-blockers 

Figure E-39: Anticholinergics vs. Alpha-blockers:   Adverse events 

[image: image39.emf]Study or Subgroup 1.6.1 Fatigue KAPLAN2006 1.6.2 Dry Mouth KAPLAN2006 1.6.3 Dizziness KAPLAN2006 1.6.4 Headache KAPLAN2006 1.6.5 Somnolence KAPLAN2006 1.6.6 Nasal Congestion KAPLAN2006 1.6.7 Diarrhoea KAPLAN2006 1.6.8 Constipation KAPLAN2006 1.6.9 Dyspepsia KAPLAN2006 1.6.10 Urinary Retention KAPLAN2006 1.6.11 Ejaculation Failure KAPLAN2006 1.6.12 Withdrawal due to Adverse Events KAPLAN2006 Events 2 16 3 2 2 0 7 9 2 2 0 5 Total 217 217 217 217 217 217 217 217 217 217 217 217 Events 3 15 12 9 5 3 6 2 1 0 4 4 Total 215 215 215 215 215 215 215 215 215 215 215 215 M-H, Fixed, 95% CI 0.66 [0.11, 3.91] 1.06 [0.54, 2.08] 0.25 [0.07, 0.87] 0.22 [0.05, 1.01] 0.40 [0.08, 2.02] 0.14 [0.01, 2.72] 1.16 [0.39, 3.38] 4.46 [0.97, 20.40] 1.98 [0.18, 21.69] 4.95 [0.24, 102.59] 0.11 [0.01, 2.03] 1.24 [0.34, 4.55] Anticholinergics Alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours anticholinergics Favours alpha-blockers


Phosphodiesterase-5-inhibitors (PDE5-I)

PDE5-I vs. placebo

Figure E-40: PDE5-I vs. Placebo:  Symptom score  

[image: image40.emf]Study or Subgroup MCVARY2000C MCVARY2007B ROEHRBORN2008 STIEF2008 Total (95% CI) Heterogeneity: Chi² = 2.56, df = 3 (P = 0.47); I² = 0% Test for overall effect: Z = 6.87 (P < 0.00001) Mean -6.3 -3.8 -4.79 -5.9 SD 11.96 5.83 7.19 5.09 Total 182 136 844 105 1267 Mean -1.9 -1.7 -2.27 -3.6 SD 11.83 8.87 7.1 5.09 Total 178 138 210 110 636 Weight 8.8% 16.8% 45.8% 28.6% 100.0% IV, Fixed, 95% CI -4.40 [-6.86, -1.94] -2.10 [-3.87, -0.33] -2.52 [-3.60, -1.44] -2.30 [-3.66, -0.94] -2.55 [-3.28, -1.82] PDE5I Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours PDE5I Favours Placebo


Figure E-41: PDE5-I vs. Placebo:  Quality of life (IPSS question) [image: image41.emf]Study or Subgroup MCVARY2000C MCVARY2007B ROEHRBORN2008 Total (95% CI) Heterogeneity: Chi² = 1.35, df = 2 (P = 0.51); I² = 0% Test for overall effect: Z = 4.77 (P < 0.00001) Mean -0.97 -0.7 -0.85 SD 2.39 1.17 1.57 Total 182 136 844 1162 Mean -0.29 -0.3 -0.49 SD 2.33 1.17 1.59 Total 178 138 210 526 Weight 12.1% 37.6% 50.2% 100.0% IV, Fixed, 95% CI -0.68 [-1.17, -0.19] -0.40 [-0.68, -0.12] -0.36 [-0.60, -0.12] -0.41 [-0.58, -0.24] PDE5I Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours PDE5I Favours Placebo


Figure E-42: PDE5-I vs. Placebo:  Qmax(ml/s) 

[image: image42.emf]Study or Subgroup MCVARY2000C MCVARY2007B ROEHRBORN2008 STIEF2008 Total (95% CI) Heterogeneity: Chi² = 1.74, df = 3 (P = 0.63); I² = 0% Test for overall effect: Z = 1.84 (P = 0.07) Mean 0.31 0.5 1.65 1.6 SD 12.99 5.39 5.62 2.21 Total 182 116 844 105 1247 Mean 0.16 0.9 1.24 1 SD 12.85 5.5 5.8 2.21 Total 178 121 210 110 619 Weight 2.9% 10.7% 27.2% 59.1% 100.0% IV, Fixed, 95% CI 0.15 [-2.52, 2.82] -0.40 [-1.79, 0.99] 0.41 [-0.46, 1.28] 0.60 [0.01, 1.19] 0.43 [-0.03, 0.88] PDE5I Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Placebo Favours PDE5I


Figure E-43: PDE5-I vs. Placebo:  Adverse events 

[image: image43.emf]Study or Subgroup 1.4.1 Headache MCVARY2000C MCVARY2007B ROEHRBORN2008 STIEF2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.74, df = 3 (P = 0.13); I² = 48% Test for overall effect: Z = 3.68 (P = 0.0002) 1.4.2 Dyspepsia MCVARY2000C MCVARY2007B ROEHRBORN2008 STIEF2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.81, df = 3 (P = 0.85); I² = 0% Test for overall effect: Z = 4.03 (P < 0.0001) 1.4.3 Flushing MCVARY2000C STIEF2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.01, df = 1 (P = 0.92); I² = 0% Test for overall effect: Z = 2.78 (P = 0.005) 1.4.4 Back pain MCVARY2007B ROEHRBORN2008 STIEF2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.40, df = 2 (P = 0.50); I² = 0% Test for overall effect: Z = 2.69 (P = 0.007) 1.4.5 Gastrointestinal reflux disease ROEHRBORN2008 STIEF2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.00, df = 1 (P = 0.97); I² = 0% Test for overall effect: Z = 1.84 (P = 0.07) 1.4.6 Palpitations Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.4.7 Nasal Congestion Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.4.8 Rhinitis MCVARY2000C Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.39 (P = 0.16) Events 21 4 28 14 67 12 6 28 8 54 9 7 16 5 27 3 35 13 3 16 0 0 8 8 Total 189 138 844 108 1279 189 138 844 108 1279 189 108 297 138 844 108 1090 844 108 952 0 0 189 189 Events 6 1 6 2 15 2 0 0 0 2 1 1 2 2 0 0 2 0 0 0 0 0 3 3 Total 180 143 211 113 647 180 143 211 113 647 180 113 293 143 211 113 467 211 113 324 0 0 180 180 Weight 32.9% 5.3% 51.4% 10.5% 100.0% 53.5% 12.8% 20.9% 12.8% 100.0% 51.2% 48.8% 100.0% 60.4% 24.6% 15.0% 100.0% 62.1% 37.9% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 3.33 [1.38, 8.07] 4.14 [0.47, 36.62] 1.17 [0.49, 2.78] 7.32 [1.70, 31.47] 2.68 [1.59, 4.53] 5.71 [1.30, 25.18] 13.47 [0.77, 236.81] 14.30 [0.88, 233.28] 17.78 [1.04, 304.33] 10.04 [3.27, 30.81] 8.57 [1.10, 66.97] 7.32 [0.92, 58.54] 7.96 [1.84, 34.37] 2.59 [0.51, 13.13] 13.80 [0.85, 225.30] 7.32 [0.38, 140.09] 6.06 [1.63, 22.50] 6.77 [0.40, 113.49] 7.32 [0.38, 140.09] 6.98 [0.88, 55.31] Not estimable Not estimable 2.54 [0.68, 9.42] 2.54 [0.68, 9.42] PD5I Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours PD5I Favours placebo


PDE5-I vs. Alpha-blockers

Figure E-44: PDE5-I vs. Alpha-blockers:  Symptom score

[image: image44.emf]Study or Subgroup 1.1.1 IPSS score at 3 months follow up KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.24 (P = 0.81) Mean 14.9 SD 4.2 Total 21 21 Mean 14.6 SD 3.7 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.30 [-2.12, 2.72] 0.30 [-2.12, 2.72] PDE-5 Inhibitors Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours PDE-5 Inhibitors Favours alpha-blockers


Figure E-45: PDE5-I vs. Alpha-blockers:  Qmax (ml/s) 

[image: image45.emf]Study or Subgroup 1.3.2 Qmax (ml/s) at 3 months follow up KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.27 (P = 0.79) Mean 10.3 SD 2.4 Total 21 21 Mean 10.5 SD 2.3 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.20 [-1.64, 1.24] -0.20 [-1.64, 1.24] PDE-5 Inhibitors Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours alpha-blockers Favours PDE-5 Inhibitors


Figure E-46: PDE5-I vs. Alpha-blockers:  Voiding frequency 

[image: image46.emf]Study or Subgroup 1.4.1 Voiding frequency at 3 months KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.34 (P = 0.02) Mean 7.8 SD 1.7 Total 21 21 Mean 6.4 SD 2.1 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI 1.40 [0.23, 2.57] 1.40 [0.23, 2.57] PDE-5 Inhibitors Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours PDE-5 Inhibitors Favours alpha-blockers


Figure E-47: PDE5-I vs. Alpha-blockers:  Nocturia 

[image: image47.emf]Study or Subgroup 1.5.2 Nocturia at 3 months follow up KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.07 (P = 0.29) Mean 2.1 SD 0.9 Total 21 21 Mean 1.8 SD 0.9 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.30 [-0.25, 0.85] 0.30 [-0.25, 0.85] PDE-5 Inhibitors Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours PDE-5 Inhibitors Favours alpha-blockers


Figure E-48: PDE5-I vs. Alpha-blockers:  Adverse events

[image: image48.emf]Study or Subgroup 1.6.1 Flushing KAPLAN2007 1.6.2 Dizziness KAPLAN2007 1.6.3 Dyspepsia KAPLAN2007 1.6.4 Withdrawal due to Adverse Events KAPLAN2007 Events 1 0 1 2 Total 21 21 21 21 Events 0 2 0 2 Total 20 20 20 20 M-H, Fixed, 95% CI 2.86 [0.12, 66.44] 0.19 [0.01, 3.75] 2.86 [0.12, 66.44] 0.95 [0.15, 6.13] PDE-5 Inhibitors Alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours PDE-5 Inhibitors Favours alpha-blockers


Diuretics

Diuretics vs. placebo

Forest plots were not prepared for this comparison. Please see Evidence Table 16 in Appendix D for details. 

Desmopressin

Desmopressin vs. placebo

Forest plots were not prepared for the efficacy outcomes of this cross over trial. Please see Evidence Table 17 in Appendix D for details. 

Figure E-49: Desmopressin vs. Placebo:  Adverse events 

[image: image49.emf]Study or Subgroup 3.1.1 Hyponatraemia and hypoosmolaemia CANNON1999 3.1.2 Dry throat plus cough CANNON1999 3.1.3 Increased sputum CANNON1999 3.1.4 Fluid retention and hyponatraemia CANNON1999 3.1.5 Headache CANNON1999 3.1.6 Flu like illness CANNON1999 Events 1 1 1 1 0 0 Total 20 20 20 20 20 20 Events 0 0 0 0 1 1 Total 20 20 20 20 20 20 M-H, Fixed, 95% CI 3.00 [0.13, 69.52] 3.00 [0.13, 69.52] 3.00 [0.13, 69.52] 3.00 [0.13, 69.52] 0.33 [0.01, 7.72] 0.33 [0.01, 7.72] Desmopressin Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours desmopressin Favours placebo


This is a cross over trial and a paired test would be more appropriate. Forest plots prepared for illustration purpose. 

NSAIDS

NSAIDS vs.  placebo

Figure E-50: NSAIDs vs. Placebo:  Symptom score at 1 month 

[image: image50.emf]Study or Subgroup FALAHATKAR2008 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.66 (P = 0.008) Mean 15.5 SD 4.2 Total 40 40 Mean 18 SD 4.2 Total 40 40 Weight 100.0% 100.0% IV, Fixed, 95% CI -2.50 [-4.34, -0.66] -2.50 [-4.34, -0.66] NSAIDS Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours NSAIDS Favours Placebo


Figure E-51: NSAIDs vs. Placebo:  Qmax (ml/s) at 1 month 

[image: image51.emf]Study or Subgroup FALAHATKAR2008 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.03 (P = 0.30) Mean 12.9 SD 2.7 Total 40 40 Mean 12.3 SD 2.5 Total 40 40 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.60 [-0.54, 1.74] 0.60 [-0.54, 1.74] NSAIDS Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours placebo Favours NSAIDS


Figure E-52: NSAIDs vs. Placebo:  Nocturia frequency at 1month 

[image: image52.emf]Study or Subgroup FALAHATKAR2008 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.17 (P < 0.00001) Mean 2.5 SD 1.9 Total 40 40 Mean 5.12 SD 1.9 Total 40 40 Weight 100.0% 100.0% IV, Fixed, 95% CI -2.62 [-3.45, -1.79] -2.62 [-3.45, -1.79] NSAIDS Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours NSAIDS Favours placebo


Figure E-53: NSAIDs vs. Placebo:  Adverse events (1 month follow up)

[image: image53.emf]Study or Subgroup 1.4.1 Gastric discomfort FALAHATKAR2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.49 (P = 0.14) Events 4 4 Total 40 40 Events 0 0 Total 40 40 Weight 100.0% 100.0% M-H, Fixed, 95% CI 9.00 [0.50, 161.86] 9.00 [0.50, 161.86] NSAIDS Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours NSAIDS Favours Placebo

Only one type of adverse event was reported.
Combination therapy:  Alpha-blockers plus 5-alpha reductase inhibitors(5-ARI)

Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers

Figure E-54: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers: Symptom score 

[image: image54.emf]Study or Subgroup 3.1.1 Symptom score (IPSS) at 6-months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.47 (P = 0.64) 3.1.2 Symptom score (IPSS) at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.02, df = 1 (P = 0.88); I² = 0% Test for overall effect: Z = 0.46 (P = 0.64) 3.1.3 Symptom score IPSS at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 8.99 (P < 0.00001) 3.1.4 Symptoms score (IPSS) at 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.73 (P = 0.006) Test for subgroup differences: Chi² = 33.43, df = 3 (P < 0.00001), I² = 91.0% Mean -6.1 -6.1 -8.6 -6.2 -7.4 SD 5.6 5.15 5.5 6 5.7 Total 349 349 278 265 543 1610 1610 786 786 Mean -6.3 -6 -8.4 -4.3 -6.6 SD 5.8 5.12 5.06 6 5.8 Total 358 358 275 250 525 1611 1611 756 756 Weight 100.0% 100.0% 53.2% 46.8% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.20 [-0.64, 1.04] 0.20 [-0.64, 1.04] -0.10 [-0.96, 0.76] -0.20 [-1.11, 0.71] -0.15 [-0.77, 0.48] -1.90 [-2.31, -1.49] -1.90 [-2.31, -1.49] -0.80 [-1.37, -0.23] -0.80 [-1.37, -0.23] Combination Alpha blocker Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours combination Favours alpha blocker


Figure E-55: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Qmax (ml/s) 

[image: image55.emf]Study or Subgroup 3.3.1 Qmax change at 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.43 (P = 0.15) 3.3.2 Qmax change at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.23, df = 1 (P = 0.63); I² = 0% Test for overall effect: Z = 1.06 (P = 0.29) 3.3.3 Qmax change at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 8.87 (P < 0.00001) Test for subgroup differences: Chi² = 14.61, df = 2 (P = 0.0007), I² = 86.3% Mean 2.3 3.2 3.8 2.4 SD 4.7 5.58 4.7 4.8 Total 349 349 277 265 542 1610 1610 Mean 1.8 2.7 3.6 0.9 SD 4.5 5.56 4.7 4.8 Total 344 344 275 250 525 1611 1611 Weight 100.0% 100.0% 43.3% 56.7% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.50 [-0.19, 1.19] 0.50 [-0.19, 1.19] 0.50 [-0.43, 1.43] 0.20 [-0.61, 1.01] 0.33 [-0.28, 0.94] 1.50 [1.17, 1.83] 1.50 [1.17, 1.83] Combination Alpha blocker Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours combination Favours alpha blocker


Figure E-56: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Prostate volume(ml) 

[image: image56.emf]Study or Subgroup 3.4.1 At 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.67 (P < 0.00001) 3.4.2 At 1 year LEPOR1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.05 (P < 0.0001) 3.4.3 At 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 25.67 (P < 0.00001) 3.4.4 At 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 13.01 (P < 0.00001) Test for subgroup differences: Chi² = 85.79, df = 3 (P < 0.00001), I² = 96.5% Mean -4.9 -7 -14.7 -1.914 SD 12.4 21.7 13.5 13.6 Total 349 349 275 275 1610 1610 778 778 Mean -0.2 0.5 0 8 SD 14.3 21.6 18.6 16.1 Total 358 358 271 271 1611 1611 755 755 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -4.70 [-6.67, -2.73] -4.70 [-6.67, -2.73] -7.50 [-11.13, -3.87] -7.50 [-11.13, -3.87] -14.70 [-15.82, -13.58] -14.70 [-15.82, -13.58] -9.91 [-11.41, -8.42] -9.91 [-11.41, -8.42] Combination Alpha blocker Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours combination Favours alpha blocker


Figure E-57: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  PSA (ng/ml) 

[image: image57.emf]Study or Subgroup 3.5.1 Change in PSA at 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 8.86 (P < 0.00001) 3.5.2 Change in PSA at 1 year KIRBY2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 13.69 (P < 0.00001) Total (95% CI) Heterogeneity: Chi² = 0.24, df = 1 (P = 0.63); I² = 0% Test for overall effect: Z = 16.30 (P < 0.00001) Test for subgroup differences: Chi² = 0.24, df = 1 (P = 0.63), I² = 0% Mean -1.4 -1.3 SD 1.7 1.6 Total 349 349 265 265 614 Mean 0.1 0.3 SD 2.7 1 Total 358 358 250 250 608 Weight 32.3% 32.3% 67.7% 67.7% 100.0% IV, Fixed, 95% CI -1.50 [-1.83, -1.17] -1.50 [-1.83, -1.17] -1.60 [-1.83, -1.37] -1.60 [-1.83, -1.37] -1.57 [-1.76, -1.38] Combination Alpha blocker Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours combination Favours alpha blocker


Figure E-58: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (cardiovascular or neurological) 

[image: image58.emf]Study or Subgroup 3.6.1 Syncope LEPOR1996 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.27, df = 1 (P = 0.61); I² = 0% Test for overall effect: Z = 1.42 (P = 0.16) 3.6.2 Postural hypotension DEBRUYNE1998 LEPOR1996 KIRBY2003 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.07, df = 3 (P = 0.38); I² = 2% Test for overall effect: Z = 0.54 (P = 0.59) 3.6.3 Orthostatic hypotention (at least 1 visit) DEBRUYNE1998 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.01, df = 1 (P = 0.93); I² = 0% Test for overall effect: Z = 1.43 (P = 0.15) 3.6.4 Dizziness DEBRUYNE1998 LEPOR1996 KIRBY2003 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.22, df = 4 (P = 0.88); I² = 0% Test for overall effect: Z = 1.10 (P = 0.27) 3.6.5 Vertigo KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.67 (P = 0.50) Events 5 6 11 2 27 8 4 41 8 121 129 8 66 39 26 5 144 39 39 Total 309 286 595 349 309 286 786 1730 349 309 658 349 309 286 1610 786 3340 286 286 Events 3 2 5 2 23 16 4 45 9 137 146 6 79 43 27 4 159 43 43 Total 305 275 580 358 305 275 756 1694 358 305 663 358 305 275 1611 756 3305 275 275 Weight 59.7% 40.3% 100.0% 4.3% 50.9% 35.8% 9.0% 100.0% 6.1% 93.9% 100.0% 3.7% 49.6% 27.3% 16.8% 2.5% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 1.65 [0.40, 6.82] 2.88 [0.59, 14.17] 2.14 [0.75, 6.14] 1.03 [0.15, 7.24] 1.16 [0.68, 1.97] 0.48 [0.21, 1.11] 0.96 [0.24, 3.83] 0.89 [0.59, 1.34] 0.91 [0.36, 2.34] 0.87 [0.72, 1.05] 0.87 [0.73, 1.05] 1.37 [0.48, 3.90] 0.82 [0.62, 1.10] 0.87 [0.58, 1.30] 0.96 [0.56, 1.64] 1.20 [0.32, 4.46] 0.89 [0.72, 1.10] 0.87 [0.58, 1.30] 0.87 [0.58, 1.30] Combination Alpha blocker Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha blocker


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Continued Figure E-58: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (cardiovascular or neurological

[image: image59.emf]Study or Subgroup 3.7.6 Headache LEPOR1996 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.07, df = 1 (P = 0.79); I² = 0% Test for overall effect: Z = 0.61 (P = 0.54) 3.7.7 Asthenia/Fatigue MCCONNELL2003 LEPOR1996 DEBRUYNE1998 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.67, df = 3 (P = 0.13); I² = 47% Test for overall effect: Z = 0.91 (P = 0.37) 3.7.8 Somnolence KIRBY2003 DEBRUYNE1998 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.66, df = 2 (P = 0.72); I² = 0% Test for overall effect: Z = 0.29 (P = 0.77) 3.7.9 Rhinitis LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.58 (P = 0.56) Events 16 5 21 2 43 2 26 73 9 1 1 11 24 24 Total 309 349 658 786 309 349 286 1730 286 349 786 1421 309 309 Events 18 7 25 4 42 4 11 61 11 0 1 12 20 20 Total 305 358 663 756 305 358 264 1683 275 358 756 1389 305 305 Weight 72.4% 27.6% 100.0% 6.6% 68.5% 6.4% 18.5% 100.0% 88.1% 3.9% 8.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.88 [0.46, 1.69] 0.73 [0.23, 2.29] 0.84 [0.47, 1.48] 0.48 [0.09, 2.62] 1.01 [0.68, 1.50] 0.51 [0.09, 2.78] 2.18 [1.10, 4.33] 1.16 [0.84, 1.60] 0.79 [0.33, 1.87] 3.08 [0.13, 75.28] 0.96 [0.06, 15.35] 0.89 [0.40, 1.96] 1.18 [0.67, 2.10] 1.18 [0.67, 2.10] Combination Alpha blocker Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha blocker


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Figure E-59: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Adverse events (sexual or urological)

