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B.1 Decision problem, description of the technology and
clinical care pathway
B.1.1 Decision problem
The full marketing authorisation for upadacitinib is expected to be for the treatment of
moderate to severe active rheumatoid arthritis (RA) in adult patients who have
responded inadequately to, or who are intolerant to one or more disease-modifying
anti-rheumatic drugs (DMARDs). Upadacitinib may be used as monotherapy or in
combination with methotrexate or other conventional synthetic DMARDs
(csDMARDs).

Upadacitinib does not currently have marketing authorisation in the UK for any
indication. An application for a marketing authorisation in the above indication was
submitted to the European Medicines Agency (EMA) in December 2018.
Upadacitinib is anticipated to be launched in the UK in | flland a submission

will also be prepared to the Scottish Medicines Consortium (SMC).

The submission covers the technology’s expected full marketing authorisation for this
indication. The submission specifically addresses the clinical efficacy and safety, the
comparative effectiveness and cost-effectiveness of upadacitinib 15mg once daily
(QD), as monotherapy or in combination with methotrexate (MTX), in adult patients
with moderate to severe RA for whom methotrexate, csDMARDs or biologic
(bDMARDSs) have been inadequately effective or not tolerated. For the purposes of
this submission, bDMARDs and targeted synthetic DMARDs (tsDMARDs) will be

referred to collectively as ‘advanced therapies’.

The decision problem addressed is consistent with the final National Institute for

Health and Care Excellence (NICE) scope for this appraisal, as outlined in Table 1.
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Table 1: The decision problem

Final scope issued by
NICE/reference case

Decision problem addressed in the company submission

Rationale if different from the
final NICE scope

Population

Adults with moderate to severe,
active RA whose disease has
responded inadequately to, or who
are intolerant of one or more
disease modifying anti-rheumatic
drugs (DMARDSs), including
conventional or biologic DMARDs

Adults with moderate to severe, active RA whose disease has
responded inadequately to, or who are intolerant of one or more
DMARD, including conventional synthetic DMARDs (csDMARDs)
or advanced therapies. Specifically, the following populations:

1. Moderate active RA that has not responded adequately to

therapy with one csDMARD
a. For patients with MTX intolerance/contraindication
b. For patients who tolerate MTX and it is not
contraindicated
2. Moderate active RA that has not responded adequately to
therapy with two or more csDMARDs
a. For patients with MTX intolerance/contraindication
b. For patients who tolerate MTX and it is not
contraindicated
3. Severe active RA that has not responded adequately to
therapy with two or more csDMARDs:
a. For patients with MTX intolerance/contraindication
b. For patients who tolerate MTX and it is not
contraindicated
4. Severe active RA that has not responded adequately to
therapy with advanced therapies:
a. For patients with MTX intolerance/contraindication
b. For patients who are rituximab (RTX) intolerant or
contraindicated to RTX and who tolerate MTX and
it is not contraindicated
5. Severe active RA that has not responded adequately to
therapy with advanced and who are tolerant to MTX and
RTX

The current NICE treatment
pathway and related technology
appraisal guidance specify that
all NICE recommended
advanced therapies (such as
adalimumab, etanercept,
baricitinib etc.) can only be used
as monotherapy in patients who
cannot take MTX because it is
contraindicated or because of
intolerance. However the
manufacturer perspective is that
upadacitinib represents a cost-
effective option as a
monotherapy regardless of MTX
tolerance. The populations and
associated comparators have
therefore been categorised by
tolerance or intolerance to MTX.
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Final scope issued by
NICE/reference case

Decision problem addressed in the company submission

Rationale if different from the
final NICE scope

6. Severe active RA that has not responded adequately to
therapy with MTX+RTX.

responded adequately to therapy
with conventional DMARDs:

0 Combination therapy with
conventional DMARDs
(including methotrexate
and at least one other
DMARD, such as
sulfasalazine and
leflunomide)

o Conventional DMARD
monotherapy with dose
escalation

0 Best supportive care (only
where conventional
DMARDs are not
appropriate due to
intolerance)

For severe active RA that has not
responded adequately to therapy
with conventional DMARDs only:

o Biological DMARDs in
combination with
methotrexate (adalimumab,
etanercept, infliximab,
certolizumab pegol,
golimumab, tocilizumab,
abatacept or sarilumab)

0 Adalimumab, etanercept,
certolizumab pegol,

adequately to therapy with csDMARDs (comparators will vary
dependent upon MTX tolerance/contraindication and one or two
¢csDMARD failure):

0 Combination therapy with csDMARDs (including
methotrexate and at least one other DMARD, such as
sulfasalazine and leflunomide).

o0 c¢sDMARD monotherapy with dose escalation.

0 Best supportive care (only where csDMARDs are not
appropriate due to intolerance).

3a & 3b: For severe active RA that has not responded adequately
to therapy with csDMARDSs only and who tolerate methotrexate
and it is not contraindicated:

0 Advanced therapies in combination with MTX
(adalimumab, etanercept, infliximab, certolizumab pegol,
golimumab, tocilizumab, abatacept, baricitinib, tofacitinib
or sarilumab).

3a: For severe active RA that has not responded adequately to
therapy with csDMARDSs only and who do not tolerate
methotrexate, or it is contraindicated:

o0 Adalimumab, etanercept, certolizumab pegol,
tocilizumab, baricitinib, tofacitinib or sarilumab (each as
monotherapy)

4a: For severe active RA that has not responded adequately to
therapy with advanced therapies and when RTX is contraindicated
or withdrawn due to adverse events and who do not tolerate MTX,
or it is contraindicated:

o Adalimumab, etanercept, certolizumab pegol,

tocilizumab, tofacitinib, baricitinib or sarilumab (each as
monotherapy)

Intervention Upadacitinib (as monotherapy and Upadacitinib, 15mg QD as monotherapy or in combination with N/A
in combination with other other csDMARDSs, including methotrexate
conventional DMARDSs, including
methotrexate)
Comparator(s) | For moderate active RA that has not | 1 and 2: For moderate active RA that has not responded The populations and associated

comparators have been
categorised by tolerance or
intolerance to MTX. Specifically:

e  Severe active RA that has
not responded adequately to
therapy with csDMARDs

e Severe active RA that has
not responded adequately to
therapy with advanced
therapies and when
rituximab is contraindicated
or withdrawn due to adverse
events.

Severe active RA that has not
responded adequately to therapy
with RTX and MTX was added
as a specific population in line
with recommendations from
clinical experts through an
advisory Board (1).
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Final scope issued by
NICE/reference case

Decision problem addressed in the company submission

Rationale if different from the
final NICE scope

tocilizumab or sarilumab
(each as monotherapy)

o0 Tofacitinib or baricitinib
(monotherapy or in
combination with
methotrexate)

For severe active RA that has not
responded adequately to therapy
with DMARDs including at least one
TNF inhibitor:

o0 Rituximab in combination
with methotrexate

When rituximab is contraindicated or
withdrawn due to adverse events:

0 Adalimumab, etanercept,
infliximab, abatacept
tocilizumab, certolizumab
pegol, golimumab or
sarilumab, each in
combination with
methotrexate

0 Adalimumab, etanercept,
certolizumab pegol or
sarilumab (each as
monotherapy)

o0 Tofacitinib or baricitinib
(monotherapy or in
combination with
methotrexate)

4b: For severe active RA that has not responded adequately to
therapy with advanced therapies and when RTX is contraindicated
or withdrawn due to adverse events and who tolerate MTX and it
is not contraindicated:

0 Adalimumab, etanercept, infliximab, abatacept
tocilizumab, certolizumab pegol, golimumab, baricitinib,
tofacitinib, or sarilumab, each in combination with MTX

5: For severe active RA that has not responded adequately to
therapy with advanced therapies either in combination with
methotrexate or as monotherapy and who tolerate MTX and RTX
and it is not contraindicated:

O RTXin combination with methotrexate
6: For severe active RA that has not responded adequately to
therapy with rituximab and methotrexate:

o Tocilizumab, sarilumab in combination with MTX

Outcomes The outcome measures to be . disease activity (ACR20; ACR50; ACR70; EULAR Extra-articular manifestations of
considered include: response; DAS28-hsCRP; DAS28-ESR; SDAI; CDAI) disease were not captured as a
* disease activity . physical function (MJS, HAQ-DI) specific outcome in the SELECT
* physical function . joint damage, pain (mTSS, pain captured as part of the clinical trial programme.
* joint damage, pain ACR core set) However, the relevant related
» mortality . mortality outcomes are reported in the
- fatigue . fatigue (FACIT-F)
« radiological progression . radiological progression (mTSS)
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Final scope issued by
NICE/reference case

Decision problem addressed in the company submission

Rationale if different from the
final NICE scope

« extra-articular manifestations of
disease

« adverse effects of treatment

* health-related quality of life

. extra-articular manifestations of disease (rates of oral
candidiasis, Gl complications/symptoms, cardiac
disorders, renal function)

. adverse effects of treatment (disutility of SAE)

. health-related quality of life (HAQ mapped to EQ-5D)

safety analysis in Section B.2
Clinical effectiveness

Economic
analysis

The reference case stipulates that
the cost effectiveness of treatments
should be expressed in terms of
incremental cost per quality-
adjusted life year.

If the technology is likely to provide
similar or greater health benefits at
similar or lower cost than
technologies recommended in
published NICE technology
appraisal guidance for the same
indication, a cost-comparison may
be carried out.

The reference case stipulates that
the time horizon for estimating
clinical and cost effectiveness
should be sufficiently long to reflect
any differences in costs or outcomes
between the technologies being
compared.

Costs will be considered from an
NHS and Personal Social Services
perspective.

The availability of any patient
access schemes for the intervention
or comparator technologies will be
taken into account. The availability
and cost of biosimilar products
should be taken into account.

A cost-utility analysis of upadacitinib versus comparators has
been carried out.

Lifetime time horizon: a lifetime time horizon, consistent with the
academic group (AG) model in TA375.

Costs were considered from a UK NHS and PSS perspective.
A patient access scheme for upadacitinib has been included as
part of the analysis.

NA

Subgroups to
be considered

If the evidence allows the following
subgroups will be considered. These

The following subgroups will be considered in this submission:

NA
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Final scope issued by Decision problem addressed in the company submission Rationale if different from the

NICE/reference case final NICE scope
include people with moderate e people with moderate disease activity (DAS28 between
disease activity (DAS28 between 3.2 and 5.1) after two csDMARD failure
3.2 and 5.1) and severe active e people with severe active disease (DAS28 greater than
disease (DAS28 greater than 5.1). 5.1) after two csDMARD failure
Guidance will only be issued in e After one csDMARD failure (moderate or severe RA)

accordance with the marketing
authorisation. Where the wording of
the therapeutic indication does not
include specific treatment
combinations, guidance will be
issued only in the context of the
evidence that has underpinned the
marketing authorisation granted by
the regulator.

Abbreviations: ACR: American College of Rheumatology; ACR20/50/70: American College of Rheumatology 20%, 50%, 70% response; AG: academic group; bDMARD: biologic disease-modifying
anti-rheumatic drug; BMI: body mass index; CCP: cyclic citrullinated peptide; CDAI: Clinical Disease Activity Index; CRP: C-reactive protein; csDMARDSs: conventional synthetic disease-modifying anti-
rheumatic drug(s); DAS28: Disease Activity Score 28; eow: every other week; FACIT-F: Functional Assessment of Chronic lliness Therapy — Fatigue; HAQ-DI: Health Assessment Questionnaire —
Disability Index; hsCRP: high-sensitivity C-reactive protein; JAK: Janus kinase; LDA: low disease activity; MJS: morning joint stiffness; mTSS: modified total Sharp score; MTX: methotrexate; NHS:
National Health Service; NICE: National Institute for Health and Care Excellence; NSAIDs: non-steroidal anti-inflammatory drugs; PCS: physical component summary; PSS: Personal Social Services;
QD: once daily; RA: rheumatoid arthritis; RF: rheumatoid factor; RTX: Rituximab; SAE: Serious Adverse Events; SF-36: Short Form-36; TNF: Tumor necrosis factor; ULN: upper limit of normal; WIS:
Work Instability Scale
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B.1.2 Description of the technology being appraised

Upadacitinib is a small molecule selective Janus kinase 1 (JAK1) inhibitor developed
for the treatment of moderately to severely active RA. Table 2 summarises the
details of the technology being appraised in this submission. The draft summary of

product characteristics (SmPC) is provided in Appendix C.
Mechanism of Action

Upadacitinib was engineered with the aim of delivering optimal benefit risk profiles in
inflammatory diseases, allowing it to achieve the highest possible clinical outcomes
while minimising effects on JAK2-mediated haematopoiesis and JAK3-mediated
immune defence pathways. Upadacitinib targets the Janus kinase/signal transducers
and activators of transcription (JAK/STAT) pathway to reduce inflammation and
modify the clinical course of RA. The JAK-STAT pathway is a downstream signalling
pathway, and is abnormally regulated in patients with RA and is a therapeutic target
(2). Unlike individual cytokine inhibitors, such as anti-tumor necrosis factor (anti-
TNF) or IL-6 antibodies, JAK inhibitors can partially inhibit downstream signalling
produced by more than one cytokine. In a complex disease state such as
established RA, there may be multiple cytokines that are dysregulated, and therefore

a blockade of one cytokine alone may not inhibit all pathogenic pathways.

Upadacitinib has increased selectivity for JAK1 over JAK2, JAK3 and TYK2, with the
ability to inhibit signalling of key cytokines involved in the pathogenesis of RA.
Upadacitinib is administered as a once-daily, oral, 15 mg dose, and can be given as

monotherapy or in combination with MTX or csDMARDs. Regulatory approval for

upadacitinib in Europe is expected || GTcIIN
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Table 2: Technology being appraised

UK approved name and brand
name

Upadacitinib (brand name unknown)

Mechanism of action

Upadacitinib targets the JAK-STAT pathway to reduce inflammation
and modify the clinical course of RA. Upadacitinib has increased
selectivity for JAK1 over JAK2, JAK3 and TYK2, with the ability to
inhibit signaling of key cytokines involved in the pathogenesis of
RA.

Upadacitinib is an oral, reversible JAK1-selective inhibitor, which
was engineered with the aim of delivering optimal benefit risk
profiles in inflammatory diseases, allowing it to achieve the highest
possible clinical outcomes while minimizing effects on JAK2-
mediated hematopoiesis and JAK3-mediated immune defence
pathways.

Marketing authorisation/CE
mark status

An application for marketing authorisation for upadacitinib was
submitted to the EMA at the end of 2018. The regulatory process
being followed is the EMA centralised procedure for a full
submission. CHMP opinion is expected in , and the
anticipated date of regulatory approval is

Indications and any
restriction(s) as described in
the summary of product
characteristics (SmPC)

The following indication is expected for upadacitinib in RA:

Upadacitinib is indicated for the treatment of moderate to severe
active RA in adult patients who have responded inadequately to, or
who are intolerant to one or more disease-modifying anti-rheumatic
drugs (DMARDs).

Upadacitinib may be used as monotherapy or in combination with
methotrexate or other conventional synthetic DMARDs.

Please refer to appendix C for a draft SmPC.

Method of administration and
dosage

Upadacitinib is administered as a once-daily, oral, 15 mg dose, and
can be given as monotherapy or in combination with csDMARDs
including MTX.

Additional tests or
investigations

None

List price and average cost of a
course of treatment

List price: NN

Patient access scheme (if
applicable)

The manufacturer has submitted an application for a simple patient
access scheme (PAS) to PASLU:

PAS price: I

B.1.3 Health condition and position of the technology in the treatment

pathway

Disease overview

RA is an inflammatory autoimmune disease that typically affects the synovial tissue

of the small joints of the hands and feet but can affect any synovial joint, causing

swelling, stiffness, pain and progressive joint destruction. It is a systemic disease
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and can affect the whole body, including the lungs, heart and eyes. RA is usually a
chronic relapsing condition which has a pattern of flare-ups followed by periods of
lower disease activity; however, for some people, the disease is constantly

progressive.

Severity of disease can be classified into 3 categories, based on the disease activity
score (DAS28) scoring system. DAS 28 is a composite measure based upon the
number of joints impacted by disease and biomarkers of inflammation. It also usually
includes a patient reported outcome for global health assessment based on a
100mm visual analogue scale scored from 0-100. A DAS28 score greater than 5.1
indicates high disease activity or severe disease, between 3.2 and 5.1 indicates
moderate disease activity, and less than 3.2 indicates low disease activity. A score
less than 2.6 indicates remission (3). The signs and symptoms associated with early
stages of the disease are usually reversible as there is no evidence of joint
destruction at this stage. However, as patients progress to moderate and severe RA,

the associated joint damage and disability become increasingly irreversible. (4)

The cause of RA is unknown; however, it is thought to be the result of complex
interactions between genetic and environmental factors (4). There is currently no
laboratory test, histologic finding, or radiographic feature that confirms a definitive
RA diagnosis. Instead, various factors, such as joint activity, patient history,

presence of serological markers, and acute phase reactants are considered (5).

