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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem

The marketing authorisation for ruxolitinib 1.5% cream (Opzelura) is for the treatment

of non-segmental vitiligo (NSV) with facial involvement in adults and adolescents from
12 years of age. L. (1).

This submission focuses on a sub-population of the health technology’s licensed
population, that is, adults and adolescents from 12 years of age with NSV with facial
involvement for whom the disease has not responded to topical corticosteroids (TCS),
topical calcineurin inhibitors (TCI), or for whom TCS or TCI are contraindicated, not
tolerated or otherwise medically inadvisable. This is narrower than the marketing

authorisation because:

e This position is more relevant to the National Health Service (NHS) clinical
practice, as we anticipate ruxolitinib cream to be positioned as a step change

option after considering treatment with TCS or TCI

¢ This reflects a position where ruxolitinib cream provides the most clinical benefit

for patients with the highest unmet need in England and Wales

As the first licensed treatment for NSV, ruxolitinib cream addresses an unmet need by
offering a tolerable and effective treatment for what has to date been a chronically

neglected and underserved patient population.

The company submission is broadly consistent with the final National Institute for
Health and Care Excellence (NICE) scope and is consistent with the NICE reference

case (see Table 1).

The evidence for this appraisal is derived from the TRUE-V1 and TRUE-V2 randomised
controlled trials (RCTs) that evaluated the efficacy and safety of ruxolitinib cream in
adolescent and adult participants with NSV for whom total body involved vitiligo area
(facial and non-facial) does not exceed 10% body surface area (BSA) (2, 3), in addition
to the TRUE-V long-term extension (LTE) trial that assessed the long-term efficacy and

safety of ruxolitinib cream in participants with vitiligo (4).

This submission addresses the cost-effectiveness, clinical efficacy, and safety of

ruxolitinib cream for NSV in adults and adolescents from 12 years of age.
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Having received its marketing authorisation from MHRA in July 2023, ruxolitinib cream
is currently the only approved treatment for vitiligo (5, 6). To date, patients receiving
therapy for treatment of vitiligo use off-label treatments, which consist of TCS, TCI,
phototherapy, laser therapy, topical vitamin D analogues, and a combination of
phototherapy with TCI/TCS (7-9). Off-label treatments used for vitiligo such as TCS,
TCI and phototherapy have well-known risks and limitations for their use in vitiligo,
including limited evidence for efficacy and long-term safety (10, 11), low compliance
(12, 13), and limited tolerability (9, 14-17).

Ruxolitinib cream is anticipated to be positioned as a step change option between first
and second line (7) for adults and adolescents from 12 years of age with NSV with
facial involvement for whom the disease has not responded to TCS, TClI, or for whom
TCS or TCI are contraindicated, not tolerated or otherwise medically inadvisable.
Therefore, TCS, TCI and phototherapy are not relevant comparators. Notwithstanding
this positioning in the treatment pathway, an assessment was conducted to also
investigate the feasibility of deriving treatment effect estimates for ruxolitinib cream
relative to TCS, TCI and phototherapy. The indirect treatment comparison (ITC)
feasibility assessment (FA) found that there is an insufficient evidence base to robustly
compare the efficacy of ruxolitinib cream to existing off-label therapies. The lack of
comparable studies is partly due to an evolving set of tools that are used to evaluate
vitiligo treatments. In addition, most of the clinical studies were of low methodological

quality. Details of the ITC are presented in section B2.9 and in Appendix D.
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Table 1. The decision problem

Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final
NICE scope

Population People aged 12 years and older with NSV | Adults and adolescents from 12 years of | Not applicable — as per the final scope
with facial involvement age with NSV with facial involvement for

whom the disease has not responded to

TCS or TCI, or for whom TCS or TCl are

contraindicated, not tolerated or

otherwise medically inadvisable.
Intervention Ruxolitinib cream Ruxolitinib cream Not applicable — as per the final scope
Comparator(s) Established clinical management without | Vehicle cream To date, established clinical management

ruxolitinib cream

involved the use of off-label treatments,
which consist of TCS, TCI, phototherapy,
laser therapy, topical vitamin D
analogues, and a combination of
phototherapy with TCI/TCS (7-9).

Ruxolitinib cream is anticipated to be
positioned as a step change option
between first and second line (7) for
adults and adolescents from 12 years of
age with NSV with facial involvement for
whom the disease has not responded to
TCS, TCI, or for whom TCS or TCI are
contraindicated, not tolerated or
otherwise medically inadvisable.
Therefore, TCS, TCI and phototherapy
are not relevant comparators. Given the
lack of treatment alternatives in the
anticipated positioning, vehicle cream as
investigated in the double-blind phase of
the TRUE-V trials is an appropriate
comparator for the appraisal of ruxolitinib
cream.
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final
NICE scope

Notwithstanding this positioning in the
treatment pathway, an ITC FA was
conducted to also investigate the
feasibility of deriving treatment effect
estimates for ruxolitinib cream relative to
TCS, TCI and phototherapy. The ITC FA
found that there is an insufficient
evidence base to robustly compare the
efficacy of ruxolitinib cream to existing off-
label therapies.

Outcomes The outcome measures to be considered | Incyte agrees that the suggested Not applicable

include: outcomes are appropriate, but notes that

o Re-pigmentation stabilisation of vitiligo was not captured in

e Maintenance of response the TRuUE-V studies. However, Incyte

o Cessation of spread or stabilisation of | deems that the endpoint of time to

vitiligo relapse (< F-VASI75) in the long-term

e Global assessment of vitiligo treatment extension study (TRuUE-V LTE)

o Cosmetic acceptability adequately captures the maintenance of

e Adverse effects of treatment response to treatment.

e Health related quality of life (HRQoL).
Economic The reference case stipulates that the As per the final scope Not applicable
analysis cost effectiveness of treatments should

be expressed in terms of incremental cost
per quality-adjusted life year.

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.
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final
NICE scope

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

Subgroups to be

Not included in the draft scope

Due to the anticipated positioning of

Vitiligo is more noticeable in people with

considered ruxolitinib cream, the subgroup “prior darker skin tones and associated with
therapy” is used in the base case, and higher disease burden (18), therefore
additional analyses are presented using differential cost-effectiveness is expected
the intention-to-treat (ITT) population and | in this subgroup. A request was made
the subgroup “Fitzpatrick Skin Type IV- during the decision problem meeting that
V17, Incyte presents this subgroup analysis.

Special Not included in the draft scope No equality issues are foreseen in terms | Although vitiligo is more noticeable in

considerations,
including equity
or equality issues

of providing ruxolitinib cream

people with darker skin tones, as noted in
the draft scope, and while we expect
differential cost-effectiveness in this
subgroup due to the different impact of
repigmentation on HRQoL, Incyte aims to
make ruxolitinib cream available for all
patients. Therefore, no equality issues
are foreseen in terms of providing
ruxolitinib cream to eligible patients,
including adults and adolescents from 12
years of age.

Other
considerations

Guidance will only be issued in
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.

Ruxolitinib cream is the first treatment to
be licensed specifically for NSV with

facial involvement. Incyte notes that the
lack of specific standardised outcomes for
vitiligo prior to the design of the TRuE-V
clinical development programmes
resulted in challenges in stratifying the
severity of vitiligo.

Not applicable

Abbreviations: BSC,

best supportive care; F-VASI75; NHS, national health service; NICE, National Institute for Health and Care Excellence; TCI, topical calcineurin inhibitors;

TCS; topical corticosteroids; TRUE-V, topical ruxolitinib evaluation in vitiligo; LTE, long-term extension; UK, United Kingdom.
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B.1.2 Description of the technology being evaluated

Ruxolitinib cream’s mechanism of action, marketing authorisation, indication, mode
of administration and list price are summarised in Table 2. Appendix C includes the

summary of product characteristics (SmPC) for ruxolitinib cream.
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Table 2. Technology being evaluated

UK approved name and brand
name

Ruxolitinib 1.5% cream (Opzelura®)

Mechanism of action

Ruxolitinib is a Janus Kinase (JAK) inhibitor with selectivity for the JAK1 and JAK2 isoforms. Intracellular JAK signalling
involves the recruitment of signal transducers and activators of transcription (STATSs) to cytokine receptors, and
subsequent modulation of gene expression. Autoimmune IFNy-producing cytotoxic T lymphocytes are thought to be
directly responsible for melanocyte destruction in human vitiligo. Recruitment of cytotoxic lymphocytes to lesional skin is
mediated via IFNy dependent chemokines, such as CXCL10. Downstream signalling of IFNy is JAK1/2 dependent, and
treatment with ruxolitinib reduces CXCL10 levels in vitiligo patients (19).

Marketing authorisation/CE
mark status

Ruxolitinib cream received MHRA approval on 04" July 2023

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

Ruxolitinib cream is indicated for the treatment of NSV with facial involvement in adults and adolescents from 12 years
of age (19).

Method of administration and
dosage

The recommended dose is a thin layer of cream applied twice daily to the depigmented skin areas up to a maximum of
10% of BSA, with a minimum of 8 hours between two applications ruxolitinib cream. 10% BSA represents an area as
large as the back of two hands and the face. No more than two tubes of 100 grams a month should be used (19).
Satisfactory repigmentation may require treatment beyond 24 weeks. If there is less than 25% repigmentation in treated
areas at week 52, treatment discontinuation may be considered. There is no need to consider tapering therapy (19).

Additional tests or
investigations

None.

List price and average cost of
a course of treatment

[l per 100g tube . The average cost for a course of treatment (21.4 months of treatment) is |

Patient access scheme (if

applicable)

Incyte has submitted a patient access scheme for consideration as part of this appraisal.

Abbreviations: BSA, body surface area; CE, conformité Européenne; CXCL10, chemokine interferon-y inducible protein 10 kDa.; IFNy, interferon-gamma; JAK, janus kinase; MHRA, Medicines

and Healthcare products Regulatory Agency; NSV, non-segmental vitiligo; STATS, signal transducers and activators of transcription.
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B.1.3 Health condition and position of the technology in the treatment

pathway

B.1.3.1 Disease overview

Vitiligo is a chronic autoimmune skin disease which results in patches of depigmentation
(visible loss of skin colour) due to the progressive loss of melanocytes (skin cells) (5, 8,
20, 21). In patients with vitiligo, the disease appears as distinct white, non-scaly skin
lesions (20).

Non-segmental vitiligo

NSV is an umbrella term, which encompasses most forms of vitiligo experienced by
patients, including generalised, acrofacial (affecting the extremities and the face),
mucosal, and universal (20, 22) (Table 3). Generalised and acrofacial vitiligo are the most
common forms of NSV (20). NSV generally progresses slowly and has an unpredictable
course involving multiple flare-ups (20, 22, 23); it arises from an autoimmune attack on

functional melanocytes (5, 8, 20, 22).

NSV is the most common form of vitiligo, which accounts for 80% of cases of vitiligo (24).
NSV may have an early onset (<12 years of age), and onset peaks at around 30 years of
age (20).

Table 3. Classification of NSV

Subtype Description

Generalised or common® Macules/patches are often symmetrical; it can affect any
part of the skin, mainly hands, fingers, face, and trauma-
exposed areas (formerly known as vulgaris)

Acro-facial® Affects the face, head, hands, and feet, and typically
involves the perioral region and the extremities of digits

Company evidence submission for ruxolitinib for treating non-segmental vitiligo in people 12
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Subtype Description

Focal® Small and isolated lesions with no obvious pattern which
do not usually evolve for long periods (1-2 years)

@)

Mucosal? Affects the genital and oral mucosae. Furthermore, areas
@ of mucosa may also be affected in patients
) &/ with acrofacial, common, or universal forms
|
Universal® Affects the largest extent of the skin (80—90% of the body

surface) and usually occurs in adulthood.
The generalised or common form usually precedes it

almages created by Teitge Design (www.teitgedesign.com/); original available at

https://www.umassmed.edu/vitiligo/blog/blog-posts 1/2020/05/patterns-of-vitiligo/. Accessed August 2023.

Pathogenesis of vitiligo
The pathogenesis of vitiligo involves intrinsic defects within melanocytes and

autoimmunity that targets these cells. During melanin production, large amounts of

protein are manufactured. This increases the risk of misfolding, an event that activates a
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stress pathway within the cell called the unfolded protein response (8, 25). Further,
protein production results in the creation of reactive oxygen species from the metabolism
of mitochondrial energy. These two pathways are hyperactivated in the melanocytes of
patients with vitiligo, suggesting that their cells are less able to tolerate the demands of
melanin production than those from healthy individuals. Once melanocytes become
stressed, they release inflammatory signals that activate intrinsic immunity, which may
represent the initiating event in vitiligo (8, 25).

Atypical activation of immune cells in the skin of vitiligo patients, including the recruitment
of autoreactive CD8+ T cells to melanocytes, is mediated by IFNy through the IFNy-
induced, JAK1/JAK2 regulated, CXCL9 and CXCL10 signalling pathway. Vitiligo patients
have higher numbers of cytotoxic CD8+ T cells in their blood and skin, and the degree of
CD8+ cellular infiltration correlates with disease severity in vitiligo patients (8, 25). The
concentrations of both CXCL9 and CXCL10 are increased in the skin and blood of
patients with vitiligo compared with healthy controls, and in patients with active versus
stable vitiligo; these factors have been validated as biomarkers of vitiligo activity (26).

Figure 1 presents details of the pathogenesis of vitiligo (8).

Figure 1. Pathogenesis of vitiligo
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Abbreviations: CXCL, chemokine ligand; CXCR, chemokine receptor type; IL-15, interleukin-15; IFN-y, interferon-
gamma; JAK, Janus kinase; STAT, signal transducer and activator of transcription proteins.

Source: Image sourced from the Vitiligo Medical Deck 2022 (Incyte, data on file) per the following citations: 1 (8); 2
(27); 3 (28); 4 (29); 5 (30); 6 (31); 7 (26); 8 (32); 9 (33); 10 (34); 11 (35).
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Diagnosis of vitiligo
The diagnosis of vitiligo can be made in the primary care setting based on the appearance

of non-scaly lesions with distinct margins and pigment loss (20, 23).

The clinical diagnosis of vitiligo, according to the British Association of Dermatologists
(BAD), the European Dermatology Forum, and the American Academy of Dermatology,
is based on (9, 36, 37):

e Physical examination (with or without Wood’s lamp)

o The use of a Wood’s lamp, a hand-held ultraviolet (UV) irradiation device that
emits ultraviolet A (UVA), eases the identification of areas of depigmentation
not visible to the naked eye and points of focal melanocyte loss (20)

e Clinical history
e Laboratory tests (i.e., thyroid function, autoantibodies)

o Due to the high prevalence of autoimmune thyroid disease in patients with
vitiligo, the BAD recommends a blood test to check thyroid function (7). The
European Dermatology Forum recommends additional tests for autoimmune
antibodies in patients with a high risk of additional autoimmune disease, i.e.,
patient’s history, family history, and/or laboratory parameters supporting this
(7)

e Biopsy of lesional and non-lesional skin

o In cases of atypical presentation, assessment by a dermatologist may be
required. This could include punch biopsies from lesioned and normal skin (9).
For differential diagnosis, tests, such as mycology for fungal infection or
molecular biology to detect lymphoma cells, may be performed as needed to

rule out other conditions (7)

The BAD published recent guidelines (2021); however, these guidelines focus on

treatments and the management of patients with vitiligo and do not include diagnosis (7).

Owing to the noticeability of their vitiligo (5, 36), diagnosis may be easier with patients of
darker skin type. Skin type is defined by the Fitzpatrick skin grading scale, which consists

of six skin types classified according to sun reactivity (Table 4) (38, 39).
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Table 4. Fitzpatrick skin types

Fitzpatrick Skin type (unexposed skin) Sunburn characteristics
scale
I White skin (sun-reactive) Always burns, never tans
Il White skin (sun-reactive) Always burns, minimal tan

m White skin (sun-reactive) Burns minimally, tans moderately and

gradually
v White skin (sun-reactive) Burns minimally, tans well
\ Brown skin Rarely burns, tans deeply
Vi Black skin Never burns, tans deeply

Source: Fitzpatrick, 1988; Roberts 2009 (38, 39).