[image: image60.emf]Study or Subgroup 3.8.10 Decreased libido KIRBY2003 DEBRUYNE1998 MCCONNELL2003 ROEHRBORN2008 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 6.05, df = 4 (P = 0.20); I² = 34% Test for overall effect: Z = 3.15 (P = 0.002) 3.8.11 Ejaculatory abnormality or retrograde ejaculation MCCONNELL2003 LEPOR1996 ROEHRBORN2008 KIRBY2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.21, df = 4 (P = 0.52); I² = 0% Test for overall effect: Z = 6.61 (P < 0.00001) 3.8.12 Impotence or erectile dysfunction DEBRUYNE1998 ROEHRBORN2008 MCCONNELL2003 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.38, df = 3 (P = 0.50); I² = 0% Test for overall effect: Z = 5.54 (P < 0.00001) 3.8.13 Breast enlargement ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.83 (P = 0.40) 3.8.14 Acute urinary retention DEBRUYNE1998 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.02, df = 1 (P = 0.89); I² = 0% Test for overall effect: Z = 1.52 (P = 0.13) Events 6 7 3 55 15 86 3 21 68 7 3 102 26 119 5 30 180 23 23 1 4 5 Total 286 349 786 1610 309 3340 786 309 1610 286 349 3340 349 1610 786 286 3031 1610 1610 349 786 1135 Events 10 2 2 27 8 49 1 1 18 1 0 21 8 61 4 16 89 29 29 2 9 11 Total 275 358 756 1611 305 3305 756 305 1611 275 358 3305 358 1611 756 275 3000 1611 1611 358 756 1114 Weight 20.7% 4.0% 4.1% 54.8% 16.3% 100.0% 4.7% 4.7% 83.6% 4.7% 2.3% 100.0% 8.8% 68.3% 4.6% 18.3% 100.0% 100.0% 100.0% 17.7% 82.3% 100.0% M-H, Fixed, 95% CI 0.58 [0.21, 1.57] 3.59 [0.75, 17.16] 1.44 [0.24, 8.61] 2.04 [1.29, 3.21] 1.85 [0.80, 4.30] 1.74 [1.23, 2.46] 2.89 [0.30, 27.68] 20.73 [2.81, 153.14] 3.78 [2.26, 6.33] 6.73 [0.83, 54.35] 7.18 [0.37, 138.49] 4.75 [2.99, 7.53] 3.33 [1.53, 7.26] 1.95 [1.44, 2.64] 1.20 [0.32, 4.46] 1.80 [1.01, 3.23] 2.01 [1.57, 2.58] 0.79 [0.46, 1.37] 0.79 [0.46, 1.37] 0.51 [0.05, 5.63] 0.43 [0.13, 1.38] 0.44 [0.15, 1.27] Combination Alpha blocker Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha blocker


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Figure E-60: Combination (Alpha-blockers + 5-ARI) vs. Alpha-blockers:  Withdrawal from study due to adverse events

[image: image61.emf]Study or Subgroup 3.9.15 Withdrawals due to adverse events LEPOR1996 KIRBY2003 DEBRUYNE1998 ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.89, df = 3 (P = 0.83); I² = 0% Test for overall effect: Z = 0.64 (P = 0.52) Events 24 35 24 48 131 Total 309 265 349 1610 2533 Events 18 32 25 49 124 Total 275 305 358 1611 2549 Weight 15.6% 24.3% 20.2% 40.0% 100.0% M-H, Fixed, 95% CI 1.19 [0.66, 2.14] 1.26 [0.80, 1.97] 0.98 [0.57, 1.69] 0.98 [0.66, 1.45] 1.08 [0.85, 1.37] Combination Alpha blocker Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha blocker


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Combination (Alpha-blockers + 5-ARI) vs. 5-ARI

Figure E-61: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Symptom score 

[image: image62.emf]Study or Subgroup 2.1.1 Symptom score (IPSS) at 6-months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.10 (P = 0.04) 2.1.2 Symptom score (IPSS) at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.58, df = 1 (P = 0.45); I² = 0% Test for overall effect: Z = 8.19 (P < 0.00001) 2.1.3 Symptom score IPSS at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.16 (P < 0.00001) 2.1.4 Symptoms score (IPSS) at 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.62 (P < 0.00001) Test for subgroup differences: Chi² = 15.94, df = 3 (P = 0.001), I² = 81.2% Mean -6.1 -6.1 -8.6 -6.2 -7.4 SD 5.6 5.15 5.5 6 5.7 Total 349 349 278 265 543 1610 1610 786 786 Mean -5.2 -3.2 -6.2 -4.9 -5.6 SD 5.7 5.08 5.38 6 5 Total 344 344 260 239 499 1623 1623 768 768 Weight 100.0% 100.0% 54.7% 45.3% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.90 [-1.74, -0.06] -0.90 [-1.74, -0.06] -2.90 [-3.76, -2.04] -2.40 [-3.35, -1.45] -2.67 [-3.31, -2.03] -1.30 [-1.71, -0.89] -1.30 [-1.71, -0.89] -1.80 [-2.33, -1.27] -1.80 [-2.33, -1.27] Combination Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Combination Favours alpha reductase


Figure E-62: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Qmax(ml/s) 

[image: image63.emf]Study or Subgroup 2.3.1 Qmax change at 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.43 (P = 0.15) 2.3.2 Qmax change at 1 year LEPOR1996 KIRBY2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.23, df = 1 (P = 0.63); I² = 0% Test for overall effect: Z = 6.01 (P < 0.00001) 2.3.3 Qmax at 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.96 (P = 0.003) Test for subgroup differences: Chi² = 15.63, df = 2 (P = 0.0004), I² = 87.2% Mean 2.3 3.2 3.8 2.4 SD 4.7 5.58 4.7 4.8 Total 349 349 277 265 542 1611 1611 Mean 1.8 1.5 1.8 1.9 SD 4.5 5.24 4.6 4.8 Total 344 344 252 239 491 1623 1623 Weight 100.0% 100.0% 43.7% 56.3% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.50 [-0.19, 1.19] 0.50 [-0.19, 1.19] 1.70 [0.78, 2.62] 2.00 [1.19, 2.81] 1.87 [1.26, 2.48] 0.50 [0.17, 0.83] 0.50 [0.17, 0.83] Combination Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Alpha reductase Favours Combination


Figure E-63: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Prostate volume (ml) 

[image: image64.emf]Study or Subgroup 2.4.1 At 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.57 (P = 0.57) 2.4.2 At 1 year LEPOR1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.49 (P = 0.63) 2.4.3 At 2 years ROEHRBORN2008 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.27 (P = 0.20) 2.4.4 At 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.20 (P = 0.23) Test for subgroup differences: Chi² = 1.96, df = 3 (P = 0.58), I² = 0% Mean -4.9 -7 -14.7 -1.91 SD 12.4 21.7 13.5 13.6 Total 349 349 275 275 1610 1610 778 778 Mean -4.3 -6.1 -15.3 -2.76 SD 15 20.8 13.3 14.4 Total 344 344 252 252 1623 1623 778 778 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.60 [-2.65, 1.45] -0.60 [-2.65, 1.45] -0.90 [-4.53, 2.73] -0.90 [-4.53, 2.73] 0.60 [-0.32, 1.52] 0.60 [-0.32, 1.52] 0.85 [-0.54, 2.24] 0.85 [-0.54, 2.24] Combination Alpha reductase Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours combination Favours alpha reductase


Figure E-64: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: PSA (ng/ml) 

[image: image65.emf]Study or Subgroup 2.5.2 Change in PSA at 6 months DEBRUYNE1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.19 (P = 0.03) 2.5.4 Change in PSA at 1 year KIRBY2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.75 (P = 0.45) Total (95% CI) Heterogeneity: Tau² = 0.06; Chi² = 4.37, df = 1 (P = 0.04); I² = 77% Test for overall effect: Z = 0.49 (P = 0.62) Mean -1.4 -1.3 SD 1.7 1.6 Total 349 349 265 265 614 Mean -1.7 -1.2 SD 1.9 1.4 Total 344 344 239 239 583 Weight 49.7% 49.7% 50.3% 50.3% 100.0% IV, Random, 95% CI 0.30 [0.03, 0.57] 0.30 [0.03, 0.57] -0.10 [-0.36, 0.16] -0.10 [-0.36, 0.16] 0.10 [-0.29, 0.49] Combination Alpha reductase Mean Difference Mean Difference IV, Random, 95% CI -4 -2 0 2 4 Favours Combination Favours Alpha reductase


Figure E-65: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (Cardiovascular or neurological) 

[image: image66.emf]Study or Subgroup 2.6.1 Syncope LEPOR1996 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.61, df = 1 (P = 0.20); I² = 38% Test for overall effect: Z = 1.90 (P = 0.06) 2.6.2 Postural hypotension DEBRUYNE1998 LEPOR1996 KIRBY2003 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.23, df = 3 (P = 0.24); I² = 29% Test for overall effect: Z = 3.32 (P = 0.0009) 2.6.3 Orthostatic hypotension - at least 1 visit DEBRUYNE1998 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.68, df = 1 (P = 0.41); I² = 0% Test for overall effect: Z = 3.22 (P = 0.001) 2.6.4 Dizziness DEBRUYNE1998 LEPOR1996 KIRBY2003 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.50, df = 4 (P = 0.83); I² = 0% Test for overall effect: Z = 5.49 (P < 0.00001) 2.6.5 Vertigo KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.39 (P = 0.70) Events 5 6 11 2 27 8 4 41 8 121 129 8 66 39 26 5 144 8 8 Total 309 286 595 349 309 286 786 1730 349 309 658 349 309 286 1610 786 3340 286 286 Events 3 0 3 3 7 2 3 15 8 81 89 4 26 21 11 2 64 6 6 Total 310 264 574 344 310 264 768 1686 344 310 654 344 310 264 1623 768 3309 264 264 Weight 85.2% 14.8% 100.0% 20.0% 46.2% 13.8% 20.1% 100.0% 9.1% 90.9% 100.0% 6.2% 40.1% 33.7% 16.9% 3.1% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 1.67 [0.40, 6.94] 12.00 [0.68, 212.04] 3.20 [0.96, 10.64] 0.66 [0.11, 3.91] 3.87 [1.71, 8.75] 3.69 [0.79, 17.23] 1.30 [0.29, 5.80] 2.69 [1.50, 4.82] 0.99 [0.37, 2.60] 1.50 [1.19, 1.89] 1.45 [1.16, 1.82] 1.97 [0.60, 6.49] 2.55 [1.66, 3.90] 1.71 [1.04, 2.84] 2.38 [1.18, 4.81] 2.44 [0.48, 12.55] 2.20 [1.66, 2.91] 1.23 [0.43, 3.50] 1.23 [0.43, 3.50] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Continued Figure E-65: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (cardiovascular or neurological)

[image: image67.emf]Study or Subgroup 2.7.6 Headache LEPOR1996 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.26, df = 1 (P = 0.61); I² = 0% Test for overall effect: Z = 0.31 (P = 0.76) 2.7.7 Asthenia/Fatigue KIRBY2003 MCCONNELL2003 DEBRUYNE1998 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.47, df = 3 (P = 0.92); I² = 0% Test for overall effect: Z = 3.62 (P = 0.0003) 2.7.8 somnolence DEBRUYNE1998 MCCONNELL2003 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.77, df = 2 (P = 0.68); I² = 0% Test for overall effect: Z = 0.06 (P = 0.95) 2.7.9 Rhinitis LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.75 (P = 0.006) Events 16 5 21 26 4 2 43 75 1 1 9 11 24 24 Total 309 349 658 286 786 349 309 1730 349 786 286 1421 309 309 Events 19 4 23 11 2 0 23 36 2 0 8 10 8 8 Total 310 344 654 264 768 344 310 1686 344 768 264 1376 310 310 Weight 82.5% 17.5% 100.0% 31.0% 5.5% 1.4% 62.2% 100.0% 18.6% 4.7% 76.8% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.84 [0.44, 1.61] 1.23 [0.33, 4.55] 0.91 [0.51, 1.63] 2.18 [1.10, 4.33] 1.95 [0.36, 10.64] 4.93 [0.24, 102.29] 1.88 [1.16, 3.03] 2.02 [1.38, 2.95] 0.49 [0.04, 5.41] 2.93 [0.12, 71.85] 1.04 [0.41, 2.65] 1.03 [0.45, 2.34] 3.01 [1.37, 6.60] 3.01 [1.37, 6.60] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Figure E-66: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Adverse events (sexual or urological)

[image: image68.emf]Study or Subgroup 2.8.10 Decreased libido MCCONNELL2003 LEPOR1996 ROEHRBORN2008 KIRBY2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.66, df = 4 (P = 0.80); I² = 0% Test for overall effect: Z = 0.77 (P = 0.44) 2.8.11 Ejaculatory abnormality ROEHRBORN2008 DEBRUYNE1998 LEPOR1996 MCCONNELL2003 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 15.22, df = 4 (P = 0.004); I² = 74% Test for overall effect: Z = 6.02 (P < 0.00001) 2.8.12 Impotence or erectile dysfunction ROEHRBORN2008 DEBRUYNE1998 MCCONNELL2003 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.02, df = 3 (P = 0.39); I² = 1% Test for overall effect: Z = 2.35 (P = 0.02) 2.8.13 Breast enlargement ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.81 (P = 0.42) 2.8.14 Acute urinary retention MCCONNELL2003 DEBRUYNE1998 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.07, df = 1 (P = 0.79); I² = 0% Test for overall effect: Z = 0.61 (P = 0.54) Events 3 15 55 6 7 86 68 3 21 3 7 102 119 26 5 30 180 23 23 4 1 5 Total 786 309 1610 286 349 3340 1610 349 309 786 286 3340 1610 349 786 286 3031 1610 1610 786 349 1135 Events 2 14 45 9 6 76 10 5 6 2 6 29 97 23 5 13 138 29 29 6 1 7 Total 768 310 1623 264 344 3309 1623 358 310 768 264 3323 1623 344 768 264 2999 1623 1623 768 344 1112 Weight 2.7% 18.3% 58.8% 12.3% 7.9% 100.0% 34.2% 16.9% 20.6% 6.9% 21.4% 100.0% 69.8% 16.7% 3.7% 9.8% 100.0% 100.0% 100.0% 85.8% 14.2% 100.0% M-H, Fixed, 95% CI 1.47 [0.25, 8.75] 1.07 [0.53, 2.19] 1.23 [0.84, 1.82] 0.62 [0.22, 1.71] 1.15 [0.39, 3.39] 1.13 [0.83, 1.53] 6.85 [3.54, 13.27] 0.62 [0.15, 2.56] 3.51 [1.44, 8.58] 1.47 [0.25, 8.75] 1.08 [0.37, 3.16] 3.50 [2.33, 5.26] 1.24 [0.95, 1.60] 1.11 [0.65, 1.91] 0.98 [0.28, 3.36] 2.13 [1.14, 4.00] 1.29 [1.04, 1.60] 0.80 [0.46, 1.38] 0.80 [0.46, 1.38] 0.65 [0.18, 2.30] 0.99 [0.06, 15.70] 0.70 [0.22, 2.19] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003, 2 years for Roehrborn2008 and 4 years for McConnell2003)

Figure E-67: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Ejaculatory abnormality (random effects analysis)

[image: image69.emf]Study or Subgroup 2.10.11 Ejaculatory abnormality DEBRUYNE1998 KIRBY2003 LEPOR1996 ROEHRBORN2008 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.79; Chi² = 15.22, df = 4 (P = 0.004); I² = 74% Test for overall effect: Z = 1.59 (P = 0.11) Events 3 7 21 68 3 102 Total 349 286 309 1610 786 3340 Events 5 6 6 10 2 29 Total 358 264 310 1623 768 3323 Weight 17.2% 20.8% 22.8% 25.2% 14.0% 100.0% M-H, Random, 95% CI 0.62 [0.15, 2.56] 1.08 [0.37, 3.16] 3.51 [1.44, 8.58] 6.85 [3.54, 13.27] 1.47 [0.25, 8.75] 2.13 [0.84, 5.42] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


Figure E-68: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Ejaculatory abnormality subgroup analysis

[image: image70.emf]Study or Subgroup 2.9.1 Alfuzosin, terazosin or doxazosin DEBRUYNE1998 KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.23, df = 3 (P = 0.16); I² = 43% Test for overall effect: Z = 2.00 (P = 0.05) 2.9.2 Tamsulosin ROEHRBORN2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 5.71 (P < 0.00001) Total (95% CI) Total events Heterogeneity: Chi² = 15.22, df = 4 (P = 0.004); I² = 74% Test for overall effect: Z = 6.02 (P < 0.00001) Events 3 7 21 3 34 68 68 102 Total 349 286 309 786 1730 1610 1610 3340 Events 5 6 6 2 19 10 10 29 Total 358 264 310 768 1700 1623 1623 3323 Weight 16.9% 21.4% 20.6% 6.9% 65.8% 34.2% 34.2% 100.0% M-H, Fixed, 95% CI 0.62 [0.15, 2.56] 1.08 [0.37, 3.16] 3.51 [1.44, 8.58] 1.47 [0.25, 8.75] 1.76 [1.01, 3.06] 6.85 [3.54, 13.27] 6.85 [3.54, 13.27] 3.50 [2.33, 5.26] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


Figure E-69: Combination (Alpha-blockers + 5-ARI) vs. 5-ARI: Withdrawal from study due to adverse events (random effects analysis)
[image: image71.emf]Study or Subgroup 2.11.15 Withdrawals due to adverse events LEPOR1996 DEBRUYNE1998 ROEHRBORN2008 KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.10; Chi² = 8.59, df = 3 (P = 0.04); I² = 65% Test for overall effect: Z = 1.18 (P = 0.24) Events 24 24 48 35 131 Total 309 349 1610 265 2533 Events 34 18 81 34 167 Total 239 344 1623 264 2470 Weight 23.9% 20.5% 29.6% 26.0% 100.0% M-H, Random, 95% CI 0.55 [0.33, 0.90] 1.31 [0.73, 2.38] 0.60 [0.42, 0.85] 1.03 [0.66, 1.59] 0.79 [0.54, 1.17] Combination Alpha reductase Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha reductase


The studies were arranged in the forest plots based on duration of follow up (6 months for Debruyne1998, 1 year for Lepor1996 and Kirby2003 and 2 years for Roehrborn2008)
Combination (Alpha-blockers + 5-ARI) vs. placebo

Figure E-70: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Symptom score 

[image: image72.emf]Study or Subgroup 4.1.1 Symptom score (IPSS) at 1 year follow up KIRBY2003 LEPOR1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.20, df = 1 (P = 0.65); I² = 0% Test for overall effect: Z = 10.23 (P < 0.00001) 4.1.2 Symptoms score (IPSS) at 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 9.87 (P < 0.00001) Test for subgroup differences: Chi² = 4.37, df = 1 (P = 0.04), I² = 77.1% Mean -8.6 -6.1 -7.4 SD 5.5 5.15 5.7 Total 265 278 543 786 786 Mean -5.4 -2.6 -4.9 SD 5.82 5.08 4.1 Total 253 265 518 737 737 Weight 43.7% 56.3% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -3.20 [-4.18, -2.22] -3.50 [-4.36, -2.64] -3.37 [-4.01, -2.72] -2.50 [-3.00, -2.00] -2.50 [-3.00, -2.00] Combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours combination Favours placebo


Figure E-71: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Qmax (ml/s) 

[image: image73.emf]Study or Subgroup 4.3.1 Qmax change at 1 year KIRBY2003 LEPOR1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.88, df = 1 (P = 0.35); I² = 0% Test for overall effect: Z = 6.71 (P < 0.00001) Mean 3.8 3.2 SD 4.9 5.6 Total 265 277 542 Mean 1.4 1.4 SD 4.8 5.5 Total 253 264 517 Weight 55.6% 44.4% 100.0% IV, Fixed, 95% CI 2.40 [1.56, 3.24] 1.80 [0.86, 2.74] 2.13 [1.51, 2.76] Combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Placebo Favours Combination


Figure E-72: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Prostate volume (ml) 

[image: image74.emf]Study or Subgroup 4.5.1 At 1 year LEPOR1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.67 (P = 0.0002) 4.5.2 At 4 years MCCONNELL2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 11.21 (P < 0.00001) Mean -7 -1.91 SD 21.7 13.6 Total 275 275 778 778 Mean 0.5 6.67 SD 25.2 16 Total 258 258 736 736 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -7.50 [-11.50, -3.50] -7.50 [-11.50, -3.50] -8.58 [-10.08, -7.08] -8.58 [-10.08, -7.08] Combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours Combination Favours Placebo


Figure E-73: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Change in PSA (ng/ml) 

[image: image75.emf]Study or Subgroup 4.4.2 Change in PSA at 1 year KIRBY2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 12.52 (P < 0.00001) Mean -1.3 SD 1.6 Total 265 265 Mean 0.3 SD 1.3 Total 253 253 Weight 100.0% 100.0% IV, Fixed, 95% CI -1.60 [-1.85, -1.35] -1.60 [-1.85, -1.35] Combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours combination Favours placebo


Figure E-74: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events (cardiovascular and neurological)

 [image: image76.emf]Study or Subgroup 4.8.1 Syncope KIRBY2003 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.13, df = 1 (P = 0.72); I² = 0% Test for overall effect: Z = 2.31 (P = 0.02) 4.8.3 Orthostatic hypotension - at least 1 visit LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.46 (P = 0.01) 4.8.4 Dizziness KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.88, df = 2 (P = 0.39); I² = 0% Test for overall effect: Z = 5.21 (P < 0.00001) 4.8.5 Vertigo KIRBY2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.32 (P = 0.02) 4.8.6 Headache LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.16 (P = 0.25) 4.8.7 Asthenia/Fatigue KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.06, df = 2 (P = 0.97); I² = 0% Test for overall effect: Z = 3.66 (P = 0.0002) 4.8.8 Somnolence KIRBY2003 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.16, df = 1 (P = 0.69); I² = 0% Test for overall effect: Z = 0.85 (P = 0.40) 4.8.9 Rhinitis LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.61 (P = 0.11) Events 6 5 11 121 121 39 66 5 110 39 39 16 16 26 43 4 73 9 1 10 24 24 Total 286 309 595 309 309 286 309 786 1381 286 286 309 309 286 309 786 1381 286 786 1072 309 309 Events 1 0 1 92 92 20 22 2 44 20 20 10 10 11 21 2 34 6 0 6 14 14 Total 269 305 574 310 310 269 305 737 1311 269 269 305 305 269 305 737 1311 269 737 1006 305 305 Weight 67.2% 32.8% 100.0% 100.0% 100.0% 46.0% 49.4% 4.6% 100.0% 100.0% 100.0% 100.0% 100.0% 32.8% 61.2% 6.0% 100.0% 92.3% 7.7% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 5.64 [0.68, 46.57] 10.86 [0.60, 195.52] 7.35 [1.35, 40.03] 1.32 [1.06, 1.65] 1.32 [1.06, 1.65] 1.83 [1.10, 3.06] 2.96 [1.88, 4.67] 2.34 [0.46, 12.05] 2.41 [1.73, 3.36] 1.83 [1.10, 3.06] 1.83 [1.10, 3.06] 1.58 [0.73, 3.42] 1.58 [0.73, 3.42] 2.22 [1.12, 4.41] 2.02 [1.23, 3.32] 1.88 [0.34, 10.21] 2.08 [1.41, 3.08] 1.41 [0.51, 3.91] 2.81 [0.11, 68.95] 1.52 [0.58, 3.99] 1.69 [0.89, 3.21] 1.69 [0.89, 3.21] Combination Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours Placebo


The studies were arranged in the forest plots based on duration of follow up (1 year for Lepor1996 and Kirby2003 and 4 years for McConnell2003)

Figure E-75: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events – postural hypotension (random effects analysis)

[image: image77.emf]Study or Subgroup 4.9.2 Postural hypotension KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.50; Chi² = 4.15, df = 2 (P = 0.13); I² = 52% Test for overall effect: Z = 2.14 (P = 0.03) Events 8 27 4 39 Total 286 309 786 1381 Events 4 3 2 9 Total 269 305 737 1311 Weight 37.0% 37.2% 25.7% 100.0% M-H, Random, 95% CI 1.88 [0.57, 6.17] 8.88 [2.72, 28.98] 1.88 [0.34, 10.21] 3.35 [1.11, 10.15] Combination Placebo Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours Placebo

 

Figure E-76: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Adverse events (sexual or urological)