Epidemiology

The incidence of RA in England is 40 per 100,000 person years (6). There are
approximately 22,000 people diagnosed with RA every year in England(6, 7). The
majority of epidemiological studies have been carried out in Northern Europe and
North America, and these studies have estimated the global prevalence of RA at
between 0.5% and 1% of the population, with a higher susceptibility in females and
elderly patients (8). An ageing Western population is likely to see total RA

prevalence increase by 2030, despite the recent decline in incidence rates.

Approximately 50% of the risk of developing RA can be attributed to non-modifiable
genetic factors; however, environmental risk factors also play a considerable role (9).
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Approximately 43% of patients have moderate RA, 27% have severe RA and 31%
mild RA (10).

Approximately 26% of moderate RA patients fail on one csDMARD and are receiving
their 2" csDMARD. Of these, 43% of those have poor prognostic factors. 13% of

moderate RA patients are on their 3™ or subsequent csDMARD (10).
Disease burden

RA is a debilitating chronic, progressive autoimmune disease that is associated with
increased morbidity and mortality, significantly affecting productivity and shortening
lifespan by an average of over 10 years in uncontrolled patients (11). Patients with
RA experience a significantly greater incidence of disability than patients in the
general population, with globally an estimated 6.1 million disability-adjusted life years
(DALYs) associated with the disease each year (8). Joint damage and disease

activity are the primary causes of disability in patients with RA (12).

Patients with both severe RA and moderate RA experience substantial disease
burden as demonstrated by the impact on joints. Hands and feet joints are often
affected first in RA, though it can start in any joint (13). Joints impacted by RA
include shoulders, elbows, wrists, fingers and knees (14). A UK database study of
patients with moderate RA (mean DAS of 4.4), receiving csDMARDs (n=1543)
followed up for a period of 24 months demonstrated a mean reduction in tender and
swollen joint counts of 0.56 and 0.77 respectively suggesting the limited impact of
current available treatments on joint damage (15). Corticosteroids are also widely
used in RA, being prescribed in approximately 70% of RA patients in the UK (16).
Rates of corticosteroid use are higher among patients with poorer prognostic factors

and with higher disease activity, compared to patients in remission (17).

Patients with RA report worse health-related quality of life (HRQoL) than patients
with other chronic conditions such as type 2 diabetes mellitus and myocardial
infarction (18). Reduced HRQoL in patients with RA can largely be attributed to the
considerable symptoms associated with the disease; some of the more burdensome
symptoms include pain, fatigue, sleep problems, and morning stiffness. Irreversible

joint damage can also decrease QoL (12).
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RA affects patients in the most productive years of their life. A retrospective study of
patients diagnosed with RA in the UK found that the majority of patients were
diagnosed between the ages of 4565 (6). Patients with a chronic disease such as
RA are at an increased risk for adverse work outcomes, including presenteeism,
absenteeism, and eventual disability or unemployment (19). RA patients miss
between 13-82 days of work per year. Patients with RA can expect to be employed
for fewer years than the general population, as work disability increases steadily
through the course of the disease (20). Consequently, early retirement has been

reported in up to 85% of patients with severe disability (21).
Aim of treatment and clinical guidelines

There is no cure for RA and treatment aims to improve quality of life and to prevent
or reduce joint damage. NICE clinical guideline [NG100] (‘Rheumatoid arthritis in
adults: management’) stipulates RA should be treated with the aim of achieving a
target of remission or low disease activity if remission cannot be achieved. Disease
activity is lowered by preventing loss of function, controlling joint damage, reducing

stiffness and fatigue, maintaining pain control and enhancing self-management (22).

For those with poor prognostic factors with an increased risk of radiological
progression (e.g. the presence of anti-cyclic citrullinated peptide (anti-CCP) antibodies
or erosions on X-ray at baseline assessment), NICE guidelines suggest making the
target remission rather than low disease activity. With this in mind, the guidelines
recommend that as soon as possible after establishing a diagnosis of RA that unless
already carried out an X-ray of the hands and feet is performed to establish whether

erosions are present and anti-CCP antibodies are measured.

Since DAS28 is used as the basis of measuring both low disease activity (LDA) and
clinical remission, NICE clinical guidelines recommend in adults with active RA,
measuring C-reactive protein (CRP) and disease activity (using a composite score
such as DAS28) monthly in specialist care until the target of remission or low disease

activity is achieved.
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Clinical pathway of care
Newly diagnosed

For people with newly diagnosed RA, NICE clinical guideline [NG100] (22)
recommends first-line treatment with csDMARD monotherapy using oral MTX,
leflunomide or sulfasalazine as soon as possible and ideally within 3 months of onset

of persistent symptoms.
Inadequate responders

If patients are intolerant to or do not respond to the first csDMARD, additional
csDMARDs (oral MTX, leflunomide, sulfasalazine or hydroxychloroquine) should be
offered in combination in a step-up strategy when the treatment target (remission or

low disease activity) has not been achieved despite dose escalation (22).

In contrast to UK treatment guidelines, EULAR (European) guidance recommends
the introduction of advanced therapies at an earlier stage in the clinical care
pathway. Specifically, if the treatment target is not achieved with the first csDMARD
strategy, and when poor prognostic factors are present, advanced therapies such as
the addition of a bDMARD or a tsDMARD should be considered; current practice
would be to start a bDMARD (23). Poor prognostic factors include:

¢ Moderate to high disease activity according to composite measures; high
acute phase reactant levels; high swollen joint counts; presence of RF and/or
anti-citrullinated protein antibody (ACPA), especially at high levels; presence

of early erosions or failure of two or more csDMARDs (23).
Moderate RA

All advanced therapies licensed to date (-DMARDs, JAK inhibitors, IL-6) have been
licensed for use in moderate and severe RA. However, NICE guidance to date has
recommended such treatments for use in severe RA only. Use in severe RA patients
is recommended following the failure of intensive combination therapy with
csDMARD:s.
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NG100 specifies that patients with moderate disease should only be offered
additional csDMARDs (oral MTX, leflunomide, sulfasalazine or hydroxychloroquine)
in combination in a step-up strategy when the treatment target (remission or low
disease activity) has not been achieved despite dose escalation. Where combination
therapies are not appropriate (for example where there are comorbidities or

pregnancy) csDMARD monotherapy is recommended.
Severe patients

For patients with severe RA and where the disease has not responded to intensive
combination therapy with csDMARDs, NICE Technology appraisal guidances 375,
466, 480 and 485 recommend bDMARDs (adalimumab, etanercept, infliximab,
certolizumab pegol, golimumab, tocilizumab, abatacept and sarilumab) or other
tsDMARDs (baricitinib and tofacitinib) each in combination with MTX (if not
intolerant/contraindicated) for severe RA only (24-28). Most bDMARDSs are required
to be taken in combination with MTX for optimal efficacy (23, 29). Approved JAK
inhibitors are similarly recommended for use after failure of intensive combination
therapy with csDMARDs, according to the latest American College of Rheumatology
(ACR) and European League Against Rheumatism (EULAR) guidance (23, 29).

It should be noted that the limitation of the use of advanced therapies to after
intensive combination therapy with csDMARD:s is a restriction relative to their
licences which only stipulate after one or more DMARD failure. In addition, limiting
use in severe RA is a further restriction compared to their licences which cover use
in both moderate and severe RA (24, 25, 27, 30). For those people with severe RA
who cannot take MTX because it is contraindicated or because of intolerance, the
guidance recommends that adalimumab, etanercept, certolizumab pegol,

tocilizumab, baricitinib, sarilumab or tofacitinib can be used as monotherapy.

Where the disease has not responded adequately or in the case of intolerance to
advanced therapies, RTX in combination with MTX is recommended for severe
active disease only (NICE Technology appraisal guidance 195)(31). Where RTX is
contraindicated or withdrawn because of an adverse event, advanced therapies
(adalimumab, etanercept, infliximab, abatacept, golimumab, tocilizumab,

certolizumab pegol, sarilumab, tofacitinib and baricitinib) each in combination with
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MTX are recommended as options (NICE Technology appraisal guidance 195, 198,
225, 247 ,415, 466, 480 and 485) (24-26, 31-33).

In patients who are MTX ineligible who have failed first line advanced therapy,
advanced thearpies are recommended to be used as monotherapy (adalimumab,
etanercept, certolizumab pegol, sarilumab, tocilizumab, tofacitinib and baricitinib),
(NICE Technology appraisal guidance 195, 415, 466, 480 and 485)(24-26, 31, 34).

In patients who have responded inadequately to treatment with RTX and MTX, both
tocilizumab and sarilumab in combination with MTX are recommended for use (NICE
Technology Appraisal Guidance 198 and 485)(26, 32).

The clinical pathway of care is summarised in Figure 1.

Newly diagnosed patients
(moderate and severe RA)

Figure 1. NICE clinical pathway

* Some patients will be contraindicated
to one or more csDMARDs and may be
limited to only one csDMARD

One csDMARD*

Two csDMARD*

’

Moderate patients (DAS28: 3.2-5.1) Severe patients (DAS28 >5.1)

csDMARDs with best supportive care

bDMARD:s are licensed but not recommended by
NICE for the treatment of this patient population

Continue treatment only if there is moderate response
on EULAR criteria at 6 months after starting treatment?

MTX intolerant/ After initial response within 6 months, withdraw if

contraindicated moderate response not maintained? MTX tolerated
Monotherapy with:? MTX in combination with:?
B ’;?AA X %E RTX contraindicated | + apa + GOL -« cCzP
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Abbreviations: RA = rheumatoid arthritis, DMARD = disease-modifying antirheumatic drug, csDMARD = conventional
DMARD, MTX = methotrexate, DAS28 = Disease Activity Score, bDMARD = biologic DMARD, ADA = adalimumab, CTZ =
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certolizumab pegol, ETN = etanercept, TCZ = tocilizumab, GOL = golimumab, IFX = infliximab, ABA = abatacept, RTX =
rituximab.

Sources: 1. NICE CG79, 2. NICE TA375, 3. NICE TA195, 4. NICE TA225, 5. NICE TA247, 6. NICE TA415, 7, NICE TA485

Limitation of current RA treatments

There is an unmet need for treatments in RA that have improved and sustained
efficacy, including remission rates, which can also be used effectively as

monotherapy to reduce the reliance on MTX. Limitations of current therapies include:

e Low rates of long-term, sustained clinical remission: There are a substantial
number of patients with RA across all lines of therapy who are not achieving
optimal therapeutic outcomes. Sustained clinical remission is only achieved by
20% to 40% of patients (35) and long term remission (>1 year) is only achieved
by 3% to 14% of patients (36). Neither tofacitinib nor baricitinib, the only
commercially available JAK inhibitors for RA treatment, have demonstrated

superiority in clinical remission compared to adalimumab (37, 38).

e Inadequate inhibition of structural joint damage: The inhibition of structural joint
damage is important in RA as this can help avoid permanent loss of function and
disability (39).

e Poorly established efficacy when used as monotherapy without the need for
concomitant MTX: Current biologics rely on the combination with MTX for optimal
efficacy in some patients. However, about one-third of RA patients treated with
TNFis in a real-life setting over a 2-year follow-up period experienced dose
reduction/discontinuation of concomitant MTX because of intolerance/adverse
events. A recent meta-analysis of 68 trials (6938 participants) showed the main
AEs associated with low-dose methotrexate included nausea/vomiting, elevated
transaminase levels, mucosal ulcerations, leukopenia, thrombogenic and
infectious events (40). Approximately two thirds of patients discontinue MTX after
2 years of treatment due to insufficient response, intolerance, toxicity or dislike of
MTX (41) (9, 42).
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e Challenges in administration for intravenous (V) and subcutaneous (SC)
therapies, which ultimately decreases compliance: Current bDMARDs are
administered intravenously or subcutaneously, placing a burden on both
healthcare systems and patients, especially in those with limited mobility and
patients who are needle-phobic or dislike injections. When asked what factors are
important in choice of therapy, 49% to 79% patients with RA prefer the oral route

of administration over parenteral (43-45).

¢ NICE recommendations for advanced treatments to date have been limited
relative to their licences (restricted to severe RA in those who have failed
intensive csDMARD treatment): One study which compared the percentage of
RA patients receiving biologics across 12 countries identified a relationship
between lower usage and poorer outcomes (for example in relation to mean
DAS28 scores and remission rates). The UK was identified within this study as
being a country with low use of bDMARDs with correspondingly poorer outcomes
(46).

Need for the use of advanced therapies in moderate RA patients

Many other European countries follow the EULAR recommendations for the
management of RA with synthetic and biological disease-modifying antirheumatic
drugs which were last updated in 2016 (1, 23). In England and Wales these
recommendations cannot be followed by clinicians due to the optimised NICE
recommendations on the use of advanced therapies in moderate RA patients. Such
limitations do not exist in many other European countries where advanced therapies
are used to slow progression earlier in patients with moderate disease, before RA
joints are structurally destroyed. Clinicians in England and Wales would, in the
absence of such restrictions, use advanced therapies in line with EULAR
recommendations (28). These guidelines recommend the use of advanced therapies
after the failure of two lines of csDMARD treatment in both moderate and severe RA
patients in those who do not possess prognostically unfavourable factors. In those that

do possess prognostically unfavourable factors, the use of advanced therapies, for
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both moderate and severe RA patients, is recommended earlier - after the failure of

one line of csDMARD treatments.

Noted within the EULAR guidance is the critical importance of the rapid attainment of
the targeted end point to achieve the treatment goal of remission or at least low
disease activity within the time frame of 6 months (with at least 50% clinical
improvement within 3 months being desirable) (47). This in line with NICE Clinical
Guidelines for RA which state that patients should be treated with the aim of achieving
a target of remission or low disease activity if remission cannot be achieved. The
importance of poor prognostic factors in these patients is reflected by the NICE
recommendation stipulating that the target of remission rather than low disease activity
should be considered for people with an increased risk of radiological progression

(presence of anti-CCP antibodies or erosions on X-ray at baselines assessment) (22).

The importance of achieving improved outcomes in moderate RA patients is supported

by the following:

¢ Inthe UK a considerable proportion of moderate patients with RA (DAS28 >3.2
to <5.1) do not achieve a satisfactory clinical response to current therapies.
Sustained clinical remission is only achieved by 20% to 40% of patients (35)
and long term remission (>1 year) is only achieved by 3% to 14% of patients
(36).

e Over time, sustained inflammation contributes to cartilage damage and bone
erosion, affecting up to 80% of patients within one year of diagnosis (4, 48).
Patients with persistent moderate disease (defined as a DAS28 3.2-5.1) in
early RA have also been shown to experience functional decline (as measured
by Health Assessment Questionnaire - Disability Index [HAQ-DI]), suggesting

that these patients could benefit from more aggressive therapy (4, 48).

¢ Inthe UK the lack of flexibility allowed to clinicians to tailor the use of advanced
therapy to the needs of patients may result in poorer long-term outcomes (49).
Patients with moderate RA disease activity (DAS28 >3.2 to <5.1) may remain
on csDMARDs rather than switching to more effective treatment strategies and
thus are at risk of disease and radiographic progression (50). Advanced
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therapies are licensed but not recommended by NICE for treatment of patients
with moderate RA. Only patients with a DAS28 >5.1 are eligible for treatment

with advanced therapies.
Positioning of upadacitinib

Based on the above and taking into account the views of clinicians in England and
Wales, use of upadacitinib should be considered in line with its expected full marketing
authorisation, the updated EULAR 2016 recommendations and the practice followed
in other European countries for the use of advanced therapies (1). These guidelines
recommend the use of advanced theraies after the failure of two lines of csDMARD
treatment in both moderate and severe RA patients who do not possess prognostically
unfavourable factors. In those that do possess prognostically unfavourable factors, the
use of advanced therapies, for both moderate and severe RA patients, is
recommended after the failure of one line of csDMARD treatments. Such unfavourable
prognostic factors defined within the EULAR guidelines include high acute phase
reactant levels, high swollen joint counts, the presence of RF and/or ACPA, especially

at high levels and the presence of early erosions.

Based upon this, AbbVie’s view is that upadacitinib will be used in line with its
expected market authorisation namely in adults with moderate to severe, active RA
whose disease has responded inadequately to, or who are intolerant of one or more
disease modifying anti-rheumatic drugs (DMARDSs), including conventional or

biologic DMARDs. Upadacitinib may be used in the following patient groups:

1. Moderate active RA that has not responded adequately to therapy with one
csDMARD
a. For patients with MTX intolerance/contraindication
b. For patients who tolerate MTX and it is not contraindicated
2. Moderate active RA that has not responded adequately to therapy with two or
more csDMARDs
a. For patients with MTX intolerance/contraindication
b. For patients who tolerate MTX and it is not contraindicated
3. Severe active RA that has not responded adequately to therapy with two or
more csDMARDs:
a. For patients with MTX intolerance/contraindication
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b. For patients who tolerate MTX and it is not contraindicated
4. Severe active RA that has not responded adequately to therapy with
advanced therapies:
a. For patients with MTX intolerance/contraindication
b. For patients who are rituximab (RTX) intolerant or contraindicated to
RTX and who tolerate MTX and it is not contraindicated
5. Severe active RA that has not responded adequately to therapy with
advanced and who are tolerant to MTX and RTX
6. Severe active RA that has not responded adequately to therapy with MTX+RTX.