Assessment of disease extent

There is currently no consensus on the methods to assess the extent of a patient’s vitiligo
(40, 41); however, BSA and Vitiligo Area Scoring Index (VASI) are commonly used in

clinical trials and clinical practice.

Body surface area

A commonly used scale is BSA, for which the percentage of vitiligo involvement is
determined by the palmar or handprint (palm plus 5 digits) method. Clinicians use the
palmar method to assess skin disease extent as a percent of total BSA (42). The palmar
method mimics the patient’'s hand size to determine vitiligo depigmented area to the

nearest 0.1 % assuming (42):

e Handprint as 1% BSA (palm + 5 digits, with fingers tucked together & thumb tucked to
the side)
e Thumbprintas 0.1% BSA

A cross-sectional study of the natural history of vitiligo suggests that nearly half of the
vitiligo population (45.2%) have >5% BSA involvement (43). In the same study, patients
with facial lesions were significantly more likely to have a higher extent of disease (>5%
BSA) compared with patients with no facial lesions (63.2% vs 18.9%; p < 0.05) (43).
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Vitiligo Area Scoring Index

The VASI is a validated, sensitive, and quantitative approach for assessing the extent of
depigmentation (42, 44). The extent of depigmentation measured using VASI may be
determined for facial (F-VASI) (Error! Reference source not found.) (45) or total body
vitiligo (T-VASI) (

Figure 3) (45), both of which have been shown to exceed reliability expectations for measuring clinically
meaningful change in vitiligo extent in RCTs (44, 46). F-VASI is calculated by multiplying F-BSA (i.e., affected areas
on the face as a percentage of the total body area, measured using the palmar method) by the degree of
depigmentation and has a maximum score of 3, denoting extensive depigmentation (

Figure 2) (45), and can be calculated as follows (46):

F —-VASI = Z (F — BSA) = (degree of depigmentation)

Depigmented lesions
onthe face

Figure 2. Calculating F-VASI

Step 1 Step 2 Step 3
Assess affected BSA using the Assess the degree of depigmentation Calculate F-VASI
palmar method

01 025 05 075 09 10

Standardized assessments for estimating the degree of
pigmentation to derive VASI
Fingertip unit

0.03% BSA 8. .
& 100%: Complste ! 80%: Specks of Example:

o,
v depigmentation | [ *  pigment present
Thumbprint unit =10 {, g S 09
0.1% BSA W, =i g (6.5 thumbprints x

- 0.1% BSA) x (90%

75%: o . depigmentation)
¢ b 50%: Equal
Drsu-gv:i::d fe 8 depigmented =065x0.9
a ea[adc s 5 : L and pigmented
pigmented area o g area=0.5
=0.75 P i - F-VASI score=
06

25%: Pigmented
area excesds
depigmented area
=025

; N 10%: Specks of
En depigmentation
=01

-

Abbreviations: BSA, body surface area; F-VASI, facial vitiligo area scoring index; T-BSA, total body surface areal T-
VASI, total body vitiligo area scoring index; VASI, vitiligo area scoring index.
Source: Incyte. Medical deck - vitiligo VASI tools [Data on file] (45).

T-VASI is calculated by multiplying T-BSA (i.e., affected areas as a percentage of the
total body area, measured using the palmar method) by the degree of depigmentation for
the 6 segmented anatomic regions (head/neck/scalp, trunk/genitalia, upper
extremities/axillae, lower extremities/buttocks, hands, and feet) (

Figure 3) (45), as follows (46):
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T —VASI = Z (T — BSA) * (degree of depigmentation)

Depigmented lesions
on all body

Figure 3. Calculating T-VASI

Step 1 Step 3 Step 4
Segment the body in 6 anatomic regions Assess degree of depigmentation Multiply the T-BSA by the degree of depigmentation
Head/Neck for each body region
. including scalp T Add the product of all body regions
L . Degree of VASI score
Locati T-BSA ; . -
Upper extremities, Standardized assessments for estimating the degree of - per region
including axillae pigmentation to derive VASI Head/Neck, including Max: 0.1/0.25/0.5/0.75
scalp 9.0 /0.9/1.0
r 7’((! T Upper extremities,
Hands 100%: Complete 4 1 d 4 R 90%: Specks of including axillae Max: 14
depigmentation k 4255 pigment present (excludes hands)
=10 %ﬁ; ~; =09 Hands Max: 4
Wetio )
Max: 33
75%: .
Depigmented 4 % :0%' Equ(a\d Lower extremities,
area exceeds [ i eg'gm" 5| " including buttocks Max: 36
pigmented area q y 2 ::‘eap;g(;“;" o (excludes feet)
0.03% mors . = E— — T-VASI
Step 2 BSA 25%: Pigmented Sosid 10%: Spocks of ScomD
Assess affected 0.1% area oxceeds e g depigmentation
; BSA depigmented G
BSA using the epigmente :reg " i’ - =041 (T — BSA) (degree of depigmentation)
palmar method A o

Abbreviations: BSA, body surface area; F-VASI, facial vitiligo area scoring index; T-BSA, total body surface areal T-
VASI, total body vitiligo area scoring index; VASI, vitiligo area scoring index.
Source: Incyte. Medical deck - vitiligo VASI tools [Data on file] (45).

Results from psychometric analysis that was conducted to evaluate the psychometric
properties of the F-VASI and T-VASI in adolescents and adults with NSV indicate that F-
VASI and T-VASI instruments are reliable, valid, and responsive to change, with defined
clinically meaningful within-patient change in adolescents and adults with NSV with
depigmented areas <10% total BSA (facial and non-facial) with 20.5% facial BSA and
23% non-facial BSA (46, 47). The meaningful change threshold analysis revealed that an
appropriate individual level threshold for identifying clinically relevant responders would
be between 0.38 to 0.60 for F-VASI, and between 1.69 and 3.88 for T-VASI (46, 47).

B.1.3.1.1 Epidemiology

Incidence and prevalence

Vitiligo is the most common depigmenting skin disease (5). Around 65-95 million people
worldwide are affected by vitiligo. The prevalence of diagnosed vitiligo is estimated

between 0.2-0.8% in Europe, with geographic and methodologic differences (48, 49).

A recent UK-based analysis funded by Incyte using Clinical Practice Research Datalink
(CPRD) estimated the prevalence of diagnosed vitiligo as 0.30% (0.21%-0.38%), and the
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overall mean (range) incidence rate as 0.164 (0.096-0.188) per 1,000 person-years
between 2010 and 2021 (50, 51). This reported prevalence of diagnosed vitiligo aligns
with European estimates and is comparable to a recent UK analysis using the Optimum
Patient Care Research Database (OPCRD), with a point prevalence of 0.3% (52).NSV
constitutes 80% of the vitiligo population. (24).

B.1.3.1.2 Disease burden

Symptomatic burden

Vitiligo presents as lesions of depigmentation on the skin and hair depigmentation
(whitening) in some cases where there are affected hair roots. It often begins with a pale
patch on the skin that progressively turns completely white (5, 20). The edge of the
depigmented patches may be smooth or irregular, red and inflamed or brownish in the
case of hyperpigmentation. Discomfort to the skin, such as dryness, is not regularly
reported, although occasionally affected areas may be itchy (6, 53, 54). Flares are often
experienced during periods of stress, with two-thirds of patients (66.1%) surveyed in the
Vitiligo And Life Impact Among International Communities (VALIANT) study reporting
such flares, which are typically more frequent among patients with high BSA involvement
(>5% BSA), darker skin types or facial lesions (43). Around two-thirds of patients

experience itchiness before or during a flare-up of their symptoms (43).

The frequency of lesion locations varies; however, lesions commonly occur on the face,
hands, and genitals. Studies on prevalence have reported facial vitiligo in 71-81% of study
participants (24, 55). Specifically, among a cohort of patients with generalised vitiligo (n
= 245), facial lesions were reported in 81.2% of patients. Other locations were: hands
(71.4%); arms (60.8%); genitals (58.8%); legs (53.5%); chest/trunk (50.6%); feet
(42.95%); back (36.3%); and neck (35.1%) (55). Facial involvement has a high impact on

patients’ global perception of the extent of vitiligo (56).

With NSV, children are particularly predisposed to facial vitiligo while the arm and forearm
are the regions most likely to be affected in adults, i.e., those aged 18 to 30 years (57).
Patients with early-onset vitiligo (<12 years of age) are more likely to present with lesions

on the eyelid (21.0% vs 6.5%) and lower extremities (20.3% vs 3.7%) compared to
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patients with later-onset vitiligo (>12 years of age) who more likely present with cases of
upper extremities (16.3% vs 47.7%), particularly the hands (12.2% vs 40.2%) (58).

Autoimmune comorbidities

Around one-quarter of patients with vitiligo have at least one autoimmune comorbidity
(59); however, the prevalence of autoimmune comorbidity with vitiligo varies between
studies. In Europe, autoimmune comorbidities occurred in 15-42% of patients with vitiligo
(60-62).

The primary autoimmune comorbidity among patients with vitiligo is thyroid
disease/disorder; the BAD guidelines indicate that the incidence of thyroid disease is as
high as 52% among patients with vitiligo, and that 3—90% of patients with vitiligo have
antithyroid antibodies (7).

B.1.3.1.3 Humanistic burden

Psychosocial burden

Patients with vitiligo experience a significant burden on their quality of life (18, 63),
especially if the depigmentation occurs on visible areas such as the face and hands (64-
66). Vitiligo has a substantial psychological burden on patients (67-69), which can result
in reduced productivity, the need for medication, and hospitalisation for mental health
disorders (70-72).

In a study of the mental health burden in patients with vitiligo, Ramakrishna and
colleagues reported that most patients (79%) had psychiatric morbidity (73). In the
VALIANT study, more than half (54.2%) of patients in the UK reported symptoms of
moderate-to-severe depression. Negative effects on daily activities are greater and rates
of moderate-to-severe depression are higher in patients with a greater BSA affected,
those with facial lesions, and those with a darker skin tone (74). Similarly, results from a
large, population-based UK study demonstrate that people diagnosed with vitiligo have
an increased risk of subsequently being diagnosed with new-onset depression (25%) and
anxiety (23%) compared with the general population, and that this risk increase may be
greatest in black and minority ethnic populations (up to 72% risk increase for recurrent

depressive disorder). Results from the same study suggest that people with both vitiligo
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and a mental health comorbidity have increased use of primary care services, and are

twice as likely to have recorded time off work requests and unemployment (75).

The prevalence of psychosocial comorbidities is significantly higher among patients with
vitiligo compared to healthy controls (71), with depression and anxiety being the most
commonly reported psychosocial comorbidities (71). Patients with vitiligo are five times
more likely to have depression than their peers who do not have vitiligo (76). In a hospital-
based cross-sectional study, the severity of depression was higher in patients with vitiligo
than in healthy controls, with a mean depression score (HAM-D) of 8.20 £ 3.99 versus

3.26 = 1.91; depression was significantly associated with the impairment of HRQoL (77).

A large systematic literature review (SLR) (n = 161 studies) by Ezzedine and colleagues
reported that the most commonly reported psychosocial comorbidities were depression
(41 studies, 0.1-62.3%) and anxiety (20 studies, 1.9-67.9%). Other reported
psychosocial comorbidities included feelings of stigmatisation (8 studies, 17.3—100%),
adjustment disorders (12 studies, 4-93.9%), sleep disturbance (7 studies, 4.6—-89.0%),
relationship difficulties including sexual dysfunction (10 studies, 2.0-81.8%), and
avoidance or restriction behaviour (9 studies 12.5-76%) (18). The prevalence of most
psychosocial comorbidities was significantly higher than in healthy individuals (18).
Furthermore, in an adult population diagnosed with vitiligo-representative UK primary
care cohort (n = 9,994; to end of December 2020), 12.7% (n = 1,272) of patients had a
pre-existing diagnosis of depression (the presence of one of more coded depression
episodes), and 9.1% (n = 914) of patients had a diagnosis of anxiety (coded non-phobia

related anxiety disorder) (52).

Suicidal thoughts

The literature on the association between vitiligo and attempted or completed suicide is
sparse; however, suicidality was observed in 28% of patients in a study of psychiatric
morbidity among patients with vitiligo (n = 53) (73). In a recent SLR of vitiligo cases (n =
12,043) compared with controls (n = 87,053,333), suicidal ideation was around seven
times higher in patients with vitiligo (15.2% vs 2.0%; p < 0.001) (78). In addition, suicide
attempts and suicide were also significantly higher in the vitiligo population compared with

the control arm (3.2% vs 2.1%, p < 0.001) (79).
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Stigmatisation

Patients living with vitiligo suffer stigmatisation as a result of the misconceptions
associated with the disease. The misconceptions range from thoughts of the disease
being contagious and caused by poor hygiene to causative links of superstitious external
forces (18). The result of such stigmatisation is a feeling of self-consciousness and low
self-esteem; particularly in children and adolescents who report regular stigmatisation
(93.2%) and bullying (21.7%) due to their vitiligo, and resort to concealing the condition
(80). Stigmatisation and associated bullying are of particular concern in children, leading
to restricted activity and school attendance (6). In adults, stigmatisation results in social
isolation and discrimination in employment, particularly in public-facing jobs (6). These
conclusions are supported by the VALIANT study (n = 3,541 patients), where around half
(49%) of patients with vitiligo reported feeling less confident or more self-conscious

because of their disease and one-quarter (26.2%) considered the condition “a curse” (74).
B.1.3.1.4 Economic burden

Direct costs
Treatment-related costs

Several types of direct costs accrue from living with vitiligo. For the health service these
include costs of primary care, outpatient care, and inpatient care (81). Treatment-related

costs can be variable depending on the treatment.

A study reporting on phototherapy reported overall cost of treatment with UV therapy plus
TCS was £813.38, while TCS alone was £599.98, and narrowband ultraviolet B (NB-UVB)
was £774.64 (UK; 2017 costs; 9-month treatment phase), with dermatologist time being

the key component of costs for both treatments (82).

Impact of mental health disorders

Costs associated with mental health disorders contribute to the overall direct costs for
patients with vitiligo as the treatment of depression and anxiety is costly. A SLR of the
global cost of depression, comparing patients with depression versus patients without
depression, estimated the mean annual excess direct cost of depression in adults to be

US$124-18,174. In the subgroup of patients who had depression as a comorbidity, the
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cost was higher, at US$239-20,768 (83). The direct cost constitutes inpatient, outpatient,
and emergency treatments as well as the cost of medication. No respective data from the

UK or Europe was identified.

Indirect costs

The indirect costs of living with vitiligo comprise costs of lost productivity due to the

disease and intangible costs related to reductions in quality of life (QoL) (81).

A UK study highlighted that the indirect cost of depression can vastly outweigh the direct
cost of care. The study estimated that 109.7 million working days were lost in the year
2000 as a result of a diagnosis with depression (84). The total lost earnings were
estimated to be £8 billion (84). Similarly, for the case of anxiety disorders, indirect costs
account for the maijority of the total costs, with morbidity costs being the primary cost (the
loss resulting from a decline in the productivity of employees with anxiety disorders, i.e.,
absenteeism and presenteeism) and the loss resulting from the lack of employment of

patients with anxiety disorders (i.e., unemployment cost) (85).

B.1.3.2 Clinical pathway of care

Guidelines for the management of patients with vitiligo are issued by the BAD and were
last updated in 2021 (7). The guidelines place a strong emphasis on the general
management of patients with vitiligo, including periodic evaluations of their HRQoL and
recommending referral to psychological and other cognitive-behavioural services (Figure
4) (7).