[image: image78.emf]Study or Subgroup 4.10.10 Decreased libido KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.17, df = 2 (P = 0.34); I² = 8% Test for overall effect: Z = 2.25 (P = 0.02) 4.10.11 Ejaculatory abnormality KIRBY2003 LEPOR1996 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.98, df = 2 (P = 0.37); I² = 0% Test for overall effect: Z = 3.22 (P = 0.001) 4.10.12 Impotence KIRBY2003 MCCONNELL2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.73, df = 1 (P = 0.39); I² = 0% Test for overall effect: Z = 3.08 (P = 0.002) Events 6 15 3 24 7 21 3 31 30 5 35 Total 286 309 786 1381 286 309 786 1381 286 786 1072 Events 5 4 1 10 4 4 1 9 9 3 12 Total 269 305 737 1311 269 305 737 1311 269 737 1006 Weight 50.5% 39.4% 10.1% 100.0% 44.9% 43.9% 11.2% 100.0% 75.0% 25.0% 100.0% M-H, Fixed, 95% CI 1.13 [0.35, 3.66] 3.70 [1.24, 11.03] 2.81 [0.29, 26.98] 2.31 [1.12, 4.80] 1.65 [0.49, 5.56] 5.18 [1.80, 14.92] 2.81 [0.29, 26.98] 3.33 [1.60, 6.93] 3.14 [1.52, 6.48] 1.56 [0.37, 6.52] 2.74 [1.44, 5.21] Combination Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours Placebo


Figure E-77: Combination (Alpha-blockers + 5-ARI) vs. Placebo:  Withdrawal from study due to adverse events (random effects analysis)

[image: image79.emf]Study or Subgroup 4.11.13 Withdrawals due to adverse events KIRBY2003 LEPOR1996 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.85; Chi² = 6.86, df = 1 (P = 0.009); I² = 85% Test for overall effect: Z = 1.14 (P = 0.25) Events 35 24 59 Total 265 309 574 Events 30 5 35 Total 269 305 574 Weight 54.5% 45.5% 100.0% M-H, Random, 95% CI 1.18 [0.75, 1.87] 4.74 [1.83, 12.26] 2.22 [0.56, 8.80] Combination Placebo Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours Placebo


The studies were arranged in the forest plots based on duration of follow up (1 year for Lepor1996 and Kirby2003 and 4 years for McConnell2003)

Combination Therapy : Anti-cholinergic  plus  Alpha-blockers

Combination (Anti-cholinergic + Alpha-blockers) vs. Alpha-blockers

Figure E-78: Combination (Anti-cholinergic + Alpha-blockers) vs. Alpha-blockers:   Adverse events

[image: image80.emf]Study or Subgroup 1.6.1 Constipation KAPLAN2006 1.6.2 Diarrhoea KAPLAN2006 1.6.3 Dizziness KAPLAN2006 1.6.4 Dry mouth KAPLAN2006 1.6.5 Dyspepsia KAPLAN2006 1.6.6 Ejaculation failure KAPLAN2006 1.6.7 Urinary retention KAPLAN2006 1.6.8 Fatigue KAPLAN2006 1.6.9 Somnolence KAPLAN2006 1.6.10 Headache KAPLAN2006 1.6.11 Nasal congestion KAPLAN2006 Events 8 5 6 47 3 7 2 2 4 14 10 Total 225 225 225 225 225 225 225 225 225 225 225 Events 2 6 12 15 1 4 0 3 5 9 3 Total 215 215 215 215 215 215 215 215 215 215 215 M-H, Fixed, 95% CI 3.82 [0.82, 17.80] 0.80 [0.25, 2.57] 0.48 [0.18, 1.25] 2.99 [1.73, 5.19] 2.87 [0.30, 27.35] 1.67 [0.50, 5.63] 4.78 [0.23, 98.97] 0.64 [0.11, 3.78] 0.76 [0.21, 2.81] 1.49 [0.66, 3.36] 3.19 [0.89, 11.42] Anticholinergic + blocker alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours alpha-blockers


Anti-cholinergic added on to Alpha-blockers vs. Alpha-blockers

Figure E-79: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Symptom score at 3 months


[image: image81]
Figure E-80: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Quality of life (IPSS question)at 3 months
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Figure E-81: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Qmax (ml/s) at 3 months
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Figure E-82: Anti-Ch added on to Alpha-blockers vs. Alpha-blockers:  Adverse events (3-months follow up)


[image: image84]
Combination (Anti-cholinergic + Alpha-blockers) vs. Anticholinergics

Figure E-83: Combination (Anti-cholinergic + Alpha-blockers) vs. Anticholinergics: Adverse events

[image: image85.emf]Study or Subgroup 2.6.1 Constipation KAPLAN2006 2.6.2 Diarrhoea KAPLAN2006 2.6.3 Dizziness KAPLAN2006 2.6.4 Dry mouth KAPLAN2006 2.6.5 Dyspepsia KAPLAN2006 2.6.6 Ejaculation failure KAPLAN2006 2.6.7 Urinary retention KAPLAN2006 2.6.8 Fatigue KAPLAN2006 2.6.9 Somnolence KAPLAN2006 2.6.10 Headache KAPLAN2006 2.6.11 Nasal congestion KAPLAN2006 Events 8 5 6 47 3 7 2 2 4 14 10 Total 225 225 225 225 225 225 225 225 225 225 225 Events 9 7 3 16 2 0 2 2 2 2 0 Total 216 216 216 216 216 216 216 216 216 216 216 M-H, Fixed, 95% CI 0.85 [0.34, 2.17] 0.69 [0.22, 2.13] 1.92 [0.49, 7.58] 2.82 [1.65, 4.82] 1.44 [0.24, 8.53] 14.40 [0.83, 250.65] 0.96 [0.14, 6.75] 0.96 [0.14, 6.75] 1.92 [0.36, 10.38] 6.72 [1.55, 29.22] 20.16 [1.19, 342.00] Anticholinergic + blocker Anticholinergics Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours Anticholinergics


Combination (Anti-cholinergic + Alpha-blockers) vs. Placebo

Figure E-84: Combination (Anti-cholinergic + Alpha-blockers) vs. Placebo:  adverse events

[image: image86.emf]Study or Subgroup 3.6.1 Constipation KAPLAN2006 3.6.2 Diarrhoea KAPLAN2006 3.6.3 Dizziness KAPLAN2006 3.6.4 Dry mouth KAPLAN2006 3.6.5 Dyspepsia KAPLAN2006 3.6.6 Ejaculation failure KAPLAN2006 3.6.7 Urinary retention KAPLAN2006 3.6.8 Fatigue KAPLAN2006 3.6.9 Somnolence KAPLAN2006 3.6.10 Headache KAPLAN2006 3.6.11 Nasal congestion KAPLAN2006 Events 8 5 6 47 3 7 2 2 4 14 10 Total 225 225 225 225 225 225 225 225 225 225 225 Events 5 3 2 5 5 0 3 6 2 7 2 Total 220 220 220 220 220 220 220 220 220 220 220 M-H, Fixed, 95% CI 1.56 [0.52, 4.71] 1.63 [0.39, 6.74] 2.93 [0.60, 14.38] 9.19 [3.73, 22.68] 0.59 [0.14, 2.43] 14.67 [0.84, 255.28] 0.65 [0.11, 3.86] 0.33 [0.07, 1.60] 1.96 [0.36, 10.57] 1.96 [0.80, 4.75] 4.89 [1.08, 22.06] Anticholinergic + blocker Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours Combination Favours Placebo


Combination (PDE5-I + Alpha-blockers) 

Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers

Figure E-85: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Symptom score 

Figure E-86: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Quality of life (IPSS question) 

[image: image87.emf]Study or Subgroup 1.2.1 At 3 months LIGUORI2009 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.04 (P = 0.30) Mean -1.6 SD 0.9 Total 21 21 Mean -1.3 SD 0.9 Total 18 18 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.30 [-0.87, 0.27] -0.30 [-0.87, 0.27] PDE5-I + alpha blockers Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Combination Favours Alpha blockers


Figure E-87: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Qmax(ml/s) 

[image: image88.emf]Study or Subgroup 1.3.2 3 months KAPLAN2007 LIGUORI2009 Subtotal (95% CI) Heterogeneity: Chi² = 0.11, df = 1 (P = 0.74); I² = 0% Test for overall effect: Z = 1.55 (P = 0.12) Mean 2 3.1 SD 2.6 3.4 Total 21 21 42 Mean 1.1 1.7 SD 2.3 4.6 Total 20 18 38 Weight 74.6% 25.4% 100.0% IV, Fixed, 95% CI 0.90 [-0.60, 2.40] 1.40 [-1.17, 3.97] 1.03 [-0.27, 2.32] PDE5-I + alpha blockers Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Alpha blockers Favours Combinations


Figure E-88: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Frequency at 3-month 

[image: image89.emf]Study or Subgroup 1.4.1 3 months KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.45 (P = 0.66) Mean 6.1 SD 2.2 Total 21 21 Mean 6.4 SD 2.1 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.30 [-1.62, 1.02] -0.30 [-1.62, 1.02] PDE5-I + alpha blockers Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Combination Favours alpha-blockers


Figure E-89: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Nocturia at 3 months [image: image90.emf]Study or Subgroup 1.5.1 3 months KAPLAN2007 LIGUORI2009 Subtotal (95% CI) Heterogeneity: Chi² = 0.05, df = 1 (P = 0.82); I² = 0% Test for overall effect: Z = 0.68 (P = 0.50) Mean -1.1 -0.8 SD 1 1.1 Total 21 21 42 Mean -1.3 -0.9 SD 1 0.8 Total 20 18 38 Weight 48.8% 51.2% 100.0% IV, Fixed, 95% CI 0.20 [-0.41, 0.81] 0.10 [-0.50, 0.70] 0.15 [-0.28, 0.58] PDE5-I + alpha blockers Alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Combination Favours alpha-blockers


Figure E-90: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events 

[image: image91.emf]Study or Subgroup 1.7.1 Dizziness BECHARA2008 KAPLAN2007 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.03, df = 1 (P = 0.86); I² = 0% Test for overall effect: Z = 0.92 (P = 0.36) 1.7.2 Flushing KAPLAN2007 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.7.3 Dyspepsia BECHARA2008 KAPLAN2007 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.98 (P = 0.33) 1.7.4 Gastric upset KAPLAN2007 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.03 (P = 0.30) 1.7.5 Headache BECHARA2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 2.27 (P = 0.02) Events 0 1 1 0 0 3 0 3 2 2 12 12 Total 30 21 51 21 21 30 21 51 21 21 30 30 Events 1 2 3 0 0 1 0 1 0 0 0 0 Total 30 20 50 20 20 30 20 50 20 20 30 30 Weight 42.3% 57.7% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.33 [0.01, 7.87] 0.48 [0.05, 4.85] 0.42 [0.06, 2.69] Not estimable Not estimable 3.00 [0.33, 27.23] Not estimable 3.00 [0.33, 27.23] 4.77 [0.24, 93.67] 4.77 [0.24, 93.67] 25.00 [1.55, 403.99] 25.00 [1.55, 403.99] PDE5-I + alpha blockers Alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours alpha-blockers


Continued Figure E-90: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events
[image: image92.emf]Study or Subgroup 1.8.6 Ejaculation disorder BECHARA2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.68 (P = 0.50) 1.8.7 Altered vision BECHARA2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.68 (P = 0.50) 1.8.8 Diarhhoea BECHARA2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.68 (P = 0.50) 1.8.9 Hypotension KAPLAN2007 BECHARA2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.58 (P = 0.56) 1.8.10 Syncope KAPLAN2007 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable Events 0 0 0 0 0 0 0 2 2 0 0 Total 30 30 30 30 30 30 21 30 51 21 21 Events 1 1 1 1 1 1 0 1 1 0 0 Total 30 30 30 30 30 30 20 30 50 20 20 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.33 [0.01, 7.87] 0.33 [0.01, 7.87] 0.33 [0.01, 7.87] 0.33 [0.01, 7.87] 0.33 [0.01, 7.87] 0.33 [0.01, 7.87] Not estimable 2.00 [0.19, 20.90] 2.00 [0.19, 20.90] Not estimable Not estimable PDE5-I + alpha blockers Alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Combination Favours alpha-blockers


Figure E-91: Combination (PDE5-I + Alpha-blockers) vs. Alpha-blockers:   Adverse events resulting in withdrawal at 3-month 

[image: image93.emf]Study or Subgroup 1.8.1 Resulting in study withdrawals BECHARA2008 KAPLAN2007 LIGUORI2009 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.44, df = 2 (P = 0.80); I² = 0% Test for overall effect: Z = 0.07 (P = 0.94) Events 1 3 2 6 Total 30 21 23 74 Events 1 2 3 6 Total 30 20 22 72 Weight 16.4% 33.5% 50.1% 100.0% M-H, Fixed, 95% CI 1.00 [0.07, 15.26] 1.43 [0.27, 7.67] 0.64 [0.12, 3.46] 0.96 [0.33, 2.82] PDE5-I + alpha blockers Alpha-blockers Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours combination Favours alpha blockers


Combination (PDE5-I + Alpha-blockers) vs. PDE5-I

Figure E-92: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: symptom score (random effects analysis)

[image: image94.emf]Study or Subgroup 2.1.1 3 months KAPLAN2007 LIGUORI2009 Subtotal (95% CI) Heterogeneity: Tau² = 7.59; Chi² = 4.64, df = 1 (P = 0.03); I² = 78% Test for overall effect: Z = 1.09 (P = 0.28) Mean -2.7 -6.3 SD 4 4.3 Total 21 21 42 Mean -2.4 -1.6 SD 4.3 5.6 Total 21 19 40 Weight 52.3% 47.7% 100.0% IV, Random, 95% CI -0.30 [-2.81, 2.21] -4.70 [-7.82, -1.58] -2.40 [-6.71, 1.91] PDE5-I + alpha blockers PDE5-I Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours Combination Favours PDE5-I


Figure E-93: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Quality of life (IPSS-QoL) up to 3-month 

[image: image95.emf]Study or Subgroup 2.2.1 Change in IPSS-QoL LIGUORI2009 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.77 (P = 0.08) Mean -1.6 SD 0.9 Total 21 21 Mean -1 SD 1.2 Total 19 19 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.60 [-1.26, 0.06] -0.60 [-1.26, 0.06] PDE5-I + alpha blockers PDE5-I Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours combination Favours PDE5-I


Figure E-94: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Qmax (ml/s) at 3-month 

[image: image96.emf]Study or Subgroup 2.3.1 3 months KAPLAN2007 LIGUORI2009 Subtotal (95% CI) Heterogeneity: Chi² = 0.02, df = 1 (P = 0.90); I² = 0% Test for overall effect: Z = 2.40 (P = 0.02) Mean 2 3.1 SD 2.6 3.4 Total 21 21 42 Mean 0.3 1.2 SD 3.1 4.8 Total 21 19 40 Weight 69.3% 30.7% 100.0% IV, Fixed, 95% CI 1.70 [-0.03, 3.43] 1.90 [-0.70, 4.50] 1.76 [0.32, 3.20] PDE5-I + alpha blockers PDE5-I Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours PDE5-I Favours Combination


Figure E-95: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Frequency at 3-month 

[image: image97.emf]Study or Subgroup 2.4.1 3 months KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.80 (P = 0.005) Mean 6.1 SD 2.2 Total 21 21 Mean 7.8 SD 1.7 Total 21 21 Weight 100.0% 100.0% IV, Fixed, 95% CI -1.70 [-2.89, -0.51] -1.70 [-2.89, -0.51] PDE5-I + alpha blockers PDE5-I Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Combination Favours PDE5-I


Figure E-96: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Nocturia at 3-month 

[image: image98.emf]Study or Subgroup 2.4.1 3 months KAPLAN2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.80 (P = 0.005) Mean 6.1 SD 2.2 Total 21 21 Mean 7.8 SD 1.7 Total 21 21 Weight 100.0% 100.0% IV, Fixed, 95% CI -1.70 [-2.89, -0.51] -1.70 [-2.89, -0.51] PDE5-I + alpha blockers PDE5-I Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Combination Favours PDE5-I


Figure E-97: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Adverse events (only those resulting in withdrawals reported)

[image: image99.emf]Study or Subgroup 2.7.1 Dizziness KAPLAN2007 2.7.2 Flushing KAPLAN2007 2.7.3 Dyspepsia KAPLAN2007 2.7.4 Gastric upset KAPLAN2007 Events 1 0 0 2 Total 21 21 21 21 Events 0 1 1 0 Total 21 21 21 21 M-H, Fixed, 95% CI 3.00 [0.13, 69.70] 0.33 [0.01, 7.74] 0.33 [0.01, 7.74] 5.00 [0.25, 98.27] PDE5-I + alpha blockers PDE5-I Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours Combination Favours PDE5-I


Figure E-98: Combination (PDE5-I + Alpha-blockers) vs. PDE5-I: Withdrawal from study due to adverse events 

[image: image100.emf]Study or Subgroup KAPLAN2007 LIGUORI2009 Total (95% CI) Total events Heterogeneity: Chi² = 0.02, df = 1 (P = 0.89); I² = 0% Test for overall effect: Z = 0.69 (P = 0.49) Events 3 2 5 Total 21 23 44 Events 2 1 3 Total 21 21 42 Weight 65.7% 34.3% 100.0% M-H, Fixed, 95% CI 1.50 [0.28, 8.08] 1.83 [0.18, 18.70] 1.61 [0.41, 6.31] PDE5-I + alpha blockers PDE5-I Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours Combination Favours PDE5-I


Surgery

Holmium Laser Enucleation of the  Prostate (HoLEP

HoLEP vs. Transurethral resection of the prostate (TURP)

Figure E-99: HoLEP vs. TURP: Symptom score at 3 months, 36 months and 48 months 

[image: image101.emf]Study or Subgroup 1.1.1 3 months Mavuduru 2009 Westenberg 2004 Wilson 2006 Subtotal (95% CI) Heterogeneity: Chi² = 2.22, df = 2 (P = 0.33); I² = 10% Test for overall effect: Z = 0.38 (P = 0.71) Test for subgroup differences: Not applicable Mean 2.26 5.6 4.8 SD 1.57 5.1 4.23 Total 15 61 28 104 Mean 2.86 5.7 3.4 SD 1.72 5.2 4.85 Total 15 59 29 103 Weight 60.3% 24.6% 15.0% 100.0% IV, Fixed, 95% CI -0.60 [-1.78, 0.58] -0.10 [-1.94, 1.74] 1.40 [-0.96, 3.76] -0.18 [-1.09, 0.74] HoLEP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours HoLEP Favours TURP


[image: image102.emf]Study or Subgroup 1.2.5 36 months Ahyai 2007 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.16 (P = 0.25) 1.2.6 48 months Westenberg 2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.09 (P = 0.27) Test for subgroup differences: Chi² = 0.34, df = 1 (P = 0.56), I² = 0% Mean 2.7 5.2 SD 3.2 5.9 Total 75 75 43 43 Mean 3.3 6.6 SD 3 5 Total 69 69 30 30 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.60 [-1.61, 0.41] -0.60 [-1.61, 0.41] -1.40 [-3.91, 1.11] -1.40 [-3.91, 1.11] HoLEP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours HoLEP Favours TURP


Figure E-100: HoLEP vs. TURP: Symptom score at 6, 12 and 24 months (random effects analysis)
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Figure E-101: HoLEP vs. TURP: Quality of life (IPSS question) – 3, 24 and 48 months
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Figure E-102: HoLEP vs. TURP: Quality of life (IPSS question) – 6 to 12 months (random effects analysis)
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Figure E-103: HoLEP vs. TURP: Qmax(ml/s) at 3 months and longest available follow up
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Figure E-104: HoLEP vs. TURP: All cause mortality and complications
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Continued Figure E-104: HoLEP vs. TURP:  All cause mortality and complications
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Thulium laser resection vs. TURP

Figure E-105: Thulium laser resection vs. TURP: Symptom score – 6 months postoperatively

[image: image109.emf]Study or Subgroup XIA 2008 Mean 4 SD 2.4 Total 52 Mean 3.8 SD 2.8 Total 48 Weight IV, Fixed, 95% CI 0.20 [-0.83, 1.23] Thulium laser TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Thulium laser Favours TURP


Figure E-106: Thulium laser resection vs. TURP: Symptom score – 12 months postoperatively
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Figure E-107: Thulium laser resection vs. TURP: Qmax(ml/s) – 12 months postoperatively
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Figure E-108: Thulium laser resection vs. TURP: Quality of life (IPSS question) – 6 and 12 months 
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Figure E-109: Thulium laser resection vs. TURP: Complications

[image: image113.emf]Study or Subgroup 5.1.1 TUR XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.73 (P = 0.47) 5.1.2 Infection XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.92 (P = 0.36) 5.1.3 Urinary retention XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 5.1.4 Blood transfusion XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.10 (P = 0.27) 5.1.5 Stricture XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.04 (P = 0.30) 5.1.6 Incontinence XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.73 (P = 0.47) 5.1.7 Retrograde ejaculation XIA 2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.81 (P = 0.42) Events 0 0 2 2 0 0 0 0 1 1 0 0 18 18 Total 52 52 52 52 52 52 52 52 52 52 52 52 33 33 Events 1 1 4 4 0 0 2 2 3 3 1 1 20 20 Total 48 48 48 48 48 48 48 48 48 48 48 48 31 31 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.31 [0.01, 7.39] 0.31 [0.01, 7.39] 0.46 [0.09, 2.41] 0.46 [0.09, 2.41] Not estimable Not estimable 0.18 [0.01, 3.76] 0.18 [0.01, 3.76] 0.31 [0.03, 2.86] 0.31 [0.03, 2.86] 0.31 [0.01, 7.39] 0.31 [0.01, 7.39] 0.85 [0.56, 1.27] 0.85 [0.56, 1.27] Thulium laser TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.002 0.1 1 10 500 Favours thulium laser Favours TURP


HoLEP vs. Transurethral Incision of the Prostate (TUIP)

Figure E-110: HoLEP vs. TUIP: Symptom score
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* Only one study using holmium laser for bladder neck incision (HoBNI) was found. 