The use of upadacitinib within the existing NICE pathway is outlined below.
Figure 2. Positioning of upadacitinib within the existing NICE pathway

Newly diagnosed patients
(moderate and severe RA)
* Some patients will be contraindicated

to one or more csDMARDs and may be One csDMARD*
limited to only one csDMARD

Two csDMARD*

Moderate patients (DAS28: 3.2-5.1) Severe patients (DAS28 >5.1)

c¢sDMARDs with best supportive care I

bDMARDs are licensed but not recommended by

NICE for the treatment of this patient population

Continue treatment only if there is moderate response
on EULAR criteria at 6 months after starting treatment?

MTX intolerant/ After initial response within 6 months, withdraw if

contraindicated |

y moderate response not maintained® w MTX tolerated
Monotherapy with:2 MTX in combination with:?
’:E’: 2 ‘céz RTX contraindicated | « apa « GoL » czp
BAR = TOE * ETA *« TOC + BAR
SAR « IFX + ABA + TOF
; + SAR
& RTX intolerant
v
™ e h MTX in combination with:*+ h 4
onotherapy with:*
e L o + ABA + ETA -+ QP MTX with RTX?
ETA BAR = ADA = IFX * SAR
CZP » TOC * GOL * TOC + BAR

MTX with TOC®
MTX with SAR”

SAR % * TOF

Abbreviations: RA = rheumatoid arthritis, DMARD = disease-modifying antirheumatic drug, csDMARD = conventional
DMARD, MTX = methotrexate, DAS28 = Disease Activity Score, bDMARD = biologic DMARD, ADA = adalimumab, CTZ =

certolizumab pegol, ETN = etanercept, TCZ = tocilizumab, GOL = golimumab, IFX = infliximab, ABA = abatacept, RTX =
rituximab.
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B.1.4 Equality considerations

This technology is not likely to raise any equity issues.
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B.2 Clinical effectiveness

Upadacitinib met all ranked primary and secondary endpoints in its comprehensive
clinical trial programme demonstrating significant and consistently better rates of
LDA and remission in comparison to adalimumab even without methotrexate and
irrespective of line of therapy. In SELECT-COMPARE, upadacitinib combination
therapy demonstrated superiority in rates of clinical remission relative to
adalimumab. Upadacitinib further demonstrates a robust monotherapy profile with
greater efficacy compared to MTX in patients who have not responded adequately
to therapy with one or more csDMARD.

Moderate and severe patients
ACR20

In the two registration studies in moderate to severe RA patients who have
experienced csDMARDs, upadacitinib combination therapy achieved its primary
outcome of ACR20. In SELECT-MONOTHERAPY, in moderate to severe RA
patients who have experienced csDMARDs, upadacitinib monotherapy achieved its
primary outcome of ACR20. In the SELECT-BEYOND, patients with moderate to
severe RA who had experienced bDMARDSs, Upadacitinib combination therapy
achieved its primary outcome of ACR20.

LDA and clinical remission

The primary outcome of low disease activity (LDA) and improved rates of remission
were also achieved in all trials.

SELECT-
MONOTHERAP
SELECT-COMPARE SELECT-NEXT Y SELECT-BEYOND
Endpoints Week 12 Week 12 Week 14 Week 12
UPA 15 PBO (+
PBO ADA UPA 15 mg (+ UPA 15 PBO (+ UPA 15 mg (+

(+MTX) | (+MTX) i +m$x) °SDM)ARDS csDMA'I:Igs) A mgQD | csDMARDS) csDMA:?nIgs)

N=651 | N=327 N=651 N=221 N=221 N=216 | N=217 N =169 N = 164
ACR20 | 364 | 3%+ | 7057 | 357 638 | 412 | 677 | 284 64.6
response (%)
Clinical
remission 28 7r*wt
based on 6.1 18.0** 4 10 30.8%** 8.3 28. 1% 9.5 28.7***
DAS28 *
(CRP) (%)
LDA 45 O***#
DAS28(CRP) 13.8 28.7** i 17.2 48.4*** 19.4 447 14.2 43.3***
(%) *

Abbreviations: ACR20 = American College of Rheumatology 20%, ADA = adalimumab; csDMARDs = conventional
synthetic DMARDs; PBO = placebo; MTX = methotrexate; QD = once daily; UPA = upadacitinib

*** Statistically significant at 0.001 level for UPA vs placebo

## Statistically significant at 0.05, and 0.001 level respectively for UPA vs ADA

Moderate patients

In a moderate subgroup analysis, efficacy results in terms of ACR, LDA, and clinical
remission was of moderate to severe

RA patients.
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SELECT-

SELECT-COMPARE SELECT-NEXT MONOTHERAPY SELECT-BEYOND

Endpoints Week 12 Week 12 Week 14 Week 12
ADA UPA 15 PBO (+

PBO UPA 15 mg (+ UPA 15 PBO (+ UPA 15 mg (+

(+MTX) (HV)ITX (+m$x) CSDM)ARDS csDMAggs) DX QD ™ csDMARDs) csDMAIr:l:g)s)

*—-—_- | || Il N | |
ACR20
. | (N EE| B | EE N EE| = -
Clinical
remission
emission | pu  pE  NEEl| BN | DEEN BN | BN | -
DAS28 (CRP)
LDA
s |HE NN HEEN | BN | NN (BN BB B | Em

Abbreviations: ACR20 = American College of Rheumatology 20%, ADA = adalimumab; csDMARDs = conventional
synthetic DMARDs; MTX = methotrexate; QD = once daily; UPA = Upadacitinib
*p<0.05; ** p<0.01; ** p<0.001 vs placebo

Safety

The safety profile of upadacitinib was comparable with placebo and adalimumab
regardless of patient and disease characteristics in the extensive upadacitinib
clinical development program. Across the four registration studies there were only
two serious adverse event (SAE) reported by >0.5% of upadacitinib 15mg group.

Two deaths were reported among the four registration studies in the upadacitinib
15mg group, one due to haemorrhagic stroke and the other cardiac arrest. Mortality
rates of Upadacitinib 15mg are comparable to comparator arms across the clinical
trial programme.

Indirect comparison

Upadacitinib combination and monotherapy results in the csDMARD-IR NMA:

e Upadacitinib as combination therapy is ranked [JJJlil in comparison to all
other comparators based on EULAR response rates

e Upadacitinib as monotherapy has a _

Upadacitinib combination results in the bDMARD-IR NMA:

e Of nine advanced therapies based on EULAR response rates, upadacitinib
combination was ranked [JJJlij out of twelve comparators
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B.2.1 Identification and selection of relevant studies
See appendix D for full details of the process and methods used to identify and

select the clinical evidence relevant to the technology being appraised.

B.2.2 List of relevant clinical effectiveness evidence

The clinical efficacy of upadacitinib in patients with moderately to severely active RA
with an inadequate response to, or who are intolerant of DMARDs, was assessed in
four registrational Phase Il studies in different RA patient populations. These four
RCTs included more than 3,100 adult patients with moderate-to-severe active RA.
The four trials are summarised in Table 3 with further details of their design provided
in Section B.2.3.

SELECT-COMPARE was a phase lll, randomised, double-blind, placebo-controlled
and active comparator-controlled trial that included two periods. Period 1 provided
the evidence of the clinical safety and efficacy of upadacitinib compared to
adalimumab and placebo as measured at week 48 in adult patients with moderately
to severely active RA, who were on a stable dose of MTX and had an inadequate
response to MTX. Period 2 was a long-term extension (up to 5 years) conducted to
evaluate the safety, tolerability, and efficacy of upadacitinib in patients who had
completed Period 1 (51, 52). The primary efficacy endpoints, ACR20 response and
clinical remission (defined by a 28-count DAS score based on CRP <2.6) versus
placebo were evaluated at week 12. Secondary endpoints included, among others,
HAQ-DI score, ACRS50 response rate, and LDA achievement (based on CRP level)
versus placebo and adalimumab at week 12, and pain assessment versus
adalimumab at week 12, and LDA achievement (based on Clinical Disease Activity
Index [CDAI]), change in morning stiffness severity, DAS28-CRP, SF-36 Physical
Component Summary (PCS), Functional Assessment of Chronic lliness Therapy —
Fatigue (FACIT-F), RA- Work Instability Scale (WIS) score and ACR-70 response
rate versus placebo at week 12, and change in mTSS and achievement of no

radiographic progression versus placebo at week 26.

SELECT-NEXT, was a phase Ill, randomised, double-blind, parallel-group, placebo-

controlled trial, conducted in two periods. Period 1 compared the safety and efficacy

Company evidence submission template for upadacitinib in moderate to severe rheumatoid
arthritis

© AbbVie (2019). All rights reserved Page 33 of 213



of upadacitinib and placebo at week 12 in patients with moderately to severely active
RA who were on a stable dose of csDMARDs and had an inadequate response to
csDMARDs. Period 2 was a blinded long-term extension (up to 5 years) conducted
to evaluate the long-term safety, tolerability, and efficacy of upadacitinib in patients
who had completed Period 1 (51, 53). The primary efficacy endpoints, ACR20
response and achievement of LDA versus placebo were evaluated at week 12.
Secondary endpoints included ACR50/70 response rates, change in DAS28 CRP,
HAQ-DI, SF-36 PCS, FACIT-F, RA-WIS, clinical remission and morning stiffness
versus placebo evaluated at week 12.

SELECT-MONOTHERAPY was a phase lll, randomised, double-blind, parallel-
group, controlled trial, conducted in two periods. Period 1 compared the safety and
efficacy of upadacitinib and MTX at week 14 in patients with moderately to severely
active RA who despite stable doses of MTX had an inadequate response to MTX.
Period 2 was a blinded long-term extension (up to week 226) conducted to evaluate
the long-term safety, tolerability, and efficacy of upadacitinib in patients who had
completed Period 1 (54, 55). The primary efficacy endpoints, ACR20 response and
achievement of LDA versus MTX were evaluated at week 14. Secondary endpoints
included ACR50/70 response rates, change in DAS28 CRP, HAQ-DI, SF-36 PCS,

clinical remission and morning stiffness versus MTX evaluated at week 14.

SELECT-BEYOND was a phase lll, randomised, double-blind, parallel-group,
placebo-controlled trial, conducted in two periods. Period 1 compared the safety and
efficacy of upadacitinib and placebo at week 24 in patients with moderately to
severely active RA who were on a stable dose of csDMARDs and had an inadequate
response to or intolerance to at least 1 bDMARD. Period 2 was a blinded long-term
extension (up to week 216) conducted to evaluate the long-term safety, tolerability,
and efficacy of upadacitinib in patients who had completed Period 1 (55, 56). The
primary efficacy endpoints, ACR20 response and achievement of LDA versus
placebo were evaluated at week 12. Secondary endpoints included ACR20 response
rate versus placebo evaluated at week 1 and ACR20/50/70 response rates, change
in DAS28 CRP, HAQ-DI, SF-36 PCS versus placebo evaluated at week 12.
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Please note, data from SELECT-SUNRISE were available and included in the
network meta-analyses (NMAs) as it met the NMA selection criteria. However, as
this phase 3 trial was comprised entirely of Japanese patients, this was not an EMA

registration trial and therefore the data are not presented in this section.
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Table 3: List of relevant RCTs and long-term extension studies

Study

SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

Study Design

Phase Il multicentre randomised,
double-blind, parallel-group, placebo-
controlled and active comparator-
controlled trial

Phase Il multicentre,
randomised, double-blind,
parallel-group, placebo-
controlled trial

Phase Il multicentre,
randomised, double-blind,
parallel-group, controlled trial

Phase Il multicentre,
randomised, double-
blind, parallel-group,
placebo-controlled period

Population

Subjects with moderately to severely
active RA who are on a stable
background of MTX and who have an
inadequate response to MTX

Subjects with moderately to
severely active RA who are
on a stable dose of
csDMARDs and had an
inadequate response to
csDMARDs

Subjects with moderately to
severely active RA despite
stable doses of MTX
(inadequate response to MTX)

Subjects with moderately
to severely active RA
who are on a stable dose
of csDMARDs and had
an inadequate response
to or intolerance to at
least 1 bDMARD.

Intervention

Upadacitinib 15 mg orally QD (N=651)
from Day 1 to Week 48 (Period 1) and
thereafter up to 5 years (Period 2)

Upadacitinib 15 mg (N=221)
and 30 mg (N=219) orally
QD (N=200) from Day 1 to
Week 12 (Period 1) and
thereafter up to 5 years
(Period 2)

Upadacitinib 15 mg (N=217)
and 30 mg (N=215) orally QD
(N=200) from Day 1 to Week
14 (Period 1) and thereafter
up to Week 226 (Period 2)

Upadacitinib 15 mg
(N=164) and 30 mg orally
QD (N=165) from Day 1
to Week 24 (Period 1)
and thereafter up to
Week 216 (Period 2)

Comparators

Placebo (N=651) either orally QD or SC
eow according to the matching drug
(upadacitinib or adalimumab) from Day 1
to Week 26, followed by Upadacitinib 15
mg QD from Week 26 to Week 48
(Period 1) and thereafter up to 5 years
(Period 2)

Adalimumab 40 mg SC eow (N=327)
from Day 1 to Week 48 (Period 1) and
thereafter up to 5 years (Period 2)

Placebo (N=221) from Day 1
to Week 12, followed by
Upadacitinib 15 mg or 30 mg
orally QD (in two different
randomised groups) at
Week 12 and thereafter up
to 5 years

MTX (N=216) once weekly
from day 1 to Week 14
(Period 1), followed by
Upadacitinib 15 mg or 30 mg
orally QD at Week 14 and
thereafter up to Week 226
(Period 2)

Placebo (N=169) from
Day 1 to Week 12,
followed by Upadacitinib
15 mg or 30 mg orally
QD (in two different
randomised groups) at
Week 12 to Week 24
(Period 1) and thereafter
up to Week 216 (Period
2)

Does trial support

application for Yes Yes Yes Yes
marketing authorization
Is trial used in model

Yes Yes Yes Yes
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Study

SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

Reported outcomes
specified in the
decision problem

« disease activity

« physical function

* joint damage, pain

« fatigue

« radiological progression

« adverse effects of treatment
* health-related quality of life

« disease activity

* physical function

* joint damage, pain
« fatigue

« adverse effects of
treatment

* health-related quality of life

« disease activity

* physical function

* joint damage, pain

* adverse effects of treatment
* health-related quality of life

« disease activity

* physical function

* joint damage, pain

* adverse effects of
treatment

* health-related quality of
life

Abbreviations: bDMARD: biological disease modifying anti-rheumatic drug; csDMARDs: Conventional synthetic disease modifying anti-rheumatic drug; eow: every other week; MTX: methotrexate; QD:
once a day; RA: Rheumatoid Arthritis; SC: subcutaneous

Company evidence submission template for upadacitinib in moderate to severe rheumatoid arthritis
© AbbVie (2019). All rights reserved

Page 37 of 213




B.2.3 Summary of methodology of the relevant clinical
effectiveness evidence

A comparative summary of the methodology of the four pivotal Phase Il clinical trials

are presented in Table 4.
SELECT-COMPARE

SELECT-COMPARE was a multicentre phase Il study that was conducted in 2
periods. Period 1 was a 48-week randomised, double-blind, parallel-group, placebo-

controlled and active comparator-controlled period.

SELECT-COMPARE assessed the safety and efficacy of upadacitinib 15 mg QD
versus placebo, and versus adalimumab, for the treatment of subjects with
moderately to severely active RA who were on a stable dose of MTX and had an

inadequate response to MTX.

Period 1 was also designed to compare the efficacy of upadacitinib 15 mg QD
versus placebo for the prevention of structural progression. Period 2 is an ongoing
long-term extension to evaluate the safety, tolerability, and efficacy of upadacitinib
15 mg QD in subjects with RA who had completed Period 1. Period 1 of the study
began in December 2015, the primary completion date was April 2018 (initial 12-
week treatment period), and final completion of Period 2 is expected in August 2020
(51, 52).

Patients were randomised in a 2:2:1 ratio to receive upadacitinib 15 mg QD, placebo,
or SC adalimumab 40 mg every 2 weeks during the initial blinded treatment phase.
All patients remained on their stable background dose of MTX. Following a 35-day
screening period, patients entered a 48-week, active- and placebo-controlled
treatment period (Period 1). Early escape for non-responders was provided from
upadacitinib to adalimumab, from placebo to upadacitinib, and from adalimumab to
upadacitinib. At week 26, patients receiving placebo were crossed over to the
upadacitinib arm regardless of clinical response until week 48, while patients
receiving upadacitinib or adalimumab continued their allocated treatment. After the

initial 48-week study period, patients continued upadacitinib or adalimumab
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treatment for up to 5 additional years in a long-term extension study (blinded until the
last patient completed the last visit of Period 1) (Period 2). Patients were followed
during a 30-day follow-up period (call or visit) and a 70-day follow-up call.(52) The

schematic design of the trial is depicted in Figure 3.