The BAD guidelines consider only topical treatments for initial therapy (Figure 4) (7). TCS
are recommended once daily for up to 2 months, with TCI as an option for facial and
photo-exposed areas (7). To minimise the risk of side effects with the use of TCS, these
could be recommended in alternating weeks with topical tacrolimus (7).

Patients whose disease is non-responsive to topical treatment and those with rapidly
progressive disease are offered phototherapy or oral betamethasone, respectively, in
addition to topical treatment (Figure 4) (7). Oral betamethasone is recommended for a
maximum of 3 months; excimer laser in combination with TCI are considered for localised

vitiligo, while surgical therapies are reserved for those with stable disease. CO2 laser in
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combination with 5-fluorouracil are considered in adults with NSV on hands and feet, and
depigmentation is considered for those with more extensive disease on visible areas
(Figure 4) (7). None of the treatments in the BAD guidelines have a marketing

authorisation for treatment of vitiligo in the UK.

Figure 4. BAD guidelines for the treatment of patients with vitiligo

Offer potent or very potent topical corticosteroid once daily (to minirmize
potential side-effects); avoid periocular area

Consider topical tacrolimus 0.1% BID for facial vitiligo, especially the periocular
region

Consider topical tacrolimus 0.1% BID under occlusion on photoexposed areas
only for nonfacial vitiligo

Consider intermittent regimen, e.g, alternating weeks of once-daily
application of potent or very potent topical corticosteroids +/- topical
tacrolimus, for areas with thinner skin

A

o Offer NB-UVB (whole-body or localized) +/- topical corticosteroid
or calcineurin inhibitors

e For rapidly progressive disease, consider oral betamethasone 0.1 mg/kg
twice weekly on two consecutive days for 3 months; then taper the dose by
1 mg/month for a further 3 months in combination with NB-UVB

\

(These treatments are not widely available on the NHS but in a limited
number of centers with a specialist interest)

e Consider excimer laser/light + topical calcineurin inhibitors for localized vitiligo
e Consider cellular grafting for stable. segmental or nonsegmental vitiligo
e Consider CO2 laser + 5-FU in adults with nonsegmental vitiligo on hands
and feet
e Consider depigmentation therapies for extensive vitiligo on visible sites

Abbreviations: BAD, British Association of Dermatologists; BID, twice daily; CO2, carbon dioxide; FU, Fluorouracil;
NB-UVB, narrowband ultraviolet B; NHS, National Health Service.

Source: Adapted from the BAD guidelines (Eleftheriadou et al., 2021) (7).
B.1.3.2.1 Current standard of care

The main treatment goals of vitiligo are to stop disease progression, induce
repigmentation and prevent relapse, thus improving the patient’s QoL and alleviating their
psychosocial burden (7-9). Commonly prescribed treatments to achieve repigmentation
include TCS, TCI, phototherapy, oral corticosteroids, antioxidants, and surgical

techniques; however, none of these agents has been licensed for use in vitiligo, so their
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use as repigmentation therapies is off-label (7-9). Further, antioxidants and surgical

techniques are not available in the NHS.

B.1.3.2.2 Unmet need

The clinical course of vitiligo is chronic and unpredictable, with most patients experiencing
alternating periods of pigment loss and stable disease over their lifetime (5). Due to the
manifestation of the disease and its chronic, unpredictable course, vitiligo carries a high
psychosocial burden on patients. An estimated 58.7% of patients with vitiligo
internationally report having been diagnosed with a mental health disease, most
commonly anxiety and depression disorders (74). In the UK, the most common mental
health comorbidities are anxiety/depression (24.6%), depression (18.5%) and anxiety
(16.0%) (50). In the first five years following diagnosis with vitiligo, over a quarter of
patients (26.6%) use antidepressants and/or anxiolytics (51). In particular, children and
adolescents report regular stigmatisation (93.2%) and bullying (21.7%) due to their
vitiligo, resulting in low self-esteem, restricted activity and school attendance and social
isolation (80). Additionally, those with darker skin tones, where vitiligo is more noticeable,
are thought to report worse QoL (5). The NHS Long Term Plan states that mental health
is a clinical priority, thus highlighting the urgent need to address the psychosocial burden
resulting from vitiligo (86).

Patients with receiving treatment for vitiligo use off-label treatments such as TCS, TCI
and phototherapy, which have well-known risks and limitations for their use in vitiligo,
including limited evidence for efficacy and long-term safety (10, 11), low compliance (12,
13), and limited tolerability (9, 14-17). Additionally, access to phototherapy for patients

with vitiligo in the NHS may add to the disease burden on patients.

As the first licensed treatment for NSV, ruxolitinib cream addresses an unmet need by
offering a tolerable and effective treatment for what had been a chronically neglected and
underserved patient population. Ruxolitinib cream halts depigmentation and enables re-
pigmentation to natural skin colour via an anti-inflammatory mode of action that also

facilitates endogenous repigmentation of lesions (87).
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B.1.3.2.3 Positioning of ruxolitinib cream in the UK treatment pathway

Having received its marketing authorisation from MHRA in July 2023, ruxolitinib cream is

currently the only approved treatment for vitiligo (5, 6).

Ruxolitinib cream is anticipated to be positioned as a step change option between the first
and second line (7) for adults and adolescents from 12 years of age with NSV with facial
involvement for whom the disease has not responded to TCS, TCI, or for whom TCS or
TCl are contraindicated, not tolerated or otherwise medically inadvisable. Therefore, TCS,
TCI and phototherapy are not relevant comparators. Notwithstanding, an assessment
was conducted to also investigate the feasibility of deriving treatment effect estimates for
ruxolitinib cream relative to TCS, TCI and phototherapy. The ITC FA found that there is
an insufficient evidence base to robustly compare the efficacy of ruxolitinib cream to
existing off-label therapies. Details of the ITC are presented in section B2.9 and in

Appendix D.

This position is more relevant to the NHS clinical practice and reflects a position where
ruxolitinib cream provides the most clinical benefit for patients with the highest unmet

need in England and Wales.

B.1.4 Equality considerations

Although vitiligo is more noticeable and associated with a higher disease burden in people
with darker skin tones, as noted in the draft scope, Incyte aims to make ruxolitinib cream
available for all patients, including adolescent and adult patients from 12 years of age.
Therefore, no equality issues are foreseen in terms of providing ruxolitinib cream to

eligible patients.

Access to phototherapy for patients with vitiligo varies across regions in the country.
Currently in the NHS, dermatology waiting lists vary between 12-24 months for general
dermatology clinics (88). In addition, once seen in secondary care, many patients with
vitiligo are unable to start phototherapy either due to long NHS waiting lists (over one year
at some centres, following first assessment by a dermatologist) for this treatment option,
and/or personal time constraints (i.e., the need to attend three times a week for 9-12
months) (88). Furthermore, many dermatology departments offer phototherapy to a small
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cohort of patients with vitiligo due to the prolonged course of treatment (88). As such,
patients with other dermatological diseases (such as eczema or psoriasis) who usually

require shorter courses are prioritised instead (88).

B.2 Clinical effectiveness

B.2.1 Identification and selection of relevant studies

A SLR was conducted to identify relevant clinical trial evidence for this submission (89).
Full details of the process and methods used to identify the clinical evidence relevant to

the technology being appraised are presented in Appendix D.

B.2.1.2 Non-randomised clinical effectiveness studies

There are no non-randomised clinical studies presented in this submission.

B.2.2 List of relevant clinical effectiveness evidence

The clinical effectiveness of ruxolitinib cream is evaluated using pooled data from the two
pivotal studies: INCB 18424-306 (TRuE-V1 [NCT04052425]) (2) and INCB 18424-307
(TRUE-V2 [NCT04057573]) (3). These studies were designed to provide evidence for the
marketing authorisation of ruxolitinib cream for treating NSV with facial involvement, along
with data from INCB 18424-308 (TRuE-V LTE [NCT04530344]) (4), the withdrawal and
treatment extension study enrolling eligible patients who have completed either TRuE-V1
or TRUE-V2 (pivotal trials) (Table 5).
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Table 5. Clinical effectiveness evidence: TRUE-V studies (2-4, 90-92)

Study

TRUE-V1 (NCT04052425) and TRUE-V2 (NCT04057573) (2, 3,
90, 91, 93)

TRUE-V LTE (NCT04530344) (4, 92)

Study design

Two identically designed, multinational, Phase 3, double-blind,
vehicle-controlled RCTs, conducted across 101 centres. Patients
were randomly assigned in a 2:1 ratio to apply ruxolitinib cream or
vehicle control twice daily for 24 weeks to all vitiligo areas on the
face and body, after which all patients could apply ruxolitinib
cream through week 52

Phase 3, double-blind, vehicle-controlled, randomised withdrawal
and treatment extension study enrolling eligible patients who have
completed either TRUE-V1 or TRUE-V2, and tolerated ruxolitinib
cream without safety concerns and with good compliance for
continuation. Eligible patients in this treatment extension study
were assigned to one of 2 cohorts, Cohort A or Cohort B, based
on their F-VASI responses at the time of enrolment in this
extension study (i.e., at Week 52)

Population

Patients 12 years of age or older diagnosed with NSV with
depigmentation covering 10% or less of total BSA, including at
least 0.5% of BSA on the face and at least 3% of BSA on non-
facial areas. Patients were also required to have F-VASI scores of
0.5 or higher and T-VASI scores of 3 or higher

Patients from the TRuE-V1 or TRUE-V2 studies conducted in
adults and adolescents with vitiligo who adequately completed the
visits and assessments required for the treatment periods, as
defined in the TRUE-V1 or TRUE-V2 study protocols, and
tolerated ruxolitinib cream without safety concern for continuation

Intervention(s)

Ruxolitinib cream

Ruxolitinib cream (Cohort A or B)

Comparator(s) Vehicle cream Vehicle cream (Cohort A)
Indicate if trial Yes No

supports

application for

marketing

authorisation

Rationale for
use/non-use in the
model

Confirmatory studies supporting the indication

Results of this LTE study inform long-term F-VASI75, the time to
relapse following treatment discontinuation, and the time to regain
F-VASI75 after relapse

Reported outcomes
specified in the
decision problem

Repigmentation and cessation of spread:

e  Proportion of patients achieving at least 50% improvement
from baseline in F-VASI (F-VASI50), at least 75%
improvement from baseline in F-VASI (F-VASI75) and at
least 90% improvement from baseline in F-VASI (F-
VASI90) at Week 24

e Proportion of patients achieving F-VASI75 and F-VASIQ0 at
Week 52

e Proportion of patients achieving at least 50% improvement
from baseline in T-VASI (T-VASI50) at Week 24

e Proportion of patients achieving T-VASI50 and 75%
improvement from baseline in T-VASI (T-VASI75) at Week
52

e Time to relapse (defined as < F-VASI75) for participants
randomised in Cohort A

e Time to maintain F-VASI90 response (i.e., maintenance of
F-VASI90 response) for participants randomised in Cohort
A

e Time to regain response (F-VAS75 and F-VASI90) for
patients randomised in Cohort A who relapsed after
entering the extension treatment period

e  Proportion of patients in Cohort A and Cohort B who
achieve F-VASI50, F-VASI75 and F-VASI90

Adverse effects of treatment
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Global assessment of vitiligo:

e Proportion of patients achieving a facial physician's global
vitiligo assessment (F-PhGVA) or a total physician’s global
vitiligo assessment (T-PhGVA) of clear (0) or almost clear
(1) during the treatment period (double-blind and treatment
extension periods)

Cosmetic acceptability:
e Proportion of patients achieving a vitilito noticeability scale
(VNS) of “4- a lot less noticeable” or “5-no longer
noticeable” at week 24

Health related quality of life:
¢ Change from baseline in dermatology life quality index
(DLQI), vitiligo-specific quality-of-life instrument (VitiQoL)
and HADS (hospital anxiety and depression scale)

Adverse effects of treatment

Abbreviations: BSA, body surface area; DLQI, dermatology life quality index; F-PhGVA, facial physician's global vitiligo assessment; F-VASI, facial vitiligo area
scoring index; F-VASI 50/75/90, 50%/75%/90% improvement from baseline in face vitiligo area scoring index score; HADS, hospital anxiety and depression scale;
NSV, non-segmental vitiligo; T-PhGVA, total physician’s global vitiligo assessment; TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRUE-V2, topical
ruxolitinib evaluation in vitiligo study 2; TRuE-V LTE, topical ruxolitinib evaluation in vitiligo long-term extension; T-VASI, total body vitiligo area scoring index;
VitiQoL, vitiligo-specific quality-of-life instrument; VNS, vitiligo noticeability scale.

Source: INCB 18424-306 CSR (2, 90); INCB 18424-307 CSR (3, 91); INCB 18424-308 CSR (4, 92).
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B.2.3 Summary of methodology of the relevant clinical effectiveness
evidence

The ruxolitinib cream clinical development programme comprises three studies in
patients with vitiligo (2-4, 90-92): two identically designed Phase 3 pivotal trials (TRUE-
V1 and TRuUE-V2) (2, 3, 90, 91, 93), and a Phase 3 open-label extension study (TRuE-V
LTE) (4, 92) (see Table 5).

The two identically designed Phase 3, double-blind, 24-week confirmatory studies (TRuE-
V1 and TRUE-V2) (2, 3, 93, 94) are the pivotal trials supporting the current submission.
Pooled data from these two trials collected from randomisation through to the last patient
visit are presented in this submission. In addition, this submission also includes long-term
efficacy and safety results from the TRuE-V LTE Phase 3, vehicle controlled, double-
blind, randomised withdrawal (Cohort A) and open-label treatment- extension- (Cohort B)
study, which enrolled eligible patients who completed the TRUE-V1 or TRUE-V2 studies
(4, 92).

Table 6 provides a comparative summary of trial methodology of the three studies in
patients with vitiligo (90-92).
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Table 6. Comparative summary of trial methodology (90-92)

Study

TRuE-V1 (NCT04052425) (90) and TRUE-V2 (NCT04057573) (91)

TRUE-V LTE (NCT04530344) (92)

Trial design

Phase 3, double-blind, randomised, vehicle-controlled, efficacy and safety study of
ruxolitinib cream over 24 weeks followed by an open-label extension period of 28
weeks in patients with vitiligo; double blind period over 24 weeks followed by an
open-label extension up to 52 weeks. Patients, who were stratified according to
geographic region (North America or Europe) and Fitzpatrick skin type (I [pale
white] or Il [white] vs. Ill [light brown] to VI [deeply pigmented dark brown to black]),
were randomly assigned in a 2:1 ratio to apply ruxolitinib cream or matching vehicle
cream to all depigmented vitiligo lesions on the face and body identified at trial
entry for 24 weeks. Patients and investigators remained unaware of the trial-group
assignments throughout the trials; the sponsor was aware of the trial-group
assignments after database lock for the primary analysis. After completion of the
Week 24 visit, all the patients could apply ruxolitinib cream for an additional 28
weeks in an open-label treatment extension phase of the trials.