Figure E-111: HoLEP vs. TUIP: quality of life (IPSS question)
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Figure E-112: HoLEP vs. TUIP: Qmax(ml/s)

[image: image116.emf]Study or Subgroup 1.3.1 At 3 months Aho2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.78 (P = 0.43) 1.3.3 At 12 months Aho2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.80 (P = 0.07) Test for subgroup differences: Chi² = 0.30, df = 1 (P = 0.58), I² = 0% Mean 20.7 21.6 SD 7.6 7.7 Total 18 18 16 16 Mean 18.5 17.4 SD 9.2 4.6 Total 18 18 12 12 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 2.20 [-3.31, 7.71] 2.20 [-3.31, 7.71] 4.20 [-0.38, 8.78] 4.20 [-0.38, 8.78] HoLEP HoBNI Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 HoLEP HoBNI


Figure E-113: HoLEP vs. TUIP: All cause mortality and complications
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HOLEP vs. Open prostatectomy (OP)

Figure E-114: 1 HoLEP vs. OP:  Symptom score 
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Figure E-115: 1 HoLEP vs. OP:  quality of life (IPSS question
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Figure E-116: 1 HoLEP vs. OP:  Qmax(ml/s) at 3 months (random effects analysis) and longest available follow up (fixed effects analysis)

[image: image120.emf]Study or Subgroup 1.6.1 3 m KUNTZ 2008 NASPRO 2006 Subtotal (95% CI) Heterogeneity: Tau² = 3.33; Chi² = 2.05, df = 1 (P = 0.15); I² = 51% Test for overall effect: Z = 0.62 (P = 0.53) Mean 27.6 22.2 SD 7 8.6 Total 54 41 95 Mean 27.3 25.5 SD 6.2 10.5 Total 50 39 89 Weight 61.4% 38.6% 100.0% IV, Random, 95% CI 0.30 [-2.24, 2.84] -3.30 [-7.52, 0.92] -1.09 [-4.52, 2.35] HoLEP OP Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours OP Favours HoLEP


[image: image121.emf]Study or Subgroup 1.7.2 long term KUNTZ 2008 NASPRO 2006 Subtotal (95% CI) Heterogeneity: Chi² = 0.09, df = 1 (P = 0.77); I² = 0% Test for overall effect: Z = 0.38 (P = 0.70) Test for subgroup differences: Not applicable Mean 24.3 19.19 SD 10.1 6.3 Total 42 35 77 Mean 24.4 20.11 SD 7.4 8.8 Total 32 30 62 Weight 47.3% 52.7% 100.0% IV, Fixed, 95% CI -0.10 [-4.09, 3.89] -0.92 [-4.70, 2.86] -0.53 [-3.27, 2.21] HoLEP OP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours OP Favours HoLEP


Figure E-117: 1 HoLEP vs. OP:  All cause mortality and complications [image: image122.emf]Study or Subgroup 1.4.1 All cause mortalitiy KUNTZ2008 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.50 (P = 0.13) 1.4.2 Blood Transfusion KUNTZ2008 NASPRO2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.97, df = 1 (P = 0.32); I² = 0% Test for overall effect: Z = 2.78 (P = 0.005) 1.4.3 Retention/recatheterisation KUNTZ2008 NASPRO2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.59, df = 1 (P = 0.44); I² = 0% Test for overall effect: Z = 0.80 (P = 0.42) 1.4.4 Incontinence KUNTZ2008 NASPRO2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.07, df = 1 (P = 0.80); I² = 0% Test for overall effect: Z = 0.55 (P = 0.58) 1.4.5 Urethral Stricture KUNTZ2008 NASPRO2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.23, df = 1 (P = 0.63); I² = 0% Test for overall effect: Z = 0.35 (P = 0.73) 1.4.6 Reoperation KUNTZ2008 NASPRO2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.03, df = 1 (P = 0.87); I² = 0% Test for overall effect: Z = 0.22 (P = 0.83) Events 3 3 0 2 2 3 5 8 5 2 7 2 2 4 8 2 10 Total 60 60 60 41 101 60 41 101 60 41 101 60 41 101 60 41 101 Events 8 8 8 7 15 3 2 5 6 3 9 1 2 3 7 2 9 Total 60 60 60 39 99 60 39 99 60 39 99 60 39 99 60 39 99 Weight 100.0% 100.0% 54.2% 45.8% 100.0% 59.4% 40.6% 100.0% 66.1% 33.9% 100.0% 32.8% 67.2% 100.0% 77.3% 22.7% 100.0% M-H, Fixed, 95% CI 0.38 [0.10, 1.35] 0.38 [0.10, 1.35] 0.06 [0.00, 1.00] 0.27 [0.06, 1.23] 0.16 [0.04, 0.58] 1.00 [0.21, 4.76] 2.38 [0.49, 11.55] 1.56 [0.53, 4.62] 0.83 [0.27, 2.58] 0.63 [0.11, 3.59] 0.77 [0.30, 1.97] 2.00 [0.19, 21.47] 0.95 [0.14, 6.43] 1.30 [0.30, 5.60] 1.14 [0.44, 2.95] 0.95 [0.14, 6.43] 1.10 [0.47, 2.57] HoLEP OP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours HoLEP Favours OP


Laser treatments

Laser Coagulation vs. TURP 

Figure E-118: 1 Laser Coagulation vs. TURP: Symptom score at 3 and 6 months (random effects analysis), 12 months and 24 months (change and endpoints)

[image: image123.emf]Study or Subgroup 1.1.1 3 months Rodrigo1998 Sengor1996 Suvakovic1996 Martenson1999 Subtotal (95% CI) Heterogeneity: Tau² = 22.48; Chi² = 30.42, df = 3 (P < 0.00001); I² = 90% Test for overall effect: Z = 0.67 (P = 0.50) 1.1.2 6 months Sengor1996 Suvakovic1996 Donovan2000 Gujral2000 Rodrigo1998 Martenson1999 Subtotal (95% CI) Heterogeneity: Tau² = 9.24; Chi² = 31.63, df = 5 (P < 0.00001); I² = 84% Test for overall effect: Z = 1.63 (P = 0.10) 1.1.3 12 months Martenson1999 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 5.54 (P < 0.00001) 1.1.4 24 months Martenson1999 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.74 (P < 0.00001) Mean 4.8 8.5 1.1 11.8 7.8 -8.95 -10.8 -12.2 7.4 10.3 12.4 12 SD 4.8 4.2 11.2 6.9 2.6 5.39 8.6 9.2 4.2 5.4 7.7 4.9 Total 18 30 10 30 88 30 10 96 29 18 30 213 30 30 30 30 Mean 8.6 9.8 -6 4.7 9.3 -10.3 -12.3 -14.2 3.7 3.8 3.5 5 SD 4.2 3.1 5.25 4 4.2 3.92 7.4 8.5 3.8 2.4 2.9 4.4 Total 21 30 10 14 75 30 10 89 33 21 14 197 14 14 14 14 Weight 27.7% 29.7% 15.8% 26.8% 100.0% 18.2% 14.9% 17.6% 14.4% 17.3% 17.6% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Random, 95% CI -3.80 [-6.65, -0.95] -1.30 [-3.17, 0.57] 7.10 [-0.57, 14.77] 7.10 [3.86, 10.34] 1.74 [-3.33, 6.80] -1.50 [-3.27, 0.27] 1.35 [-2.78, 5.48] 1.50 [-0.81, 3.81] 2.00 [-2.43, 6.43] 3.70 [1.17, 6.23] 6.50 [4.19, 8.81] 2.26 [-0.45, 4.97] 8.90 [5.75, 12.05] 8.90 [5.75, 12.05] 7.00 [4.10, 9.90] 7.00 [4.10, 9.90] Laser coagulation TURP Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours Laser Coagulation Favours TURP


Figure E-119: Laser Coagulation vs. TURP: Quality of life (IPSS question), change and endpoints. 

[image: image124.emf]Study or Subgroup 1.2.1 3 months Martenson1999 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.25 (P = 0.001) 1.2.2 6 months Donovan2000 Gujral2000 Martenson1999 Subtotal (95% CI) Heterogeneity: Tau² = 0.58; Chi² = 13.29, df = 2 (P = 0.001); I² = 85% Test for overall effect: Z = 1.68 (P = 0.09) 1.2.3 12 months Martenson1999 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.61 (P < 0.00001) 1.2.4 24 months Martenson1999 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.12 (P < 0.0001) Mean 2.3 -1.9 -2.8 2.2 2.2 2.2 SD 1.4 1.4 1.7 1.4 1.5 1.5 Total 30 30 93 30 30 153 30 30 30 30 Mean 0.9 -2.2 -3.2 0.5 0.6 0.7 SD 1.3 1.7 1.8 0.7 0.8 0.9 Total 14 14 85 33 14 132 14 14 14 14 Weight 100.0% 100.0% 37.6% 28.4% 34.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Random, 95% CI 1.40 [0.55, 2.25] 1.40 [0.55, 2.25] 0.30 [-0.16, 0.76] 0.40 [-0.46, 1.26] 1.70 [1.08, 2.32] 0.80 [-0.13, 1.74] 1.60 [0.92, 2.28] 1.60 [0.92, 2.28] 1.50 [0.79, 2.21] 1.50 [0.79, 2.21] Laser coagulation TURP Mean Difference Mean Difference IV, Random, 95% CI -4 -2 0 2 4 Favours laser coagulation Favours TURP


Figure E-120: Laser Coagulation vs. TURP: Qmax (ml/s) 

[image: image125.emf]Study or Subgroup 1.3.1 3 months Anson1995 Martenson1999 Rodrigo1998 Sengor1996 Suvakovic1996 Subtotal (95% CI) Heterogeneity: Tau² = 13.71; Chi² = 23.70, df = 4 (P < 0.0001); I² = 83% Test for overall effect: Z = 3.07 (P = 0.002) 1.3.2 Longest available (6-24 mths) Anson1995 Cowles1995 Donovan2000 Gujral2000 Martenson1999 Rodrigo1998 Sengor1996 Suvakovic1996 Subtotal (95% CI) Heterogeneity: Tau² = 4.65; Chi² = 21.70, df = 7 (P = 0.003); I² = 68% Test for overall effect: Z = 4.28 (P < 0.0001) Mean 15.9 12.5 10.5 18.9 4.3 15.4 5.3 5.8 5.7 10.3 10.5 18.2 4.29 SD 10.1 5.4 5 3.1 4.63 7.9 6.9 6.9 8.7 4.4 4.6 2.1 3.94 Total 76 30 18 30 10 164 76 56 102 33 30 18 30 9 354 Mean 21.3 25.8 18.6 20.7 6.7 21.8 7 9.7 9.4 20.1 20.6 19.8 7.9 SD 10 9.7 8.5 2.6 5.26 14.4 9.5 9.7 8.9 13.7 10.1 2.5 4.56 Total 75 14 21 30 10 150 75 59 98 40 14 21 30 10 347 Weight 22.0% 13.7% 17.4% 29.6% 17.3% 100.0% 12.2% 14.1% 16.0% 11.4% 5.7% 9.7% 18.9% 12.0% 100.0% IV, Random, 95% CI -5.40 [-8.61, -2.19] -13.30 [-18.74, -7.86] -8.10 [-12.41, -3.79] -1.80 [-3.25, -0.35] -2.40 [-6.74, 1.94] -5.75 [-9.42, -2.09] -6.40 [-10.11, -2.69] -1.70 [-4.72, 1.32] -3.90 [-6.24, -1.56] -3.70 [-7.75, 0.35] -9.80 [-17.15, -2.45] -10.10 [-14.91, -5.29] -1.60 [-2.77, -0.43] -3.61 [-7.43, 0.21] -4.27 [-6.22, -2.31] Laser coagulation TURP Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours TURP Favours Laser coag


Figure 121: Laser Coagulation vs. TURP: All cause mortality and complications

[image: image126.emf]Study or Subgroup 4.2.1 Blood transfusion Anson1995 Chacko2001 Cowles1995 Donovan2000 Gujral2000 Kim2006 Kursh2003 Martenson1999 Sengor1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.66, df = 6 (P = 0.72); I² = 0% Test for overall effect: Z = 4.10 (P < 0.0001) 4.2.2 TUR syndrome Chacko2001 Cowles1995 Gujral2000 Sengor1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.10, df = 2 (P = 0.95); I² = 0% Test for overall effect: Z = 1.57 (P = 0.12) 4.2.3 Urinary retention Chacko2001 Cowles1995 Kim2006 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.14, df = 2 (P = 0.57); I² = 0% Test for overall effect: Z = 1.24 (P = 0.21) 4.2.4 Infections-Urinary tract infections Anson1995 Chacko2001 Donovan2000 Gujral2000 Kim2006 Liedberg2003 Martenson1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 10.15, df = 6 (P = 0.12); I² = 41% Test for overall effect: Z = 3.32 (P = 0.0009) Events 0 0 0 1 0 0 0 0 0 1 0 0 0 0 0 1 17 2 20 28 3 3 1 7 13 10 65 Total 76 74 56 117 38 89 37 30 30 547 74 56 38 30 198 74 56 89 219 76 74 117 38 89 20 30 444 Events 3 4 2 1 3 19 0 0 2 34 2 2 1 0 5 0 5 4 9 7 4 2 2 7 1 4 27 Total 75 74 59 117 44 101 35 14 30 549 74 59 44 30 207 74 9 101 184 75 74 117 44 101 11 14 436 Weight 9.9% 12.7% 6.9% 2.8% 9.2% 51.5% 7.0% 100.0% 39.5% 38.5% 22.0% 100.0% 3.9% 67.0% 29.1% 100.0% 25.0% 14.2% 7.1% 6.6% 23.3% 4.6% 19.3% 100.0% M-H, Fixed, 95% CI 0.14 [0.01, 2.68] 0.11 [0.01, 2.03] 0.21 [0.01, 4.29] 1.00 [0.06, 15.80] 0.16 [0.01, 3.09] 0.03 [0.00, 0.47] Not estimable Not estimable 0.20 [0.01, 4.00] 0.11 [0.04, 0.32] 0.20 [0.01, 4.10] 0.21 [0.01, 4.29] 0.38 [0.02, 9.17] Not estimable 0.24 [0.04, 1.42] 3.00 [0.12, 72.47] 0.55 [0.27, 1.11] 0.57 [0.11, 3.02] 0.65 [0.33, 1.28] 3.95 [1.84, 8.48] 0.75 [0.17, 3.24] 1.50 [0.26, 8.81] 0.58 [0.05, 6.14] 1.13 [0.41, 3.11] 7.15 [1.07, 47.62] 1.17 [0.44, 3.08] 2.05 [1.34, 3.14] Laser Coagulation TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Laser(coagulation) TURP
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Continued Figure 121 Laser Coagulation vs. TURP: All cause mortality and complications

[image: image127.emf]Study or Subgroup 4.3.1 All cause mortality Anson1995 Chacko2001 Donovan2000 Gujral2000 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.99, df = 3 (P = 0.26); I² = 25% Test for overall effect: Z = 0.54 (P = 0.59) 4.3.2 Urinary incontinence Chacko2001 Cowles1995 Kim2006 Kursh2003 Martenson1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.08, df = 3 (P = 0.99); I² = 0% Test for overall effect: Z = 2.43 (P = 0.02) 4.3.3 Reoperation Anson1995 Chacko2001 Cowles1995 Gujral2000 Kursh2003 Martenson1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.04, df = 5 (P = 0.96); I² = 0% Test for overall effect: Z = 3.70 (P = 0.0002) 4.3.4 Strictures Cowles1995 Kim2006 Liedberg2003 Sengor1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.01, df = 1 (P = 0.94); I² = 0% Test for overall effect: Z = 2.58 (P = 0.010) Events 1 2 5 0 8 0 0 0 0 0 0 5 7 2 3 6 6 29 1 0 0 0 1 Total 76 74 117 38 305 74 56 89 37 30 286 76 74 56 38 37 30 311 56 89 20 30 195 Events 1 4 0 1 6 3 2 4 2 0 11 0 1 0 0 0 1 2 9 5 0 0 14 Total 75 74 117 44 310 74 59 101 35 14 283 75 74 59 44 35 14 301 59 101 11 30 201 Weight 14.6% 58.0% 7.2% 20.2% 100.0% 27.5% 19.1% 33.2% 20.2% 100.0% 11.6% 23.1% 11.2% 10.7% 11.9% 31.5% 100.0% 63.0% 37.0% 100.0% M-H, Fixed, 95% CI 0.99 [0.06, 15.49] 0.50 [0.09, 2.65] 11.00 [0.62, 196.70] 0.38 [0.02, 9.17] 1.31 [0.49, 3.50] 0.14 [0.01, 2.72] 0.21 [0.01, 4.29] 0.13 [0.01, 2.31] 0.19 [0.01, 3.81] Not estimable 0.16 [0.04, 0.70] 10.86 [0.61, 192.96] 7.00 [0.88, 55.49] 5.26 [0.26, 107.27] 8.08 [0.43, 151.56] 12.32 [0.72, 210.81] 2.80 [0.37, 21.10] 6.68 [2.44, 18.24] 0.12 [0.02, 0.89] 0.10 [0.01, 1.84] Not estimable Not estimable 0.11 [0.02, 0.59] Laser Coagulation TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours laser coagulation Favours TURP


Figure E-122:  Laser Coagulation vs. TURP: Complications – retrograde ejaculation (random effects analysis)

[image: image128.emf]Study or Subgroup 4.4.2 Retrograde ejaculation Anson1995 Kim2006 Liedberg2003 Martenson1999 Sengor1996 Subtotal (95% CI) Total events Heterogeneity: Tau² = 1.21; Chi² = 14.96, df = 4 (P = 0.005); I² = 73% Test for overall effect: Z = 2.99 (P = 0.003) Events 9 4 1 0 1 15 Total 27 89 20 30 23 189 Events 15 39 3 3 24 84 Total 24 101 11 14 27 177 Weight 29.2% 26.1% 15.9% 11.2% 17.6% 100.0% M-H, Random, 95% CI 0.53 [0.29, 0.99] 0.12 [0.04, 0.31] 0.18 [0.02, 1.56] 0.07 [0.00, 1.25] 0.05 [0.01, 0.33] 0.16 [0.05, 0.53] Laser Coagulation TURP Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Laser(coagulation) TURP


Laser coagulation vs. TURP  in AUR patients

Figure E-123: Laser coagulation vs. TURP in AUR patients: Symptom score change

[image: image129.emf]Study or Subgroup 2.1.1 6 months Chacko2001 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.90 (P = 0.06) Mean -10.1 SD 10.1 Total 54 54 Mean -13.5 SD 7.9 Total 48 48 Weight 100.0% 100.0% IV, Fixed, 95% CI 3.40 [-0.10, 6.90] 3.40 [-0.10, 6.90] Coagulation TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours laser coagulation Favours TURP


Figure E-124: Laser coagulation vs. TURP in AUR patients: Quality of life (IPSS question), change 

[image: image130.emf]Study or Subgroup 2.2.1 6 months Chacko2001 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.83 (P = 0.41) Mean -3.1 SD 1.9 Total 49 49 Mean -3.4 SD 1.6 Total 45 45 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.30 [-0.41, 1.01] 0.30 [-0.41, 1.01] Coagulation TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours laser coagulation Favours TURP


Figure E-125: Laser coagulation vs. TURP in AUR patients: Complications 
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Laser Vapourisation vs. TURP

Figure E-126: Laser vapourisation vs. TURP: Symptom score at 3 months, 6 months and 1 year (random effects analysis)
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Figure E-127: Laser vapourisation vs. TURP: Symptom score
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Figure E-128: Laser vapourisation vs. TURP: quality of life (IPSS question)
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Figure E-129: Laser vapourisation vs. TURP: Qmax(ml/s) – 3 months(fixed effect  analysis) and longest available follow up(random effects analysis)

[image: image135.emf]Study or Subgroup 1.20.1 3 months HORASANLI2008 KEOGHANE2000 SHINGLETON2002 SUVAKOVIC1996 TUHKANEN2003 Subtotal (95% CI) Heterogeneity: Chi² = 5.82, df = 4 (P = 0.21); I² = 31% Test for overall effect: Z = 2.64 (P = 0.008) Mean 14.1 21.3 15 15.6 15 SD 8.7 11.6 5.7 13.5 5.2 Total 39 46 48 10 26 169 Mean 21.3 21.8 16 17.8 19 SD 12.8 12.2 8 3.8 9 Total 37 52 48 10 26 173 Weight 14.0% 15.4% 44.5% 4.5% 21.5% 100.0% IV, Fixed, 95% CI -7.20 [-12.15, -2.25] -0.50 [-5.22, 4.22] -1.00 [-3.78, 1.78] -2.20 [-10.89, 6.49] -4.00 [-8.00, -0.00] -2.49 [-4.35, -0.64] Laser vaporisation TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours TURP Favours laser vap


[image: image136.emf]Study or Subgroup 1.21.5 Longest available follow up HORASANLI2008 KEOGHANE2000 SHINGLETON2002 SUVAKOVIC1996 TUHKANEN2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Tau² = 18.07; Chi² = 28.20, df = 5 (P < 0.0001); I² = 82% Test for overall effect: Z = 0.08 (P = 0.94) Mean 13.3 14 12.3 23.5 17.9 19 SD 7.9 6.4 5.3 5.9 7.1 9 Total 39 25 29 9 26 17 145 Mean 20.7 14 12.8 15.2 21.1 17 SD 11.3 5.2 5.6 2.7 9.7 8 Total 37 32 33 10 26 15 153 Weight 16.3% 18.3% 18.9% 16.6% 16.0% 13.9% 100.0% IV, Random, 95% CI -7.40 [-11.81, -2.99] 0.00 [-3.09, 3.09] -0.50 [-3.22, 2.22] 8.30 [4.10, 12.50] -3.20 [-7.82, 1.42] 2.00 [-3.89, 7.89] -0.15 [-3.96, 3.65] Laser vaporisation TURP Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours TURP Favours laser vap


Figure E-130: Laser vapourisation vs. TURP: All cause mortality and complications 

[image: image137.emf]Study or Subgroup 1.7.1 All cause mortality KEOGHANE2000 TUHKANEN2001 TUHKANEN2003 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.39, df = 3 (P = 0.71); I² = 0% Test for overall effect: Z = 0.19 (P = 0.85) 1.7.2 Blood transfusions BOUCHIERHAYES2006 CARTER1999 HORASANLI2008 KEOGHANE2000 MOTTET1999 SHINGLETON2002 TUHKANEN2001 TUHKANEN2003 VANMELICK2003 ZORN1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.09, df = 5 (P = 0.69); I² = 0% Test for overall effect: Z = 3.60 (P = 0.0003) 1.7.3 TUR syndrome BOUCHIERHAYES2006 CARTER1999 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.68 (P = 0.50) 1.7.4 Urinary tract infections BOUCHIERHAYES2006 CARTER1999 HORASANLI2008 KEOGHANE2000 TUHKANEN2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.37, df = 4 (P = 0.50); I² = 0% Test for overall effect: Z = 0.74 (P = 0.46) 1.7.5 Urinary retention BOUCHIERHAYES2006 CARTER1999 HORASANLI2008 SHINGLETON2002 TUHKANEN2001 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.91, df = 5 (P = 0.97); I² = 0% Test for overall effect: Z = 3.45 (P = 0.0006) Events 7 1 3 3 14 0 0 0 0 0 0 1 0 0 0 1 0 0 0 2 19 6 1 0 28 3 7 6 3 2 5 26 Total 72 21 26 45 164 38 95 39 72 23 50 21 26 45 21 430 38 95 133 38 95 39 72 26 270 38 95 39 50 21 45 288 Events 10 1 1 4 16 1 5 3 13 0 0 2 0 1 0 25 1 0 1 3 11 5 3 1 23 1 2 1 1 0 0 5 Total 76 25 26 50 177 38 96 37 76 13 50 25 26 50 12 423 38 96 134 38 96 37 76 26 273 38 96 37 50 25 50 296 Weight 63.0% 5.9% 6.5% 24.6% 100.0% 5.6% 20.3% 13.3% 48.8% 6.8% 5.3% 100.0% 100.0% 100.0% 12.8% 46.6% 21.8% 12.4% 6.4% 100.0% 16.8% 33.4% 17.3% 16.8% 7.7% 8.0% 100.0% M-H, Fixed, 95% CI 0.74 [0.30, 1.84] 1.19 [0.08, 17.90] 3.00 [0.33, 26.99] 0.83 [0.20, 3.52] 0.94 [0.47, 1.86] 0.33 [0.01, 7.93] 0.09 [0.01, 1.64] 0.14 [0.01, 2.54] 0.04 [0.00, 0.65] Not estimable Not estimable 0.60 [0.06, 6.11] Not estimable 0.37 [0.02, 8.85] Not estimable 0.13 [0.04, 0.40] 0.33 [0.01, 7.93] Not estimable 0.33 [0.01, 7.93] 0.67 [0.12, 3.77] 1.75 [0.88, 3.47] 1.14 [0.38, 3.41] 0.35 [0.04, 3.31] 0.33 [0.01, 7.82] 1.21 [0.73, 2.02] 3.00 [0.33, 27.57] 3.54 [0.75, 16.59] 5.69 [0.72, 45.05] 3.00 [0.32, 27.87] 5.91 [0.30, 116.66] 12.20 [0.69, 214.56] 4.60 [1.93, 10.95] Laser vaporisation TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Laser vap Favours TURP