Figure 3: SELECT-COMPARE trial design

Patients on background MTX

48-week randomized, PBO-controlled, Active-controlled, Double-
blinded

Blinded Extension (Upto 5 years)

PLACEBO

Adults with
moderately to
severely active
RA who have had
an inadequate

response to MTX

Randomization (2:2:1)

Early escape for non-
responders from
upadacitinib to adalimumab,

! itimib,
m;;g ;;;bgéz I::::s:;‘:;:b Patients were followed by a 30-day follow-up

Screening peroid upto 35 days upadacitinib till end of the period (call or visit) and a 70-day follow-up
i
study ca

Screening Baseline Week 26 Week 48

Abbreviations: ABT: adalimumab; EOW every other week; QD: once daily; MTX: Methotrexate; RA: Rheumatoid Arthritis

SELECT-NEXT

SELECT-NEXT was a multicentre phase Il study that was conducted in 2 periods.
Period 1 was a 12-week, randomised, double-blind, parallel-group, placebo-
controlled period designed to compare the safety and efficacy of upadacitinib 30 mg
QD and 15 mg QD versus placebo for the treatment of signs and symptoms of
subjects with moderately to severely active RA who were on a stable dose of
csDMARDs and had an inadequate response to csDMARDs. Period 2 is an ongoing
blinded long-term extension period to evaluate the long-term safety, tolerability, and
efficacy of upadacitinib 30 mg QD and 15 mg QD in subjects with RA who had
completed Period 1.

This study began in December 2015, the primary completion date was June 2017
(initial 12-week treatment period) with completion of the long-term extension period
expected in August 2020 (51, 53).
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Patients were randomised in the 2:2:1:1 ratio to receive oral upadacitinib 15 mg QD,
upadacitinib 30 mg QD, or placebo whilst maintaining their weekly stable background
csDMARD. Following the initial 12-week study period (Period 1), patients receiving
upadacitinib plus csDMARDs continued treatment for up to 5 additional years in a
long-term extension study (Period 2); patients receiving placebo were crossed over
to a pre-determined upadacitinib dose (15 mg or 30 mg) which was maintained for
the duration of this extension phase. The study period also included a 30-day follow-

up period (51, 53). The schematic design of the trial is depicted in Figure 4.

Figure 4: SELECT-NEXT trial design

. Patients on background csDMARD(s) -

12-week randomized, PBO- : . .
controlled, Double-blinded Blinded Extension (Upto 5 years)

- +- —
Adults with 5
moderately Ito & UPA 30 mg QD UPA 30 mg QD
severely active 5
RA with =
inadequate o DL ACEBO > -
response to E
csDMARDs g
& PLACEBO UPA 30 mg QD
Screening peroid upto Patients were followed by a 30-day follow-up
35 days period (call or visit)
Screening Baseline Week 12

Abbreviations: ACR20: American College of Rheumatology 20% response; BL: Baseline; csDMARDs: Conventional synthetic
disease modifying anti-rheumatic drug; DAS28 = Disease Activity Score 28; QD: once daily; UPA: Upadacitinib

SELECT-MONOTHERAPY

SELECT-MONOTHERAPY was a multicentre phase lll study that was conducted in
2 periods. Period 1 was a 14-week, randomised, double-blind, parallel-group,
controlled period designed to compare the safety and efficacy of upadacitinib 30 mg
QD monotherapy and 15 mg QD monotherapy versus continuing MTX monotherapy
for the treatment of signs and symptoms of RA in subjects with moderately to

severely active RA despite stable doses of MTX (inadequate response to MTX).

Company evidence submission template for upadacitinib in moderate to severe rheumatoid
arthritis

© AbbVie (2019). All rights reserved Page 40 of 213



Period 2 is a blinded long-term extension period to evaluate the long-term safety,
tolerability, and efficacy of upadacitinib 30 mg QD and 15 mg QD in subjects with RA
who have completed Period 1. The study began in March 2016, the primary
completion date was December 2017 (initial 14-week treatment period), and

completion of the long-term extension period is expected in October 2020 (55, 57).

Patients were randomised 1:1:1 to receive either oral upadacitinib 15 mg QD,
upadacitinib 30 mg QD, or to continue once-weekly oral MTX for the study duration
of 14 weeks. Following a 35-day screening period, patients entered the initial 14-
week, active-controlled study period. At week 14, patients receiving upadacitinib
continued treatment for an additional 226 weeks in a long-term extension study;
patients receiving MTX were crossed over to an upadacitinib arm for this extension
phase. At the end of the study, patients were followed up for 30 days (call or visit)

(55). The schematic design of the trials is depicted in Figure 5.

Figure 5: SELECT-MONOTHERAPY trial design

14-week randomized, controlled-
treatment, Double-blinded

Blinded Extension (Upto 226 weeks)

Patients with

moderately to
severely active
RA who are on a

stable have had

an inadequate
response to
methotrexate

] —
UPA 30 mg QD UPA 30 mg QD

Initial 14-week treatment peroid Crossover of patients on methotrexate to UPA for
with 30-days follow-up remaining 226 week with 30-days follow-up

Randomization (1:1:1)

Screening peroid upto 35

Screening Baseline Week 14

Abbreviations: QD: once daily; PO: per-os RA: Rheumatoid Arthritis

SELECT-BEYOND

SELECT-BEYOND was a multicentre phase Il study that was conducted in 2
periods. Period 1 was a 24-week, randomised, double-blind, parallel-group, placebo-
controlled period designed to compare the safety and efficacy of upadacitinib 30 mg
QD and 15 mg QD versus placebo for the treatment of signs and symptoms of

subjects with moderately to severely active RA who were on a stable dose of
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csDMARDs and had an inadequate response to or intolerance to at least 1 prior
bDMARD. Period 2 is a blinded long-term extension period to evaluate the long-term
safety, tolerability, and efficacy of upadacitinib 30 mg QD and 15 mg QD in subjects
with RA who had completed Period 1. The study began in March 2016, final data
collection for primary outcome measures was conducted in April 2017 (initial 24-
week trial design) and completion is expected in August 2020 (55, 56).

Patients in SELECT-BEYOND were randomised in a 2:2:1:1 ratio to receive
upadacitinib 15 mg or 30 mg QD or placebo. Patients also continued their weekly
stable background csDMARD. Following a 35-day screening period, patients entered
an initial 12-week placebo-controlled treatment phase. After 12 weeks, patients
receiving placebo were crossed over to receive upadacitinib 15 mg or 30 mg QD
until week 24, while patients receiving upadacitinib continued their allocated dose
(Figure 60). Following the initial 24-week period, patients continued treatment for up
to 240 weeks in a long-term blinded extension study. Patients were followed up for
30 days after study completion (call or site visit). The schematic design of the trial is
depicted in Figure 6 (55).

Figure 6: SELECT-BEYOND trial design

Patients on background csDMARD(s)

Period 2: Blinded Extension
(Upto 5 years)

Period 1: 24-week randomized, PBO-controlled, Double-blinded

Adults with I
moderately to o UPA 30 mg QD UPA 30 mg QD
severely active s
RA with =
inadequate )
s q £ PLACEBO
ponse to 5
bDMARDs g
) ) x PLACEBO UPA 30 mg QD -
Screening peroid upto 35 Patients were followed by a 30-day
days —I— follow-up period (call or visit)
Screening Baseline Week 12 Week 24

Abbreviations: ACR20: American College of Rheumatology 20% response; bDMARDs: biologic disease modifying anti-
rheumatic drug; csDMARDSs: Conventional synthetic disease modifying anti-rheumatic drug; DAS28: Disease Activity Score 28;
PBO: Placebo; QD: once daily; RA: Rheumatoid Arthritis; UPA: Upadacitinib
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Table 4: Comparative summary of trial methodology

Study SELECT-COMPARE SELECT-NEXT SELECT-MONOTHERAPY SELECT-BEYOND
Location 286 study sites located in 41 150 study sites located in 35 138 study sites located in 24 152 sites in 26 countries
where the countries (Argentina, Australia, countries (Argentina, Australia, countries (Argentina, Austria, (Australia, Austria, Belgium,
data was Belarus, Belgium, Bosnia and Austria, Belgium, Bosnia and Belgium, Bulgaria, Chile, Czech | Canada, Czech Republic,
collected Herzegovina, Brazil, Bulgaria, Herzegovina, Republic, Estonia, Greece, Estonia, Finland, France,
Canada, Chile, Colombia, Bulgaria, Canada, Croatia, Hungary, Israel, ltaly, Japan, Germany, Greece, Hungary,
Croatia, Czech Republic, Czech Republic, Estonia, Mexico, Poland, Portugal, Puerto | Ireland, Israel, Korea, Latvia,
Estonia, France, Germany, Finland, France, Germany, Rico, Romania, Russian New Zealand, Poland, Portugal,
Greece, Hong Kong, Hungary, Greece, Hong Kong, Federation, Serbia, South Africa, | Puerto Rico, Russian
Israel, Italy, Kazakhstan, Hungary, Ireland, Kazakhstan, Spain, Turkey, Ukraine, United Federation, Slovakia, Spain,
Republic Of Korea, Latvia, Korea, Latvia, Lithuania, Mexico, | States) Sweden, Turkey, United
Lithuania, Malaysia, Mexico, New Zealand, Poland, Portugal, Kingdom, United States)
New Zealand, Poland, Portugal, | Romania, Russian Federation,
Puerto Rico, Romania, Russian Slovakia, South Africa, Spain,
Federation, Serbia, Slovakia, Switzerland, Taiwan, Ukraine,
South Africa, Spain, Taiwan United Kingdom, United States)
[Province Of China], Turkey,
Ukraine, United Kingdom, United
States)

Trial Design | Phase Il multicenter study that Phase Il multicenter study that Phase Il multicenter study that Phase Ill multicenter study that

includes two periods. Period 1 is
a 48-week randomised, double-
blind, parallel-group, placebo-
controlled and active
comparator-controlled period
designed to compare the safety
and efficacy of upadacitinib 15
mg QD versus placebo, and
versus adalimumab, for the
treatment of signs and
symptoms of subjects with
moderately to severely active RA
who were on a stable dose of
MTX and had an inadequate
response to MTX. Period 1 was
also designed to compare the

includes two periods. Period 1
was a 12-week, randomised,
double-blind, parallel-group,
placebo-controlled period
designed to compare the safety
and efficacy of upadacitinib 30
mg QD and 15 mg QD versus
placebo for the treatment of
signs and symptoms of subjects
with moderately to severely
active RA who were on a stable
dose of csDMARDs and had an
inadequate response to
csDMARDs. Period 2 is a
blinded long-term extension
period to evaluate the long-term

includes two periods. Period 1
was a 14-week, randomised,
double-blind, parallel-group,
controlled treatment period
designed to compare the safety
and efficacy of upadacitinib 30
mg QD alone and 15 mg QD
alone versus continuing MTX
alone for the treatment of signs
and symptoms of RA in subjects
with moderately to severely
active RA despite stable doses
of MTX (inadequate response to
MTX). Period 2 is a blinded,
long-term extension period to
evaluate the long-term safety,

included two periods. Period 1
was a 24-week, randomised,
double-blind, parallel-group,
placebo-controlled period
designed to compare the safety
and efficacy of upadacitinib 30
mg QD and 15 mg QD versus
placebo for the treatment of
signs and symptoms of subjects
with moderately to severely
active RA who were on a stable
dose of csDMARDs and had an
inadequate response to or
intolerance to at least 1
bDMARD. Period 2 is a blinded
long-term extension period to
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Study

SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

efficacy of upadacitinib 15 mg
QD versus placebo for the
prevention of structural
progression. Period 2 is a long-
term extension to evaluate the
safety, tolerability, and efficacy
of upadacitinib 15 mg QD in
subjects with RA who had
completed Period 1.

safety, tolerability, and efficacy
of upadacitinib 30 mg QD and 15
mg QD in subjects with RA who
had completed Period 1.

tolerability, and efficacy of
upadacitinib 30 mg QD and 15
mg QD in subjects with RA who
have completed Period 1.

evaluate the long-term safety,
tolerability, and efficacy of
upadacitinib 30 mg QD and 15
mg QD in subjects with RA who
had completed Period 1.

Eligibility
criteria for
participants

» Adult male or female, at least
18 years old.

* Diagnosis of RA for =2 3
months, fulfilling the 2010
ACR/EULAR classification
criteria for RA

*» Subjects must have been on
oral or parenteral MTX therapy =
3 months and on a stable
prescription of 15 to 25 mg/week
(or = 10 mg/week in subjects
intolerant of MTX at doses = 15
mg/week) for = 4 weeks prior to
the first dose of study drug. In
addition, all subjects should take
a dietary supplement of folic acid
or folinic acid throughout the
study participation.

* Participants are required to
have:

» at least 6 swollen joints and at
least 6 tender joints at the
screening and baseline visits as
judged by joint counts

* hsCRP = 5 mg/L (central lab,
ULN 2.87 mg/L) at screening
visit

» Patients are also required to

* Adult male or female, at least
18 years old

+ Diagnosis of RA for = 3 months
who also fulfil the 2010
ACR/EULAR classification
criteria for RA

* Subjects have been receiving
csDMARD therapy 23 months
and on a stable dose for =2 4
weeks prior to the first dose of
study drug

* Subjects must have failed at
least one of the following: MTX,
sulfasalazine, or leflunomide

* Subject meets both of the
following disease activity criteria:
» 26 swollen joints (based on 66
joint counts) and = 6 tender
joints (based on 68 joint counts)
at Screening and baseline Visits;
and

* hsCRP =3 mg/L (central lab)
at Screening Visit

* Subjects with prior exposure to
at most one bDMARD may be
enrolled if exposure <3 months
OR if discontinued due to

* Adult male or female, at least
18 years old

* Diagnosis of RA for 2 3 months
who also fulfil the 2010 ACR/
EULAR classification criteria for
RA

* Subjects must have been on
oral or parenteral MTX therapy 2
3 months and on a stable dose
(15 to 25 mg/week; or = 10
mg/week in subjects who are
intolerant of MTX at doses = 15
mg/week after complete titration)
for = 4 weeks prior to first dose
of study drug

* Must have discontinued all
¢sDMARDs (other than MTX) = 4
weeks prior to first dose of study
drug

* Subject has = 6 swollen joints
(based on 66 joint counts) and =
6 tender joints (based on 68 joint
counts) at Screening and
baseline Visits; and hsCRP = 3
mg/L (central lab) at Screening
Visit

*» Adult male or female, at least
18 years old

* Diagnosis of RA for = 3 months
who also fulfil the 2010
ACR/EULAR classification
criteria for RA

* Subjects have been treated for
= 3 months prior to the screening
visit with = 1 bDMARD therapy,
but continue to exhibit active RA
or had to discontinue due to
intolerability or toxicity,
irrespective of treatment
duration.

* Subjects have been receiving
¢sDMARD therapy = 3 months
and on a stable dose for = 4
weeks prior to the first dose of
study drug

* Subject meets both of the
following minimum disease
activity criteria:

0 = 6 swollen joints (based on 66
joint counts) and = 6 tender
joints (based on 68 joint counts)
at Screening and baseline Visits
0 hsCRP = 3 mg/L (central lab)
at Screening Visit
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Study

SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

have:

» > 3 bone erosions on x-ray; or
» > 1 bone erosion and a
positive rheumatoid factor; or

» > 1 bone erosion and a
positive ACPA

* Patients were required to
discontinue all csDMARDs, with
the exception of MTX

intolerability (up to 20% of study
population)

Trial drugs Group 1: upadacitinib 15 mg QD | Group 1: upadacitinib 30 mg QD | Group 1: upadacitinib 30 mg QD | Group 1: upadacitinib 30 mg QD
(N =600) (N =200) (Period 1) — (N =200) (Period 1) — (N =150) (Day 1 to Week 12) —
Group 2: placebo (N = 600) upadacitinib 30 mg QD (Period upadacitinib 30 mg QD (Period upadacitinib 30 mg QD (Week
Group 3: adalimumab (40 mg 2) 2) 12 and thereafter)
eow) (N =300) Group 2: upadacitinib 15 mg QD | Group 2: upadacitinib 15 mg QD | Group 2: upadacitinib 15 mg QD
(N =200) (Period 1) — (N = 200) (Period 1) — (N =150) (Day 1 to Week 12) —
upadacitinib 15 mg QD (Period upadacitinib 15 mg QD (Period upadacitinib 15 mg QD (Week
2) 2) 12 and thereafter)
Group 3: Placebo (N = 100) Group 3: MTX (N = 100) (Period | Group 3: Placebo (N = 75) (Day
(Period 1) — upadacitinib 30 mg | 1) — upadacitinib 30 mg QD 1 to Week 12) — upadacitinib 30
QD (Period 2) (Period 2) mg QD (Week 12 and thereafter)
Group 4: Placebo (N = 100) Group 4: MTX (N = 100) (Period | Group 4: Placebo (N = 75) (Day
(Period 1) — upadacitinib 15 mg | 1) — upadacitinib 15 mg QD 1 to Week 12) — upadacitinib 15
QD (Period 2) (Period 2) mg QD (Week 12 and thereafter)
Permitted Subijects should continue their Subjects should continue their Subjects taking MTX should take | Subjects should continue their
and stable background csDMARD stable background csDMARD a dietary supplement of oral folic | stable background csDMARD
disallowed therapy up to Week 24. therapy up to Week 24. acid throughout study therapy up to Week 24.
concomitant | Subjects taking MTX should take | Subjects taking MTX should take | participation. Subijects taking MTX should take
medication a dietary supplement of oral folic | a dietary supplement of oral folic | Subjects should continue their a dietary supplement of oral folic

acid throughout study
participation.