Phase-3, double-blind, vehicle-controlled, randomised withdrawal (Cohort A) and
treatment extension (Cohort A and Cohort B) study to assess the long-term
efficacy and safety of ruxolitinib cream in patients with vitiligo. Eligible participants
in this study were assigned to 1 of 2 cohorts, Cohort A or Cohort B, based on their
F-VASI responses at the time of enrolment in this study (i.e., at Week 52).
Treatment in Cohort A is a randomised withdrawal design and provided data on the
duration of response following withdrawal of ruxolitinib cream and maintenance of
response with its continued use. Participants who achieved complete or almost
complete facial repigmentation (i.e., achieve = F-VASI90) at Week 52 in the parent
study were assigned to Cohort A and stratified by the original treatment received
on study Day 1 of the parent study and randomised 1:1 to treatment with vehicle
cream or ruxolitinib cream for an additional 52 weeks (i.e., until end of treatment
[EOT] at Week 104). However, any participants in Cohort A who experienced
relapse (defined as < F-VASI75) received ruxolitinib cream as an open-label
rescue treatment until they completed treatment (Week 104 or EOT). Treatment in
Cohort B provided long-term efficacy and safety data for ruxolitinib cream in vitiligo
patients. Participants who did not achieve = F-VASI90 at Week 52 of the parent
studies were assigned to Cohort B and continued ruxolitinib cream for 52 weeks
(i.e., until EOT Week 104). For Cohort A, the participant, investigator, and sponsor
remained blinded to treatment assignment; the treatment for Cohort B was open-
label.

Eligibility criteria for
patients

Inclusion criteria
* Adolescents and adults aged = 12 years
» Patients with a clinical diagnosis of NSV with depigmented area including = 0.5%
BSA on the face, = 0.5 F-VASI, = 3% BSA on non-facial areas, = 3 T-VASI, and
total body vitiligo area (facial and non-facial) not exceeding 10% BSA
» Patients who agreed to discontinue all agents used to treat vitiligo from
screening through the final safety follow-up visit. Over-the-counter preparations
deemed acceptable by the investigator and camouflage makeups were permitted.
o Male and female patients must have been willing to take appropriate
contraceptive measures to avoid pregnancy or fathering a child for the duration of
study participation with the exception of the following:

o  Females of non-childbearing potential

o  Prepubescent adolescents

Exclusion criteria

» Patients who had no pigmented hair within any of the vitiligo areas on the face

» Other forms of vitiligo (e.g., segmental) or other differential diagnosis of vitiligo or
other skin depigmentation disorders (e.g., piebaldism, pityriasis alba, leprosy,
postinflammatory hypopigmentation, progressive macule hypomelanosis, nevus
anemicus, chemical leukoderma, and tinea versicolor)

¢ Patients who had used depigmentation treatments (e.g., monobenzone) for past
treatment of vitiligo or other pigmented areas. Prior use of hydroquinone was not
prohibited (as it is a bleaching agent, not a depigmentation treatment)

* Patients with concurrent conditions and history of other diseases:

Inclusion criteria
e Enrolled and receiving treatment in either TRUE-V1 or TRUE-V2

o Currently tolerating ruxolitinib cream in the parent study and no safety concerns
per investigators judgment

* Has demonstrated compliance, as assessed by the investigator, with the parent
study protocol requirements

» Willingness and ability to comply with scheduled visits, treatment plans, and any
other study procedures indicated in this protocol.

* Male and female patients must be willing to take appropriate contraceptive
measures to avoid pregnancy or fathering a child for the duration of study
participation, with the exception of the following:

a) Females of non-childbearing potential

b) Prepubescent adolescents (age 12-18 years old at the time enrolled in

parent studies).

e For adult patient, ability to comprehend and willingness to sign an informed
consent form (ICF); for adolescent patient, written informed consent of the
parent(s) or legal guardian and written assent from the adolescent patient when
possible*

Exclusion criteria

¢ Has been permanently discontinued from study treatment in the parent study for
any reason.

o Patients with an uncontrolled intercurrent iliness or any concurrent condition
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Study

TRuE-V1 (NCT04052425) (90) and TRUE-V2 (NCT04057573) (91)

TRUE-V LTE (NCT04530344) (92)

* Any other skin disease that, in the opinion of the investigator, would interfere with
the study medication application or study assessments

o Active acute bacterial, fungal, or viral skin infection (e.g., herpes simplex, herpes
zoster, chicken pox) within 1 week before baseline

« Conditions at baseline that would interfere with evaluation of vitiligo

* Any serious illness or medical, physical, or psychiatric condition(s) that, in the
investigator's opinion, would interfere with full participation in the study, including
administration of study drug and attending required study visits; pose a significant
risk to the patient; or interfere with interpretation of study data. Examples include
but are not limited to the following:

o  Clinically significant or uncontrolled cardiac disease, including unstable
angina, acute myocardial infarction within six months from Day one of study
drug administration, New York Heart Association Class Ill or IV congestive
heart failure, and arrhythmia requiring therapy or uncontrolled hypertension
(blood pressure > 150/90 mmHg) unless approved by the medical
monitor/sponsor

o History of thrombosis, including deep venous thrombosis and pulmonary
embolism

o  Patients with concurrent malignant disease or a history of that in the five
years preceding the baseline visit except for adequately treated
nonmetastatic malignancies

o Current and/or history of liver disease, including known hepatitis B or C,
with hepatic or biliary abnormalities

o  History of alcoholism or drug addiction within one year before screening or
current alcohol or drug use that, in the opinion of the investigator, will
interfere with the patient's ability to comply with the administration schedule
and study assessments

o  Patients who are committed to an institution by virtue of an order issued
either by the judicial or the administrative authorities

o Patients using any of the following treatments within the indicated washout
period before baseline:

o One week: Topical drugs when used on the vitiligo areas, for example,
corticosteroids, calcineurin, and phosphodiesterase type 4 inhibitors or retinoids
o Four weeks:

o  Melanocyte-stimulating agents (e.g., afamelanotide)

o Immunomodulating systemic medications (e.g., corticosteroids,
methotrexate, cyclosporine)

o Any other systemic therapies that could increase the skin sensitivity to UV /
visible light or impact skin pigmentation, for example, tetracyclines,
metoxypsoralens

o  Received live vaccine. Live vaccine is prohibited during the course of the
study and within four weeks after the EOT visit

o Eight weeks: Laser or any kind of phototherapy, including tanning bed or

that, in the investigator’s opinion, would jeopardise the safety of the patient or
compliance with the Protocol.

e Pregnant or breastfeeding woman.

» Patients who live with anyone participating in any current Incyte-sponsored
ruxolitinib cream study
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Study

TRuE-V1 (NCT04052425) (90) and TRUE-V2 (NCT04057573) (91)

TRUE-V LTE (NCT04530344) (92)

intentional UV exposure
» Five half-lives or 12 weeks, whichever is longer: Biologic agents, investigational
or experimental therapy or procedures for vitiligo. Investigational biologics should
be discussed with the sponsor to determine whether a longer period of
discontinuation is required
« Patients who have previously received JAK inhibitors, systemic or topical
» Patients with clinically significant abnormal laboratory values at screening:
e Haemoglobin (< 10 g/dL)
e Liver function tests:
o  Aspartate transaminase (AST) or alanine aminotransferase (ALT) = 2 x
upper limit normal (ULN)
o  Alkaline phosphatase and/or bilirubin > 1.5 x ULN (isolated bilirubin > 1.5 x
ULN is acceptable if bilirubin is fractionated and direct bilirubin < 35%)

o Severe renal disease (with creatinine clearance < 30 ml/min) or renal disease
requiring dialysis

o Clinically significant abnormal thyroid-stimulating hormone (TSH) or free
thyroxine (T4) at screening as determined by the investigator

» Positive serology test results at screening for human immunodeficiency virus
(HIV) antibody

e Body mass index (BMI) < 17 or > 40 kg/m2.

* Pregnant or lactating patients, or those considering pregnancy during the period
of their study participation

» Patients who, in the opinion of the investigator, are unable or unlikely to comply
with the administration schedule and study evaluations

* Employees of the sponsor or investigator or are otherwise dependents of them

Settings and locations
where the data were

TRuUE-V1: This trial was conducted at 45 study centres in North America (United
States and Canada) and Europe (Bulgaria, France, Germany, Italy, the

TRUE-V1: This trial was conducted at 45 study centres in North America (United
States and Canada) and Europe (Bulgaria, France, Germany, ltaly, the

collected Netherlands, Poland, and Spain). Netherlands, Poland, and Spain).
TRUE-V2: This trial was conducted at 49 study centres in North America (United TRUE-V2: This trial was conducted at 49 study centres in North America (United
States and Canada) and Europe (Bulgaria, France, Germany, ltaly, the States and Canada) and Europe (Bulgaria, France, Germany, ltaly, the
Netherlands, Poland, and Spain). Netherlands, Poland, and Spain).

Trial drugs Intervention Intervention
o Ruxolitinib cream, for 24 weeks e Cohort A: Patients were randomised 1:1 to receive ruxolitinib cream and vehicle
Comparator cream

e Vehicle cream

e Cohort B: Patients continued to receive ruxolitinib cream

Primary outcomes

* Proportion of patients achieving F-VASI75 response: Decrease (improvement) of
at least 75% from baseline in the facial Vitiligo Area Scoring Index (F-VASI; range,
0 to 3, with higher scores indicating a greater area of facial depigmentation) at
Week 24

o Time to relapse, defined as < F-VASI75, for patients who are randomised in
Cohort A

Secondary outcomes
(including scoring methods

* Proportion of patients achieving F-VASI50 response: Decrease (improvement) of
at least 50% from baseline in the facial vitiligo area scoring index (F-VASI; range, 0

o Time to maintain = F-VASI90 response, for patients who are randomised in
cohort A
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Study

TRuE-V1 (NCT04052425) (90) and TRUE-V2 (NCT04057573) (91)

TRUE-V LTE (NCT04530344) (92)

and timings of

to 3, with higher scores indicating a greater area of facial depigmentation) at Week

* Proportion of patients who achieve F-VASI50, F-VASI75 and F-VASI90 during

assessments) 24 and Week 52 the extension treatment period

» Proportion of patients achieving F-VASI75 response: Decrease (improvement) of » Actual measurements, change, and percentage change from baseline in F-
at least 75% from baseline in the facial vitiligo area scoring index (F-VASI; range, 0 | VASI.
to 3, with higher scores indicating a greater area of facial depigmentation) at Week * Proportion of patients who achieve T-VASI50, T-VASI75 and T-VASI90 during
24 and Week 52 the extension treatment period.

e Proportion of patients achieving F-VASI90 response: Decrease (improvement) of o Actual measurements, change, and percentage change from baseline in T-VASI
at least 90% from baseline in the facial vitiligo area scoring index (F-VASI; range, 0 « Actual measurements, change, and percentage change from baseline in F-BSA
to 3, with higher scores indicating a greater area of facial depigmentation) at Week | o Actual measurements, change, and percentage change from baseline in T-BSA.
24 and Week 52 o o « Proportion of patients achieving a VNS of “4 — A Iot less noticeable” or “5 — No

¢ Proportion of patients achieving T-VASI50 response: Achieving at least 50% longer noticeable” during the extension treatment period
improvement from baseline in T-VASI at Week 24 and Week 52 « Time to regain = F-VASI9O0 in patients who relapsed after entering extension

» Proportion of patients achieving T-VASI75 response: Achieving at least 75% treatment period
improvement from baseline in T-VASI at Week 24 and Week 52 « Time to regain = F-VASI75 in patients who relapsed after entering extension

* VNS 4/5: Proportion of patients achieving a VNS of “4 — A lot less noticeable” or | treatment period
“5 — No longer noticeable” at Week 24 and Week 52

Safety The frequency and severity of adverse events The frequency and severity of adverse events

Exploratory endpoints

* Proportion of participants achieving an F-PhGVA of clear (0) or almost clear (1)
during the treatment period (double-blind and treatment extension periods)

o Proportion of participants achieving a T-PhGVA of clear (0) or almost clear (1)
during the treatment period (double-blind and treatment extension periods)

e Change from baseline in DLQI (or CDLQI) during the treatment period (double-
blind and treatment extension periods)

e Change from baseline in VitiQoL during the treatment period (double-blind and
treatment extension periods)

e Change from baseline in HADS during the treatment period (double-blind and
treatment extension periods)

Abbreviations: ALT,

alanine aminotransferase; AST, aspartate transaminase; ; BSA, body surface area; CDLQI; children dermatology life quality index; DLQI,

dermatology life quality index; EOT, end of treatment; F-BSA, facial body surface area; F-PhGVA, facial physician's global vitiligo assessment; F-VASI 50/75/90,
achieving at least 50%/75%/90% improvement from baseline in face vitiligo area scoring index score; HADS, hospital anxiety and depression scale; HIV, human
immunodeficiency virus; ICF, informed consent form; JAK, janus kinase; T4, thyroxine; T-BSA; T-PhGVA; T-PhGVA, total physician’s global vitiligo assessment;
TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRuE-V2, topical ruxolitinib evaluation in vitiligo study 2; TRUE-V LTE, topical ruxolitinib evaluation in
vitiligo long-term extension; TSH, thyroid-stimulating hormone; T-VASI50/75, achieving at least 50%/75% improvement from baseline in total body vitiligo area
scoring index; ULN, upper limit normal; UV, ultraviolet; VitiQoL, vitiligo-specific quality-of-life instrument; VNS, vitiligo noticeability scale.

*Adolescents, who during the course of the study become legal adults, will be asked for their consent to continue the study, and in the event of lack thereof, will be
discontinued from further participation.
Source: INCB 18424-306 (TRuUE-V1) protocol (90), INCB 18424-307 (TRUE-V2) protocol (91), and INCB 18424-308 (TRUE-V LTE) protocol (92).
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B.2.3.1 TRuE-V1 (NCT04052425) and TRuE-V2 (NCT04057573)
TRUE-V1 and TRUuE-V2 are two identically designed Phase 3 studies composed of

double-blind vehicle-controlled and open-label treatment-extension periods lasting 24
and 28 weeks, respectively, that were conducted to evaluate the efficacy and safety of
ruxolitinib cream in patients with vitiligo (2, 3, 90, 91, 93).

An interactive response technology system was used to manage enrolment, including
assignment of patient trial numbers, tracking of visits, randomisation according to
prespecified characteristics, masking of trial-group assignments, and management of
trial-drug inventory (2, 3, 90, 91, 93).

Patients were stratified according to (2, 3, 90, 91, 93):

e Geographic region (North America or Europe), and

e Fitzpatrick skin type (I [pale white] or Il [white] vs. IlI [light brown] to VI [deeply
pigmented dark brown to black])

The trial design is illustrated in Figure 5. Following a screening period lasting up to 32
days, patients were randomly assigned in a 2:1 ratio to apply ruxolitinib cream or vehicle
control for 24 weeks to all vitiligo areas on the face and body. After completion of the
week 24 visit, all the patients were allowed to switch to ruxolitinib cream for an additional
28 weeks in an open-label treatment extension phase of the trials (2, 3, 90, 91, 93).
Patients and investigators remained unaware of the trial-group assignments throughout
the trials; the sponsor was aware of the trial-group assignments after database lock for

the primary analysis (2, 3, 90, 91, 93).
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Figure 5. Study design schema for TRUE-V1 and TRuE-V2 (90, 91)

Screening (up to 32 days) Double-Blind Treatment Extension
glup Y = (24 weeks) (28 weeks)
o
g Rux Cream
Adolescents and adult aged = 12 years =] . ] Follow-Up
- © 1.5% BID (n = 200)
Non-segmental vitiligo N -~ {30 days)
> 0.5% BSA on the face and = 0.5 F-VASI £ Rux Cream
> 3% BSA on nonfacial areas and = 3 T-VASI 3 1.5% BID
Total not to exceed 10% BSA c
© i _
N = 300 = Vehicle BID (n = 100)
L 2 A 2 A 2 * &
Week 0 34 40 46 52 EOS
(Day 1) EOT2

Abbreviation: BSA, body surface area; F-VASI, Face Vitiligo Area Scoring Index; F-VASI50, achieving at least 50%
improvement from baseline in face vitiligo area scoring index score; F-VASI75, achieving at least 75% improvement
from baseline in face vitiligo area scoring index score; F-VASI90, achieving at least 90% improvement from baseline
in face vitiligo area scoring index score; Rux, ruxolitinib cream; TRuE-V1, topical ruxolitinib evaluation in vitiligo study
1; TRUE-V2, topical ruxolitinib evaluation in vitiligo study 2; T-VASI, total body Vitiligo Area Scoring Index; T-VASI50,
achieving at least 50% improvement from baseline in total body vitiligo area scoring index; VNS 4 or 5, vitiligo
noticeability score of 4 or 5.