Continued Figure E-130: Laser Vapourisation vs. TURP : Complications

[image: image138.emf]Study or Subgroup 1.8.6 Incontinence Carter 1999 Horasanli 2008 Keoghane 2000 Mottet 1999 Shingleton 2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.49, df = 4 (P = 0.83); I² = 0% Test for overall effect: Z = 0.17 (P = 0.87) 1.8.8 Strictures (urethral and meatal) Bouchier-Hayes 2006 Carter 1999 Horasanli 2008 Keoghane 2000 Mottet 1999 Shingleton 2002 Tuhkanen 2001 Van Melick 2003 Zorn 1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.65, df = 7 (P = 0.70); I² = 0% Test for overall effect: Z = 2.85 (P = 0.004) 1.8.9 Reoperation Carter 1999 Horasanli 2008 Keoghane 2000 Mottet 1999 Tuhkanen 2001 Tuhkanen 2003 Van Melick 2003 Zorn 1999 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.04, df = 6 (P = 0.54); I² = 0% Test for overall effect: Z = 1.53 (P = 0.13) Events 1 0 0 1 1 3 0 3 2 0 0 1 0 3 0 9 2 7 13 1 3 1 3 0 30 Total 95 39 72 23 50 279 38 95 39 72 23 50 21 45 21 404 95 39 72 23 21 26 45 21 342 Events 0 1 1 0 1 3 5 9 3 3 2 1 1 3 0 27 1 0 11 2 2 1 3 0 20 Total 96 37 76 13 50 272 38 96 37 76 13 50 25 50 12 397 96 37 76 13 25 26 50 12 335 Weight 9.7% 30.0% 28.5% 12.3% 19.5% 100.0% 18.8% 30.5% 10.5% 11.6% 10.8% 3.4% 4.7% 9.7% 100.0% 4.9% 2.5% 52.4% 12.5% 8.9% 4.9% 13.9% 100.0% M-H, Fixed, 95% CI 3.03 [0.13, 73.49] 0.32 [0.01, 7.54] 0.35 [0.01, 8.49] 1.75 [0.08, 40.11] 1.00 [0.06, 15.55] 0.90 [0.26, 3.15] 0.09 [0.01, 1.59] 0.34 [0.09, 1.21] 0.63 [0.11, 3.57] 0.15 [0.01, 2.87] 0.12 [0.01, 2.26] 1.00 [0.06, 15.55] 0.39 [0.02, 9.19] 1.11 [0.24, 5.23] Not estimable 0.38 [0.19, 0.74] 2.02 [0.19, 21.92] 14.25 [0.84, 241.01] 1.25 [0.60, 2.60] 0.28 [0.03, 2.82] 1.79 [0.33, 9.70] 1.00 [0.07, 15.15] 1.11 [0.24, 5.23] Not estimable 1.51 [0.89, 2.55] Laser vaporisation TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Laser vap Favours TURP


Figure E-131: Laser vapourisation vs. TURP: Complications – retrograde ejaculation (random effects analysis)

[image: image139.emf]Study or Subgroup 1.9.1 Retrograde ejaculation Horasanli 2008 Shingleton 2002 Tuhkanen 2001 Tuhkanen 2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 1.05; Chi² = 12.96, df = 3 (P = 0.005); I² = 77% Test for overall effect: Z = 1.57 (P = 0.12) Events 19 2 3 1 25 Total 39 50 16 16 121 Events 21 2 12 13 48 Total 37 50 14 16 117 Weight 34.3% 18.7% 28.2% 18.8% 100.0% M-H, Random, 95% CI 0.86 [0.56, 1.32] 1.00 [0.15, 6.82] 0.22 [0.08, 0.62] 0.08 [0.01, 0.52] 0.38 [0.11, 1.27] Laser vaporisation TURP Risk Ratio Risk Ratio M-H, Random, 95% CI 0.001 0.1 1 10 1000 Favours Laser vap Favours TURP


Laser (photoselective vapourisation) vs. Open prostatectomy(OP)

Figure E-132: Laser (photoselective vapourisation) vs. OP: Complications

[image: image140.emf]Study or Subgroup 6.1.1 Incontinence SKOLARIKOS 2008 6.1.2 Transfusion SKOLARIKOS 2008 6.1.3 UTI SKOLARIKOS 2008 6.1.4 Reoperation SKOLARIKOS 2008 Events 0 0 14 3 Total 65 65 65 65 Events 0 8 16 3 Total 60 60 60 60 M-H, Fixed, 95% CI Not estimable 0.05 [0.00, 0.92] 0.81 [0.43, 1.51] 0.92 [0.19, 4.40] Laser OP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours Laser vap Favours OP


Laser coagulation vs. TUMT (Transurethral Microwave Thermotherapy)

Figure E-133: Laser coagulation vs. TUMT –Symptom score at 6 months 

[image: image141.emf]Study or Subgroup NORBY2002a Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.00 (P = 1.00) Mean 9.5 SD 6.6 Total 44 44 Mean 9.5 SD 7.1 Total 44 44 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.00 [-2.86, 2.86] 0.00 [-2.86, 2.86] Laser coagulation TUMT Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours laser Favours TUMT


Figure E-134: Laser coagulation vs. TUMT – Qmax(ml/s) at 6 months

[image: image142.emf]Study or Subgroup 1.2.1 6months NORBY2002a Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.81 (P = 0.07) Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.81 (P = 0.07) Test for subgroup differences: Not applicable Mean 16.2 SD 8.5 Total 43 43 43 Mean 13.2 SD 6.9 Total 44 44 44 Weight 100.0% 100.0% 100.0% IV, Fixed, 95% CI 3.00 [-0.26, 6.26] 3.00 [-0.26, 6.26] 3.00 [-0.26, 6.26] Laser coagulation TUMT Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours TUMT Favours Laser


Figure E-135: Laser coagulation vs. TUMT: Complications

[image: image143.emf]Study or Subgroup 1.8.1 Retention NORBY2002a 1.8.2 UTI NORBY2002a 1.8.3 Retrograde ejaculation NORBY2002a 1.8.4 Strictures NORBY2002a 1.8.5 Reoperation NORBY2002a Events 4 27 9 1 0 Total 44 44 26 44 44 Events 3 14 6 0 1 Total 46 46 27 46 46 M-H, Fixed, 95% CI 1.39 [0.33, 5.88] 2.02 [1.23, 3.31] 1.56 [0.65, 3.76] 3.13 [0.13, 74.93] 0.35 [0.01, 8.33] Laser coagulation TUMT Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours laser Favours TUMT


Laser vs. TUVP (Transurethral Vapourisation of the Prostate)

Figure E-136: Laser vs. TUVP: Symptom score (random effects analysis)

[image: image144.emf]Study or Subgroup 1.1.1 Symptom score (IPSS/AUA at 6 months) VANMELICK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.56 (P = 0.01) 1.1.2 Symptom score (IPSS/AUA at 12 months) ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 41.71, df = 1 (P < 0.00001); I² = 98% Test for overall effect: Z = 6.24 (P < 0.00001) 1.1.3 Symptom score (IPSS/AUA at 2 years) ABDELKHALEK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 8.71 (P < 0.00001) 1.1.4 Symptom score (IPSS/AUA at 3 years) ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 5.69, df = 1 (P = 0.02); I² = 82% Test for overall effect: Z = 10.35 (P < 0.00001) 1.1.5 Symptom score (IPSS/AUA at 4 years) ABDELKHALEK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 10.40 (P < 0.00001) 1.1.6 Symptom score (IPSS/AUA at 5 years) VANMELICK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.58 (P = 0.56) Test for subgroup differences: Chi² = 39.83, df = 5 (P < 0.00001), I² = 87.4% Mean 5.9 13.3 3.6 12.2 13.1 9.3 11.9 8.3 SD 5.5 6 3.4 5.6 5.7 5.2 6.1 6.4 Total 33 33 62 37 99 62 62 62 10 72 62 62 17 17 Mean 3.2 5.6 4.1 5.2 4.8 8.4 3.7 7 SD 2.7 3.5 4.8 3.3 2.6 8.7 1.3 5.6 Total 37 37 78 41 119 78 78 78 12 90 78 78 12 12 Weight 100.0% 100.0% 54.2% 45.8% 100.0% 100.0% 100.0% 93.7% 6.3% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 2.70 [0.63, 4.77] 2.70 [0.63, 4.77] 7.70 [6.02, 9.38] -0.50 [-2.33, 1.33] 3.95 [2.71, 5.19] 7.00 [5.43, 8.57] 7.00 [5.43, 8.57] 8.30 [6.77, 9.83] 0.90 [-4.98, 6.78] 7.83 [6.35, 9.31] 8.20 [6.65, 9.75] 8.20 [6.65, 9.75] 1.30 [-3.09, 5.69] 1.30 [-3.09, 5.69] Laser TUVP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Laser Favours TUVP


Figure E-137: Laser vs. TUVP – Quality of life (IPSS question) 

[image: image145.emf]Study or Subgroup 1.2.1 IPSS-QoL at 6 months VANMELICK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.92 (P = 0.36) 1.2.2 IPSS-QoL at 12 months ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Tau² = 2.86; Chi² = 121.43, df = 1 (P < 0.00001); I² = 99% Test for overall effect: Z = 0.67 (P = 0.50) 1.2.3 IPSS-QoL at 2 years ABDELKHALEK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 23.08 (P < 0.00001) 1.2.4 IPSS-QoLat 3 years ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Tau² = 0.29; Chi² = 3.54, df = 1 (P = 0.06); I² = 72% Test for overall effect: Z = 3.61 (P = 0.0003) 1.2.5 IPSS-QoL at 4 years ABDELKHALEK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 12.95 (P < 0.00001) 1.2.6 IPSS-QoLat 5 years VANMELICK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.00 (P = 1.00) Mean 0.8 3.4 0.6 3.2 3.3 2 3.1 1.4 SD 1 0.4 0.9 0.5 0.6 1 1 1.2 Total 33 33 62 37 99 62 62 62 10 72 62 62 17 17 Mean 1 1.4 1 1.4 1.4 1 1.3 1.4 SD 0.8 0.5 0.9 0.4 0.5 1.2 0.5 0.8 Total 37 37 78 41 119 78 78 78 12 90 78 78 12 12 Weight 100.0% 100.0% 51.7% 48.3% 100.0% 100.0% 100.0% 58.4% 41.6% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Random, 95% CI -0.20 [-0.63, 0.23] -0.20 [-0.63, 0.23] 2.00 [1.85, 2.15] -0.40 [-0.80, -0.00] 0.81 [-1.54, 3.16] 1.80 [1.65, 1.95] 1.80 [1.65, 1.95] 1.90 [1.71, 2.09] 1.00 [0.08, 1.92] 1.57 [0.72, 2.42] 1.80 [1.53, 2.07] 1.80 [1.53, 2.07] 0.00 [-0.73, 0.73] 0.00 [-0.73, 0.73] Laser TUVP Mean Difference Mean Difference IV, Random, 95% CI -4 -2 0 2 4 Favours Lasers Favours TUVP


Figure E-138: Laser vs. TUVP – Qmax(ml/s) at 6 month, 12 month(fixed effect analysis) and longest available follow up (random effects analysis) 

[image: image146.emf]Study or Subgroup 1.3.1 Qmax at 6 months VANMELICK2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.40 (P = 0.69) 1.3.2 Qmax at 12 months ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 1.20, df = 1 (P = 0.27); I² = 17% Test for overall effect: Z = 4.92 (P < 0.00001) Test for subgroup differences: Chi² = 5.55, df = 1 (P = 0.02), I² = 82.0% Mean 25 15.1 27 SD 9 6 12 Total 33 33 62 11 73 Mean 24 20.8 28 SD 11 7.4 6 Total 33 33 78 9 87 Weight 100.0% 100.0% 93.0% 7.0% 100.0% IV, Fixed, 95% CI 1.00 [-3.85, 5.85] 1.00 [-3.85, 5.85] -5.70 [-7.92, -3.48] -1.00 [-9.10, 7.10] -5.37 [-7.51, -3.23] Laser TUVP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours Lasers Favours TUVP


[image: image147.emf]Study or Subgroup 1.4.4 Qmax at longest follow-up years Abdelkhalek2003 Van Melick 2003 Subtotal (95% CI) Heterogeneity: Tau² = 50.68; Chi² = 7.64, df = 1 (P = 0.006); I² = 87% Test for overall effect: Z = 0.57 (P = 0.57) Mean 13.6 19 SD 3.6 9 Total 62 17 79 Mean 21.4 16 SD 4.1 11 Total 78 12 90 Weight 56.2% 43.8% 100.0% IV, Random, 95% CI -7.80 [-9.08, -6.52] 3.00 [-4.55, 10.55] -3.07 [-13.57, 7.43] Laser TUVP Mean Difference Mean Difference IV, Random, 95% CI -50 -25 0 25 50 Favours Lasers Favours TUVP


No 3 month data was available for this comparison.

Figure E-139: Laser vs. TUVP – All cause mortality and complications

[image: image148.emf]Study or Subgroup 1.5.1 All cause mortality ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.57 (P = 0.57) 1.5.2 Blood transfusion VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.5.3 Urinary retention ABDELKHALEK2003 SHINGLETON1998 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.31, df = 2 (P = 0.85); I² = 0% Test for overall effect: Z = 3.02 (P = 0.002) 1.5.4 Urinary tract infection VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.16 (P = 0.25) 1.5.5 Stricture ABDELKHALEK2003 SHINGLETON1998 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.42, df = 2 (P = 0.30); I² = 17% Test for overall effect: Z = 0.21 (P = 0.83) 1.5.6 Reoperation - longest availabable data ABDELKHALEK2003 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.16, df = 1 (P = 0.14); I² = 54% Test for overall effect: Z = 3.47 (P = 0.0005) 1.5.7 Retrograde ejaculation ABDELKHALEK2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 5.28 (P < 0.00001) 1.5.8 Incontinence VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.73 (P = 0.08) Events 1 0 1 0 0 9 3 5 17 5 5 0 1 2 3 35 1 36 16 16 14 14 Total 90 45 135 45 45 90 11 45 146 45 45 90 11 45 146 90 45 135 90 90 45 45 Events 2 0 2 0 0 2 1 0 3 2 2 2 0 1 3 11 2 13 57 57 7 7 Total 90 46 136 46 46 90 20 46 156 46 46 90 20 46 156 90 46 136 90 90 46 46 Weight 100.0% 100.0% 62.4% 22.1% 15.4% 100.0% 100.0% 100.0% 64.9% 9.4% 25.7% 100.0% 84.8% 15.2% 100.0% 100.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 0.50 [0.05, 5.42] Not estimable 0.50 [0.05, 5.42] Not estimable Not estimable 4.50 [1.00, 20.25] 5.45 [0.64, 46.37] 11.24 [0.64, 197.51] 5.75 [1.85, 17.87] 2.56 [0.52, 12.50] 2.56 [0.52, 12.50] 0.20 [0.01, 4.11] 5.25 [0.23, 119.02] 2.04 [0.19, 21.76] 1.15 [0.31, 4.27] 3.18 [1.73, 5.86] 0.51 [0.05, 5.44] 2.77 [1.56, 4.94] 0.28 [0.18, 0.45] 0.28 [0.18, 0.45] 2.04 [0.91, 4.59] 2.04 [0.91, 4.59] Laser TUVP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Laser TUVP


Laser vs. laser

1.1.1.1 Laser vapourisation vs. Laser coagulation

Figure E-140: Laser vapourisation vs. laser coagulation: Symptom score at 3 months (random effects analysis)

[image: image149.emf]Study or Subgroup 1.1.1 IPSS at 3 months NARAYAN1995 SUVAKOVIC1996 Subtotal (95% CI) Heterogeneity: Tau² = 40.13; Chi² = 3.85, df = 1 (P = 0.05); I² = 74% Test for overall effect: Z = 1.24 (P = 0.22) Mean 7 -10.71 SD 14.8 5.73 Total 32 10 42 Mean 8.4 1.1 SD 13.2 11.2 Total 32 10 42 Weight 51.6% 48.4% 100.0% IV, Random, 95% CI -1.40 [-8.27, 5.47] -11.81 [-19.61, -4.01] -6.44 [-16.63, 3.76] Laser vaporisation Laser coagulation Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Laser vaporisation Laser coagulation


Figure E-140b: Laser vapourisation vs. laser coagulation: Symptom score at 6, 12 and 24 months (fixed effect analysis)
[image: image150.emf]Study or Subgroup 1.2.2 IPSS at 6 months BRYAN2000 NARAYAN1995 SUVAKOVIC1996 Subtotal (95% CI) Heterogeneity: Chi² = 2.56, df = 2 (P = 0.28); I² = 22% Test for overall effect: Z = 1.25 (P = 0.21) 1.2.3 IPSS at 12 months NARAYAN1995 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.02 (P = 0.98) 1.2.4 IPSS at 24 months BRYAN2000 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.08 (P = 0.94) Test for subgroup differences: Chi² = 0.59, df = 2 (P = 0.74), I² = 0% Mean 8.3 5 -8.3 5.3 13.5 SD 6.4 16.7 4.62 16.5 8.26 Total 21 32 9 62 32 32 21 21 Mean 12.5 5.1 -8.95 5.2 13.3 SD 6.4 16.4 5.39 16.3 7.36 Total 17 32 9 58 32 32 17 17 Weight 49.2% 12.5% 38.3% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -4.20 [-8.29, -0.11] -0.10 [-8.21, 8.01] 0.65 [-3.99, 5.29] -1.83 [-4.70, 1.04] 0.10 [-7.94, 8.14] 0.10 [-7.94, 8.14] 0.20 [-4.77, 5.17] 0.20 [-4.77, 5.17] Laser vaporisation Laser coagulation Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Laser vaporisation Laser coagulation


Figure E-141: Laser vapourisation vs. laser coagulation: Qmax (ml/s) at 3 months and longest available follow up 

[image: image151.emf]Study or Subgroup 1.3.1 Qmax at 3 months NARAYAN1995 SUVAKOVIC1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.80, df = 1 (P = 0.37); I² = 0% Test for overall effect: Z = 0.55 (P = 0.58) 1.3.2 Qmax at longest available follow up BRYAN2000 NARAYAN1995 SUVAKOVIC1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.81, df = 2 (P = 0.67); I² = 0% Test for overall effect: Z = 0.42 (P = 0.68) Test for subgroup differences: Chi² = 0.05, df = 1 (P = 0.82), I² = 0% Mean 19.7 3.4 15.5 19.9 4.24 SD 12.79 9.92 7.35 12.98 5.84 Total 32 10 42 21 32 9 62 Mean 16.3 4.3 15.9 16.9 4.29 SD 14 4.63 10.15 11.46 3.94 Total 32 10 42 17 32 9 58 Weight 51.6% 48.4% 100.0% 28.7% 26.4% 44.9% 100.0% IV, Fixed, 95% CI 3.40 [-3.17, 9.97] -0.90 [-7.69, 5.89] 1.32 [-3.40, 6.04] -0.40 [-6.16, 5.36] 3.00 [-3.00, 9.00] -0.05 [-4.65, 4.55] 0.66 [-2.43, 3.74] Laser vaporisation Laser coagulation Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours coagulation Favours vaporisation


Figure E-142: Laser vapourisation vs. laser coagulation: Complications
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1.1.1.2 Holmium laser resection of the prostate(HoLRP) vs. Laser coagulation 

Figure E-143: HoLRP vs. Laser coagulation: Complications
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1.1.1.3 Holmium Laser Ablation of the Prostate(HoLAP) vs. Laser Vapourisation 

Figure E-144: HoLAP vs. Laser vapourisation: Symptom score 
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Only one study was using photoselective laser vapourisation (PVP) method was found
Figure E-145: HoLAP vs. Laser vapourisation: quality of life (IPSS question) 
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Figure E-146: HoLAP vs. laser vapourisation: Qmax(ml/s) at 3 and longest available follow up(12 months)
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Figure E-147: HoLAP vs. laser vapourisation: All cause mortality and complications
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Transurethral Microwave Thermotherapy (TUMT)
TUMT vs. Sham procedure

Figure E-148: TUMT vs. SHAM: Symptom score at 3 and 6 months
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Figure E-149: TUMT vs. SHAM: Qmax(ml/s)and 3 months and at long term follow up
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Figure E-150: TUMT vs. SHAM: All cause mortality and complications
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Figure E-151: TUMT vs. SHAM: Complications – reoperatoions (random effects analysis)
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TUMT vs. TURP

Figure E-152: TUMT vs. TURP: Symptom score at 3, 12 and 36 months (random effects analysis) 
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[image: image164.emf]Study or Subgroup 1.11.5 symptom score 36m Delarosette 2003 Wagrell 2002 Subtotal (95% CI) Heterogeneity: Tau² = 15.02; Chi² = 13.25, df = 1 (P = 0.0003); I² = 92% Test for overall effect: Z = 2.12 (P = 0.03) Mean 11.5 8.2 SD 6.4 6.9 Total 35 68 103 Mean 2.6 5 SD 2.2 3.9 Total 33 35 68 Weight 49.7% 50.3% 100.0% IV, Random, 95% CI 8.90 [6.65, 11.15] 3.20 [1.11, 5.29] 6.03 [0.45, 11.62] TUMT TURP Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours TUMT Favours TURP


Figure E-153: TUMT vs. TURP: Symptom score at 6, 24, 48 and 60 months postoperatively
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Figure E-154: TUMT vs. TURP: Qmax(ml/s) at 3 months and longest available follow up (random effects analysis)
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Figure E-155: TUMT vs. TURP: Quality of life (IPSS question) at 3 and 6 months postoperatively 
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Figure E-156: TUMT vs. TURP: quality of life (IPSS question) at 12 months postoperatively (random effects analysis)
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Figure E-157: TUMT vs. TURP: quality of life (IPSS question) at 48 and 60 months postoperatively 
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Figure E-158: TUMT vs. TURP: All cause mortality and complications