Subjects should continue their
stable doses of NSAIDs,
acetaminophen/paracetamol, or
inhaled corticosteroids.

Prior exposure to JAK inhibitors
is not allowed.

Oral corticosteroids are not

acid throughout study
participation.

Subjects should continue their
stable doses of NSAIDs,
acetaminophen/paracetamol, or
inhaled corticosteroids.

Prior exposure to JAK inhibitors
is not allowed.

Oral corticosteroids are not

stable doses of NSAIDs,
acetaminophen/paracetamol, or
inhaled corticosteroids.

Prior exposure to JAK inhibitors
is not allowed.

Oral corticosteroids are not
allowed during the first 24 weeks
of the study.

Subjects must have discontinued

acid throughout study
participation.

Subjects should continue their
stable doses of NSAIDs,
acetaminophen/paracetamol, or
inhaled corticosteroids.

Prior exposure to JAK inhibitors
is not allowed.

Oral corticosteroids are not
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Study

SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

allowed during the first 24 weeks
of the study.

All biologic therapies are
prohibited during the study (i.e.,
Periods 1 and 2).

Systemic use of known strong
CYP3A inhibitors or strong
CYP3A inducers is excluded
from the Screening Visit through
the end of the study (i.e., end of
Period 2).

High potency opiates are not
permitted during the study (i.e.,
Periods 1 and 2).
Investigational drugs are also
prohibited during the study.

Live vaccines are not allowed
within 4 weeks prior to the first
dose of study drug and during
the study (i.e., Periods 1 and 2).
Oral traditional Chinese
medicine is not permitted during
the study.

allowed during the first 24 weeks
of the study.

All biologic therapies are
prohibited during the study (i.e.,
Periods 1 and 2).

Systemic use of known strong
CYP3A inhibitors or strong
CYP3A inducers is excluded
from the Screening Visit through
the end of the study (i.e., end of
Period 2).

High potency opiates are not
permitted during the study (i.e.,
Periods 1 and 2).
Investigational drugs are also
prohibited during the study.

Live vaccines are not allowed
within 4 weeks prior to the first
dose of study drug and during
the study (i.e., Periods 1 and 2).
Oral traditional Chinese
medicine is not permitted during
the study.

all csDMARDs (other than MTX)
prior to the first dose of study
drug as specified in the washout
procedures.

All biologic therapies are
prohibited during the study (i.e.,
Periods 1 and 2).

Systemic use of known strong
CYP3A inhibitors or strong
CYP3A inducers is excluded
from the Screening Visit through
the end of the study (i.e., end of
Period 2).

High potency opiates are not
permitted during the study (i.e.,
Periods 1 and 2).

Investigational drugs are also
prohibited during the study.

Live vaccines are not allowed
within 4 weeks prior to the first
dose of study drug and during
the study (i.e., Periods 1 and 2).
Oral traditional Chinese
medicine is not permitted during
the study.

allowed during the first 24 weeks
of the study.

All biologic therapies are
prohibited during the study (i.e.,
Periods 1 and 2).

Systemic use of known strong
CYP3A inhibitors or strong
CYP3A inducers is excluded
from the Screening Visit through
the end of the study (i.e., end of
Period 2).

High potency opiates are not
permitted during the study (i.e.,
Periods 1 and 2).
Investigational drugs are also
prohibited during the study.

Live vaccines are not allowed
within 4 weeks prior to the first
dose of study drug and during
the study (i.e., Periods 1 and 2).
Oral traditional Chinese
medicine is not permitted during
the study.

Primary
outcome

* Proportion of patients achieving
ACR20 response

* Proportion achieving clinical
remission (defined by a 28-count
DAS score based on CRP <2.6)

* Proportion of patients achieving
an ACR20 response

* Proportion achieving LDA
(defined by a 28-count DAS
score based on CRP <3.2)

* Proportion of patients achieving
an ACR20 response

* Proportion achieving LDA
(defined by a 28-count DAS
score based on CRP <3.2)

* Proportion of patients achieving
an ACR20 response

* Proportion achieving LDA
(defined by a 28-count DAS
score based on CRP <3.2)
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Study SELECT-COMPARE SELECT-NEXT SELECT-MONOTHERAPY SELECT-BEYOND
Maijor » Change in HAQ-DI score * Change in DAS28 CRP * Decrease in DAS28 CRP from | « Change in DAS28 CRP
secondary » Change in HAQ-DI score * Proportion of patients achieving | baseline » Changes in the HAQ-DI score
outcomes (superiority versus adalimumab) | ACR50/70 response * Proportion of patients achieving | from baseline

* Proportion of patients achieving
LDA based on CDAI

* Proportion of patients with no
radiographic progression at
week 26

» Change in morning stiffness
severity

* Change in DAS28 CRP

» Change in SF-36 PCS from
baseline

» Change in FACIT-F from
baseline

* Change in mTSS at week 26
ACR50 response rates
(superiority and non-inferiority
versus adalimumab)

» ACR50 response rates

* ACRY70 response rates

* Proportion of patients achieving
LDA (defined by a 28-count DAS
score based on CRP £3.2) (non-
inferiority versus adalimumab)

* Proportion of patients achieving
LDA (defined by a 28-count DAS
score based on CRP £3.2)

» Change from baseline in
patients assessment of pain
(superiority of upadacitinib
versus adalimumab)

» Change in RA-WIS score at
baseline

» Change in the HAQDI score
from baseline

» Change in SF-36 PCS from
baseline

* Proportion of patients achieving
clinical remission (DAS28 CRP
<2.6)

» Change in FACIT-F from
baseline

» Change in RA-WIS score at
baseline

* Proportion of changes in
morning stiffness severity

an ACR50/70 response

* Change in HAQ-DI score from
baseline

* Change in SF-36 PCS from
baseline

* Proportion of patients achieving
clinical remission (DAS28 CRP
<2.6)

* Proportion of changes in
morning stiffness severity

* Proportion of patients achieving
ACR20/50/70 response

» Change in SF-36 PCS score
from baseline

» ACR20 response rate at week
1
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SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

Pre-planned
subgroups

The primary efficacy endpoints
were examined in the following
subgroups:

* age (<40, 40 to 64, = 65);

* sex (male or female),

* weight (< 60 kg or = 60 kg);

* body mass index (BMI) (< 25 or
= 25);

* race (white, non-white),

* geographic region (North
America, South/Central America,
Western Europe, Eastern
Europe, Asia, other);

* RA disease duration (< 5 years
or =2 5 years);

* Baseline RF status (positive or
negative);

* Baseline anti-CCP antibody
status (positive or negative);

* Baseline RF and anti-CCP (at
least one negative or double
positive);

* Baseline RF and anti-CCP (at
least one positive or double
negative);

* Baseline DAS28 (hsCRP) (<
5.1 or > 5.1); and

» prior bDMARD use (yes or no).

The primary efficacy endpoint
was examined in the following
subgroups:

* age (<40, 40 to 64, = 65);

* sex (male or female),

» weight (< 60 kg or = 60 kg);

* BMI (< 25 or 2 25);

* race (white, non-white),
geographic region (North
America, Western Europe,
Eastern Europe, other);

« duration of RA diagnosis (< 5
years or 2 5 years);

* baseline RF status (positive or
negative);

* baseline anti-CCP antibody
status (positive or negative);

* baseline both RF positive and
anti-CCP positive (yes or no);

* baseline both RF negative and
anti-CCP negative (yes or no);
* baseline DAS28 (CRP) (= 5.1
or>5.1); and

« prior bDMARD use (yes or no).

The primary efficacy endpoints
were examined in the following
subgroups:

* age (< 40, 40 to 64, = 65);

* sex (male or female),

* weight (< 60 kg or = 60 kg);

* body mass index (BMI) (< 25 or
= 25);

* race (white, non-white),

» geographic region (North
America, South/Central America,
Western Europe, Eastern
Europe, Asia, other);

* RA disease duration (< 5 years
or =2 5 years);

* Baseline RF status (positive or
negative);

* Baseline anti-CCP antibody
status (positive or negative);

* Baseline RF and anti-CCP (at
least one negative or double
positive);

* Baseline RF and anti-CCP (at
least one positive or double
negative);

* Baseline DAS28 (hsCRP) (<
5.10r>5.1).

The primary efficacy endpoint
was examined in the following
subgroups:

* age (< 40, 40 to 64, = 65);

*» sex (male or female),

» weight (< 60 kg or =2 60 kg);

* BMI (< 25 or = 25);

* race (white, non-white),
geographic region (North
America, South/Central America,
Western Europe, Eastern
Europe, other);

» duration of RA diagnosis (< 10
years or 2 10 years);

* Baseline RF status (positive or
negative);

* Baseline anti-CCP antibody
status (positive or negative);

* Baseline RF and anti-CCP (at
least one negative or double
positive);

* Baseline RF and anti-CCP (at
least one positive or double
negative);

* baseline DAS28 (hsCRP) (<
5.10r>5.1);

* prior failed bDMARD; and failed
anti-IL6 due to lack of efficacy.

Abbreviations: ACR: American College of Rheumatology; ACR20/50/70: American College of Rheumatology 20%, 50%, 70% response; bDMARD: biologic disease-modifying anti-rheumatic
drug; BMI: body mass index; CCP: cyclic citrullinated peptide; CDAI: Clinical Disease Activity Index; CRP: C-reactive protein; csDMARDSs: conventional synthetic disease-modifying anti-
rheumatic drug(s); DAS28: Disease Activity Score 28; eow: every other week; FACIT-F: Functional Assessment of Chronic lliness Therapy — Fatigue; HAQ-DI: Health Assessment Questionnaire
— Disability Index; hsCRP: high-sensitivity C-reactive protein; JAK: Janus kinase; LDA: low disease activity; mTSS: modified Total Sharp Score; MTX: methotrexate; NSAIDs: non-steroidal anti-
inflammatory drugs; PCS: physical component summary; QD: once daily; RA: rheumatoid arthritis; RF: rheumatoid factor; SF-36: Short Form-36; ULN: upper limit of normal; WIS: Work Instability

Scale
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Baseline characteristics

The baseline demographics and clinical characteristics of patients were well
balanced between the treatment groups in each trial and were generally similar
across studies. The baseline characteristics from all four phase Il clinical trials
(SELECT-COMPARE, SELECT-NEXT, SELECT-MONOTHERAPY and SELECT-

BEYOND) are summarised in Table 5 with a brief overview presented below.

Across the four RCTs, the mean age of patients ranged between 53.6 to 57.6 years.
The mean DAS-28 score ranged from 5.6 (SELECT-NEXT) to 5.8 (SELECT-
COMPARE) and mean CDAI score was between 37.8 and 41.7. The mean TJCG68
and SJC66 were similar across studies, ranging between 24.7 and 28.5, and
between 15.4 and 17.2, respectively. The mean HAQ-DI score ranged from 1.4 to
1.7 and the mean CRP level ranged from 16.0 to 19.8 mg/L. These baseline
characteristics demonstrate that, upon entering the study, patients were considered
to have moderate to severe active RA. The duration of diagnosis amongst patients
enrolled in SELECT-COMPARE and SELECT-NEXT trials ranged between 7.2 and
8.3, while that of patients enrolled in SELECT-BEYOND trial ranged between 12.4
and 14.5.

With regard to treatment history, 60.3% patients in the SELECT-COMPARE trial
were receiving oral corticosteroids. In SELECT-NEXT, 12.7% patients reported prior
bDMARD use, while 60.5%, 20.5% and 19.0% reported MTX, MTX and other
csDMARDs, and csDMARD other than MTX concomitant use, respectively. There
were 46.1% patients who were taking oral steroids. In SELECT-BEYOND, 69.1%
and 30.9% patients were failed with <2 and >2 bDMARDs use respectively, 90.3%
reported at least 1 failed anti-TNF agent use. The maijority of patients were
concomitantly using MTX (73.8%), followed by csDMARDs other than MTX (16.6%)
and MTX and other csDMARDs (9.5%).
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Table 5: Baseline characteristics of trial population

SELECT-COMPARE

SELECT-NEXT

Study SELECT-MONOTHERAPY SELECT-BEYOND
PBO ADA UPA PBO UF::gﬁ U':‘]\g?’O MTX lr:]';Ac:g lr:]';AQ?’S PBO UF::gﬁ UF;'I‘-\930
Treatment (N=651) | (N=327) | (N=651) | (N=221) | \\_501) | (N=219) | MN°216) | (N=217) | (N=215) | (NF169) | (N=164) | (N=165)
Sex, n (%)
Male 139 (21.4) | 68(20.8) | 130 (20.0) | 55(24.9) | 39(17.6) | 47(215) | 37(17.1) | 43(19.8) | 45(20.9) | 26(154) | 27 (16.5) | 27 (16.4)
Fomale 512 (78.6) | 259 (79.2) | 521 (80.0) | 166 (75.1) | 182 (82.4) | 172 (78.5) | 179 (82.9) | 174 (80.2) | 170 (79.1) | 143 (84.6) | 137 (83.5) (;5386)
Age (years) Mean 536 53.7 54.2 56.0 553 558 553 545 53.1 576 56.3 57.3
(SD) (1224) | (1700 | (1208 | (1222) | (141 | (1129 | (1142 | (12200 | (1272) | (1139 | (1134 | (1155
Race, n (%)
White 561(86.2) | 292 (89.3) | 576 (88.5) | 187 (84.6) | 188 (85.1) | 186 (84.9) | 176 (81.5) | 173 (79.7) | 180 (83.7) | 143 (84.6) | 142 (86.6) (gg%
Slack or African 38(58) | 17(52) | 33(5.1) | 1045 | 1369 | 8@7 | 1161 | 1569 | 942 | 21(124) | 17(104) | 10(6.1)
American
Indian/Alaska 2(0.3) 1(03) 1(02) 1(0.5) 0 1(0.5) 3(1.4) 4(1.8) 3(1.4) 0 3(1.8) 4(2.4)
Native
Native Hawaiian
or other Pacific 1(0.2) 0 0 0 0 1(0.6)
Islander
Asian 39(6.0) | 15(46) | 31(48) | 19(86) | 19(86) | 21(96) | 24(11.1) | 24¢11.1) | 2198 | 5(3.0) 2(1.2) 2(1.2)
Multiple 10015 | 2(06) 10015 | 4(18) 1(05) 3(1.4) 2(0.9) 1(0.5) 2(0.9)
Erthl_r;ﬁ:%)('"::s(f,’/f)mc 206 (31.6) | 106 (32.4) | 215(33.0) | 27 (12.2) | 23(10.4) | 30(13.7) | 50 (23.1) | 52(24.0) | 54(25.1) | 24(14.2) | 34(20.7) | 28(17.0)
BMI (kg/m?), Mean 28.7 286 292 296 29.7 29.9 29.1 28.2 285 29.7 51203 | 29762
(SD) (6.20) (6.53) (7.00) (6.60) (7.56) (7.42) (7.00) (6.32) (6.73) (7.36) 27 76
Duration of RA
diagnosis (years) — 14.5 12.4 12.7
o) 8.3(800) | 83(841) | 8.1(773) | 7.2(7.45) | 7.3(789) | 73(7.86) | 5:8(663) | 7.5(3.88) | 65(698) | o5, ©58) ©66)
(SD)
(Ro/f)‘ categorical, N | 547 (79 4) | 265 (81.0) | 521 (80.0) | 164 (74.2) | 163 (73.8) | 146 (66.7) | 151 (69.9) | 155 (71.4) | 151 (70.2) | 113 (66.9) | 119 (73.0) (gg ?,))
Anti-CCP — 120
etocoroan n (%) | 529(815) | 264 (80.7) | 525(806) | 167 (75.9) | 174 (79.1) | 155 (70.8) | 153(70.8) | 150 (733) | 151(706) | 117 (68:2) | 119(726) | 13
5,/':)3”(’ anti-CCP. N | 475 (73.2) | 241 (73.7) | 480 (73.7) | 150 (67.9) | 153 (69.5) | 137 (62.6) | 135 (62.5) | 142 (65.4) | 131(60.9) | 102 (60.4) | 107 (65.6) (g1012)
DAS28 (CRP) —
continuous, Mean 5.8(0.94) | 59(0.96) | 5.8(0.97) | 56(0.84) | 57(097) | 57(0.9) | 56(1.04) | 56(0.92) | 56(1.06) | 58(1) | 59(0.95) | 58(0.89)
(SD)
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SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