Source: INCB 18424 306 CSR and INCB 18424 307 CSR (2, 3).

Demographics and baseline characteristics

Demographics of all patients in the ITT population were generally well balanced -across
the treatment groups, and there were no meaningful differences in the demographic
characteristics of the study populations between studies (see Table 7) (95). In TRUE-V1,
patients were mostly adults (89.1%) with a higher proportion of female patients (56.4%)
and a mean age of 40.2 years (SD: 15.85 years). The majority of patients had Fitzpatrick
Skin Type I, IV, V, or VI (61.5%). A higher proportion of patients in the ruxolitinib cream
group were female (61.5%) than in the vehicle cream treatment group (45.9%) (2). In
TRUE-V2, patients were mostly adults (89.5%) with an approximately even sex
distribution and a mean age of 39.0 years (SD: 14.30 years). The majority of patients had
Fitzpatrick Skin Type lll, IV, V, or VI (73.2%). As planned, at least 10% of patients in each
study were adolescents (3). Participants (n = 13) from study site 710 in TRUE-V2 were
excluded from the study due to non-compliance with the protocol and concerns with data
quality (94). In the pooled population, demographics of all patients in the ITT population
were generally well balanced- across the treatment groups (2, 3).
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Table 7. Summary of demographic characteristics (ITT Population) (93, 95)

TRuE-V1 TRUE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total

Variable (N =109) (N = 221) (N =330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N =674)
Age (years)

n 109 221 330 115 229 344 224 450 674

Mean (SD) 39.7 (16.71) 40.5 40.2 39.8 (12.12) | 38.6 (15.29) | 39.0 (14.30) | 39.7 (14.50) | 39.5(15.38) | 39.6 (15.08)

(15.44) (15.85)

Median 38.0 40.0 39.0 39.0 38.0 38.0 39.0 39.0 39.0

Min, max 12,79 12,79 12,79 13, 68 12,77 12,77 12,79 12,79 12,79
Age group, n (%)

12 to 17 years 11 (10.1) 25 (11.3) 36 (10.9) 6 (5.2) 30 (13.1) 36 (10.5) 17 (7.6) 55 (12.2) 72 (10.7)

18 to 64 years 85 (78.0) 180 (81.4) | 265 (80.3) 106 (92.2) 186 (81.2) 292 (84.9) 191 (85.3) 366 (81.3) 557 (82.6)

2 65 years 13 (11.9) 16 (7.2) 29 (8.8) 3(2.6) 13 (5.7) 16 (4.7) 16 (7.1) 29 (6.4) 45 (6.7)

<40 years 63 (57.8) 117 (52.9) 180 (54.5) 64 (55.7) 132 (57.6) 196 (57.0) 127 (56.7) 249 (55.3) 376 (55.8)

> 40 years 46 (42.2) 104 (47.1) 150 (45.5) 51 (44.3) 97 (42.4) 148 (43.0) 97 (43.3) 201 (44.7) 298 (44.2)
Sex, n (%)

Male 59 (54.1) 85 (38.5) 144 (43.6) 55 (47.8) 117 (51.1) 172 (50.0) 114 (50.9) 202 (44.9) 316 (46.9)

Female 50 (45.9) 136 (61.5) 186 (56.4) 60 (52.2) 112 (48.9) 172 (50.0) 110 (49.1) 248 (55.1) 358 (53.1)
Fitzpatrick skin type, n (%)?2

I 3(2.8) 10 (4.5) 13 (3.9) 1(0.9) 2(0.9) 3(0.9) 4 (1.8) 12 (2.7) 16 (2.4)

I 40 (36.7) 74 (33.5) 114 (34.5) 32 (27.8) 57 (24.9) 89 (25.9) 72 (32.1) 131 (29.1) 203 (30.1)

11 43 (39.4) 89 (40.3) 132 (40.0) 45 (39.1) 90 (39.3) 135 (39.2) 88 (39.3) 179 (39.8) 267 (39.6)

v 15 (13.8) 34 (15.4) 49 (14.8) 25(21.7) 55 (24.0) 80 (23.3) 40 (17.9) 89 (19.8) 129 (19.1)

\Y 7(6.4) 11 (5.0) 18 (5.5) 10 (8.7) 17 (7.4) 27 (7.8) 17 (7.6) 28 (6.2) 45 (6.7)

VI 1(0.9) 3(1.4) 4(1.2) 2(1.7) 8 (3.5) 10 (2.9) 3(1.3) 11 (2.4) 14 (2.1)
Race, n (%)

White 96 (88.1) 180 (81.4) | 276 (83.6) 93 (80.9) 183 (79.9) 276 (80.2) 189 (84.4) 363 (80.7) 552 (81.9)

Black/African 4 (3.7) 11 (5.0) 15 (4.5) 5(4.3) 12 (5.2) 17 (4.9) 9(4.0) 23 (5.1) 32 (4.7)

American

Asian 4 (3.7) 5(2.3) 9(2.7) 7(6.1) 12 (5.2) 19 (5.5) 11 (4.9) 17 (3.8) 28 (4.2)
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TRuE-V1 TRuUE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total

Variable (N =109) (N = 221) (N =330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N =674)

American 0 1(0.5) 1(0.3) 0 1(0.4) 1(0.3) 0 2(0.4) 2(0.3)

Indian/Alaska

Native

Native 0 0 0 0 2(0.9) 2 (0.6) 0 2(0.4) 2(0.3)

Hawaiian/Pacific

Islander

Not reported 3(2.8) 16 (7.2) 19 (5.8) 3(2.6) 3(1.3) 6 (1.7) 6 (2.7) 19 (4.2) 25 (3.7)

Other 2(1.8) 8 (3.6) 10 (3.0 7(6.1) 16 (7.0) 23 (6.7) 9(4.0) 24 (5.3) 33 (4.9)
Ethnicity, n (%)

Hispanic or Latino 20 (18.3) 53 (24.0) 73 (22.1) 32 (27.8) 50 (21.8) 82 (23.8) 52 (23.2) 103 (22.9) 155 (23.0)

Not Hispanic or 86 (78.9 151 (68.3) | 237 (71.8) 80 (69.6) 175 (76.4) 255 (74.1) 166 (74.1) 326 (72.4) 492 (73.0)

Latino

Not reported 3(2.8) 15 (6.8) 18 (5.5) 3(2.6) 2(0.9) 5(1.5) 6 (2.7) 17 (3.8) 23 (3.4)

Unknown 0 1(0.5) 1(0.3) 0 0 0 0 1(0.2) 1(0.1)

Other 0 1(0.5) 1(0.3) 0 2(0.9) 2(0.6) 0 3(0.7) 3(0.4)
Region, n (%)

North America 73 (67.0) 147 (66.5) | 220 (66.7) 83 (72.2) 161 (70.3) 244 (70.9) 156 (69.6) 308 (68.4) 464 (68.8)

Europe 36 (33.0) 74 (33.5) 110 (33.3) 32 (27.8) 68 (29.7) 100 (29.1) 68 (30.4) 142 (31.6) 210 (31.2)
BMI (kg/m?)

Mean (SD) 26.13 (4.961) |26.60 (5.159)|26.44 (5.091)| 27.14 (4.978) | 26.75 (5.361) | 26.88 (5.232) | 26.65 (4.985) | 26.68 (5.257) | 26.67 (5.164)

Median 25.65 26.53 26.08 26.61 26.04 26.25 26.14 26.21 26.18

Min, max 17.2,39.9 17.0,54.2 17.0,54.2 17.4, 39.1 17.0, 46.0 17.0, 46.0 17.2,39.9 17.0, 54.2 17.0,54.2

Error! Reference source not found.

Type VI: never burns, always tans (deeply pigmented dark brown to darkest brown).

Type |: always burns, never tans (pale peach; blond or red hair; blue eyes; freckles).
Type II: usually burns, tans minimally (peach, fair; blond or red hair; blue, green, or hazel eyes).
Type lll: sometimes mild burn, tans uniformly (light brown; fair with any hair or eye color).

Type IV: burns minimally, always tans well (moderate brown).
Type V: very rarely burns, tans very easily (dark brown).

Note: Participants from study site 710 in the TRUE-V2 study are included in the summary of demographic characteristics.
Abbreviations: ITT, intention to treat; SD, standard deviation; TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRUE-V2, topical ruxolitinib evaluation in

vitiligo study 2.

Source: Summary of clinical efficacy. EMA submission (section 2.7.3) (95); Rosmarin et al, 2022 (93).
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Treatment groups were generally well-balanced in terms of extent of disease at baseline,
and there were no meaningful differences in baseline disease characteristics between
studies (2, 3).

For the majority of patients (67.9% and 59.6% for TRUE-V1 and TRUE-V2, respectively),
vitiligo was diagnosed in adulthood; the mean time since diagnosis was 13.63 years and
15.90 years before study entry for TRUE-V1 and TRuE-V2, respectively (see Table 8) (2,
3). In both studies, the majority of patients (74.2% and 73.8% for TRuUE-V1 and TRuUE-
V2, respectively) had stable disease. Baseline F-VASI score ranged from 0.40 to 3.00
with a median of 0.70 for TRuUE-V1 and from 0.45 to 3.00 with a median of 0.69 for TRUE-
V2. The majority of patients (78.2% and 83.7% for TRuE-V1 and TRUE-V2, respectively)
had an F-BSA involvement < 1.5%. Baseline T-VASI score ranged from 3.01 to 10.00
with a median of 6.34 for TRUE-V1 and from 2.65 to 10.00 with a median of 7.30 for TRUE-
V2. The T-BSA involved at baseline ranged from 3.2% to 10.0% with a median of 7.60%
for TRUE-V1 and from 3.50% to 10.10% with a median of 8.00% for TRUE-V2. These
baseline disease characteristics are consistent with those of a patient population with

vitiligo amenable to topical treatment (2, 3).

40



Table 8. Summary of baseline disease characteristics (ITT Population) (94, 95)

TRuE-V1 TRuE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total
Variable (N =109) (N =221) (N =330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N = 674)
Years since initial diagnosis of vitiligo
Mean (SD) 13.18 13.85 13.63 16.01 15.84 15.90 14.63 14.86 14.79
(10.042) (11.664) (11.143) (11.632) (12.118) (11.941) (10.955) (11.926) (11.604)
Median 11.96 10.60 11.08 13.97 12.95 12.99 12.11 11.76 11.97
Min, max 0.1,47.5 0.0, 60.5 0.0, 60.5 0.0,59.5 0.0, 50.3 0.0, 59.5 0.0, 59.5 0.0, 60.5 0.0, 60.5
Vitiligo diagnosed in childhood, n (%)
No 75 (68.8) 149 (67.4) | 224 (67.9) 72 (62.6) 133 (58.1) | 205(59.6) | 147 (65.6) | 282 (62.7) | 429 (63.6)
Yes 34 (31.2) 72 (32.6) 106 (32.1) 43 (37.4) 96 (41.9) 139 (40.4) 77 (34.4) 168 (37.3) | 245 (36.4)
Age at diagnosis, n (%)
0-5 years 7(6.4) 5(2.3) 12 (3.6) 7 (6.1) 17 (7.4) 24 (7.0) 14 (6.3) 22 (4.9) 36 (5.3)
6-11 years 12 (11.0) 40 (18.1) 52 (15.8) 14 (12.2) 49 (21.4) 63 (18.3) 26 (11.6) 89 (19.8) 115 (17.1)
12-17 years 15 (13.8) 27 (12.2) 42 (12.7) 22 (19.1) 30 (13.1) 52 (15.1) 37 (16.5) 57 (12.7) 94 (13.9)
Disease status, n (%)
Stable 80 (73.4) 165 (74.7) | 245 (74.2) 88 (76.5) 166 (72.5) | 254 (73.8) | 168 (75.0) | 331 (73.6) | 499 (74.0)
Progressive 29 (26.6) 56 (25.3) 85 (25.8) 27 (23.5) 63 (27.5) 90 (26.2) 56 (25.0) 119 (26.4) | 175 (26.0)
Other autoimmune disorders, n (%)
No 91 (83.5) 168 (76.0) | 259 (78.5) 97 (84.3) 192 (83.8) | 289 (84.0) | 188 (83.9) | 360 (80.0) | 548 (81.3)
Yes 18 (16.5) 53 (24.0) 71 (21.5) 18 (15.7) 37 (16.2) 55 (16.0) 36 (16.1) 90 (20.0) 126 (18.7)
F-VASI score?
Mean (SD) 0.999 0.932 0.954 0.834 0.898 0.877 0.915 0.915 0.915
(0.5942) (0.5813) (0.5855) (0.5233) (0.5242) (0.5240) (0.5638) (0.5526) (0.5559)
Median 0.740 0.690 0.700 0.600 0.700 0.685 0.695 0.700 0.700
Min, max 0.50,2.70 | 0.40,3.00 | 0.40,3.00 | 0.50,3.00 | 0.45,3.00 | 0.45,3.00 | 0.50,3.00 | 0.40,3.00 | 0.40, 3.00
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TRuUE-V1 TRuUE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total
Variable (N =109) (N =221) (N = 330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N =674)
F-BSA involvement (% of the total body)
Mean (SD) 1.15 1.05 1.09 0.92 0.98 0.96 1.03 1.02 1.02
(0.710) (0.692) (0.698) (0.569) (0.569) (0.569) (0.650) (0.632) (0.638)
Median 0.90 0.80 0.80 0.70 0.80 0.80 0.80 0.80 0.80
Min, max 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0 0.5,3.0
Categorical summary of F-BSA involvement, n (%)
<1.5% 86 (78.9) 172 (77.8) | 258 (78.2) 99 (86.1) 189 (82.5) | 288 (83.7) | 185(82.6) | 361 (80.2) | 546 (81.0)
>1.5% 23 (21.1) 49 (22.2) 72 (21.8) 16 (13.9) 40 (17.5) 56 (16.3) 39 (17.4) 89 (19.8) 128 (19.0)
T-VASI score
Mean (SD) 6.424 6.489 6.467 7.022 6.830 6.894 6.731 6.662 6.685
(1.9241) (2.0228) (1.9881) (2.1986) (2.0645) (2.1090) (2.0866) (2.0490) (2.0603)
Median 6.250 6.380 6.340 7.300 7.280 7.295 6.820 6.785 6.795
Min, max 3.06, 10.00 | 3.01, 10.00 | 3.01, 10.00 | 3.10, 10.00 | 2.65, 10.00 | 2.65, 10.00 | 3.06, 10.00 | 2.65, 10.00 | 2.65, 10.00
T-BSA involvement (% of the total body)
Mean (SD) 7.22 7.28 7.26 7.68 7.43 7.51 7.46 7.36 7.39
(2.008) (2.033) (2.022) (2.040) (2.018) (2.026) (2.033) (2.024) (2.026)
Median 7.30 7.70 7.60 8.30 7.90 8.00 7.70 7.70 7.70
Min, max 3.7,10.0 3.2,10.0 3.2,10.0 3.6, 10.1 3.5, 10.0 3.5,10.1 3.6, 10.1 3.2,10.0 3.2,10.1
Vitiligo in genital area, n (%)
No 48 (44.0) 99 (44.8) 147 (44.5) 57 (49.6) 112 (48.9) | 169 (49.1) | 105 (46.9) | 211 (46.9) | 316 (46.9)
Yes 61 (56.0) 122 (55.2) | 183 (55.5) 58 (50.4) 117 (51.1) | 175(50.9) | 119(53.1) | 239 (53.1) | 358 (53.1)
Prior therapy given for vitiligo, n (%)
No 48 (44.0) 90 (40.7) 138 (41.8) 39 (33.9) 86 (37.6) 125 (36.3) 87 (38.8) 176 (39.1) | 263 (39.0)
Yes 61 (56.0) 131 (59.3) | 192 (58.2) 76 (66.1) 143 (62.4) | 219 (63.7) | 137 (61.2) | 274 (60.9) | 411 (61.0)
Topical 28 (25.7) 67 (30.3) 95 (28.8) 28 (24.3) 66 (28.8) 94 (27.3) 56 (25.0) 133 (29.6) | 189 (28.0)