[image: image174.emf]Study or Subgroup 1.7.1 Mortality DAHLSTRAND1995 DANCONA1998 DELAROSETTE2003 WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.61, df = 3 (P = 0.66); I² = 0% Test for overall effect: Z = 0.83 (P = 0.41) 1.7.2 Blood transfusion AHMED1997 DAHLSTRAND1995 DANCONA1998 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.50 (P = 0.13) 1.7.3 Urinary tract infection AHMED1997 DAHLSTRAND1993 DAHLSTRAND1995 DANCONA1998 WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.44, df = 4 (P = 0.35); I² = 10% Test for overall effect: Z = 0.30 (P = 0.77) 1.7.4 Stricture AHMED1997 DAHLSTRAND1993 DAHLSTRAND1995 DELAROSETTE2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.77, df = 3 (P = 0.86); I² = 0% Test for overall effect: Z = 2.33 (P = 0.02) Events 0 1 2 0 3 0 0 0 0 1 3 5 5 18 32 0 0 0 1 1 Total 37 31 78 100 246 30 37 31 98 30 39 37 31 100 237 30 39 37 78 184 Events 1 0 2 1 4 4 0 0 4 3 0 4 1 10 18 1 3 4 2 10 Total 32 21 66 46 165 30 32 21 83 30 40 32 21 46 169 30 40 32 66 168 Weight 25.0% 9.2% 33.8% 31.9% 100.0% 100.0% 100.0% 13.2% 2.2% 18.9% 5.3% 60.4% 100.0% 12.6% 29.0% 40.3% 18.1% 100.0% M-H, Fixed, 95% CI 0.29 [0.01, 6.87] 2.06 [0.09, 48.34] 0.85 [0.12, 5.84] 0.16 [0.01, 3.74] 0.60 [0.18, 2.01] 0.11 [0.01, 1.98] Not estimable Not estimable 0.11 [0.01, 1.98] 0.33 [0.04, 3.03] 7.17 [0.38, 134.50] 1.08 [0.32, 3.69] 3.39 [0.43, 26.96] 0.83 [0.42, 1.65] 1.08 [0.64, 1.83] 0.33 [0.01, 7.87] 0.15 [0.01, 2.74] 0.10 [0.01, 1.73] 0.42 [0.04, 4.56] 0.20 [0.05, 0.78] TUMT TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.002 0.1 1 10 500 Favours TUMT Favours TURP


Continued Figure E-158: TUMT vs. TURP: Complications 

[image: image175.emf]Study or Subgroup 1.8.6 Reoperation DAHLSTRAND1993 DAHLSTRAND1995 DANCONA1998 DELAROSETTE2003 WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.37, df = 4 (P = 0.85); I² = 0% Test for overall effect: Z = 2.76 (P = 0.006) 1.8.7 Urinary retention DAHLSTRAND1995 DELAROSETTE2003 WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.74, df = 2 (P = 0.42); I² = 0% Test for overall effect: Z = 2.07 (P = 0.04) 1.8.8 TUR syndrome WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.15 (P = 0.25) Events 4 4 2 13 8 31 5 2 21 28 0 0 Total 39 37 31 78 100 285 37 78 100 215 100 100 Events 0 1 1 5 1 8 0 0 6 6 1 1 Total 40 32 21 66 46 205 32 66 46 144 46 46 Weight 5.2% 11.2% 12.5% 56.7% 14.4% 100.0% 5.8% 5.8% 88.4% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI 9.22 [0.51, 165.84] 3.46 [0.41, 29.39] 1.35 [0.13, 14.00] 2.20 [0.83, 5.85] 3.68 [0.47, 28.57] 2.81 [1.35, 5.86] 9.55 [0.55, 166.35] 4.24 [0.21, 86.79] 1.61 [0.70, 3.72] 2.22 [1.04, 4.73] 0.16 [0.01, 3.74] 0.16 [0.01, 3.74] TUMT TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.002 0.1 1 10 500 Favours TUMT Favours TURP


Figure E-159: TUMT vs. TURP: Complications - Incontinence and retrograde ejaculation (random effects analysis)
[image: image176.emf]Study or Subgroup 1.14.5 Urinary incontinence DAHLSTRAND1993 DELAROSETTE2003 WAGRELL2002 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.95; Chi² = 5.50, df = 2 (P = 0.06); I² = 64% Test for overall effect: Z = 0.88 (P = 0.38) 1.14.9 retrograde ejaculation AHMED1997 DELAROSETTE2003 Subtotal (95% CI) Total events Heterogeneity: Tau² = 3.67; Chi² = 18.67, df = 1 (P < 0.0001); I² = 95% Test for overall effect: Z = 0.25 (P = 0.80) Events 7 0 4 11 4 24 28 Total 39 78 100 217 18 36 54 Events 5 1 8 14 12 5 17 Total 40 66 46 152 19 42 61 Weight 40.5% 19.8% 39.6% 100.0% 49.6% 50.4% 100.0% M-H, Random, 95% CI 1.44 [0.50, 4.14] 0.28 [0.01, 6.83] 0.23 [0.07, 0.73] 0.52 [0.12, 2.21] 0.35 [0.14, 0.89] 5.60 [2.38, 13.16] 1.41 [0.09, 21.63] TUMT TURP Risk Ratio Risk Ratio M-H, Random, 95% CI 0.002 0.1 1 10 500 Favours TUMT Favours TURP


TUMT vs. Laser

See section 4.2.5 Laser coagulation vs. TUMT (Transurethral Microwave Thermotherapy)
TUVP

TUVP vs. TURP

Figure E-160: TUVP vs. TURP: Symptom score at 3, 6 and 12 months and 5 years or more postoperatively (fixed effects model) 

[image: image177.emf]Study or Subgroup 1.1.1 3 months GALLLUCCI1998 KAPLAN1998 NATHAN1996 NUHOGLU2005 SHOKEIR1997 Subtotal (95% CI) Heterogeneity: Chi² = 1.31, df = 4 (P = 0.86); I² = 0% Test for overall effect: Z = 0.11 (P = 0.91) 1.1.2 6 months FOWLER2005C GALLLUCCI1998 KAPLAN1998 SHOKEIR1997 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 6.60, df = 4 (P = 0.16); I² = 39% Test for overall effect: Z = 1.40 (P = 0.16) 1.1.3 1 year EKENGREN2000 GALLLUCCI1998 HAMMADEH2003 KAPLAN1998 SHOKEIR1997 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 6.69, df = 5 (P = 0.24); I² = 25% Test for overall effect: Z = 1.59 (P = 0.11) 1.1.6 5 years or more HAMMADEH2003 NUHOGLU2005 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 2.18, df = 2 (P = 0.34); I² = 8% Test for overall effect: Z = 0.38 (P = 0.71) Test for subgroup differences: Chi² = 1.83, df = 3 (P = 0.61), I² = 0% Mean 5.5 9.2 2.86 4.7 4.5 8.5 4.94 7.4 4.6 7.2 7 4.04 4.4 6.6 5.2 6.7 5.9 6.5 7 SD 4.77 2.7 2.8 3.1 1.9 7.4 4.69 2.9 1.2 6.7 6.5 4.27 3.8 2.4 1.4 6.4 6.3 3.2 5.6 Total 70 32 20 35 35 192 106 70 32 35 33 276 23 70 51 30 35 34 243 26 21 12 59 Mean 5.52 8.6 3.1 4.8 4.8 6.9 3.77 7.9 4.5 5.3 9.3 3.52 5.9 6.1 4.7 4.6 8.6 6.1 7.3 SD 4.11 2.5 2.3 4.2 2.2 5.5 3.31 3.1 1.3 5.1 19.8 3.04 5.2 1.9 1.5 4.8 7.1 3.5 7.1 Total 80 32 20 38 35 205 108 80 32 35 37 292 28 80 51 31 35 41 266 27 23 15 65 Weight 16.6% 21.0% 13.5% 12.0% 36.8% 100.0% 7.4% 13.1% 10.5% 66.1% 2.9% 100.0% 0.4% 16.5% 7.6% 20.2% 51.7% 3.5% 100.0% 20.4% 68.0% 11.6% 100.0% IV, Fixed, 95% CI -0.02 [-1.46, 1.42] 0.60 [-0.67, 1.87] -0.24 [-1.83, 1.35] -0.10 [-1.78, 1.58] -0.30 [-1.26, 0.66] -0.03 [-0.62, 0.55] 1.60 [-0.15, 3.35] 1.17 [-0.15, 2.49] -0.50 [-1.97, 0.97] 0.10 [-0.49, 0.69] 1.90 [-0.92, 4.72] 0.34 [-0.14, 0.82] -2.30 [-10.10, 5.50] 0.52 [-0.68, 1.72] -1.50 [-3.27, 0.27] 0.50 [-0.59, 1.59] 0.50 [-0.18, 1.18] 2.10 [-0.51, 4.71] 0.40 [-0.09, 0.88] -2.70 [-6.31, 0.91] 0.40 [-1.58, 2.38] -0.30 [-5.09, 4.49] -0.31 [-1.95, 1.32] TUVP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours TUVP Favours TURP


Figure E-161: TUVP vs. TURP: Symptom score at 2 and 3 years postoperatively (random effects analysis)

[image: image178.emf]Study or Subgroup 1.2.4 2 years FOWLER2005C HAMMADEH2003 Subtotal (95% CI) Heterogeneity: Tau² = 3.94; Chi² = 5.58, df = 1 (P = 0.02); I² = 82% Test for overall effect: Z = 0.32 (P = 0.75) 1.2.5 3 years HAMMADEH2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Tau² = 10.03; Chi² = 2.78, df = 1 (P = 0.10); I² = 64% Test for overall effect: Z = 0.37 (P = 0.71) Mean 8.6 4.3 4.1 8.4 SD 7.2 3.5 3.3 8.7 Total 90 47 137 40 12 52 Mean 7.5 6.3 7.1 5.8 SD 5.8 4.6 6.2 7.5 Total 77 47 124 40 15 55 Weight 48.2% 51.8% 100.0% 74.8% 25.2% 100.0% IV, Random, 95% CI 1.10 [-0.87, 3.07] -2.00 [-3.65, -0.35] -0.50 [-3.54, 2.54] -3.00 [-5.18, -0.82] 2.60 [-3.62, 8.82] -0.99 [-6.25, 4.28] TUVP TURP Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours TUVP Favours TURP


Figure E-162: TUVP vs. TURP: Quality of life (IPSS question)
[image: image179.emf]Study or Subgroup 1.6.1 3 months NATHAN1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.25 (P = 0.80) 1.6.2 6 months FOWLER2005C VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.57, df = 1 (P = 0.45); I² = 0% Test for overall effect: Z = 2.74 (P = 0.006) 1.6.5 3 years HAMMADEH2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 0.88, df = 1 (P = 0.35); I² = 0% Test for overall effect: Z = 2.09 (P = 0.04) 1.6.6 >5 years HAMMADEH2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Chi² = 1.67, df = 1 (P = 0.20); I² = 40% Test for overall effect: Z = 1.10 (P = 0.27) Test for subgroup differences: Chi² = 13.06, df = 3 (P = 0.005), I² = 77.0% Mean 0.5 2 1.6 1 1 1.1 1.4 SD 7 1.63 1.6 0.9 1.2 1.2 0.8 Total 20 20 107 33 140 40 12 52 26 12 38 Mean 0.9 1.6 0.9 1.6 1.1 1.7 1.3 SD 0.9 1.34 1.2 1.4 1.2 1.4 1.3 Total 20 20 108 37 145 40 15 55 27 15 42 Weight 100.0% 100.0% 73.8% 26.2% 100.0% 75.7% 24.3% 100.0% 56.5% 43.5% 100.0% IV, Fixed, 95% CI -0.40 [-3.49, 2.69] -0.40 [-3.49, 2.69] 0.40 [0.00, 0.80] 0.70 [0.03, 1.37] 0.48 [0.14, 0.82] -0.60 [-1.12, -0.08] -0.10 [-1.01, 0.81] -0.48 [-0.93, -0.03] -0.60 [-1.30, 0.10] 0.10 [-0.70, 0.90] -0.30 [-0.82, 0.23] TUVP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours TUVP Favours TURP


Figure E-163: TUVP vs. TURP: Quality of life (IPSS question) – 1 year and 2 year postoperatively (random effects analysis)

[image: image180.emf]Study or Subgroup 1.7.3 1 year EKENGREN2000 HAMMADEH2003 VANMELICK2003 Subtotal (95% CI) Heterogeneity: Tau² = 0.14; Chi² = 4.86, df = 2 (P = 0.09); I² = 59% Test for overall effect: Z = 0.13 (P = 0.89) 1.7.4 2 years FOWLER2005C HAMMADEH2003 Subtotal (95% CI) Heterogeneity: Tau² = 0.20; Chi² = 4.95, df = 1 (P = 0.03); I² = 80% Test for overall effect: Z = 0.72 (P = 0.47) Mean 1.8 1.2 1.4 1.9 1.1 SD 1.6 1 1.4 1.62 1 Total 23 51 34 108 89 47 136 Mean 1.8 1.5 0.9 1.8 1.7 SD 2 1 1.2 1.34 1.1 Total 28 51 41 120 80 47 127 Weight 19.1% 46.6% 34.3% 100.0% 49.2% 50.8% 100.0% IV, Random, 95% CI 0.00 [-0.99, 0.99] -0.30 [-0.69, 0.09] 0.50 [-0.10, 1.10] 0.04 [-0.52, 0.59] 0.10 [-0.35, 0.55] -0.60 [-1.03, -0.17] -0.25 [-0.94, 0.43] TUVP TURP Mean Difference Mean Difference IV, Random, 95% CI -4 -2 0 2 4 Favours TUVP Favours TURP


Figure E-164: TUVP vs. TURP: Qmax(ml/s) at 3 months (fixed effect analysis)  and longest available follow up(random effects analysis)
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[image: image182.emf]Study or Subgroup EKENGREN2000 GALLLUCCI1998 HAMMADEH2003 KAPLAN1998 NUHOGLU2005 SHOKEIR1997 VANMELICK2003 Total (95% CI) Heterogeneity: Tau² = 1.85; Chi² = 14.19, df = 6 (P = 0.03); I² = 58% Test for overall effect: Z = 0.22 (P = 0.83) Mean 10.7 20.31 21 16.9 12.9 20.1 16 SD 4.1 6.02 9 4.1 3.1 3.2 11 Total 23 70 26 30 21 35 12 217 Mean 11.1 20.3 17.9 19.6 13.8 18.2 17 SD 4.4 6.35 13.1 4.9 2.9 3 8 Total 28 80 27 31 23 35 15 239 Weight 16.0% 18.2% 4.6% 16.5% 19.6% 21.8% 3.2% 100.0% IV, Random, 95% CI -0.40 [-2.74, 1.94] 0.01 [-1.97, 1.99] 3.10 [-2.93, 9.13] -2.70 [-4.96, -0.44] -0.90 [-2.68, 0.88] 1.90 [0.45, 3.35] -1.00 [-8.42, 6.42] -0.16 [-1.58, 1.26] TUVP TURP Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours TURP Favours TUVP


Figure E-165: TUVP vs. TURP:  All cause mortality and complications

[image: image183.emf]Study or Subgroup 1.19.1 All cause mortality EKENGREN2000 HAMMADEH2003 VANMELICK2003 WANG2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.55, df = 3 (P = 0.31); I² = 16% Test for overall effect: Z = 0.41 (P = 0.68) 1.19.2 Transfusion rate CETINKAYA1996 EKENGREN2000 ERDARGI1999 FOWLER2005C GALLLUCCI1998 HAMMADEH2003 KAPLAN1998 KUPELI1998A KUPELI1998B NATHAN1996 NUHOGLU2005 SHOKEIR1997 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.32, df = 8 (P = 1.00); I² = 0% Test for overall effect: Z = 3.82 (P = 0.0001) 1.19.3 TUR syndrome HAMMADEH2003 KAPLAN1998 KUPELI1998B NATHAN1996 SHOKEIR1997 WANG2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.16, df = 1 (P = 0.69); I² = 0% Test for overall effect: Z = 0.81 (P = 0.42) 1.19.4 Urinary tract infection ERDARGI1999 HAMMADEH2003 KAPLAN1998 KUPELI1998A NATHAN1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.15, df = 3 (P = 0.37); I² = 5% Test for overall effect: Z = 0.07 (P = 0.94) 1.19.5 Urinary retention EKENGREN2000 GALLLUCCI1998 HAMMADEH2003 KUPELI1998A KUPELI1998B NUHOGLU2005 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.19, df = 4 (P = 0.70); I² = 0% Test for overall effect: Z = 3.14 (P = 0.002) Events 2 3 0 1 6 0 0 0 2 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 3 3 1 3 5 4 0 13 0 12 12 1 0 1 0 26 Total 26 52 46 97 221 23 26 20 115 70 52 32 30 30 20 37 35 46 536 52 32 30 20 35 97 266 20 52 32 30 20 154 26 70 52 30 30 37 46 291 Events 0 6 2 0 8 2 0 9 9 0 1 1 2 0 2 2 0 1 29 0 1 0 0 0 5 6 5 2 4 3 0 14 1 3 4 0 0 0 0 8 Total 28 52 50 109 239 23 28 20 120 80 52 32 36 30 20 40 35 50 566 52 32 30 20 35 109 278 20 52 32 36 20 160 28 80 52 36 30 40 50 316 Weight 5.2% 64.2% 25.6% 5.0% 100.0% 7.7% 29.3% 27.2% 4.6% 4.6% 7.0% 7.7% 7.4% 4.4% 100.0% 24.2% 75.8% 100.0% 36.4% 14.6% 29.1% 19.9% 100.0% 15.8% 30.5% 43.6% 5.0% 5.2% 100.0% M-H, Fixed, 95% CI 5.37 [0.27, 106.88] 0.50 [0.13, 1.89] 0.22 [0.01, 4.40] 3.37 [0.14, 81.71] 0.82 [0.33, 2.08] 0.20 [0.01, 3.95] Not estimable 0.05 [0.00, 0.85] 0.23 [0.05, 1.05] Not estimable 0.33 [0.01, 8.00] 0.33 [0.01, 7.89] 0.24 [0.01, 4.79] Not estimable 0.20 [0.01, 3.92] 0.22 [0.01, 4.35] Not estimable 0.36 [0.02, 8.66] 0.19 [0.08, 0.44] Not estimable 0.33 [0.01, 7.89] Not estimable Not estimable Not estimable 0.67 [0.17, 2.75] 0.59 [0.17, 2.12] 0.20 [0.03, 1.56] 1.50 [0.26, 8.61] 1.25 [0.37, 4.23] 1.60 [0.39, 6.60] Not estimable 0.97 [0.48, 1.98] 0.36 [0.02, 8.42] 4.57 [1.34, 15.54] 3.00 [1.03, 8.70] 3.58 [0.15, 84.81] Not estimable 3.24 [0.14, 77.06] Not estimable 3.10 [1.53, 6.29] TUVP TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours TUVP Favours TURP


Continued Figure E-165: TUVP vs. TURP: All cause mortality and complications

[image: image184.emf]Study or Subgroup 1.20.6 Incontinence GALLLUCCI1998 HAMMADEH2003 KAPLAN1998 KUPELI1998A NATHAN1996 WANG2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.20, df = 2 (P = 0.55); I² = 0% Test for overall effect: Z = 1.53 (P = 0.13) 1.20.8 Reoperation rate HAMMADEH2003 KUPELI1998A NATHAN1996 NUHOGLU2005 VANMELICK2003 Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.13, df = 4 (P = 0.71); I² = 0% Test for overall effect: Z = 0.11 (P = 0.91) 1.20.9 Strictures CETINKAYA1996 EKENGREN2000 ERDARGI1999 FOWLER2005C GALLLUCCI1998 HAMMADEH2003 KAPLAN1998 KUPELI1998A KUPELI1998B NUHOGLU2005 VANMELICK2003 WANG2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.55, df = 9 (P = 0.87); I² = 0% Test for overall effect: Z = 0.73 (P = 0.46) Events 4 0 0 1 0 5 10 2 1 1 1 2 7 1 2 0 64 3 2 1 0 0 1 1 5 80 Total 70 52 32 30 20 97 301 52 30 20 37 46 185 23 26 20 115 70 52 32 30 30 37 46 97 578 Events 3 0 0 1 0 1 5 2 0 3 0 2 7 0 0 1 66 3 2 1 0 0 0 2 2 77 Total 80 52 32 36 20 109 329 52 36 20 40 50 198 23 28 20 120 80 52 32 36 30 40 50 109 620 Weight 60.2% 19.5% 20.2% 100.0% 25.5% 5.8% 38.2% 6.1% 24.4% 100.0% 0.6% 0.6% 1.9% 83.7% 3.6% 2.6% 1.3% 0.6% 2.5% 2.4% 100.0% M-H, Fixed, 95% CI 1.52 [0.35, 6.58] Not estimable Not estimable 1.20 [0.08, 18.38] Not estimable 5.62 [0.67, 47.26] 2.29 [0.79, 6.60] 1.00 [0.15, 6.83] 3.58 [0.15, 84.81] 0.33 [0.04, 2.94] 3.24 [0.14, 77.06] 1.09 [0.16, 7.40] 1.05 [0.41, 2.72] 3.00 [0.13, 70.02] 5.37 [0.27, 106.88] 0.33 [0.01, 7.72] 1.01 [0.80, 1.27] 1.14 [0.24, 5.48] 1.00 [0.15, 6.83] 1.00 [0.07, 15.30] Not estimable Not estimable 3.24 [0.14, 77.06] 0.54 [0.05, 5.80] 2.81 [0.56, 14.15] 1.09 [0.87, 1.37] TUVP TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours TUVP Favours TURP


Figure E-166: TUVP vs. TURP: Complications – retrograde ejaculation (random effects analysis) 
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Bipolar TUVP vs. TURP

Figure E-167: Bipolar TUVP vs. TURP: Symptom score  

[image: image186.emf]Study or Subgroup 1.1.1 3 months KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 5.49 (P < 0.00001) 1.1.2 6 months KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 6.54 (P < 0.00001) 1.1.3 1 year KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.39 (P = 0.0007) 1.1.4 2 years KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.60 (P < 0.00001) 1.1.5 3 years KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 4.55 (P < 0.00001) Test for subgroup differences: Chi² = 126.03, df = 4 (P < 0.00001), I² = 96.8% Mean 5 6 7 7.1 7.6 SD 3.4 2.7 8.7 1.5 1.4 Total 38 38 38 38 38 38 25 25 25 25 Mean 9 10 12 5.2 5.7 SD 2.9 2.6 2.6 1.1 1.2 Total 37 37 37 37 37 37 15 15 15 15 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -4.00 [-5.43, -2.57] -4.00 [-5.43, -2.57] -4.00 [-5.20, -2.80] -4.00 [-5.20, -2.80] -5.00 [-7.89, -2.11] -5.00 [-7.89, -2.11] 1.90 [1.09, 2.71] 1.90 [1.09, 2.71] 1.90 [1.08, 2.72] 1.90 [1.08, 2.72] B-TUVP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours B-TUVP Favours TURP


Figure E-168: Bipolar TUVP vs. TURP: Qmax(ml/s) at 3 months and longest available follow up 

[image: image187.emf]Study or Subgroup 1.2.1 3 months KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.01 (P = 0.04) 1.2.3 3 years KARAMAN2005 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 7.75 (P < 0.00001) Test for subgroup differences: Chi² = 35.36, df = 1 (P < 0.00001), I² = 97.2% Mean 17 14.4 SD 2.3 2.6 Total 38 38 25 25 Mean 18 21.8 SD 2 3.1 Total 37 37 15 15 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -1.00 [-1.97, -0.03] -1.00 [-1.97, -0.03] -7.40 [-9.27, -5.53] -7.40 [-9.27, -5.53] B-TUVP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours TURP Favours B-TUVP