Study SELECT-BEYOND
PBO ADA UPA PBO UF::gﬁ U':‘]\g?’O MTX lr:]';Ac:g lr:]';AQ?’S PBO UF::gﬁ UF;'I‘-\930
Treatment (N=651) | (N=327) | (N=651) | (N=221) | \\-52q) | (N=219) | MN°216) | (N=217) | (N=215) | (NF169) | (N=164) | (N=165)
CDAI — continuous, 40.0 39.8 39.7 37.8 38.3 38.6 37.8 38.0 38.4 41(13.3) 417 40.1
Mean (SD) (12.73) (13.18) (12.92) (11.81) (11.86) (12.72) 14.39) (13.12) (13.77) : (13.28) (12.25)
26.0 26.4 26.4 24.7 25.2 26.2 25.2 24.5 24.8 28.5 278 273
TJC68, Mean (SD) (14.30) (15.16) (15.15) (14.96) (13.8) (14.26) (15.99) (15.10) (15.19) (15.27) (16.31) (15.23)
16.2 16.3 16.6 15.4 16 (10.04) 16.2 16.9 16.4 16.9 16.3 17 (10.75) 172
SJC66, Mean (SD) (8.97) (9.19) (10.31) (9.24) : (10.55) (11.52) (10.94) (10.23) (9.58) : (11.37)
HAQ-DI Mean (SD) | 1:6(0.61) | 1.6(0.59) | 1.6(0.64) | 1.4(0.63) | 1.5(0.61) | 15(0.61) | 1.5(0.66) | 1.5(0.66) | 1.5(0.65) | 1.6(0.6) | 1.7(0.64) | 1.6(0.59)
CRP (mg/L), Mean 18.0 19.8 17.9 126 16.6 148 145 14.0 16.3 16.3 16.2 16.0
(SD) (21.52) (21.51) (22.49) (13.96) (19.17) (16.86) (17.33) (16.49) (20.77) 21.1) (18.62) (21.23)
Baseline mTSS, 35.9 34.5
Moan (D) (51.66) (4705 | 34(60.08) NR NR NR NR NR NR NR NR NR
Baseline joint
. 17.0 15.4 16.5
c(esr%s)lon score Mean (27.43) (23.10) (26.42) NR NR NR NR NR NR NR NR NR
Baseline JSN score, 18.9 19.2 17.5
Mean (SD) (26.12) (25.84) (25.1) NR NR NR NR NR NR NR NR NR
Z"u‘:_g;:gg (SrtrT:LiseSs ) 142.4 146.1 1415 138.9 152.4 128.6 153.0 144.2 133.9 138.4 140.4 184.5
Mean (SD) ’ (169.78) | (184.93) | (187.61) | (213.97) (241.9) (155.98) (21.72) (215.05) | (152.73) | (178.59) | (189.72) | (284.89)
MTX dose at
, 16.8 17.1 16.7 16.8 16.5
(Bs?s)ellne (mg), Mean (3.82) (3.76) 17 (4.17) NR NR NR (4.41) (4.21) (4.56) NR NR NR
Oral corticosteroid
dosing at Baseline, n | 392 (60.2) | 202 (61.8) | 388 (59.6) NR NR NR 115 (53.2) | 114 (52.5) | 98 (45.6) NR NR NR
(%)
Oral corticosteroid
dose (mg), Mean 6.3(2.41) | 6.5(2.44) | 6.2(2.27) NR NR NR 6.2(2.56) | 6.1(2.52) | 5.9 (2.48) NR NR NR
(SD)
Prior biologic 164
DMARD use. 1 (%) 63(9.7) | 34(104) | 54(83) | 20(13.1) | 27(12.2) | 28(12.8) NR NR NR 169 (100) | 164 (100) | o0’y
Concomitant
csDMARD at
baseline, n (%)
124
MTX alone NR NR NR 141 (64.1) | 122 (55.5) | 136 (62.1) NR NR NR 122(726) | 118(733) | 750
MTX and other
CSDMARD NR NR NR 49 (22.3) | 47 (21.4) | 39(17.8) NR NR NR 17 (10.1) | 19(11.8) | 11(6.7)
CSDMARD other NR NR NR 30(13.6) | 51(23.2) | 44 (20.1) NR NR NR 29(17.3) | 24(14.9) | 29(17.7)
Missing NR NR NR 1 1 0 NR NR NR NR NR NR
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SELECT-COMPARE

SELECT-NEXT

SELECT-MONOTHERAPY

SELECT-BEYOND

Study
PBO ADA UPA PBO UF::gﬁ U':‘]\g?’O MTX ‘;]';AC:S l;]';AQ?*S =56 UF:;1A915 UF;'I‘-\930
Treatment (N=651) | (N=327) | (N=651) | (N=221) | (N_ppq) | (N=219) | MN=210) | (N=217) | (N=215) | (=169 | (n=164) | (N=t65)
Oral steroid dosing NR NR NR 106 (48.0) | 96 (43.4) | 103 (47.0) NR NR NR NR NR NR
at baseline, n (%)
Oral steroid dose
(ma). Moan (SD) NR NR NR 6.3(255) | 6(2.36) | 6.3(26) | 6.2(256) | 6.1(252) | 59(248) | 6.3(242) | 5.7 (2.37) | 6.4 (5.75)
MTX dose (mg), 163 16.8 16.8
Mean (SD) NR NR NR doe) | 7@8D | o | e7w@a) | LT | 165(48) NR NR NR
Prior failed
bDMARDS, n (%) NR NR NR NR NR NR NR NR NR NR NR NR
Stratum 1:1 MOA 111
and < 2 prior NR NR NR NR NR NR NR NR NR 17(69.2) | 116(70.7) | g75
bDMARDs .
Stratum 2:> 1 MOA
andlor > 2 prior NR NR NR NR NR NR NR NR NR 52 (30.8) | 48(29.3) | 54(32.7)
bDMARDs
Failed at least 1 151
et TNF. b (%) NR NR NR NR NR NR NR NR NR 152 (89.9) | 146(89.0) | (o7

Abbreviations: ADA: Adalimumab; bDMARD: biological Disease Modifying Anti-Rheumatic Drugs; BMI: Body Mass Index; CDAI: Crohn's Disease Activity Index; CRP: C-Reactive
Protein; DAS28: Disease Activity Score version 28; csDMARD: conventional synthetic Disease Modifying Anti-Rheumatic Drugs; DMARD: Disease Modifying Anti-Rheumatic Drugs;
HAQ-DI: Health Assessment Questionnaire Disability Index; JSN: Joint Space Narrowing; mTSS: modified Total Sharp Score; MOA: Mechanism of Action; MTX: Methotrexate; PBO:
Placebo; RA: Rheumatoid Arthritis; RF: Rheumatoid Factor; SD: Standard deviation; SJC66: Swollen joint count based on 66 joints; TJC68: Tender joint count based on 68 joints; TNF:
Tumor Necrosis Factor; UPA: Upadacitinib;
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Generalisability to the UK RA patient population

The four RCTs were conducted across Australia, Asia, Europe and North America,
with 11 trial sites in the UK. Additionally, an analysis was conducted to compare the
baseline characteristics of a subgroup of patients with severe RA in these trials with
those of the UK RA adult population eligible for advanced therapy using data from
the British Society of Rheumatology Biologics Register for Rheumatoid Arthritis
(BSRBR) (58). The baseline characteristics of the patient cohort about to initiate
treatment with a TNFi in the BSRBR registry are depicted in Table 6.

The BSRBR registry data depicts the baseline characteristics of patients about to
initiate treatment with a TNFi in the UK. This therefore represents adult patients in
the UK with severe RA as patients are only eligible for treatment with advanced

therapy once they have severe RA. This was compared to a subgroup analysis of

baseline characteristics of patients from the upadacitinib RCTs with severe RA.

The analysis demonstrated that the baseline characteristics of the patients in the
upadacitinib RCTs are broadly similar to those eligible for advanced therapies in the
BSRBR registry (please refer to Table 6 for more details). This indicates that the
patients in the upadacitinib trials are representative of adult patients in the UK with

severe RA who are eligible for treatment with advanced therapy.

Compared with the bDMARD patient cohort in the BSRBR registry, the mean age at
baseline in the four RCTs was similar, the mean baseline DAS-28 was also similar
(6.0.-6.2 vs. 6.5) and baseline HAQ-DI score was comparable (1.6-1.8 vs. 2.0) (58).

This comparison would suggest that it is reasonable to expect that the results
achieved in these RCTs would be applicable to patients treated for RA in clinical

practice in the UK.
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Table 6. Baseline characteristics of the eligible for bDMARDs patient cohort in the BSRBR registry compared to severe RA
patient subgroup in upadacitinib trials

SELECT- .
SELECT-COMPARE SELECT-NEXT MONOTHERAPY SELECT-BEYOND BSRBR registry
oti UPA 15 UPA 15 Eligible for
Ch t t|
aracteristic PBO ADA UPA PBO mg MTX mg PBO UPA 15 mg bDMARDS
(N=519) (N=254) (N=498) (N=152) (N=151) (N=143) (N=144) (N=128) (N=124) (N=11,798)
Age, mean (S.D.), 53.4 53.7 54.6 56.3 556.7 55.8 55.4
years (12.21) (11.72) (11.66) (12.26) (11.17) (10.94) (11.13) 57.6 (10.87) 56.4 (11.52) 56 (12)
Gender, female (%) 401 (77.3) | 198(78.0) | 403(80.9) | 116 (76.3) | 126 (83.4) | 120 (83.9) | 120 (83.3) 111 (86.7) 103 (83.1) 8777 (76)
DAS-28, mean (S.D.) | 6.2(0.70) | 6.2(0.71) | 6.2(0.70) | 6.0(0.56) | 6.1(0.68) | 6.2(0.71) | 6.1(0.70) 6.2 (0.7) 6.2 (0.8) 6.5 (1.0)
zg"g )S°°re‘ mean 1.7(057) | 1.8(0.52) | 1.8(0.57) | 1.6(0.57) | 1.6(0.55) | 1.7(0.58) | 1.7(0.59) 1.7 (0.6) 1.8 (0.6) 2.0 (0.6)
Abbreviations: ADA: Adalimumab; DAS28: Disease Activity Score version 28; DMARD: Disease Modifying Anti-Rheumatic Drugs; HAQ: Health Assessment Questionnaire; MTX:
Methotrexate; PBO: Placebo; SD: Standard deviation; TNF: tumor necrosis factor; UPA: Upadacitinib;
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B.2.4 Statistical analysis and definition of study groups in the
relevant clinical effectiveness evidence

The efficacy analyses conducted were based on a modified intent-to-treat (mITT)
principle on populations which comprised all patients who were randomised and
received at least one dose of study drug during the trial (Full Analysis Set). Safety
analyses are based on the actual treatment received at the randomisation visit. This
set of patients is called the safety set (SAF) (53).

The type | error rate for comparisons of the primary and secondary endpoints for
each upadacitinib dose was strongly controlled using a graphical multiple testing

procedure (53).

For binary endpoints, pairwise comparisons between each upadacitinib arm and the
MTX/placebo arm were conducted using the Cochran-Mantel-Haenszel test,
adjusting for the main stratification factors. For continuous endpoints, pairwise
comparisons between treatment arms were conducted using the analysis of
covariance (ANCOVA) model. For mTSS, linear extrapolation was the primary
analysis approach; with sensitivity analysis conducted using Observed Case analysis
(24-week endpoint) and the As-Observed approach (48-week endpoint). For other
endpoints, non-responder imputation (NRI) served as the primary analysis method
for binary endpoints and multiple imputations were used for continuous endpoints;
sensitivity analysis was also conducted based on the observed cases and last

observation carried forward (LOCF) approaches for key endpoints (53).

SELECT-COMPARE was powered to show a benefit of the upadacitinib group over
adalimumab and placebo in terms of the primary efficacy endpoints, ACR20

response and clinical remission based on DAS28 (CRP), at week 12.

SELECT-NEXT was powered to show a benefit of the upadacitinib group over
placebo in terms of the primary efficacy endpoints, ACR20 response and LDA based
on DAS28 (CRP), at 12 weeks. The study was also powered to assess the benefit-
risk profile of both doses of upadacitinib (15 mg and 30 mg) based on efficacy and

safety.
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SELECT-MONOTHERAPY was powered to show a benefit of the upadacitinib group
over MTX in terms of the primary efficacy endpoints, ACR20 response and LDA
based on DAS28 (CRP), at 14 weeks. The study was also powered to assess the
benefit of upadacitinib as favourable based on overall efficacy and safety through
week 48.

SELECT-BEYOND was powered to show a benefit of the upadacitinib group over
placebo in terms of the primary efficacy endpoints, ACR20 response and LDA based
on DAS28 (CRP), at 12 weeks. The study was also powered to assess the benefit-
risk profile of both doses of upadacitinib (15 mg and 30 mg) based on efficacy and

safety.

Further details of the statistical methods applied and sample size calculations in
SELECT-COMPARE, SELECT-NEXT, SELECT-MONOTHERAPY and SELECT-
BEYOND are presented in Appendix D, Section 1.4.

B.2.5 Quality assessment of the relevant clinical effectiveness
evidence

A summary of the quality assessment for the four phase lll clinical trials is presented
in Appendix D, Section 1.17. Overall, the four RCTs are considered of high quality.
Randomisation in the trials was carried out appropriately such that baseline
characteristics were well balanced across treatment groups. Patients and
investigators remained blinded throughout the study, all outcome assessments were
based on the mITT principle. For the primary endpoint analysis in all the trials, non-
responder imputation (NRI) was used. For secondary endpoint analysis of ACR20
response and LDA based on DAS28 (CRP) in SELECT-COMPARE trial, the
superiority of upadacitinib versus adalimumab was tested using the Cochran-Mantel-
Haenszel test adjusting for stratification factor prior bDMARD use. In all trials, for the
analysis of major RA continuous endpoints (DAS28 and HAQ-DI change from
baseline), the statistical inference was conducted using analysis of covariance
(ANCOVA) coupled with Multiple Imputation (MI) for missing data handling. For other
continuous endpoints, the statistical inference was conducted using the Mixed Effect
Model Repeat Measurement (MMRM) model with the main stratification factor being

prior bDMARD use. Further details of the methodologies used are reported in
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Section B.2.3Summary of methodology of the relevant clinical effectiveness

evidence.

B.2.6 Clinical effectiveness results of the relevant trials

B.2.6.1 SELECT-COMPARE
SELECT-COMPARE assessed the efficacy of upadacitinib 15 mg QD versus

placebo, and versus adalimumab, for the treatment of subjects with moderately to
severely active RA who were on a stable dose of MTX and had an inadequate

response to MTX.

The clinical effectiveness results demonstrated the superiority of upadacitinib vs
placebo, as assessed by the proportion of patients who achieved an ACR20
response at Week 12, as well as proportion of patients achieving clinical remission
DAS28 score (CRP <2.6). Additionally, this study demonstrated that upadacitinib had
clinically meaningful improvements when compared to adalimumab, in terms of ACR

responses and clinical remission.

The following secondary outcomes are also presented: ACR50/70 response,
DAS28(CRP) and LDA based on DAS28(CRP), HAQ-DI, mTSS, LDA CDAI, RA-
WIS, SF-36 PCS, EQ-5D, and FACIT-F.

A summary of the outcomes is presented in Table 7.

Table 7: Summary of clinical effectiveness results for SELECT-COMPARE

Endpoints Week 12 Week 26
PBO ADA UPA 15 PBO ADA UPA 15 mg
(+MTX) | (+MTX) | mg (+MTX) (+MTX) (+MTX) (+MTX)
(N=651) | (N=327) (N=651) (N=651) (N=327) (N=651)
ACR20 response 36.4 63*** 70.5%**# 35.6 57.2** 67.4**
ACRS50 response 14.9 29.1*** 45 2%+ 20.9 41.9*** 53.9***
ACR70 response 4.9 13.5** 24 Qr+i 9.5 22.9** 347
Clinical remission 6.1 18.0*** 28,7+ 9.2 26.9*** 40.9***
based on DAS28
(CRP)
DAS28 (CRP) CFB -1.1 -2.0"** —2.5"** -1.2 —2.3*** —2.8***
EQ-5D-5L CFB 0.1 0.2* 0.2*** 0.1 0.2* 0.2***
FACIT-F CFB 4.8 7.4* 9.0*** 5.48 8.24* 9.68***
HAQ-DI CFB -0.3 -0.5** -0.6™** -0.3 -0.6** —0.7**

Company evidence submission template for upadacitinib in moderate to severe rheumatoid
arthritis

© AbbVie (2019). All rights reserved Page 57 of 213



Endpoints Week 12 Week 26
PBO ADA UPA 15 PBO ADA UPA 15 mg
(*MTX) | (+MTX) | mg (+MTX) (+MTX) (+MTX) (+MTX)
(N=651) | (N=327) (N=651) (N=651) (N=327) (N=651)
LDA CDAI 16.3 30** 40.4** 221 38.2 52.7***
LDA DAS28(CRP) 13.8 28.7*** 45 Q***# 18.0 38.5%** 54.7**
LDA DAS28(CRP) - 13.8 28.7 45.0 NA NA NA
Non -Inferiority
Morning stiffness —48.6 -82.7 -92.6*** -53.88 -91.36 -100.25***
duration (minutes)
change
mTSS CFB NA NA NA 0.9 0.1 0.2%**
Patient's global -15.5 —25.3*** -31.8** NA NA NA
assessment of pain
change
Proportion of NA NA NA 76 86.8 83.5
subjects with no
radiographic
progression
RA-WIS score CFB -2.0 -4.5 -5.2 NA NA NA
SF-36 PCS CFB 3.6 6.3 7.9%** NA NA NA

Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; CDAI = Clinical Disease
Activity Index; CFB = Change From Baseline; CRP = C-reactive protein; DAS28 = Disease Activity Score 28; FACIT-F =
Functional Assessment of Chronic lliness Therapy — Fatigue; HAQ-DI = Health Assessment Questionnaire — Disability
Index; LDA = low disease activity; PCS = physical component summary; QD = once daily; SF-36 = Short Form-36

e w0 x Statistically significant at 0.001, 0.01, and 0.05 level, respectively UPA vs placebo

## Statistically significant at 0.05, and 0.001 level respectively for UPA vs ADA

B.2.6.1.1

Primary endpoints

The primary outcomes showed that at week 12, a significantly greater proportion of

patients receiving upadacitinib combination therapy achieved an ACR20 response

compared with patients receiving placebo + MTX (70.5% versus 36.4% respectively,
p<0.001); as well as adalimumab 40 mg + MTX (70.5% versus 63.0%, p<0.05)

(Figure 7) (59). Similarly, a significantly greater proportion of patients receiving

upadacitinib combination therapy achieved clinical remission (based on DAS28 CRP

<2.6) compared with placebo + MTX (28.7% versus 6.1%, respectively, p<0.05); as
well as adalimumab 40 mg + MTX (28.7% versus 18.0%, p<0.001) (see Figure 8)

(59).
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Figure 7: ACR response rates at week 12 in SELECT-COMPARE?
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Source: (59)

TPrimary endpoints included ACR20 and clinical remission based on DAS28 (CRP) for upadacitinib versus placebo
(superiority). Ranked secondary endpoints included ACR50 versus adalimumab (both non-inferiority and superiority) and LDA
versus adalimumab (non-inferiority) and versus placebo (superiority). All other comparisons were not adjusted for multiplicity.
Not all ranked secondary endpoints shown.