corticosteroids
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TRuUE-V1 TRuUE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total
Variable (N=109) (N =221) (N =330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N =674)
Vitamin D 2(1.8) 4 (1.8) 6 (1.8) 1(0.9) 0 1(0.3) 3(1.3) 4 (0.9) 7 (1.0)
derivatives
Topical 31(28.4) 72 (32.6) 103 (31.2) 37 (32.2) 74 (32.3) 111 (32.3) 68 (30.4) 146 (32.4) | 214 (31.8)
calcineurin
inhibitors
Phototherapy 31 (28.4) 61 (27.6) 92 (27.9) 46 (40.0) 77 (33.6) 123 (35.8) 77 (34.4) 138 (30.7) | 215(31.9)
Narrowband | 20 (18.3) 41 (18.6) 61 (18.5 27 (23.5) 52 (22.7) 79 (23.0) 47 (21.0) 93 (20.7) 140 (20.8)
ultraviolet B
(NB-UVB)
Others
Psoralen 4 (3.7) 8 (3.6) 12 (3.6) 8 (7.0) 15 (6.6) 23 (6.7) 12 (5.4) 23 (5.1) 35 (5.2)
and
ultraviolet
A (PUVA)
Excimer 8 (7.3) 18 (8.1) 26 (7.9) 14 (12.2) 16 (7.0) 30 (8.7) 22 (9.8) 34 (7.6) 56 (8.3)
laser
Other 2(1.8) 1(0.5) 3(0.9) 1(0.9) 5(2.2) 6 (1.7) 3(1.3) 6 (1.3) 9(1.3)
Surgical 0 0 0 0 1(0.4) 1(0.3) 0 1(0.2) 1(0.1)
techniques
Other therapy
Oral steroid 2 (1.8) 5(2.3) 7(2.1) 0 5(2.2) 5(1.5) 2 (0.9) 10 (2.2 12 (1.8
Other 7(6.4) 18 (8.1) 25 (7.6) 13 (11.3) 23 (10.0) 36 (10.5) 20 (8.9) 41 (9.1) 61 (9.1
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TRuUE-V1 TRuUE-V2 Pooled Population
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream Total cream cream Total cream cream Total
Variable (N =109) (N =221) (N = 330) (N =115) (N = 229) (N = 344) (N = 224) (N = 450) (N =674)
History of acne vulgaris, n (%)
No 84 (77.1) 180 (81.4) | 264 (80.0) 93 (80.9) 174 (76.0) | 267 (77.6) | 177 (79.0) | 354 (78.7) | 531 (78.8)
Yes 25 (22.9) 41 (18.6) 66 (20.0) 22 (19.1) 55 (24.0) 77 (22.4) 47 (21.0) 96 (21.3) 143 (21.2)
Currently have acne vulgaris on the face, n (%)
No 102 (93.6) | 204 (92.3) | 306(92.7) | 111(96.5) | 211 (92.1) | 322 (93.6) | 213 (95.1) | 415(92.2) | 628 (93.2)
Yes 7 (6.4) 17 (7.7) 24 (7.3) 4 (3.5) 18 (7.9) 22 (6.4) 11 (4.9) 35 (7.8) 46 (6.8)

Note: Participants from study site 710 in the TRUE-V2 study are included in the summary of baseline disease characteristics.
Abbreviations: F-BSA, facial body surface area; F-VASI, Face Vitiligo Area Scoring Index; ITT, intention to treat; NB-UVB, narrowband ultraviolet B; PUVA,

psoralen and ultraviolet A; SD, standard deviation; TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRUE-V2, topical rlitinib evaluation in vitiligo study 2; T-
BSA, total body surface area; T-VASI, total body Vitiligo Area Scoring Index.
aScores on the facial Vitiligo Area Scoring Index (F-VASI) range from 0 to 3, with higher scores indicating a greater area of facial depigmentation.

Source: Summary of clinical efficacy. EMA submission (section 2.7.3) (95); Opzelura assessment report (EMA/135534/2023) (94).
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Patient disposition in TRUE-V1 and TRUE-V2
The patient disposition in TRUE-V1 and TRuUE-V2 is shown in

Figure 6 (93).

Figure 6. Patient disposition in TRUE-V1 and TRuE-V2 (93)
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Source: Opzelura assessment report. (EMA/135534/2023) (94).

Abbreviations: COVID-19, coronavirus disease 2019; ITT, intention to treat; TRUE-V1, topical ruxolitinib evaluation in

vitiligo study 1; TRUE-V2, topical ruxolitinib evaluation in vitiligo study 2; TRUE-V LTE, topical ruxolitinib evaluation in

vitiligo long-term extension. The ITT population consisted of 661 participants; participants (n = 13) from study site 710
were excluded from the study due to non-compliance with the protocol and concerns with data quality.
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B.2.3.2 TRUE-VLTE

TRuUE-V LTE is a Phase 3, double-blind, vehicle-controlled, randomised withdrawal and
treatment extension study that enrolled eligible patients who have completed either
TRUE-V1 or TRUE-V2 (parent studies) in which the patients will have been using
ruxolitinib cream for the previous 28 to 52 weeks (depending on their initial randomisation
in the parent study; see Figure 7) (92). Patients who successfully completed either of the
parent studies and tolerated ruxolitinib cream without safety concerns and with good
compliance for continuation were eligible to participate in this treatment extension study
(92).

Eligible patients in this treatment extension study were assigned to one of two cohorts,
Cohort A or Cohort B, based on their F-VASI responses at the time of enrolment in this
extension study (i.e., at Week 52) (92).

Cohort A

Patients who achieved complete or near-complete facial repigmentation (i.e., achieve F-
VASI90) at Week 52 in the parent study were assigned to Cohort A, stratified by the
original treatment received on study Day 1 of the parent study, and randomised 1:1 to
vehicle cream or ruxolitinib cream for an additional 52 weeks (i.e., until EOT at Week
104). Any patients in Cohort A who experienced relapse (defined as < F-VASI75) received
ruxolitinib cream as an open-label rescue treatment until they completed treatment (Week
104 or EOT) (92). In Cohort A, the patient, investigator, and sponsor remained blinded to

treatment assignment.
Cohort B

Patients who did not achieve F-VASI90 at Week 52 of the parent studies were assigned
to Cohort B and continued ruxolitinib cream for a further 52 weeks (i.e., until EOT at Week
104) (92). Cohort B was open-label (92).
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Figure 7. TRUE-V LTE study design schema (92)
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Abbreviations: EOS, end of study; EOT, end of treatment; F-VASI90; 90% improvement from baseline in Face Vitiligo
Area Scoring Index score; TRuUE-V LTE, topical ruxolitinib evaluation in vitiligo long-term extension.

Source: INCB 18424-308 clinical study protocol (amendment 2) (92).

1. All patients in Cohort A will use their randomly assigned treatment (either vehicle or ruxolitinib cream) on both the
face and total body.

2. Rescue treatment: If, at any time, a patient in Cohort A loses a clinically meaningful response on the face (< F-
VASI75), the patient will receive open-label ruxolitinib cream until Week 104 or EOT.

Demographics and baseline characteristics

Demographic characteristics in Cohort A (patients who had achieved F-VASI90 at
Week 52) were generally well-balanced across the treatment groups. Overall, patients
were mostly adults (89.7%), while 10.3% of patients were aged 12 to < 18 years. The
mean age of patients was 41.1 years (standard deviation [STD]: 14.38 years). The
majority of patients were White (77.6%), had Fitzpatrick Skin Type Il or lll (62.1%), and
were female (55.2%) (4).

Patients in Cohort B (patients who had not achieved F-VASI90 at Week 52) were mostly
adults (86.5%), while 13.5% of patients were aged 12 to < 18 years. The mean age of
patients was 39.4 years (STD: 15.82 years). The maijority of patients were White (83.9%),
had Fitzpatrick Skin Type Il or lll (74.0%), and were female (55.6%). There were no
meaningful differences between patients initially randomised to ruxolitinib cream and

patients initially randomised to vehicle cream in the parent studies (4).

Demographic characteristics of patients in Cohort B were similar to those of patients in
Cohort A with 1 exception; a higher proportion of patients in Cohort A had Fitzpatrick Skin
Types IV, V, and VI (37.9% vs 24.1%) (Table 9) (4).
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Table 9. Summary of demographics and baseline characteristics — full analysis
set (FAS) population: Cohorts A and B (4)

Cohort A
Vehicle Ruxolitinib Total
_ Cream Cream (N :1a1 6)
Variable (N =58) (N =58)
Age (years)
n 58 58 116
Mean (STD) 39.3 (12.49) 42.9 (15.95) 41.1 (14.38)
Median 40.0 44.0 42.0
Min, max 13,70 12,71 12, 71
Age group, n (%)
12 to < 18 years 4 (6.9) 8(13.8) 12 (10.3)
18 to < 65 years 53 (91.4) 46 (79.3) 99 (85.3)
> 65 years 1(1.7) 4 (6.9) 5(4.3)
<40 years 32 (55.2) 21 (36.2) 53 (45.7)
> 40 years 26 (44.8) 37 (63.8) 63 (54.3)
Sex, n (%)
Male 27 (46.6) 25 (43.1) 52 (44.8)
Female 31 (53.4) 33 (56.9) 64 (55.2)
Skin Type, n (%)
I 0(0.0) 0(0.0) 0(0.0)
Il 15 (25.9) 22 (37.9) 37 (31.9)
] 18 (31.0) 17 (29.3) 35 (30.2)
v 16 (27.6) 13 (22.4) 29 (25.0)
\Y 7(12.1) 4 (6.9) 11 (9.5)
VI 2(3.4) 2(3.4) 4 (3.4)
Race, n (%)
White 42 (72.4) 48 (82.8) 90 (77.6)
Black/African American 5 (8.6) 4 (6.9) 9 (7.8)
Asian 4 (6.9) 3(5.2) 7 (6.0)
Native Hawaiian or other 1(1.7) 0(0.0) 1(0.9)
Pacific Islander
Not reported 2(3.4) 1(1.7) 3(2.6)
Other 4 (6.9) 2(3.4) 6 (5.2)
Ethnicity, n (%)
Hispanic or Latino 11 (19.0) 13 (22.4) 24 (20.7)
Not Hispanic or Latino 45 (77.6) 43 (74.1) 88 (75.9)
Not reported 2(3.4) 1(1.7) 3 (2.6)
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Unknown 0 (0.0) 0 (0.0) 0 (0.0)
Other 0(0.0) 1(1.7) 1(0.9)
Region, n (%)
North America 40 (69.0) 37 (63.8) 77 (66.4)
Europe 18 (31.0) 21 (36.2) 39 (33.6)
BMI (kg/m?)
n 58 58 116
Mean (STD) 25.99 (4.305) 27.06 (5.405) 26.53 (4.895)
Median 25.30 26.83 25.61
Min, max 18.5, 39.7 17.0, 39.9 17.0, 39.9
Cohort B
Vehicle cream to Ruxolitinib_ cream
Ruxolitinib cream? to Ruxolitinib T_otal
_ (N = 118) cr_eam (N = 342)
Variable (N = 224)
Age (years)
n 118 224 342
Mean (STD) 39.7 (14.62) 39.3 (16.45) 39.4 (15.82)
Median 39.0 39.0 39.0
Min, max 13,71 12,79 12,79
Age group, n (%)
12 to < 18 years 10 (8.5) 36 (16.1) 46 (13.5)
18 to < 65 years 99 (83.9) 170 (75.9) 269 (78.7)
= 65 years 9(7.6) 18 (8.0) 27 (7.9)
<40 years 71 (60.2) 122 (54.5) 193 (56.4)
> 40 years 47 (39.8) 102 (45.5) 149 (43.6)
Sex, n (%)
Male 57 (48.3) 95 (42.4) 152 (44.4)
Female 61 (51.7) 129 (57.6) 190 (55.6)
Skin Type, n (%)
I 1(0.8) 6 (2.7) 7 (2.0)
Il 45 (38.1) 51 (22.8) 96 (28.1)
] 51 (43.2) 106 (47.3) 157 (45.9)
v 14 (11.9) 43 (19.2) 57 (16.7)
\Y 6 (5.1) 13 (5.8) 19 (5.6)
VI 1(0.8) 5(2.2) 6 (1.8)
Race, n (%)
White 107 (90.7) 180 (80.4) 287 (83.9)
Black/African American 3(2.5) 11 (4.9) 14 (4.1)
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Asian 3(2.5) 8 (3.6) 11 (3.2)

American Indian or Alaska 0 (0.0) 1(0.4) 1(0.3)
Native

Native Hawaiian or other 0(0.0) 1(0.4) 1(0.3)
Pacific Islander

Not reported 3(2.5) 13 (5.8) 16 (4.7)

Other 2(1.7) 10 (4.5 12 (3.5)
Ethnicity, n (%)

Hispanic or Latino 16 (13.6) 53 (23.7) 69 (20.2)

Not Hispanic or Latino 99 (83.9) 157 (70.1) 256 (74.9)

Not reported 3(2.5) 11 (4.9) 14 (4.1)

Unknown 0(0.0) 1(0.4) 1(0.3)

Other 0(0.0) 2(0.9) 2(0.6)
Region, n (%)

North America 71 (60.2) 137 (61.2) 208 (60.8)

Europe 47 (39.8) 87 (38.8) 134 (39.2)
BMI (kg/m?)

n 118 224 342

Mean (STD) 26.05 (4.892) 26.30 (5.397) 26.21 (5.222)

Median 25.42 26.12 25.72

Min, max 17.4,39.9 17.0, 46.0 17.0, 46.0

aThis cohort relates to patients who were switched from vehicle to ruxolitinib cream at Week 24 in the parent studies

(TRUE-V1 and TRUE-V2).

Note: Baseline was the last non-missing measurement obtained before or on the day of the first application of study

drug in the parent study.
Abbreviations: FAS, full analysis set; STD, standard deviation.
Source: INCB 18424-308 (TRUE-V LTE) clinical study report (4).

Baseline Disease Characteristics

The study population in Cohort A (patients who had achieved = F-VASI90 at Week 52)
was largely composed of patients with long-standing vitiligo; the mean time since
diagnosis was 13.01 years (STD: 11.002 years) before study entry (see Table 10) (4).
The maijority of patients (70.7%) had stable disease at baseline (4).

Treatment groups were generally well-balanced in terms of disease extent at baseline.
The F-VASI score ranged from 0.4 to 3.0 with a median score of 0.7. The F-BSA
involvement at baseline ranged from 0.5% to 3.0% with a median of 0.8%. The T-VASI
score ranged from 3.1 to 10.0 with a median score of 5.8. The T-BSA involvement at
baseline ranged from 3.6% to 10.0% with a median of 6.9% (4).
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The study population in Cohort B (patients who had not achieved = F-VASI90 at Week 52)
was largely composed of patients with long-standing vitiligo; the mean time since
diagnosis was 15.3 years (STD: 11.67 years) before study entry (see Table 10) (4). The

majority of patients (75.4%) had stable disease at baseline (4).