Figure E-169: Bipolar TUVP vs. TURP: All cause mortality and complications 

[image: image188.emf]Study or Subgroup 1.3.1 Blood transfusion HON2006 KARAMAN2005 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.08, df = 1 (P = 0.78); I² = 0% Test for overall effect: Z = 1.86 (P = 0.06) 1.3.2 TUR syndrome KARAMAN2005 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.3.4 Retrograde ejaculation KARAMAN2005 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.58 (P = 0.56) 1.3.5 Strictures HON2006 KARAMAN2005 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.20, df = 1 (P = 0.66); I² = 0% Test for overall effect: Z = 0.42 (P = 0.68) Total (95% CI) Total events Heterogeneity: Chi² = 5.82, df = 4 (P = 0.21); I² = 31% Test for overall effect: Z = 1.81 (P = 0.07) Test for subgroup differences: Not applicable Events 0 0 0 0 0 31 31 1 2 3 34 Total 81 38 119 38 38 38 38 81 38 119 314 Events 4 2 6 0 0 32 32 2 2 4 42 Total 79 37 116 37 37 37 37 79 37 116 306 Weight 10.5% 5.8% 16.3% 74.4% 74.4% 4.6% 4.7% 9.3% 100.0% M-H, Fixed, 95% CI 0.11 [0.01, 1.98] 0.19 [0.01, 3.93] 0.14 [0.02, 1.11] Not estimable Not estimable 0.94 [0.77, 1.15] 0.94 [0.77, 1.15] 0.49 [0.05, 5.27] 0.97 [0.14, 6.56] 0.73 [0.17, 3.17] 0.79 [0.62, 1.02] B-TUVP TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours B-TUVP Favours TURP


[image: image189.emf]Study or Subgroup 1.4.3 Urinary retention DUNSMUIR2003 HON2006 Subtotal (95% CI) Total events Heterogeneity: Tau² = 2.38; Chi² = 2.91, df = 1 (P = 0.09); I² = 66% Test for overall effect: Z = 0.52 (P = 0.60) Events 10 1 11 Total 30 81 111 Events 1 2 3 Total 21 79 100 Weight 53.1% 46.9% 100.0% M-H, Random, 95% CI 7.00 [0.97, 50.63] 0.49 [0.05, 5.27] 2.01 [0.14, 28.04] B-TUVP TURP Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours B-TUVP Favours TURP


TUVP vs. Laser

See section 4.2.6 Laser vs. TUVP (Transurethral Vapourisation of the Prostate)
Transurethral Needle Ablation of the Prostate (TUNA)
TUNA vs. TURP

Figure E-170: TUNA vs. TURP: Symptom score 

[image: image190.emf]Study or Subgroup 1.1.1 IPSS 3 months follow up Cimentepe2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.07 (P = 0.28) 1.1.2 IPSS 6 months follow up Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Not applicable 1.1.3 IPSS 12 months follow up Hill2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.89 (P = 0.004) 1.1.4 IPSS 18 months follow up Cimentepe2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.14 (P = 0.89) 1.1.5 IPSS 2 years follow up Hill2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 3.24 (P = 0.001) 1.1.6 IPSS 3 years follow up Hill2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.67 (P = 0.008) 1.1.7 IPSS 4 years follow up Hill2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.55 (P = 0.01) 1.1.8 IPSS 5 years follow up Hill2004 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.05 (P = 0.96) Test for subgroup differences: Chi² = 22.38, df = 6 (P = 0.001), I² = 73.2% Mean 9.7 11.7 8.5 15 15.2 13.2 10.7 SD 2.8 7.5 3.2 8.5 8 7.4 5.9 Total 26 26 0 56 56 26 26 43 43 38 38 24 24 18 18 Mean 8.9 7.8 8.6 9.5 10.1 7.6 10.8 SD 2.9 6 1.8 6.5 7.8 7.3 7.5 Total 33 33 0 44 44 33 33 35 35 31 31 21 21 22 22 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.80 [-0.66, 2.26] 0.80 [-0.66, 2.26] Not estimable 3.90 [1.25, 6.55] 3.90 [1.25, 6.55] -0.10 [-1.47, 1.27] -0.10 [-1.47, 1.27] 5.50 [2.17, 8.83] 5.50 [2.17, 8.83] 5.10 [1.36, 8.84] 5.10 [1.36, 8.84] 5.60 [1.30, 9.90] 5.60 [1.30, 9.90] -0.10 [-4.25, 4.05] -0.10 [-4.25, 4.05] TUNA TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours TUNA Favours TURP


Figure E-171: TUNA vs. TURP: Quality of life (IPSS question) 

[image: image191.emf]Study or Subgroup 1.2.1 IPSS-QoL 3 months follow up Cimentepe2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.53 (P = 0.13) 1.2.2 IPSS-QoL 6 months follow up Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Not applicable 1.2.3 IPSS-QoL18 months follow up Cimentepe2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.95 (P = 0.34) 1.2.4 IPSS-QoL 12 months follow up Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Not applicable 1.2.5 IPSS-QoL 2 years follow up Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Not applicable Test for subgroup differences: Chi² = 0.35, df = 1 (P = 0.55), I² = 0% Mean 2.1 1.8 SD 0.5 0.3 Total 26 26 0 26 26 0 0 Mean 1.9 1.7 SD 0.5 0.5 Total 33 33 0 33 33 0 0 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 0.20 [-0.06, 0.46] 0.20 [-0.06, 0.46] Not estimable 0.10 [-0.11, 0.31] 0.10 [-0.11, 0.31] Not estimable Not estimable TUNA TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours TUNA Favours TURP


Figure E-172: TUNA vs. TURP: Qmax(ml/s) 

[image: image192.emf]Study or Subgroup 1.3.1 Qmax 3 months follow up Cimentepe2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 5.01 (P < 0.00001) 1.3.2 Qmax-Longest available follow up Cimentepe2003 Hill2004 Hindley2001 Subtotal (95% CI) Heterogeneity: Chi² = 3.26, df = 2 (P = 0.20); I² = 39% Test for overall effect: Z = 7.36 (P < 0.00001) Test for subgroup differences: Chi² = 0.07, df = 1 (P = 0.79), I² = 0% Mean 16.7 17.7 11.4 8.6 SD 4.5 4.2 4.3 3.5 Total 26 26 26 13 19 58 Mean 23.1 23.3 18.6 18.1 SD 5.3 4.9 8.9 7.1 Total 33 33 33 15 19 67 Weight 100.0% 100.0% 61.1% 12.8% 26.1% 100.0% IV, Fixed, 95% CI -6.40 [-8.90, -3.90] -6.40 [-8.90, -3.90] -5.60 [-7.92, -3.28] -7.20 [-12.27, -2.13] -9.50 [-13.06, -5.94] -6.82 [-8.64, -5.00] TUNA TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours TURP Favours TUNA


Figure E-173: TUNA vs. TURP: All cause mortality and complications [image: image193.emf]Study or Subgroup 1.5.1 All cause mortality Hindley2001 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.5.2 Blood transfusion Cimentepe2003 Hindley2001 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.86, df = 1 (P = 0.35); I² = 0% Test for overall effect: Z = 3.08 (P = 0.002) 1.5.3 TUR syndrome Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Not applicable 1.5.4 Urinary retention (acute) Cimentepe2003 Hindley2001 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.46, df = 1 (P = 0.50); I² = 0% Test for overall effect: Z = 0.36 (P = 0.72) 1.5.5 Urinary tract infection Hindley2001 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.12, df = 1 (P = 0.73); I² = 0% Test for overall effect: Z = 0.74 (P = 0.46) 1.5.6 Urinary incontinence Cimentepe2003 Hill2004 Hindley2001 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.71, df = 3 (P = 0.19); I² = 36% Test for overall effect: Z = 2.19 (P = 0.03) 1.5.7 Retrograde ejaculation Cimentepe2003 Hill2004 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 2.59, df = 2 (P = 0.27); I² = 23% Test for overall effect: Z = 6.26 (P < 0.00001) 1.5.8 Urinary stricture Hill2004 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.22, df = 1 (P = 0.64); I² = 0% Test for overall effect: Z = 2.19 (P = 0.03) 1.5.9 Reoperation Hill2004 Kim2006a Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.97 (P = 0.05) Events 0 0 0 0 0 0 0 0 1 4 5 4 10 14 0 2 2 4 8 0 0 5 5 1 0 1 9 0 9 Total 25 25 26 20 100 146 0 26 20 100 146 20 100 120 26 65 20 100 211 26 65 100 191 65 100 165 65 100 165 Events 0 0 0 3 19 22 0 0 0 4 4 4 7 11 1 12 2 4 19 16 23 39 78 4 5 9 1 0 1 Total 25 25 33 22 101 156 0 33 22 101 156 22 101 123 33 56 22 101 212 33 56 101 190 56 101 157 56 101 157 Weight 14.7% 85.3% 100.0% 10.7% 89.3% 100.0% 35.4% 64.6% 100.0% 6.6% 64.1% 9.5% 19.8% 100.0% 18.6% 32.1% 49.4% 100.0% 44.0% 56.0% 100.0% 100.0% 100.0% M-H, Fixed, 95% CI Not estimable Not estimable Not estimable 0.16 [0.01, 2.85] 0.03 [0.00, 0.42] 0.05 [0.01, 0.32] Not estimable Not estimable 3.29 [0.14, 76.33] 1.01 [0.26, 3.93] 1.25 [0.37, 4.24] 1.10 [0.32, 3.83] 1.44 [0.57, 3.64] 1.32 [0.63, 2.78] 0.42 [0.02, 9.90] 0.14 [0.03, 0.61] 1.10 [0.17, 7.09] 1.01 [0.26, 3.93] 0.42 [0.20, 0.91] 0.04 [0.00, 0.61] 0.02 [0.00, 0.30] 0.13 [0.05, 0.32] 0.08 [0.03, 0.17] 0.22 [0.02, 1.87] 0.09 [0.01, 1.64] 0.15 [0.03, 0.82] 7.75 [1.01, 59.33] Not estimable 7.75 [1.01, 59.33] TUNA TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours TUNA Favours TURP


Transurethral Incision of the Prostate (TUIP)
TUIP vs. TURP

Figure E-174: TUIP vs. TURP: Symptom score

[image: image194.emf]Study or Subgroup 1.1.1 IPSS at 3 months Rodrigo1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.34 (P = 0.73) 1.1.2 IPSS at 6 months Rodrigo1998 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.24 (P = 0.22) 1.1.3 IPSS at 24 months Tkocz2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.70 (P = 0.007) Test for subgroup differences: Chi² = 3.33, df = 2 (P = 0.19), I² = 40.0% Mean 4.3 5.7 4.1 SD 4.5 6.2 1.8 Total 20 20 20 20 50 50 Mean 4.8 3.7 5.1 SD 4.8 3.8 1.9 Total 21 21 21 21 50 50 Weight 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.50 [-3.35, 2.35] -0.50 [-3.35, 2.35] 2.00 [-1.17, 5.17] 2.00 [-1.17, 5.17] -1.00 [-1.73, -0.27] -1.00 [-1.73, -0.27] TUIP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours TUIP Favours TURP


Figure E-175: TUIP vs. TURP: Quality of life (IPSS question)

[image: image195.emf]Study or Subgroup 1.2.5 IPSS-QoLat 24 months Tkocz2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.11 (P = 0.04) Mean 2.1 SD 0.3 Total 50 50 Mean 1.9 SD 0.6 Total 50 50 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.20 [0.01, 0.39] 0.20 [0.01, 0.39] Year 2002 TUIP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours TUIP Favours TURP


Figure E-176: TUIP vs. TURP: Qmax (ml/s) 

[image: image196.emf]Study or Subgroup 1.3.1 QMax at 3 months Riehman1995 Rodrigo1998 Subtotal (95% CI) Heterogeneity: Tau² = 29.33; Chi² = 5.93, df = 1 (P = 0.01); I² = 83% Test for overall effect: Z = 0.33 (P = 0.74) 1.3.2 Qmax at longest available follow up Hellstrom1986 Riehman1995 Rodrigo1998 Saporta1996 Tkocz2002 Subtotal (95% CI) Heterogeneity: Tau² = 5.30; Chi² = 33.60, df = 4 (P < 0.00001); I² = 88% Test for overall effect: Z = 1.82 (P = 0.07) Mean 15 22 12.9 12.5 20.6 12.7 16.9 SD 4.3 12.2 6 2.5 8.7 4.3 1.9 Total 42 20 62 11 32 20 17 50 130 Mean 20 18.6 16.5 17 20.6 14.4 17.6 SD 5 8.5 6 1.9 10.1 5 1.7 Total 44 21 65 13 31 21 19 50 134 Weight 71.4% 28.6% 100.0% 13.7% 27.1% 11.2% 20.0% 28.0% 100.0% IV, Random, 95% CI -5.00 [-6.97, -3.03] 3.40 [-3.07, 9.87] -1.39 [-9.54, 6.76] -3.60 [-8.42, 1.22] -4.50 [-5.59, -3.41] 0.00 [-5.76, 5.76] -1.70 [-4.74, 1.34] -0.70 [-1.41, 0.01] -2.25 [-4.68, 0.17] TUIP TURP Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours TURP Favours TUIP


Figure E-177: TUIP vs. TURP: All cause mortality and complications

[image: image197.emf]Study or Subgroup 1.4.1 Mortality Jahnson1998 Nielsen1988 Riehman1995 Soonwalla1992 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.67, df = 3 (P = 0.64); I² = 0% Test for overall effect: Z = 0.61 (P = 0.54) 1.4.2 Blood transfusion Dorflinger1992 Hellstrom1986 Jahnson1998 Nielsen1988 Rodrigo1998 Soonwalla1992 Tkocz2002 Subtotal (95% CI) Total events Heterogeneity: Chi² = 5.22, df = 5 (P = 0.39); I² = 4% Test for overall effect: Z = 5.46 (P < 0.00001) 1.4.3 TUR syndrome Soonwalla1992 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.86 (P = 0.06) 1.4.4 Urinary retention (acute) Hellstrom1986 Jahnson1998 Nielsen1988 Soonwalla1992 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.81, df = 2 (P = 0.67); I² = 0% Test for overall effect: Z = 1.65 (P = 0.10) 1.4.5 Urinary tract infection Hellstrom1986 Larsen1987 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.54 (P = 0.59) 1.4.6 Urinary incontinence Hellstrom1986 Soonwalla1992 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.04, df = 1 (P = 0.84); I² = 0% Test for overall effect: Z = 1.03 (P = 0.30) 1.4.7 Urinary stricture Dorflinger1992 Hellstrom1986 Nielsen1988 Soonwalla1992 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.88, df = 3 (P = 0.28); I² = 23% Test for overall effect: Z = 0.42 (P = 0.68) 1.4.8 Reoperation Dorflinger1992 Jahnson1998 Nielsen1988 Riehman1995 Rodrigo1998 Saporta1996 Subtotal (95% CI) Total events Heterogeneity: Chi² = 4.67, df = 5 (P = 0.46); I² = 0% Test for overall effect: Z = 3.12 (P = 0.002) Events 0 1 14 1 16 0 0 0 1 0 0 0 1 0 0 0 2 3 7 12 0 2 2 0 2 2 0 1 0 5 6 8 10 4 13 1 3 39 Total 43 24 61 110 238 29 11 43 24 20 110 50 287 110 110 11 43 24 110 188 11 19 30 24 110 134 29 11 24 110 174 29 43 24 61 20 20 197 Events 1 1 8 2 12 4 0 1 20 1 38 1 65 7 7 0 1 0 4 5 0 3 3 1 4 5 1 0 4 3 8 1 3 1 9 1 1 16 Total 42 25 56 110 233 31 13 42 25 21 110 50 292 110 110 13 42 25 110 190 13 18 31 25 110 135 31 13 25 110 179 31 42 25 56 21 20 195 Weight 11.8% 7.6% 65.0% 15.6% 100.0% 6.5% 2.3% 29.3% 2.2% 57.5% 2.2% 100.0% 100.0% 100.0% 18.4% 8.9% 72.7% 100.0% 100.0% 100.0% 26.9% 73.1% 100.0% 15.6% 4.9% 47.3% 32.2% 100.0% 5.9% 18.6% 6.0% 57.4% 6.0% 6.1% 100.0% M-H, Fixed, 95% CI 0.33 [0.01, 7.78] 1.04 [0.07, 15.73] 1.61 [0.73, 3.54] 0.50 [0.05, 5.43] 1.24 [0.62, 2.46] 0.12 [0.01, 2.11] Not estimable 0.33 [0.01, 7.78] 0.05 [0.01, 0.36] 0.35 [0.02, 8.10] 0.01 [0.00, 0.21] 0.33 [0.01, 7.99] 0.05 [0.02, 0.15] 0.07 [0.00, 1.15] 0.07 [0.00, 1.15] Not estimable 1.95 [0.18, 20.74] 7.28 [0.40, 133.89] 1.75 [0.53, 5.81] 2.28 [0.86, 6.08] Not estimable 0.63 [0.12, 3.35] 0.63 [0.12, 3.35] 0.35 [0.01, 8.12] 0.50 [0.09, 2.67] 0.46 [0.10, 2.01] 0.36 [0.02, 8.39] 3.50 [0.16, 78.19] 0.12 [0.01, 2.04] 1.67 [0.41, 6.80] 0.82 [0.32, 2.10] 8.55 [1.14, 64.22] 3.26 [0.96, 11.01] 4.17 [0.50, 34.66] 1.33 [0.61, 2.86] 1.05 [0.07, 15.68] 3.00 [0.34, 26.45] 2.37 [1.38, 4.07] TUIP TURP Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.001 0.1 1 10 1000 Favours TUIP Favours TURP


Figure E-178: TUIP vs. TURP: Complications – retrograde ejaculation (random effects analysis)
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TUIP vs. TURP in AUR patients

Figure E-179: TUIP vs. TURP in AUR patients: All cause mortality and complications  
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TUIP vs. HOLEP

See 4.1.3

 REF _Ref236205132 \h 
 \* MERGEFORMAT HoLEP vs. Transurethral Incision of the Prostate (TUIP)
Botulinum toxin in the prostate

Botulinum toxin vs. placebo

Figure E-180: Botulinum toxin vs. placebo: Symptom score at 1- and 2-month follow up

[image: image200.emf]Study or Subgroup 1.1.1 1-month follow up Maria2003 1.1.2 2-month follow up Maria2003 Mean 10.6 8 SD 1.7 1.6 Total 15 15 Mean 23.4 23.3 SD 3.5 3.3 Total 15 15 IV, Fixed, 95% CI -12.80 [-14.77, -10.83] -15.30 [-17.16, -13.44] Botulinum toxin Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours botulinum toxin Favours Placebo


Figure E-181: Botulinum toxin vs. placebo: Qmax (ml/s) at-2 month follow up

[image: image201.emf]Study or Subgroup 1.2.1 2- month follow up Maria2003 Mean 15.4 SD 1.7 Total 15 Mean 8.7 SD 2.3 Total 15 IV, Fixed, 95% CI 6.70 [5.25, 8.15] Botulinum toxin Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours placebo Favours botulinum toxin


Figure E-182: Botulinum toxin vs. placebo: Complications (urinary incontinence) – 2 month follow up
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Transurethral Vapouresection of the Prostate (TUVRP)
TUVRP vs. TURP

Figure E-183: TUVRP vs. TURP: Symptom score at 3 months, 1 year and 2 years follow up

[image: image203.emf]Study or Subgroup 1.1.1 3 months GOTOH1999 LIU2006 Subtotal (95% CI) Heterogeneity: Chi² = 0.24, df = 1 (P = 0.62); I² = 0% Test for overall effect: Z = 0.43 (P = 0.67) 1.1.3 1 year GUPTA2006 HELKE2001 Subtotal (95% CI) Heterogeneity: Chi² = 0.20, df = 1 (P = 0.66); I² = 0% Test for overall effect: Z = 3.37 (P = 0.0008) 1.1.4 2 years LIU2006 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.89 (P = 0.37) Test for subgroup differences: Chi² = 2.27, df = 2 (P = 0.32), I² = 11.7% Mean 3.7 8.2 5.4 4.66 9 SD 2.4 2.2 0.28 4.3 3.1 Total 23 42 65 50 79 129 42 42 Mean 3.8 7.9 5.6 5.21 8.4 SD 2.3 1.8 0.32 5.1 2.6 Total 28 30 58 50 69 119 30 30 Weight 33.7% 66.3% 100.0% 99.4% 0.6% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.10 [-1.40, 1.20] 0.30 [-0.63, 1.23] 0.17 [-0.59, 0.92] -0.20 [-0.32, -0.08] -0.55 [-2.08, 0.98] -0.20 [-0.32, -0.08] 0.60 [-0.72, 1.92] 0.60 [-0.72, 1.92] TUVRP TURP Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours TUVRP Favours TURP


Figure E-184: TUVRP vs. TURP: Symptom score at 6 months follow up (random effects analysis)
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Figure E-185: TUVRP vs. TURP: Quality of life (IPSS question)
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Figure E-186: TUVRP vs. TURP: Qmax (ml/s)
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Figure E-187: TUVRP vs. TURP:  All cause mortality and complications
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Figure E-188: TUVRP vs. TURP: Complications – retrograde ejaculation (random analysis)
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Bipolar TUVRP vs. TURP

Figure E-189: Bipolar TUVRP vs. TURP: Symptom score at 3-month follow up
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Figure E-190: Bipolar TUVRP vs. TURP: Quality of life (IPSS question) at 3-month follow up
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Figure E-191: Bipolar TUVRP vs. TURP: Qmax(ml/s) at 3-month follow up
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Figure E-192: Bipolar TUVRP vs. TURP: Complications 
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Transurethral Ethanol Ablation of the Prostate (TEAP)
TEAP vs. TURP

Figure E-193: TEAP vs. TURP: Complications
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Open Prostatectomy (OP)
Open prostatectomy vs. HOLEP

See section 4.1.4 on HOLEP vs. Open prostatectomy (OP)
Open prostatectomy vs. laser vapourisation

See section  4.2.4 on  Laser (photoselective vapourisation) vs. Open prostatectomy(OP)
Transurethral Resection of the Prostate TURP

TURP vs. Watchful Waiting

Figure E-194: TURP vs. Watchful waiting: Qmax (ml/s) 
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Figure E-195: TURP vs. Watchful waiting: All cause mortality and complications
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Bipolar TURP vs. TURP

Figure E-196: Bipolar TURP vs. TURP: Symptom score
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Figure E-197: Bipolar TURP vs. TURP: Quality of life (IPSS question)
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Figure E-198: Bipolar TURP vs. TURP: Qmax (ml/s) at 3 months or longest available follow up
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Figure E-199: Bipolar TURP vs. TURP: All cause mortality and complications
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Continued Figure E-199b: Bipolar TURP vs. TURP: All cause mortality and complications
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TURP vs. TUVP

See section 4.4.1 TUVP vs. TURP

TURP vs. TUNA

See section 4.5.1

 REF _Ref236453353 \h 
 \* MERGEFORMAT TUNA vs. TURP
TURP vs. Laser

See sections 4.2.1

 REF _Ref236453209 \h 
 \* MERGEFORMAT Laser Coagulation vs. TURP, 4.2.2 Laser coagulation vs. TURP  in AUR patients, 4.2.3 Laser Vapourisation vs. TURP 

TURP vs. TUMT

See section 4.3.2 TUMT vs. TURP
TURP vs. TUIP

See section 4.6.1 TUIP vs. TURP

TURP vs. HoLEP

See section 4.1.1 HoLEP vs. TURP

TURP vs. TUVP

See section 4.4.1 TUVP vs. TURP 

TURP vs. Bipolar TUVP

See section 4.4.2 Bipolar TUVP vs. TURP

TURP vs. TUVRP

See section   4.8.1 TUVRP vs. TURP

TURP vs. Bipolar TUVRP

See section 4.8.2 Bipolar TUVRP vs. TURP

TURP vs. TEAP

See section 4.9.1 TEAP vs. TURP

Surgical vs. Medical Interventions

There are no forest plots for this section

Medical vs. Conservative Interventions

No results found – no forest plots

Surgical vs. Conservative Interventions

Bladder training vs. TURP

Figure E-200: Bladder training vs. TURP: Symptom score change at 6 months follow up