***Denotes statistical significance at the 0.001 level for comparison versus placebo.

#Denotes statistical significance at the 0.05 level for comparison versus adalimumab.

###Denotes statistical significance at the 0.001 level for comparison versus adalimumab.

Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; MTX = Methotrexate

Figure 8: Clinical remission and LDA at week 12 in SELECT-COMPARE"2
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Source: (59)

TPrimary endpoints included ACR20 and clinical remission based on DAS28 (CRP) for upadacitinib versus placebo
(superiority). Ranked secondary endpoints included ACR50 versus adalimumab (both non-inferiority and superiority) and LDA
versus adalimumab (non-inferiority) and versus placebo (superiority). All other comparisons were not adjusted for multiplicity.
Not all ranked secondary endpoints shown.

aClinical remission was based on DAS28[CRP] less than 2.6.

°LDA was defined by a clinical response DAS28 CRP less than or equal to 3.2.
***Denotes statistical significance at the 0.001 level for comparison versus placebo.
###Denotes statistical significance at the 0.001 level for comparison versus adalimumab.
Abbreviations: DAS28 = Disease Activity Score 28; MTX = Methotrexate

B.2.6.1.2 Secondary endpoints

Study findings demonstrated the superiority of upadacitinib + MTX over both placebo
+ MTX and adalimumab + MTX for all ranked secondary endpoints that compared
both groups (59).

Clinical remission

A significantly greater proportion of patients receiving upadacitinib 15 mg QD + MTX
achieved clinical remission compared with placebo + MTX (28.7% versus 6.1%,

respectively at week 12 and 40.9% versus 9.2% at week 26, p<0.05).

A significantly greater proportion of patients receiving upadacitinib 15 mg QD + MTX
achieved clinical remission compared with patients receiving adalimumab 40 mg
EOW (every other week) + MTX at week 12 (28.7% versus 18.0%, p<0.001).
Similarly, at week 26, a significantly greater proportion of patients receiving
upadacitinib 15 mg QD + MTX achieved clinical remission compared with patients
receiving adalimumab 40 mg EOW + MTX (40.9% versus 26.9%, p<0.001) (59).

ACRS50 and ACR70

At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + MTX achieved an ACRS50 response compared with patients receiving placebo
+ MTX (45.2% versus 14.9% respectively, p<0.001) and compared to adalimumab
(29.1%, p<0.001). Similarly, a significantly greater proportion of patients receiving
upadacitinib 15 mg QD + MTX achieved an ACR70 response compared with patients
receiving placebo + MTX (24.9% versus 4.9% respectively, p<0.001) and compared
to adalimumab + MTX (13.5%, p<0.001) (see Figure 7) (59).

LDA (based on DAS28(CRP)<3.2)
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At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + MTX achieved LDA (based on DAS28(CRP)<3.2) compared with patients
receiving placebo + MTX (45.0% versus 13.8% respectively, p<0.001) and compared
to adalimumab + MTX (28.7%, p<0.001). Similarly, at week 26, a significantly greater
proportion of patients receiving upadacitinib 15 mg QD + MTX achieved LDA (based
on DAS28(CRP)<3.2) compared with patients receiving placebo + MTX (54.7%
versus 18.0% respectively, p<0.001) and compared to adalimumab + MTX (38.5%,
p<0.001) (59).

Patient's Assessment of Pain

At week 12, a greater proportion of patients receiving upadacitinib + MTX achieved
the reduction of pain as measured by the Patient's Assessment of Pain (based on
the Visual Analog Scale [VAS] compared with patients receiving adalimumab + MTX
(-31.8 versus -15.5, p=0.001) (59).

HAQ-DI

At week 12, a greater proportion of patients receiving upadacitinib + MTX achieved
improvements in physical function, as measured by the HAQ-DI compared with

patients receiving adalimumab + MTX (-0.6 versus -0.5) (59).
EQ-5D-5L

At Week 12, a greater proportion of patients receiving upadacitinib + MTX achieved
greater increase (improvement) from baseline in mean current health status as
measured by EQ-5D-5L index compared to placebo and with patients receiving
adalimumab + MTX (0.21 versus 0.10 and 0.17, respectively, p=0.001). Similarly, at
Week 12, a greater proportion of patients receiving upadacitinib + MTX achieved
greater increase (improvement) from baseline in mean current health status as
measured by EQ-5D-5L index compared to placebo and with patients receiving
adalimumab + MTX (0.22 versus 0.11 and 0.20, respectively, p=0.001).
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B.2.6.2 SELECT-NEXT

SELECT-NEXT compared efficacy of upadacitinib 15 mg QD versus placebo for the
treatment of signs and symptoms of subjects with moderately to severely active RA
who were on a stable dose of csDMARDs and had an inadequate response to
csDMARD:s.

The clinical effectiveness results demonstrated the superiority of upadacitinib vs
placebo, as assessed by the proportion of patients who achieved an ACR20
response at Week 12, as well as LDA (DAS28 - CRP <3.2) at Week 12. The
following secondary outcomes are also presented: ACR50/70 response, clinical
remission based on DAS28 (CRP), and HAQ-DI. A summary of the outcomes is
presented in Table 8 (51).

Table 8: Summary of clinical effectiveness results for SELECT-NEXT

Week 12
PBO UPA 15 mg (+
(+csDMARDs) csDMARDSs)

Endpoints (N=221) (N=221)
ACR20 response 35.7 63.8***
ACRS50 response 14.9 38.0***
ACRY70 response 5.9 20.8***
Clinical remission based on DAS28 (CRP) 10.0 30.8***
DAS28 (CRP) CFB -1.0 220
EQ-5D-5L CFB 0.1 0.2%
FACIT-F CFB 3.0 7.9
HAQ-DI CFB -0.3 -0.6***
LDA CDAI 19.0 40.3***
LDA DAS28(CRP) 17.2 48 4%
Morning stiffness duration (minutes) change -34.3 —85.3***
RA-WIS CFB -1.6 —4.3
SF-36 PCS CFB 3.0 7.6
Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; CDAI = Clinical Disease
Activity Index; CFB = Change From Baseline; CRP = C-reactive protein; DAS28 = Disease Activity Score 28; FACIT-F =
Functional Assessment of Chronic lliness Therapy — Fatigue; HAQ-DI = Health Assessment Questionnaire — Disability
Index; LDA = low disease activity; PCS = physical component summary; QD = once daily; SF-36 = Short Form-36
*** Statistically significant at 0.001 level
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B.2.6.2.1 Primary outcomes

The primary outcome measure demonstrated that a greater proportion of patients
receiving upadacitinib 15 mg QD + csDMARDs achieved an ACR20 response
compared with patients receiving placebo + csDMARDs (63.8% versus 35.7%
respectively, p<0.001). The onset of activity was rapid, with significantly more
patients achieving an ACR20 response on upadacitinib 15 mg + csDMARDs versus
placebo + csDMARDs as early as week 1: 22% versus 9% (p<0.001 for both
upadacitinib + csDMARD arms versus placebo + csDMARDs). The ACR responses
rates are depicted in Figure 9 (60).

Figure 9: ACR response rates at week 12 in SELECT-NEXT

100%
90%
80%

70% 64%
60%
50%
40% 36% 38%
30% 21%
20% 15%
] |
0% [
ACR 20 ACR 50 ACR 70
m Placebo m Upadacitinib
N=221 15mg
N=221
Source: (60)

Responses for ACR20, ACR50, and ACR70 over 12 weeks, with non-responder imputation.
***Denotes statistical significance at the p<0.001 for comparison versus placebo.
Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response

At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + csDMARDs LDA (DAS28 - CRP <3.2) compared with patients receiving
placebo + csDMARDs (47.9% versus 17.2% respectively, p<0.001) (See Figure 10)
(51).
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Figure 10: Clinical remission and LDA at week 12 in SELECT-NEXT':b
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fPatients achieving DAS28(CRP) of <3-2 or DAS28(CRP) <2-6 with non-responder imputation.
*Clinical remission was based on DAS28-CRP less than 2.6.

"LDA was defined by a clinical response DAS28 CRP less than or equal to 3.2.

***Denotes statistical significance p<0.001 versus placebo for both doses.

Abbreviations: DAS28 = Disease Activity Score 28

B.2.6.2.2 Secondary Outcomes

Study findings demonstrated the superiority of upadacitinib + csDMARDs versus
placebo + csDMARDs for doses 15 mg dose (60). The changes from baseline and
percentage of responders for minimal clinically important differences (MCID) and for

normative values at week 12 after upadacitinib initiation are shown in Table 8.
ACR50 and ACR70

In addition to results achieved for ACR20, upadacitinib 15 mg QD consistently
demonstrated efficacy across the ACR50 and ACR70 outcomes at Week 12. A
significantly greater proportion of patients receiving upadacitinib 15 mg QD +
csDMARDs achieved an ACR50 response compared with patients receiving placebo
+ csDMARDs (38.0% versus 14.9% respectively, p<0.001) at week 12. Similarly, a
significantly greater proportion of patients receiving upadacitinib 15 mg + csDMARDs
achieved an ACR70 response compared with patients receiving placebo +
csDMARDs (20.8% versus 5.9% respectively, p<0.001) (Table 8).

Clinical Remission
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At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
+ csDMARDs achieved clinical remission (DAS28(CRP)<2.6) compared to patients
receiving placebo + csDMARDs (30.8% versus 10.0% respectively, p<0.001) (Figure
8). Furthermore, significantly more patients receiving upadacitinib at 15 mg QD +
csDMARDs versus placebo + csDMARDs achieved remission by the CDAI and
Simplified Disease Activity Index (SDAI) criteria. Boolean remission was achieved by
10.0% (22 of 221 patients [p=0.0085]) of patients receiving upadacitinib 15 mg QD +
csDMARDs versus 3.6% of patients receiving placebo + csDMARDs (60).
Improvements from baseline in DAS28(CRP) and CDAI were significantly greater for
patients receiving upadacitinib at both doses + csDMARDs compared to placebo +
csDMARDs, as early as week 1 and at every time point thereafter, including week 12
(60).

HAQ-DI

At week 12, significantly greater proportions of patients receiving upadacitinib 15 mg
QD + csDMARDs achieved the HAQ-DI MCID and normative values compared to
placebo + csDMARDs (Table 9) (60).

EQ-5D-5L

At Week 12, a greater proportion of patients receiving upadacitinib 15 mg QD +
csDMARDs achieved greater increase (improvement) from baseline in mean current
health status as measured by EQ-5D-5L index compared to placebo (0.2 versus 0.1,
p=0.001).

Medical Outcomes Study 36-ltem Short Form Health Survey

At week 12, patients receiving upadacitinib 15 mg QD + csDMARDs had significant
improvements in QoL, as measured by SF-36 PCS compared with patients receiving
placebo + csDMARDs (mean change from baseline of 7.6 and 8.0 versus 3.0
respectively, p<0.001 versus placebo + csDMARDSs) (Table 8). Similarly, significantly
greater proportions of patients receiving upadacitinib 15 mg + csDMARDs achieved
the SF-36 PCS MCID and normative values compared with patients receiving

placebo + csDMARDs (p<0.05) (Table 9) (61).
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Patient's Assessment of Pain

At week 12, patients receiving upadacitinib 15 mg QD + csDMARDs had significant
improvements in pain, as measured by the Pain VAS, compared with patients
receiving placebo + csDMARDs (mean change from baseline of -29.2 versus -10.26
respectively; p<0.05) (Table 8). Similarly, significantly greater proportions of patients
receiving upadacitinib 15 mg and QD + csDMARDSs reported improvements in the
Pain VAS =MCID compared with patients receiving upadacitinib + csDMARDs
(p<0.05) (Table 9) (61).

FACIT-F

At week 12, patients receiving upadacitinib 15 mg QD + csDMARDs had significant
improvements in fatigue, as measured by FACIT-F compared with patients receiving
placebo + csDMARDs (mean change from baseline of 7.9 versus 3.0 respectively,
p<0.001]) (Table 8). Similarly, significantly greater proportions of patients receiving
upadacitinib 15 mg QD + csDMARDs reported improvements in FACIT-F 2MCID and
normative values compared with patients receiving upadacitinib + csDMARDs
(p<0.05) (Table 9) (61).

Duration and severity of morning joint stiffness

At week 12, patients receiving upadacitinib 15 mg QD + csDMARDs had significant
improvements in the duration of morning stiffness (mean change from baseline of -
85.3 minutes versus -34.3 minutes respectively, p<0.001), with significant
improvements noted at many earlier visits. By week 1, a significantly greater
proportion of patients receiving upadacitinib 15 mg + csDMARDs reported
improvements in the severity of morning stiffness compared with patients receiving
placebo + csDMARDs (p<0.001), and improvements continued over the 12 weeks
(Table 9) (60). Similarly, significantly greater proportions of patients receiving
upadacitinib 15 mg QD + csDMARDSs reported improvements in duration of morning
stiffness ZMCID compared with patients receiving placebo + csDMARDs (p<0.05)
(61).
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Table 9. Least squared mean (LSM) changes from baseline and percentage of
responders for MCID and for normative values at week 12 after upadacitinib initiation

PRO Change from % responders
baseline
LSM Reporting scores Reporting scores
2MCID, n (%) 2normative values, n
(%)
PBO UPA PBO UPA PBO UPA
15 mg 15 mg 15 mg
N=221 N=221 N=221 N=221 N=221 N=221
HAQ-DI -0.26 -0.61* | 109(49.3) | 156 (72.2)* | 30(13.6) | 56 (25.9) *
Tag -10.36 | -29.67* | 94 (42.5) 153 (70.5)* | 32 (14.5) | 78 (35.9) *
Pain VAS -10.26 | -29.92* | 97 (43.9) 158 (72.8) * - -
FACIT-F 2.96 7.91* 91 (41.2) 138 (63.9) * 358 | 60(27.8)*
(15.8)
Duration morning -34.27 -85.28* 29 (134) 57 (263) * b - -
stiffness?
Severity morning -1.38 -2.88* 130 (602) 165 (760) *, b - -
stiffness®
SF-36 PCS 3.03 7.58* | 106 (48.0) | 152(69.4)* | 18(8.1) | 39(17.8)*
SF-36 MCS 2.58 4.69* 91 (41.2) 120 (54.8) * 102 114 (52.1)
(46.2)
Abbreviations: HAQ-DI = Health Assessment Questionnaire — Disability Index; MCID = minimum clinically important
differences; MCS= Mental component summary; PCS = physical component summary; PtGA = Patient’'s Global Assessment
of Disease Activity QD = once daily; SF-36 = Short Form-36; VAS = Visual Analogue Scale

Source: (61) *p<0.05 for upadacitinib versus placebo.
@Duration in minutes.

5% responders reporting scores minimal important difference.
°Assessed on a numeric scale of 1-10, 10 being the worst level.

B.2.6.3 SELECT-MONOTHERAPY
SELECT-MONOTHERAPY compared efficacy of upadacitinib 15 mg QD

monotherapy versus continuing MTX monotherapy for the treatment of signs and
symptoms of RA in subjects with moderately to severely active RA despite stable

doses of MTX (inadequate response to MTX).