The F-VASI score ranged from 0.5 to 2.8 with a median score of 0.68. The F-BSA
involvement at baseline ranged from 0.5% to 3.0% with a median of 0.8%. The T-VASI
score ranged from 2.65 to 10.0 with a median score of 6.85. The T-BSA involvement at
baseline ranged from 3.2% to 10.1% with a median of 7.95%. There were no meaningful
differences between patients initially randomised to ruxolitinib cream or vehicle cream in

the parent studies (4).

Baseline disease characteristics with respect to disease extent and years since diagnosis
were similar for patients in Cohorts A and B. Differences in other baseline disease

characteristics for Cohorts A and B were as follows (4):

Patients in Cohort B were more likely to have been diagnosed with vitiligo in childhood
(26.7% vs 37.7% for Cohorts A and B, respectively).

e Patients in Cohort B were less likely to have received prior therapy for vitiligo (71.6%

vs 60.5% for Cohorts A and B, respectively).

e Patients in Cohort B were less likely to have progressive disease at screening and
baseline (29.3% vs 24.6% for Cohorts A and B, respectively).

e Patients in Cohort B were more likely to have a history of acne vulgaris (11.2% vs
24.3% for Cohorts A and B, respectively) and acne vulgaris on the face at screening
and baseline (0.9% vs 7.9% for Cohorts A and B, respectively).
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Table 10. Summary of baseline disease characteristics (FAS: Cohorts A and B) (4)

Cohort A
Vehicle cream Ru:roe:tir:ib Total
Variable (N =58) (N = 58) (N =116)
Years since initial diagnosis of vitiligo
n 58 58 116
Mean (STD) 13.10 (9.859) 12.92 (12.125) 13.01 (11.002)
Median 11.61 9.73 10.01
Min, max 0.0, 34.9 0.7, 46.6 0.0, 46.6
Vitiligo diagnosed in childhood, n (%)
No 42 (72.4) 43 (74.1) 85 (73.3)
Yes 16 (27.6) 15 (25.9) 31 (26.7)
Age at diagnosis, n (%)
0-5 years 1(1.7) 4 (6.9) 5(4.3)
6-11 years 8(13.8) 10 (17.2) 18 (15.5)
12-17 years 7(12.1) 1(1.7) 8 (6.9)
Disease status, n (%)
Stable 42 (72.4) 40 (69.0) 82 (70.7)
Progressive 16 (27.6) 18 (31.0) 34 (29.3)
Other autoimmune disorders, n (%)
No 46 (79.3) 48 (82.8) 94 (81.0)
Yes 12 (20.7) 10 (17.2) 22 (19.0)
F-VASI score
n 58 58 116
Mean (STD) 0.867 (0.4881) 0.987 (0.6382) 0.927 (0.5689)
Median 0.700 0.690 0.700
Min, max 0.50, 3.00 0.40, 3.00 0.40, 3.00
F-BSA involvement (% of the total body)
n 58 58 116
Mean (STD) 0.92 (0.494) 1.09 (0.739) 1.01 (0.632)
Median 0.80 0.75 0.80
Min, max 0.5,3.0 0.5,3.0 0.5,3.0
Categorical summary of F-BSA involvement, n (%)
<1.5% 52 (89.7) 43 (74.1) 95 (81.9)
21.5% 6 (10.3) 15 (25.9) 21 (18.1)
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Cohort A

Ruxolitinib

Vehicle cream cream Total
Variable (N =58) (N = 58) (N =116)
T-VASI score
n 58 58 116
Mean (STD) 6.127 (2.1021) 6.295 (2.0233) 6.211 (2.0558)
Median 5.725 5.925 5.800
Min, max 3.10, 10.00 3.10, 10.00 3.10, 10.00
T-BSA involvement (% of the total body)
n 58 58 116
Mean (STD) 6.84 (2.179) 6.86 (1.912) 6.85 (2.041)
Median 6.70 6.95 6.90
Min, max 3.6, 10.0 3.7,10.0 3.6, 10.0
Prior therapy given for vitiligo, n (%)
No 15 (25.9) 18 (31.0) 33 (28.4)
Yes 43 (74.1) 40 (69.0) 83 (71.6)
History of acne vulgaris, n (%)
No 51 (87.9) 52 (89.7) 103 (88.8)
Yes 7(12.1) 6 (10.3) 13 (11.2)
Currently have acne vulgaris on the face, n (%)
No 57 (98.3) 58 (100.0) 115 (99.1)
Yes 1(1.7) 0(0.0) 1(0.9)
Vitiligo in genital area, n (%)
No 28 (48.3) 31 (53.4) 59 (50.9)
Yes 30 (51.7) 27 (46.6) 57 (49.1)
Cohort B
Vehicle cream R:r);lri:i:‘;b
to Ruxolitinib Ruxolitinib Total
cream?® cream (N = 342)
Variable (N =118) (N = 224)
Years since initial diagnosis of vitiligo
n 118 224 342
Mean (STD) 16.16 (11.574) 14.85 (11.717) 15.30 (11.667)
Median 13.63 11.74 12.15
Min, max 0.0, 59.5 0.0,54.4 0.0, 59.5
Vitiligo diagnosed in childhood, n (%)
No 75 (63.6) 138 (61.6) 213 (62.3)
Yes 43 (36.4) 86 (38.4) 129 (37.7)
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Vehicle cream

Ruxolitinib

to Ruxolitinib |~ Sreamte Total
cream?® (N = 342)
. (N =118) cream
Variable (N = 224)
Age at diagnosis, n (%)
0-5 years 10 (8.5) 9(4.0) 19 (5.6)
6-11 years 12 (10.2) 48 (21.4) 60 (17.5)
12-17 years 21(17.8) 29 (12.9) 50 (14.6)
Disease status, n (%)
Stable 91 (77.1) 167 (74.6) 258 (75.4)
Progressive 27 (22.9) 57 (25.4) 84 (24.6)
Other autoimmune disorders, n (%)
No 92 (78.0) 182 (81.3) 274 (80.1)
Yes 26 (22.0) 42 (18.8) 68 (19.9)
F-VASI score
n 118 224 342
Mean (STD) 0.879 (0.5429) 0.911 (0.5526) 0.900 (0.5487)
Median 0.670 0.690 0.680
Min, max 0.50, 2.70 0.50, 2.80 0.50, 2.80
F-BSA involvement (% of the total body)
n 118 224 342
Mean (STD) 1.01 (0.632) 1.02 (0.637) 1.02 (0.634)
Median 0.80 0.80 0.80
Min, max 0.5, 3.0 0.5, 3.0 0.5, 3.0
Categorical summary of F-BSA involvement, n (%)
<1.5% 100 (84.7) 177 (79.0) 277 (81.0)
21.5% 18 (15.3) 47 (21.0) 65 (19.0)
T-VASI score
n 118 224 342
Mean (STD) 6.694 (2.1496) 6.730 (2.0203) 6.718 (2.0627)
Median 6.725 6.950 6.850
Min, max 3.06, 10.00 2.65, 10.00 2.65, 10.00
T-BSA involvement (% of the total body)
n 118 224 342
Mean (STD) 7.42 (2.064) 7.50 (2.000) 7.47 (2.020)
Median 7.60 8.05 7.95
Min, max 3.7,101 3.2,10.0 3.2,101
Prior therapy given for vitiligo, n (%)
No | 49415 | 86(384) 135 (39.5)
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. Ruxolitinib
Vehicle cream cream to
to Ruxolitinib Ruxaolitinib Total
cream?® (N = 342)
(N = 118) cream
Variable (N = 224)
Yes 69 (58.5) 138 (61.6) 207 (60.5)
History of acne vulgaris, n (%)
No 86 (72.9) 173 (77.2) 259 (75.7)
Yes 32 (27.1) 51 (22.8) 83 (24.3)
Currently have acne vulgaris on the face, n (%)
No 110 (93.2) 205 (91.5) 315 (92.1)
Yes 8 (6.8) 19 (8.5) 27 (7.9)
Vitiligo in genital area, n (%)
No 55 (46.6) 110 (49.1) 165 (48.2)
Yes 63 (53.4) 114 (50.9) 177 (51.8)

aThis cohort relates to patients who were switched from vehicle to ruxolitinib cream at Week 24 in the parent studies
(TRUE-V1 and TRUE-V2).

Note: Baseline was the last nonmissing measurement obtained before or on the day of the first application of study
drug in the parent study.

Abbreviations: FAS, full analysis set; F-BSA, facial body surface area; F-VASI, facial vitiligo area scoring index; STD,
standard deviation; T-BSA, total body surface area.

Source: INCB 18424-308 (TRuE-V LTE) clinical study report (4).
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Patient disposition in TRUE-V LTE

The patient disposition of Cohorts A and B in TRuE-V LTE is shown in Figure 8 and

Figure 9 (4).

Figure 8. Patient disposition (FAS: Cohort A) (4)

Participants randomized

N=116

v

v

Vehicle Cream BID
N =58 (100%)
Treated

Ruxolitinib 1.5% Cream BID
N=358(100%)
Treated

N=17 (29.3%)
Discontinued treatment
Primary reason:
Lost to follow-up (3)
Study terminated by Sponsor (1)2
Withdrawal by participant (13)

N =17 (29.3%)
Withdrew from the study
Primary reason:
Lost to follow-up (3)
Withdrawal by participant (14)

A

N=9(15.5%)
Discontinued treatment
Primary reason:
Lost to follow-up (3)
Study terminated by Sponsor (1)2
Withdrawal by participant (5)

N=8(13.8%)
Withdrew from the study
Primary reason:
Lost to follow-up (3)
Withdrawal by participant (5)

Y

N=41(70.7%)
Completed treatment

N=41(70.7%)
Completed the study

N =49 (84.5%)
Completed treatment

N=50(86.2%)
Completed the study

2 Patient was at Site 710.
Abbreviations: FAS, full analysis set.

Source: INCB 18424-308 (TRUE-V LTE) clinical study report (4).
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Figure 9. Patient disposition (FAS: Cohort B) (4)

N=342
Participants enrolled

v v

Vehicle Cream BID to [Ruxolitinib 1.5% Cream BID to
Ruxolitinib 1.5% Cream BID Ruxolitinib 1.5% Cream BID
N =118 (100%) N =224 (100%)
Treated Treated
N =25 (21.2%) N =47 (21.0%)
Discontinued treatment Discontinued treatment
Primary reason: Primary reason:
AE (1) AE (1)
Lack of efficacy (0) il ™ Lack of efficacy (2)
Lost to follow-up (2) Lost to follow-up (8)
Physician decision (1) Physician decision (1)
Pregnancy (2) Pregnancy (2)
Study terminated by Sponsor (0) Study terminated by Sponsor (2)P
Withdrawal by participant (17) Withdrawal by participant (31)
Discontinued due to COVID-19 Discontinued due to COVID-19
pandemic (1) pandemic (0)
Other (1) Other (0)
N =26 (22.0%) N =51 (22.8%)
Withdrew from the study Withdrew from the study
Primary reason: Primary reason:
AE (0) AE (1)
Lack of efficacy (0) Lack of efficacy (1)
Lost to follow-up (3) Lost to follow-up (10)
Physician decision (1) Physician decision (1)
Pregnancy (2) Pregnancy (1)
Protocol violation (0) Protocol violation (1)
Study terminated by Spensor (0) Study terminated by Sponsor (1)P
Withdrawal by participant (18) Withdrawal by participant (33)
Discontinued due to COVID-19 Discontinued due to COVID-19
pandemic (1) pandemic (0)
Other (1) Other (2)
A 4 A 4
N =93 (78.8%) N =177 (79.0%)
Completed treatment Completed treatment
N =92 (78.0%) N= 173 (77.2%)
Completed the study Completed the study

Abbreviations: AE, adverse event; COVID-19, coronavirus disease 2019; FAS, full analysis set.

Source: INCB 18424-308 (TRuE-V LTE) clinical study report (4).

Note: The treatment group is based on the actual treatment applied in the parent studies.

@ The patient had a serious TEAE of acute respiratory failure that led to study drug interruption. The patient was
withdrawn from the study due to a TEAE of cardiac ventricular thrombosis with onset while the study drug was
interrupted (ie, study drug application was never restarted after the interruption).

b Patient(s) was at Site 710.
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B.2.4  Statistical analysis and definition of study groups in the
relevant clinical effectiveness evidence

The statistical analysis methods and definitions of study groups used in the pivotal TRuE-
V1 and TRuE-V2 trials are described in Table 11 (2, 3, 90, 91) and Table 12 (92),

respectively.
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B.2.4.1 Statistical methods and analysis sets

Table 11. Summary of statistical analysis in the TRUE-V1 and TRuE-V2 trials (2, 3, 90, 91)

S} GED TRUE-V1 (NCT04052425) and TRUE-V2 (NCT04057573)
(number)

Research_ The efficacy of ruxolitinib cream is superior to that of vehicle cream
hypothesis

Populations for

e ITT: Includes all randomised patients. Treatment groups for this population are defined according to the treatment assignment at randomisation. The
ITT population was used for the analyses of efficacy and summaries of demographics, baseline characteristics, and patient disposition.

e Per protocol (PP): Includes randomised patients who are considered to be sufficiently compliant with the protocol
e Safety: Includes all patients who applied at least 1 dose of study drug. Treatment groups for this population will be determined according to the actual

analysis for key
secondary and
exploratory
endpoints

analysis treatment the patient received on Day 1.
¢ Pharmacokinetic (PK) / pharmacodynamic (PD) evaluable: Includes patients who applied at least 1 dose of ruxolitinib cream and provided at least 1
post-dose blood sample for PK. The study pharmacokineticst will review data listings of patient administration and sample records to identify patients to
be excluded from the analysis.
Statistical For the individual TRUE-V1 and TRUE-V2 studies, the primary alternative hypothesis (superiority of ruxolitinib cream compared with vehicle cream) at Week
analysis for 24 was tested using exact logistic regression. This model included the treatment group and stratification factors of skin type (Fitzpatrick scale Type | and Il or
primary Type llI, IV, V, and VI) and geographic region (North America or Europe). The unadjusted p value between the ruxolitinib cream group versus vehicle was
endpoint compared at 2 sided a = 0.05 level. Odds ratio (OR) and 95% Cls in response rates (ruxolitinib cream vs vehicle) at Week 24 were also computed. The primary
endpoint was also examined for the PP population using the same model as the primary analysis.
Statistical Key secondary efficacy endpoints for binary outcomes (F-VASI 50, F-VASI90 and T-VASI 50) were analysed using similar methods to those specified in the

primary analysis. For the continuous outcome (the percent change from baseline in F-BSA at Week 24) an analysis of covariance (ANCOVA) model was used
with treatment group, stratification factors, and baseline value as covariates. A test for superiority between ruxolitinib cream and vehicle cream was performed
using the least squares mean (LSM) estimate of the percent change from baseline in F-BSA at Week 24 from the ANCOVA model. Superiority was established
if the p value of the difference (ruxolitinib cream minus vehicle) was less than 0.05. For continuous secondary efficacy endpoints, a mixed-effect model with
repeated measurements was fit for the comparisons between ruxolitinib cream cream group and vehicle cream group. For categorical secondary endpoints, a
similar exact logistic regression models as specified in the primary and key secondary analysis was used if applicable.

Sample size &

Approximately 300 patients were randomised 2:1 to ruxolitinib cream or vehicle and stratified by baseline skin type (Fitzpatrick scale Type | and Il vs Type llI,

withdrawals

power IV, V, and VI) and region (North America or Europe); adolescents made up at least 10% of the study population. The sample size is calculated to provide
calculation sufficient power (> 85%) to detect a difference between the ruxolitinib cream with the vehicle in primary and key secondary endpoints.