[image: image221.emf]Study or Subgroup Donovan2000 Mean -1.3 SD 5.29 Total 85 Mean -12.3 SD 7.36 Total 89 Weight IV, Fixed, 95% CI 11.00 [9.10, 12.90] Bladder training TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours Bladder Training Favours TURP


Figure E-201: Bladder training vs. TURP: Symptom score change at 6 months follow up

[image: image222.emf]Study or Subgroup Donovan2000 Mean -0.4 SD 1.39 Total 85 Mean -2.2 SD 1.62 Total 85 Weight IV, Fixed, 95% CI 1.80 [1.35, 2.25] Bladder training TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Bladder Training Favours TURP


Figure E-202: Bladder training vs. TURP:  Qmax (ml/s) change at 6 months follow up

[image: image223.emf]Study or Subgroup Donovan2000 Kadow1988 Total (95% CI) Heterogeneity: Chi² = 1.14, df = 1 (P = 0.29); I² = 12% Test for overall effect: Z = 11.19 (P < 0.00001) Mean 0.2 11.2 SD 2.9 3.42 Total 92 17 109 Mean 9.7 19 SD 9.73 4.08 Total 98 21 119 Weight 58.3% 41.7% 100.0% IV, Fixed, 95% CI -9.50 [-11.52, -7.48] -7.80 [-10.18, -5.42] -8.79 [-10.33, -7.25] Bladder training TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours TURP Favours Bladder Training


Self-catheterisation vs. TURP

Figure E-203: Self catheterisation vs. TURP in men with chronic urinary retention: Symptom score change at 6 months follow up

[image: image224.emf]Study or Subgroup Ghalayini2005 Mean -12.25 SD 7.77 Total 24 Mean -20.29 SD 8.86 Total 17 Weight IV, Fixed, 95% CI 8.04 [2.81, 13.27] Self-catheterisation TURP Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours catherisation Favours TURP


Figure E-204: Self catheterisation vs. TURP in men with chronic urinary retention:  quality of life (IPSS question) change at 6 months follow up

[image: image225.emf]Study or Subgroup Ghalayini2005 Mean -2.54 SD 1.35 Total 24 Mean -3 SD 1.46 Total 17 Weight IV, Fixed, 95% CI 0.46 [-0.42, 1.34] Self-catheterisation TURP Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Catheterisation Favours TURP


Urinary retention

Acute urinary retention

Figure E-205: Alpha-blockers vs. placebo in men with acute urinary retention: Able to void 

[image: image226.emf]Study or Subgroup GOODWIN 1986 LUCAS 2005 MCNEILL 2004 MCNEILL1999 SHAH 2002 Total (95% CI) Total events Heterogeneity: Chi² = 4.58, df = 3 (P = 0.21); I² = 34% Test for overall effect: Z = 3.00 (P = 0.003) Events 2 24 146 22 17 209 Total 21 71 236 40 34 381 Events 3 17 58 12 16 103 Total 22 70 121 41 28 260 Weight 0.0% 13.9% 62.2% 9.6% 14.2% 100.0% M-H, Fixed, 95% CI 0.70 [0.13, 3.77] 1.39 [0.82, 2.36] 1.29 [1.05, 1.59] 1.88 [1.08, 3.26] 0.88 [0.55, 1.39] 1.30 [1.10, 1.55] Alpha-blocker Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.05 0.2 1 5 20 Favours placebo Favours alpha-blockers


Figure E-206: Alpha-blockers vs. placebo in men with acute urinary retention:                Re-catheterisation  

[image: image227.emf]Study or Subgroup GOODWIN 1986 LUCAS 2005 MCNEILL 2004 MCNEILL1999 SHAH 2002 Total (95% CI) Total events Heterogeneity: Chi² = 4.58, df = 3 (P = 0.21); I² = 34% Test for overall effect: Z = 3.00 (P = 0.003) Events 2 24 146 22 17 209 Total 21 71 236 40 34 381 Events 3 17 58 12 16 103 Total 22 70 121 41 28 260 Weight 0.0% 13.9% 62.2% 9.6% 14.2% 100.0% M-H, Fixed, 95% CI 0.70 [0.13, 3.77] 1.39 [0.82, 2.36] 1.29 [1.05, 1.59] 1.88 [1.08, 3.26] 0.88 [0.55, 1.39] 1.30 [1.10, 1.55] Alpha-blocker Placebo Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.05 0.2 1 5 20 Favours placebo Favours alpha-blockers


Chronic retention

See forest plots in section surgery vs. conservative and conservative

Alternative and complementary therapies

Phytotherapy vs. placebo

Beta-sitosterol

Figure E-207: Beta-sitosterol vs. placebo: Symptom score

[image: image228.emf]Study or Subgroup 1.1.2 B-sitosterols BERGES 1995 KLIPPEL 1997 Subtotal (95% CI) Heterogeneity: Chi² = 0.48, df = 1 (P = 0.49); I² = 0% Test for overall effect: Z = 6.95 (P < 0.00001) Test for subgroup differences: Not applicable Mean 7.5 7.8 SD 6.27 7.02 Total 96 77 173 Mean 12.8 12.1 SD 6.1 7.06 Total 91 78 169 Weight 61.0% 39.0% 100.0% IV, Fixed, 95% CI -5.30 [-7.07, -3.53] -4.30 [-6.52, -2.08] -4.91 [-6.29, -3.53] Beta-sitosterol Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours B-sitosterol Favours placebo


Figure E-208: Beta-sitosterol vs. placebo: Qmax (ml/s)

[image: image229.emf]Study or Subgroup 1.2.3 B-sitosterols BERGES 1995 FISCHER 1993 KADOW 1986 KLIPPEL 1997 Subtotal (95% CI) Heterogeneity: Tau² = 7.75; Chi² = 19.43, df = 3 (P = 0.0002); I² = 85% Test for overall effect: Z = 2.56 (P = 0.01) Mean 15.2 23.1 10.75 19.4 SD 6.43 7.08 3.5 9.21 Total 95 40 25 77 237 Mean 11.4 14.7 10.37 15.7 SD 6.3 7.08 3.7 9.27 Total 91 40 28 78 237 Weight 27.1% 22.8% 26.7% 23.4% 100.0% IV, Random, 95% CI 3.80 [1.97, 5.63] 8.40 [5.30, 11.50] 0.38 [-1.56, 2.32] 3.70 [0.79, 6.61] 3.91 [0.91, 6.90] Beta-sitosterol Placebo Mean Difference Mean Difference IV, Random, 95% CI -20 -10 0 10 20 Favours placebo Favours B-sitosterol


Serenoa repens

Figure E-209: Serenoa repens vs. placebo: Symptom score

[image: image230.emf]Study or Subgroup 2.1.1 Symptom score BENT2006 GERBER2001 SHI 2008 Subtotal (95% CI) Heterogeneity: Chi² = 3.29, df = 2 (P = 0.19); I² = 39% Test for overall effect: Z = 0.28 (P = 0.78) Test for subgroup differences: Not applicable Mean -0.68 -4.4 14.83 SD 3.7 5.9 6.42 Total 112 39 46 197 Mean -0.72 -2.2 14.13 SD 3.72 5.4 4.25 Total 113 40 46 199 Weight 74.6% 11.3% 14.2% 100.0% IV, Fixed, 95% CI 0.04 [-0.93, 1.01] -2.20 [-4.70, 0.30] 0.70 [-1.52, 2.92] -0.12 [-0.96, 0.72] Serenoa repens Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Serenoa repens Favours placebo


Figure E-210: Serenoa repens vs. placebo:  Qmax (ml/s)

[image: image231.emf]Study or Subgroup BENT2006 BOCCAFOSCHI 1983 BRAECKMAN1997 CHAMPAULT1984 DESCOTES1995 EMILI1983 GABRIC 1987 GERBER2001 REECE SMITH1986 SHI 2008 TASCA1985 Total (95% CI) Heterogeneity: Chi² = 17.91, df = 10 (P = 0.06); I² = 44% Test for overall effect: Z = 5.68 (P < 0.00001) Mean 0.42 13.7 13.2 16.1 15.3 13.7 14.6 11.7 8.5 14.07 16.2 SD 3.6 7.03 5.76 19.19 13.04 4.37 5.57 16.05 7.12 2.56 7.03 Total 112 11 106 46 82 15 15 39 33 46 14 519 Mean -0.01 12.2 12.2 10.6 13.5 9.4 10.8 14.3 8.6 11.74 11.8 SD 3.61 7.03 5.6 17.67 13.96 4.37 5.39 16.25 7.12 1.23 7.03 Total 113 11 99 39 94 15 14 40 37 46 13 521 Weight 32.7% 0.8% 12.0% 0.5% 1.8% 3.0% 1.8% 0.6% 2.6% 43.1% 1.0% 100.0% IV, Fixed, 95% CI 0.43 [-0.51, 1.37] 1.50 [-4.38, 7.38] 1.00 [-0.56, 2.56] 5.50 [-2.34, 13.34] 1.80 [-2.19, 5.79] 4.30 [1.17, 7.43] 3.80 [-0.19, 7.79] -2.60 [-9.72, 4.52] -0.10 [-3.44, 3.24] 2.33 [1.51, 3.15] 4.40 [-0.91, 9.71] 1.56 [1.02, 2.10] phytotherapy Control Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours placebo Favours serenoa repens


Figure E-211: Serenoa repens vs. placebo: Quality of life (IPSS question)

[image: image232.emf]Study or Subgroup 2.5.1 QOL IPSS WILLETTS 2003 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.46 (P = 0.65) Test for subgroup differences: Not applicable Mean 3.17 SD 1.38 Total 46 46 Mean 3.31 SD 1.57 Total 47 47 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.14 [-0.74, 0.46] -0.14 [-0.74, 0.46] serenoa repens placebo Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours serenoa repens Favours placebo


Urtica diocia

Figure E-212: Urtica diocia vs. placebo: Symptom score

[image: image233.emf]Study or Subgroup SAFARINEJAD2005 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 19.54 (P < 0.00001) Mean 11.8 SD 4 Total 287 287 Mean 17.7 SD 3.1 Total 271 271 Weight 100.0% 100.0% IV, Fixed, 95% CI -5.90 [-6.49, -5.31] -5.90 [-6.49, -5.31] Urtica Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours Urtica Favours placebo


Figure E-213: Urtica diocia vs. placebo:  Qmax (ml/s)

[image: image234.emf]Study or Subgroup SAFARINEJAD2005 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 13.16 (P < 0.00001) Mean 18.9 SD 4.7 Total 287 287 Mean 14.2 SD 3.7 Total 271 271 Weight 100.0% 100.0% IV, Fixed, 95% CI 4.70 [4.00, 5.40] 4.70 [4.00, 5.40] Urtica Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -20 -10 0 10 20 Favours placebo Favours urtica


Pygeum

Figure E-214: Urtica diocia vs. placebo:  Qmax(ml/s)

[image: image235.emf]Study or Subgroup BARLET 1990 GIACOBINI 1986 MAVER 1972 RIZZO 1985 Total (95% CI) Heterogeneity: Tau² = 2.54; Chi² = 6.56, df = 3 (P = 0.09); I² = 54% Test for overall effect: Z = 2.22 (P = 0.03) Mean 15.7 12.07 10.46 23.92 SD 8.87 2.73 4.38 13.82 Total 126 7 30 20 183 Mean 14.6 11 5.76 19.24 SD 8.76 2.73 4.38 13.82 Total 123 7 30 20 180 Weight 33.6% 27.2% 33.3% 5.9% 100.0% IV, Random, 95% CI 1.10 [-1.09, 3.29] 1.07 [-1.79, 3.93] 4.70 [2.48, 6.92] 4.68 [-3.89, 13.25] 2.50 [0.29, 4.71] Pygeum Placebo Mean Difference Mean Difference IV, Random, 95% CI -50 -25 0 25 50 Favours Pygeum Favours placebo


Cernilton

Figure E-215: Cernilton vs. placebo: Qmax (ml/s) 

[image: image236.emf]Study or Subgroup BUCK 1990 Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.75 (P = 0.45) Mean 10.5 SD 7.7 Total 26 26 Mean 12.1 SD 7.4 Total 24 24 Weight 100.0% 100.0% IV, Fixed, 95% CI -1.60 [-5.79, 2.59] -1.60 [-5.79, 2.59] Cernilton Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours Cernilton Favours Placebo


Phytotherapy combinations 

Figure E-216: Combination of serenoa repens and uritca diocia vs.  placebo: Symptom score 

[image: image237.emf]Study or Subgroup 2.7.1 IPSS LOPATKIN2005 METZKER1996 Subtotal (95% CI) Heterogeneity: Tau² = 1.59; Chi² = 2.03, df = 1 (P = 0.15); I² = 51% Test for overall effect: Z = 1.53 (P = 0.13) Mean -6 9.8 SD 4 5.02 Total 127 20 147 Mean -5 13.3 SD 5 5.46 Total 126 20 146 Weight 69.4% 30.6% 100.0% IV, Random, 95% CI -1.00 [-2.12, 0.12] -3.50 [-6.75, -0.25] -1.76 [-4.02, 0.49] Phytothearpy Placebo Mean Difference Mean Difference IV, Random, 95% CI -10 -5 0 5 10 Favours phytotherapy Favours placebo


Figure E-217: Combination of serenoa repens and uritca diocia vs.  placebo: Qmax (ml/s) 

[image: image238.emf]Study or Subgroup 2.2.2 Qmax LOPATKIN2005 METZKER1996 Subtotal (95% CI) Heterogeneity: Chi² = 0.93, df = 1 (P = 0.34); I² = 0% Test for overall effect: Z = 0.15 (P = 0.88) Test for subgroup differences: Not applicable Mean 1.8 19.1 SD 4.6 5.28 Total 127 20 147 Mean 1.9 17.5 SD 4.5 5.28 Total 126 20 146 Weight 89.5% 10.5% 100.0% IV, Fixed, 95% CI -0.10 [-1.22, 1.02] 1.60 [-1.67, 4.87] 0.08 [-0.98, 1.14] Phytotherapy Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy Favours placebo


Figure E-218: Combination of pygeum and uritca diocia vs.  placebo: Symptom score

[image: image239.emf]Study or Subgroup 3.5.2 IPSS MELO 2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.46 (P = 0.65) Total (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.46 (P = 0.65) Test for subgroup differences: Not applicable Mean 14.6 SD 7.3 Total 27 27 27 Mean 15.6 SD 7.9 Total 22 22 22 Weight 100.0% 100.0% 100.0% IV, Fixed, 95% CI -1.00 [-5.30, 3.30] -1.00 [-5.30, 3.30] -1.00 [-5.30, 3.30] Phytotherapy combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy Favours placebo


Figure E-219: Combination of pygeum and uritca diocia vs.  placebo: Qmax (ml/s) 

[image: image240.emf]Study or Subgroup 3.3.1 Qmax MELO 2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.77 (P = 0.44) Test for subgroup differences: Not applicable Mean 12.5 SD 6.1 Total 27 27 Mean 11.4 SD 3.8 Total 22 22 Weight 100.0% 100.0% IV, Fixed, 95% CI 1.10 [-1.70, 3.90] 1.10 [-1.70, 3.90] Phytotherapy combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy Favours placebo


Figure E-220: Combination of pygeum and uritca diocia vs.  placebo: Quality of life (IPSS question)

[image: image241.emf]Study or Subgroup 3.4.3 QoL MELO 2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.99 (P = 0.32) Test for subgroup differences: Not applicable Mean 3.33 SD 1.27 Total 27 27 Mean 3.73 SD 1.52 Total 22 22 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.40 [-1.20, 0.40] -0.40 [-1.20, 0.40] Phytotherapy combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy Favours placebo


Figure E-221: Combination of cernitin, serona repens, phytosterol and Vitamin E vs.  placebo: Symptom score

[image: image242.emf]Study or Subgroup PREUSS 2001 Mean -6.171 SD 6.41 Total 70 Mean -3.241 SD 5.84 Total 57 Weight IV, Fixed, 95% CI -2.93 [-5.06, -0.80] Phytothearpy combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy comb Favours placebo


Figure E-222: Combination of cernitin, serona repens, phytosterol and Vitamin E vs. placebo: Qmax (ml/s)

[image: image243.emf]Study or Subgroup PREUSS 2001 Mean 11.8 SD 5.86 Total 70 Mean 13.1 SD 7.55 Total 57 Weight IV, Fixed, 95% CI -1.30 [-3.69, 1.09] Phytothearpy combination Placebo Mean Difference Mean Difference IV, Fixed, 95% CI -50 -25 0 25 50 Favours phytotherapy Favours placebo


Phytothearpy vs. Alpha-blockers

Serenoa repens vs. Alpha-blockers

Figure E-223: Phytotherapy vs. Alpha-blockers: Symptom score

[image: image244.emf]Study or Subgroup 1.1.1 6 months Hizli 2007 - C Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.57 (P = 0.12) 1.1.2 12 months Debruyne 2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.40 (P = 0.69) Test for subgroup differences: Chi² = 2.51, df = 1 (P = 0.11), I² = 60.1% Mean 6.1 10.8 SD 2.7 5.5 Total 20 20 269 269 Mean 4.6 11 SD 3.3 6 Total 20 20 273 273 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI 1.50 [-0.37, 3.37] 1.50 [-0.37, 3.37] -0.20 [-1.17, 0.77] -0.20 [-1.17, 0.77] Phytotherapy alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Phytotherapy Favours alpha-blockers


Figure E-224: Phytotherapy vs. Alpha-blockers: Quality of life (IPSS question)

[image: image245.emf]Study or Subgroup 1.2.2 6 months Hizli 2007 - C Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.86 (P = 0.06) Test for subgroup differences: Not applicable Mean 2.6 SD 0.9 Total 20 20 Mean 2.1 SD 0.8 Total 20 20 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.50 [-0.03, 1.03] 0.50 [-0.03, 1.03] Phytotherapy alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Phytotherapy Favours alpha-blockers


Figure E-225: Phytotherapy vs. Alpha-blockers: Qmax (ml/s)

[image: image246.emf]Study or Subgroup 1.3.2 6 months Hizli 2007 - C Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.66 (P = 0.51) 1.3.3 12 months Debruyne 2002 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.68 (P = 0.49) Test for subgroup differences: Chi² = 0.05, df = 1 (P = 0.82), I² = 0% Mean 3.2 12.7 SD 2.2 5.2 Total 20 20 267 267 Mean 3.7 13 SD 2.6 4.9 Total 20 20 265 265 Weight 100.0% 100.0% 100.0% 100.0% IV, Fixed, 95% CI -0.50 [-1.99, 0.99] -0.50 [-1.99, 0.99] -0.30 [-1.16, 0.56] -0.30 [-1.16, 0.56] Phytotherapy alpha-blockers Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours alpha-blockers Favours Phytotherapy


Figure E-226: Phytotherapy vs. Alpha-blockers: Urinary retention

[image: image247.emf]Study or Subgroup 1.7.2 Urinary Retention Debruyne 2002 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.02 (P = 0.99) Events 3 3 Total 349 349 Events 3 3 Total 354 354 Weight 100.0% 100.0% M-H, Random, 95% CI 1.01 [0.21, 4.99] 1.01 [0.21, 4.99] Phytotherapy alpha-blockers Risk Ratio Risk Ratio M-H, Random, 95% CI 0.02 0.1 1 10 50 Favours Phytotherapy Favours alpha-blockers


Phytotherapy vs. 5-ARI

Serenoa repens vs. 5-ARI

Figure E-227: Serenoa repens vs. 5-alpha-reductase inhibitors: Symptom score

[image: image248.emf]Study or Subgroup 1.1.1 6 months Carraro 1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.13 (P = 0.26) Test for subgroup differences: Not applicable Mean 9.9 SD 5.4 Total 467 467 Mean 9.5 SD 5.5 Total 484 484 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.40 [-0.29, 1.09] 0.40 [-0.29, 1.09] Phytotherapy 5-AR Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours Phytotherapy Favours 5-AR


Figure E-228: Serenoa repens vs. 5-alpha-reductase inhibitors: quality of life (IPSS question)

[image: image249.emf]Study or Subgroup 1.2.2 6 months Carraro 1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.21 (P = 0.23) Test for subgroup differences: Not applicable Mean 2.25 SD 1.29 Total 467 467 Mean 2.15 SD 1.26 Total 484 484 Weight 100.0% 100.0% IV, Fixed, 95% CI 0.10 [-0.06, 0.26] 0.10 [-0.06, 0.26] Phytotherapy 5-AR Mean Difference Mean Difference IV, Fixed, 95% CI -4 -2 0 2 4 Favours Phytotherapy Favours 5-AR


Figure E-229: Serenoa repens vs. 5-alpha-reductase inhibitors: Qmax (ml/s) at longest available follow up

[image: image250.emf]Study or Subgroup 1.7.2 6 months Carraro 1996 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 1.53 (P = 0.13) Test for subgroup differences: Not applicable Mean 13.3 SD 6.7 Total 467 467 Mean 14 SD 7.4 Total 484 484 Weight 100.0% 100.0% IV, Fixed, 95% CI -0.70 [-1.60, 0.20] -0.70 [-1.60, 0.20] Phytotherapy 5-AR Mean Difference Mean Difference IV, Fixed, 95% CI -10 -5 0 5 10 Favours 5-AR Favours Phytotherapy


Figure E-230: Serenoa repens vs. 5-alpha-reductase inhibitors: Urinary retention

[image: image251.emf]Study or Subgroup 1.8.4 Urinary retention Carraro 1996 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.21 (P = 0.23) Events 7 7 Total 553 553 Events 3 3 Total 545 545 Weight 100.0% 100.0% M-H, Fixed, 95% CI 2.30 [0.60, 8.85] 2.30 [0.60, 8.85] Phytotherapy 5-AR Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.02 0.1 1 10 50 Favours Phytotherapy Favours 5-AR


Serenoa repens and urtica diocia vs. 5-ARI

Figure E-231: Serenoa repens and urtica diocia vs. 5-alpha-reductase inhibitors: Symptom score
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Figure E-232: Serenoa repens and urtica diocia vs. 5-alpha-reductase inhibitors: Qmax (ml/s) at 3 months and  12 months 
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Provision of information

Educational intervention vs. no intervention

Figure E-233: Interactive video vs. no intervention: Decisional conflict score
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Self management vs. standard care

Figure E-234: Self management vs. standard care: symptom score
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Figure E-235: Self management vs. standard care: Treatment failure

[image: image256.emf]Study or Subgroup Brown 2007 Total (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 5.46 (P < 0.00001) Events 13 13 Total 69 69 Events 39 39 Total 64 64 Weight 100.0% 100.0% M-H, Fixed, 95% CI -0.42 [-0.57, -0.27] -0.42 [-0.57, -0.27] Self management Standard Care Risk Difference Risk Difference M-H, Fixed, 95% CI -50 -25 0 25 50 Favours self management Favours standard care








APPENDICES






























































Lower urinary tract symptoms (LUTS) – full guideline appendices DRAFT (August 2009) 
          
2 of 150