The clinical effectiveness results demonstrated the superiority of upadacitinib 15 mg
vs continuing methotrexate (cMTX), as assessed by the proportion of patients who
achieved an ACR20 response at Week 14, as well as proportion of patients with LDA
based on DAS28 score (CRP <3.2). The following secondary outcomes are also
presented: ACR50/70 response, DAS28(CRP), HAQ-DI, and SF-36 PCS. A
summary of the outcomes is presented in
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Table 10.

Table 10: Summary of clinical effectiveness results for SELECT-MONOTHERAPY

Week 14
cMTX UPA 15 mg QD

Endpoints (N=216) (N=217)
ACR20 response 41.2 67.7"**
ACRS50 response 15.3 41.9***
ACRY70 response 2.8 22.6***
Clinical remission based on DAS28 (CRP) 8.3 28.1***
DAS28 (CRP) CFB -1.20 —2.29***
EQ-5D-5L CFB 0.1 0.2%**
HAQ-DI CFB -0.32 —-0.65"**
LDA DAS28(CRP) 194 44. 7%
Morning stiffness duration (minutes) change -53.03 —94.56**
SF-36 PCS CFB 4.32 8.28***
Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; CFB = Change From
Baseline; CRP = C-reactive protein; DAS28 = Disease Activity Score 28; HAQ-DI = Health Assessment Questionnaire —
Disability Index; LDA = low disease activity; PCS = physical component summary; PBO =Placebo; QD = once daily; SF-36 =
Short Form-36; UPA = Upadacitinib
** Statistically significant at 0.01 level
*** Statistically significant at 0.001 level

B.2.6.3.1. Primary outcomes

The primary outcomes demonstrated that at week 14, a significantly greater
proportion of patients receiving upadacitinib 15 mg QD achieved an ACR20
response compared with patients receiving MTX monotherapy (67.7% versus 41.2%
respectively, p<0.001) (see Figure 11) (62). Also, a significantly greater proportion of
patients receiving upadacitinib 15 mg QD achieved LDA (DAS28(CRP) <3.2)
compared with patients receiving MTX monotherapy (44.7% versus 19.4%

respectively, p<0.001) (see

Figure 12) (62).
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Figure 11: ACR response rates at week 12 in SELECT-MONOTHERAPY"
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TAll week 14 endpoints shown in the table achieved p-values of <0.001 versus MTX for both doses. Not all ranked secondary

endpoints shown. ACR50 and ACR70 were not ranked secondary endpoints. MTX patients shown are patients who continued
on their baseline MTX dose in a blinded manner.

Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; MTX = Methotrexate

Figure 12: Clinical remission and LDA results at week 12 in SELECT-
MONOTHERAPY?P
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TAll week 14 endpoints shown in the table achieved p-values of <0.001 versus MTX for both doses. Not all ranked secondary
endpoints shown. MTX patients shown are patients who continued on their baseline MTX dose in a blinded manner.

Clinical remission was based on DAS28 CRP less than 2.6.

PLDA was defined by a clinical response DAS28 CRP less than or equal to 3.2.

Abbreviations: DAS28 = Disease Activity Score 28; CRP = C-reactive protein; MTX: Methotrexate
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B.2.6.3.2. Secondary outcomes
Study findings showed the superiority of upadacitinib at either dose versus MTX for

all ranked secondary endpoints that compared both groups.

ACR 50 and ACR70 response

At week 14, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD monotherapy achieved an ACR50 response compared with patients receiving
MTX monotherapy (42% versus 15% respectively, p<0.001). Similarly, a significantly
greater proportion of patients receiving upadacitinib 15 mg QD monotherapy
achieved an ACR70 response compared to patients receiving MTX monotherapy
23% versus 3% respectively, p<0.001) (62).

Clinical Remission

At week 14, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD monotherapy achieved clinical remission (based on DAS28(CRP)<2.6)
compared with patients receiving MTX monotherapy (28% versus 8% respectively,
p<0.001) (63).

HAQ-DI

At week 14, patients receiving upadacitinib 15 mg QD monotherapy had significant
improvements in HAQ-DI, compared with patients receiving MTX monotherapy
(mean change from baseline of -0.65 versus -0.32 respectively; p<0.001 versus MTX

monotherapy) (60).
EQ-5D-5L

At Week 12, a greater proportion of patients receiving upadacitinib 15 mg QD
monotherapy achieved greater increase (improvement) from baseline in mean
current health status as measured by EQ-5D-5L index compared with patients

receiving MTX monotherapy (0.2 versus 0.1, p=0.001).

SF-36 PCS

At week 14, patients receiving upadacitinib 15 mg QD monotherapy had significant
improvements in QoL, as measured by SF-36 PCS compared with patients receiving
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MTX monotherapy (mean change from baseline of 8.28 versus 4.32 respectively,
p<0.001 versus MTX monotherapy) (63).

Duration of morning stiffness

At week 14, patients receiving upadacitinib 15 mg QD monotherapy had significant
improvements in the duration of morning stiffness (mean change from baseline of -
94.6 minutes versus -53.0 minutes respectively, p<0.01 versus MTX monotherapy)
(60).

B.2.6.4 SELECT-BEYOND
SELECT-BEYOND compared the efficacy of upadacitinib 15 mg QD versus placebo

for the treatment of signs and symptoms of subjects with moderately to severely
active RA who were on a stable dose of csDMARDs and had an inadequate

response to or intolerance to at least 1 prior bDMARD.

The clinical effectiveness results demonstrated the superiority of upadacitinib 15 mg
vs placebo, as assessed by the proportion of patients who achieved an ACR20
response at Week 12, as well as proportion of patients with LDA based on DAS28
score (CRP <2.6). The following secondary outcomes are also presented: ACR50/70
response, DAS28(CRP), HAQ-DI, mTSS, LDA CDAI, RA-WIS, and SF-36 PCS. A

summary of the outcomes is presented in Table 11.

Table 11: Summary of clinical effectiveness results for SELECT-BEYOND

Week 12 Week 24
Endpoints PBO (+ UPA 15 mg (+ UPA 15 mg (+
csDMARDSs) csDMARDSs) csDMARDSs)

n=169 n=164 n=164
ACR20 response 28.4 64.6*** 61.6
ACR20 response at Week 1 10.7 27 4*** NA
ACRS50 response 11.8 34 .1%** 42.7
ACR70 response 6.5 11.6* 22.0
Clinical remission (DAS28- CRP 9.5 28.7*** 32.3
<2.6)
CDAI CFB -13.3 -24 .4*** -27.5
DAS28 (CRP) CFB -1.0 -2.3"* -2.6
EQ-5D-5L CFB 0.1 0.2** 0.52
HAQ-DI change from baseline -0.2 -0.4* -0.4
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Week 12 Week 24
. PBO (+ UPA 15 mg (+ UPA 15 mg (+
Endpoints

csDMARDSs) csDMARDs) csDMARDs)
LDA based on DAS28 (CRP) < 3.2 14.2 43.3*** 52.4
SDAI CFB -13.5 -25.6"** -28.4
SF-36 PCS CFB 24 5.8*** 5.7
Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response; CDAI = Clinical Disease
Activity Index; CFB = Change From Baseline; CRP = C-reactive protein; DAS28 = Disease Activity Score 28; FACIT-F =
Functional Assessment of Chronic lliness Therapy — Fatigue; HAQ-DI = Health Assessment Questionnaire — Disability
Index; LDA = low disease activity; PCS = physical component summary; QD = once daily; SF-36 = Short Form-36
*** Statistically significant at 0.001 level

B.2.6.4.1
The primary outcomes demonstrated that at week 12, a significantly greater

Primary outcomes

proportion of patients receiving upadacitinib 15 mg + csDMARDs achieved an
ACR20 response compared with patients receiving placebo + csDMARDs (64.6%
versus 28.4% respectively, p<0.001) (see Figure 13) (63). At week 24, ACR20
response was achieved in 61.6% of patients treated with upadacitinib 15 mg QD +

csDMARDs from study entry.

At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + csDMARDs achieved LDA (DAS28(CRP) <3.2) compared with patients
receiving placebo + csDMARDs (43.3% versus 14.2% respectively, p<0.001) (see
Figure 16) (63). At week 24, LDA (DAS28(CRP) <3.2) was achieved by 52.4 of
patients receiving dose of upadacitinib 15mg QD + csDMARDs. Comparisons to
placebo + csDMARDs cannot be made at week 24, since all placebo patients
received either upadacitinib 15 mg QD + csDMARDs beginning at week 12 (see
Figure 14) (56).
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Figure 13: ACR response rates at week 12 in SELECT-BEYOND?
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*All week 12 endpoints shown in the bar graph achieved p-values of <0.001 versus placebo for both doses except for the 15 mg
ACR70 value.

ACRS50 and ACR70 were not ranked secondary endpoints. Not all ranked and non-ranked secondary endpoints shown.

8ACR20/50/70 is defined as American College of Rheumatology 20 percent/50 percent/70 percent improvements in tender and
swollen joint counts, patient assessments of pain, global disease activity and physical function, physician global assessment of
disease activity and acute phase reactant.

Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response
Figure 14: ACR response rates at week 24 in SELECT-BEYOND

100%
90%
80%
70% 62%
60%
50% 43%
40%
30%
20%
10%
0%

Response rates (%)

22%

ACR 20 ACR 50 ACR 70

m Upadacitinib
15mg
N=164

Source: (56)

Statistical comparisons to placebo were not conducted for week 24 values since no patients received placebo beyond week 12.
Data for week 24 only shown for patients treated with upadacitinib from study entry.

Abbreviations: ACR20/50/70 = American College of Rheumatology 20%, 50%, 70% response
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Figure 15: Clinical remission and LDA results at week 12 in SELECT-BEYOND?"
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*All week 12 endpoints shown in the bar graph achieved p-values of <0.001 versus placebo for both. Not all ranked and non-
ranked secondary endpoints shown

2L DA was defined by a clinical response DAS28 CRP less than or equal to 3.2
bClinical remission was based on DAS28 (CRP) less than 2.6.
Abbreviations: DAS28 = Disease Activity Score 28; MTX = Methotrexate

Figure 16: Clinical remission and LDA results at week 24 in SELECT-BEYOND" 2
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*Statistical comparisons to placebo were not conducted for week 24 values since no patients received placebo beyond week
12. Data for week 24 only shown for patients treated with upadacitinib from study entry.

2LDA was defined by a clinical response DAS28 CRP less than or equal to 3.2
EClinical remission was based on DAS28 (CRP) less than 2.6.
Abbreviations: DAS28 = Disease Activity Score 28
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B.2.6.4.2 Secondary endpoints
Study findings showed the superiority of upadacitinib at either dose + csDMARDs
versus placebo + csDMARDSs for all ranked secondary endpoints that compared both

groups.
ACR50 and ACR70

At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + csDMARDs achieved an ACR50 response compared with patients receiving
placebo + csDMARDs (34% versus 12%, respectively, p<0.001). A similar proportion
of patients receiving upadacitinib 15 mg QD + csDMARDs achieved an ACR70
response compared with patients receiving placebo + csDMARDs (12% versus 7%
respectively, p=0.1104). At week 24, ACR50 response was maintained in patients
receiving upadacitinib 15 mg QD + csDMARDs from study entry (43.0%). Similarly,
ACRY70 response was maintained in patients receiving upadacitinib 15 mg QD +
csDMARDs from study entry (22.0%). For patients receiving upadacitinib through
week 24, ACR20 and ACR50 responses were maintained over time, with week 24
responses similar amongst those who switched from placebo + csDMARDs to
upadacitinib + csDMARDs at week 12. Among patients with inadequate
response/intolerance to bDMARDSs, the percentages of patients who achieved an

ACR20 response by week 12 on upadacitinib were comparable (63).
Clinical Remission

At week 12, a significantly greater proportion of patients receiving upadacitinib 15 mg
QD + csDMARDs achieved clinical remission (DAS28(CRP)<2.6) compared with
patients receiving placebo + csDMARDs (28.7% versus 9.5%, respectively
p<0.001)(56). Significant improvements from baseline in DAS28(CRP) were
observed as early as week 1, and at every visit through week 12 with either dose of
upadacitinib + csDMARDs versus placebo + csDMARDs (p<0.001); further
improvements were observed through week 24 (63). Clinical remission was achieved
by 32.3% of patients in the 15 mg QD + csDMARDs groups (see Figure 16). In
patients who switched from placebo to upadacitinib 15 mg QD + csDMARDSs, clinical

remission was achieved by 39% of patients.
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CDAI and SDAI

At week 12, significantly more patients receiving upadacitinib 15 mg QD +
csDMARDs versus placebo + csDMARDs achieved CDAI <10 (p<0.01) and SDAI
<11 (p<0.001)(63). In patients who switched from placebo to upadacitinib 15 mg QD
+ csDMARDs at week 12, CDAI<10 was achieved 34% of patients at week 24. In
these patients, SDAI<11 was achieved by 37% of patients. Comparisons to placebo
+ csDMARDSs cannot be made at week 24, since all placebo + csDMARD patients
received either upadacitinib 15 mg QD + csDMARDSs beginning at week 12 (see
Figure 14) (56).

SELECT-BEYOND demonstrated that even in difficult-to-treat bDMARD-IR patients
with active RA, treatment with upadacitinib + csDMARDSs resulted in significantly
more patients with clinically meaningful improvements in patient reported outcomes

(PROs) or responses that approached normative values (64).
Health Assessment Questionnaire-Disability Index

At week 12, patients receiving upadacitinib 15 mg + csDMARDs had significant
improvements in HAQ-DI based on change from baseline (-0.41; p<0.001) versus
placebo + csDMARDs (-0.16). The percentage of patients achieving the HAQ-DI
MCID (20.22) was significantly greater for upadacitinib 15 mg QD + csDMARDs
versus placebo + csDMARDs at all visits from week 1 through week 12. Similarly, a
greater proportion of patients receiving upadacitinib 15 mg QD + csDMARDs
achieved the HAQ-DI normative values compared with patients receiving placebo +
csDMARDs (p<0.05) (see Table 12) (63).

Duration and severity of morning joint stiffness

Improvements were also observed in other PROs. Specifically, significant
improvements from baseline in the duration and severity of morning stiffness were
observed from week 1. At week 12, patients receiving upadacitinib 15 mg QD +
csDMARDs had significant improvements in the duration of morning stiffness
compared with patients receiving placebo + csDMARDs (mean change in baseline of

-81.5 minutes versus -15.1 minutes, respectively, p<0.05). Similarly, significantly
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greater proportions of patients receiving upadacitinib 15 mg QD + csDMARDs
reported improvements in duration of morning stiffness 2MCID compared with

patients receiving placebo + csDMARDs (see Table 12) (63).
Patient's Assessment of Pain

At week 12, patients receiving upadacitinib 15 mg QD + csDMARDs had significant
improvements in pain, as measured by the Pain VAS, compared with patients
receiving placebo + csDMARDs (mean change from baseline of -25.91 versus -10.38
respectively, p<0.05 versus placebo + csDMARDs). Similarly, significantly greater
proportions of responders reported scores 2MCID 74% versus 46% respectively,
p<0.05). Similarly, significantly more patients receiving upadacitinib 15 mg QD +
csDMARDSs reported improvements in pain 2MCID compared with patients receiving
upadacitinib + csDMARDs (p<0.05) (see Table 12) (64).

Medical Outcomes Study 36-ltem Short Form Health Survey

Treatment with upadacitinib + csDMARDs versus placebo + csDMARDs resulted in
an improved quality of life (SF-36 PCS) at week 12, with improvements maintained
out to week 24 (see Table 12).

EQ-5D-5L

At Week 12, a greater proportion of patients receiving upadacitinib + csDMARDs
achieved greater increase (improvement) from baseline in mean current health
status as measured by EQ-5D-5L index compared to upadacitinib + csDMARDs (0.1
versus 0.2, p=0.01).
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Table 12: Least squares mean (LSM) changes from baseline and percentage of
responders for MCID and normative values at week 12

Change from baseline % responders
. Reporting scores
LSM REperig nsc(:oo/r;as =UIED, 2normative values, n
PRO ¢ (%)
PBO UPA PBO UPA PBO UPA
15 mg 15 mg 15 mg
N=169 N=164 N=169 N=164 N=169 N=164
HAQ-DI -0.16 -0.41* 61(36.6) | 102 (62.6) * 11 (6.6) | 26 (16.0)
PtGA -10.03 -26.04* | 71(42.8) | 1119(73.0) | 25(15.5) | 46 (28.2)
Pain VAS -10.38 -25.91* | 76 (45.8) | 120 (73.6)* - -
Duration AM -15.07 81.47* 17 (10.1) | 33 (20.1) *® - -
stiffness?
Severity AM -1.57 -2.86* 95 (56.2) | 131(79.9)* - -
stiffness® °
SF-36 PCS 2.39 5.83* 65(39.2) | 98 (60.1)* 9 (5.4) 18 (11.0)
SF-36 MCS 3.01 4.54 72 (43.4) 88 (54.0) 73 (44.0) 88 (54.0)
Abbreviations: HAQ-DI = Health Assessmen