Data The coronavirus disease 2019 (COVID-19) pandemic had an impact on the clinical study participation, which led to both increased discontinuations and missed
management, efficacy assessments. To minimise potential bias from missing values and the impact on study interpretation, multiple imputation was used to replace non-
patient responder imputation (NRI) as the primary method for handling missing values in the analyses of the primary and key secondary endpoints. All patients who

were missing the F-VASI assessment at a given visit in the double-blind period were handled using multiple imputation under the missing-at-random
assumption. For multiple imputation, a fully conditional specification method that assumes the existence of a joint distribution for all variables was used to
impute the numerical score.

Sensitivity analyses performed on the primary endpoint include:
¢ Non-responder imputation. Participants who were missing postbaseline values were defined as non-responders.
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e Last observed non-missing post-baseline value was used to fill in missing values at Week 24.

e Atipping point sensitivity analysis was conducted to examine the potential effects of missing data. The missing F-VASI75 response at Week 24 in each
treatment group was replaced by a range of values from the most conservative case (all missing is non-response) to the most aggressive case (all
missing is response).

Abbreviations: ANCOVA,; analysis of covariance; COVID-19, coronavirus disease 2019; F-BSA, facial body surface area; F-VASI 50, 50% improvement from baseline in face
vitiligo area scoring index score; F-VASI 75, 75% improvement from baseline in face vitiligo area scoring index score; F-VASI 90, 90% improvement from baseline in face vitiligo
area scoring index score; ITT, intention to treat; LSM, least squares mean; NRI, non-responder imputation; OR, odds ratio; PK, phamacokinetic; PP, per protocol; TRuE-V1,
topical ruxolitinib evaluation in vitiligo study 1; TRUE-V2, topical ruxolitinib evaluation in vitiligo study 2; T-VASI 50, 50% improvement in total body Vitiligo Area Scoring Index.

Source: INCB 18424-306 CSR; INCB 18424-307 CSR; Opzelura assessment report (EMA/135534/2023) (2, 3, 94)
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Table 12. Summary of statistical analysis in TRUE-V LTE (92)

Study name
(number)

TRuUE-V LTE (NCT04530344)

Populations for

FAS: All participants enrolled in the study who receive at least 1 dose of study drug (ruxolitinib cream or vehicle) at or after Week 52.2

ITT in long-term extension (ITT-Ext): All participants who achieve = F-VASI90 at Week 522 and are randomised. Treatment groups for this population
were defined according to the treatment assignment at the time of randomisation regardless of the actual study medication the participant might have
taken in the study.

PK evaluable: The PK evaluable population includes participants who received at least 1 dose of ruxolitinib cream and provided at least 1 measurable

analysis post-dose PK sample/assessment. The study pharmacokineticist reviewed data listings of participant administration and sample records to identify
participants to be excluded from the analysis.
PK/PD evaluable: The PK/PD evaluable population included participants who received at least 1 dose of study drug (ruxolitinib cream or vehicle) and
provided at least 1 measurable/evaluable post-dose PK/PD sample/assessment. The study pharmacokineticist reviewed data listings of participant
administration and sample records to identify participants to be excluded from the analysis.

Efficacy For all complete or near-complete responders in the ITT-Ext population (defined as achieving F-VASI90 at Week 52) in the treatment extension period,

analysis the events can be defined as follows:

- Relapse is defined as a loss of F-VASI75 response assessed as percentage change from the baseline (Day 1 of the parent study) on F-VASI < 75%.
- Loss of complete or near-complete response is defined as participants who do not maintain an F-VASI90.

For relapse, a binary variable event is defined to be equal to 1 (Yes) when the value is greater or equal to 75% and 0 (No) for less than 50%.

For loss of F-VASI90 response, a categorical variable event is defined to be equal to 1 (Yes) when the value is greater or equal to 90% and 0 (No) for
less than 90%.

The time to relapse or loss of adequate response is defined as the number of days from the Week 52 randomisation to the first evaluation date at which
the participant has met the criteria.

For participants who discontinue early or who complete without meeting criteria for the event, the time-to-event was censored and defined as the number
of days from the Week 52 randomisation to the participant’s last evaluation date.

The time to event data was assessed using the Kaplan-Meier product limit method. Treatment comparisons between ruxolitinib cream to vehicle were
performed using the log-rank test. Hazard ratios and the corresponding 95% confidence intervals were estimated using the Cox proportional hazards
model.

The incidence of relapse or loss of adequate response following the Week 52 randomisation were summarised by ruxolitinib cream and vehicle at each
timepoint.

For all relapse participants, the time to regaining F-VASI75/90 response is defined as the number of days from the start of the retreatment of ruxolitinib
cream to the first visit at which the participant has regained the F-VASI75/90 response. For participants who discontinued or completed treatment before
regaining F-VASI75/90, the time to regaining F-VASI75/90 is censored. The time to event data was assessed using the Kaplan-Meier product limit
method.

Sample size &
power
calculation

Any eligible participants were enrolled from the 2 parent Phase 3 studies, TRUE-V1 and TRUE-V2. The sample size is not based on any statistical power
calculations.
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Data
management,
patient
withdrawals

For the primary and secondary endpoints, the algorithm below was applied to determine censoring or event:

Situation

Date of relapse / lost response, or censoring

Outcome

Relapse / lost response documented on or
between scheduled visits

Date of relapse / lost response

Relapsed / lost response

No relapse / maintain response Date of last assessment Censored
Treatment discontinuation Date of last assessment Censored
Applying rescue treatment (ruxolitinib cream) in Date of rescue treatment Censored

extension treatment period without relapse / lost

response status

For all other endpoints, no imputation was performed for missing values, unless otherwise specified.

Abbreviations: F-VASI 75, 75% improvement from baseline in face vitiligo area scoring index score; F-VASI 90, 90% improvement from baseline in face vitiligo area scoring
index score; ITT-Ext, intention to treat long-term extension; PD, pharmacodynamic; PK, pharmacokinetic; TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRuE-V2,

topical ruxolitinib evaluation in vitiligo study 2; TRuE-V LTE, topical ruxolitinib evaluation in vitiligo study long-term extension.

a Week 52 is the first visit of the treatment extension study (visits are named to reflect continuation from the parent study).

Source: INCB 18424-308 (TRuE-V LTE) clinical study report; INCB 18424-308 clinical study protocol (amendment 2) (4, 92).
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B.2.5

evidence

Quality assessment of the relevant clinical effectiveness

Quality assessment for each trial included in the SLR is presented in Appendix D. A

summary of the quality assessment of TRUE-V1, TRUE-V2 and TRUE-V LTE is shown in

Table 13 (4, 93).

Table 13. Quality assessment of the TRUE-V studies (4, 93)

TRUE-V1 and TRUE-V2 (93)

TRuE-V LTE (4)

Was the method used to
generate random allocations
adequate?

Yes, all participants were
centrally assigned to study
treatment using an interactive
response technology system

In Cohort A, yes - all participants
were centrally assigned to study
treatment using an interactive
response technology system. In
Cohort B, no - the treatment was
open-label.

Was the allocation adequately
concealed?

Yes, allocation generated by
automated system

In Cohort A, yes - the
participant, investigator, and
sponsor remained blinded to
treatment assignment until after
database lock for the primary
analysis (Week 104). In Cohort
B, no - the treatment was open-
label.

Were the groups similar at the
outset of the study in terms of
prognostic factors?

Yes, the distribution of baseline
characteristics was similar
across trial groups for both
trials.

Yes, the distribution of baseline
characteristics was similar
across trial groups for both
trials.

Were the care providers,
participants, and outcome
assessors blind to treatment
allocation?

Yes, double-blind design

In Cohort A, yes - the
participant, investigator, and
sponsor remained blinded to
treatment assignment until after
database lock for the primary
analysis (Week 104). In Cohort
B, no - the treatment for Cohort
B was open-label.

Were there any unexpected
imbalances in dropouts between
groups?

No, drop-out rates were similar
between the groups

In Cohort A, yes — the drop-out
rate was higher in the vehicle
cream group (29.3%) vs in the
ruxolitinib cream group (15.5%).
In Cohort B, no — drop-out rates
were similar between groups
(21%).

Is there any evidence to suggest
that the authors measured more
outcomes than they reported?

No, all outcomes cited in the
protocol are reported in the
clinical study report (CSR)

No, all outcomes cited in the
protocol are reported in CSR

Did the analysis include an ITT
analysis? If so, was this
appropriate and were
appropriate methods used to
account for missing data?

Yes, the ITT population
constituted the primary analysis
set. Multiple imputation was
used as the primary method for
handling missing values in the

Yes, outcomes reported for FAS
using appropriate methods to
account for missing data
described in Table 12.
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analyses of the primary and key
secondary endpoints.

Adapted from Systematic reviews: CRD’s guidance for undertaking reviews in health care (University of York Centre
for Reviews and Dissemination).

Abbreviations: CRD, centre for reviews and dissemination; CSR, clinical study report; FAS, full analysis set; ITT,
intention to treat; TRUE-V1, topical ruxolitinib evaluation in vitiligo study 1; TRuE-V2, topical ruxolitinib evaluation in
vitiligo study 2; TRUuE-V LTE, topical ruxolitinib evaluation in vitiligo study long-term extension.

B.2.6 Clinical effectiveness results of the relevant trials

B.2.6.1 Pivotal trials (TRuUE-V1 and TRuE-V2)

The primary evaluation of the efficacy of ruxolitinib cream in this submission is based on
pooled data from TRuE-V1 and TRuE-V2 (2, 3). Data from the ITT population constituted
the primary analysis set. The set consisted of 109 and 221 participants in the vehicle and
ruxolitinib groups, respectively for TRUE-V1, and 109 and 222 participants, respectively
for TRUE-V2 (excluding participants [n = 13] from study site 710 due to non-compliance
with the protocol) (94).

For TRUE-V1, 90 participants in the vehicle group entered the treatment extension phase,
of whom 82 (91%) completed 52 weeks of treatment; 193 participants in the ruxolitinib
cream group entered the treatment extension phase and 174 (90%) completed treatment.
For TRuE-V2, 102 participants in the vehicle group entered the treatment extension
phase, of whom 81 (83%) completed 52 weeks of treatment, whereas 206 participants in
the ruxolitinib cream group entered the treatment extension phase, of whom 182 (92%)

completed treatment (94).

The results for pooled analyses for the primary and key secondary endpoints from the
Phase 3 studies are presented. In addition, subgroup analyses were conducted for the
primary endpoint in the pooled population. The database for the pooled efficacy analyses
includes data from the double blind, vehicle-controlled period of the confirmatory Phase
3 studies (2, 3, 90, 91, 93, 94).

B.2.6.1.1 Primary endpoint: Proportion of patients achieving F-VASI75 at Week 24

In the pooled analysis of both Phase 3 confirmatory studies (TRuE-V1 and TRuE-V2), the
proportion of patients achieving F-VASI75 at Week 24 was statistically significantly higher
in the ruxolitinib cream group (30.7%) compared with the vehicle cream treatment group
(9.6%) (OR =4.17, p < 0.0001; see Table 14 and Figure 10) (90, 91, 94). In both TRUE-

64



V1 and TRuE-V2, the proportion of patients achieving F-VASI75 at Week 24 was
statistically significantly higher in the ruxolitinib cream group compared with the vehicle
cream treatment group (OR = 5.28, p < 0.0001 for TRUE-V1, and OR = 3.45, p = 0.0021
for TRUE-V2, respectively; see Table 14) (90, 91, 94).

Table 14. Summary and analysis of patients achieving F-VASI75 at Week 24 (ITT

Population) (90, 91, 94)

TRuE-V1 TRuE-V2 Pooled Analysis
Vehicle Ruxolitinib Vehicle Ruxolitinib Vehicle Ruxolitinib
cream cream cream cream cream cream
Endpoint (N =109) (N = 221) (N =109) (N = 222) (N =218) (N = 443)
Multiple imputation?
Estimated F-VASI75 7.4(2.65) | 29.8(3.21) | 11.4(3.20) | 30.9(3.27)| 9.6(2.17) | 30.7 (2.29)
response rate (%) (SE)
Response rate difference — 22.3 (4.15) — 19.5 (4.56) — 21.1 (3.18)
(SE)P
95% ClI — (14.214, — (10.537, — (14.853,
30.471) 28.420) 27.342)
Active treatment vs vehicle
Odds ratio (95% CI)° — 5.28 (2.341, — 3.45 (1.737, — 4.17 (2.434,
11.903) 6.835) 7.142)
p-value — < 0.0001 — 0.0004 — < 0.0001
NRI4
F-VASI75 response rate (%)| 6.4 (2.35) | 27.1(2.99) | 10.1(2.89)| 27.9(3.01)| 8.3(1.86) | 27.5(2.12)
(SE)
Response rate difference — 20.7 (3.80) — 17.8 (4.17) — 19.3 (2.82)
(SE)°
Active treatment vs vehicle
Odds ratio (95% CI)Error! — 5.43 (2.353, — 3.42 — 4.21 (2.461,
Reference source not found. 14_655) (1 .683,7.546 7.570)
p-value — < 0.0001 — 0.0002 — < 0.0001
LOCFf
Estimated F-VASI75 7.0(2.55) | 28,5(3.09) | 11.4(3.10)| 29.4(3.14) | 9.3(2.03) | 28.9(2.20)
response rate (%) (SE)
Response rate difference — 21.5 (4.00) — 18.0 (4.41) — 19.7 (2.99)
(SE)°
Active treatment vs vehicle
Odds ratio (95% CI)Error! — 5.25 (2.272, — 3.18 (1.593, — 3.96 (2.334,
Reference source not 14.189) 6.833) 7.032)
found.
p-value — < 0.0001 — 0.0004 — < 0.0001

Note: Data from study site 710 were excluded.

Abbreviations: ClI, confidence interval; F-VASI75, 75% improvement from baseline in Face Vitiligo Area Scoring Index
score; ITT, intention to treat; LOCF, last observation carried forward; NRI, non-responder imputation; SE, standard

error.

Source: EMA Opzelura assessment report (EMA/135534/2023) (94).
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Figure 10. Proportion of patients achieving F-VASI75 during the double-blind
period (ITT Pooled Population) (94)
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WEEK 4 WEEK 8 WEEK 12 WEEK 18 WEEK 24 WEEK 28 WEEK 34 WEEK 40 WEEK 46 WEEK 52
Number of Participants at Visit
Vehicle BID 4/197 11/190 12/197 10/189 18/188
1.5% BID 6/412 21/395 58/401 95/379 122/394 136/370 151/366 166/357 174/352 176/350
Vehicle BID-1.5% BID 17/176 25/173 29/165 39/160 46/163

Note: Data from study site 710 were excluded.

Abbreviations: F-VASI75, 75% improvement from baseline in face vitiligo area scoring index score; ITT, intention to
treat.

Source: Opzelura assessment report (EMA/135534/2023) (94).

B.2.6.1.2 Secondary endpoints

Results of analyses of key secondary endpoints in the confirmatory Phase 3 studies
(TRUE-V1 and TRUE-V2) are summarised in Table 15 (94). In the pooled analyses, the
clinical effects obtained with the ruxolitinib cream treatment regimen at Week 24 were
statistically significantly improved compared with those in the vehicle cream treatment
group for all key secondary endpoints. The proportions of patients achieving F-VASI50,
F-VASI90, T-VASI50, and a VNS score of 4 or 5 (vitiligo "a lot less noticeable" or "no
longer noticeable"), as well as the percent change from baseline in F-BSA were
statistically significantly higher for the ruxolitinib cream group compared with the vehicle
cream treatment group (90, 91, 94).
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Table 15. Summary of results for key secondary endpoints (ITT Population) (90, 91, 94)

TRuE-V1 TRuE-V2 Pooled Analysis
Vehicle cream |Ruxolitinib cream| Vehicle cream |Ruxolitinib cream| Vehicle cream |Ruxolitinib cream
Endpoint (N =109) (N = 221) (N =109) (N = 222) (N =218) (N = 443)
Estimated F-VASI50 response rate (%) (SE) at 16.9 (3.89) 51.2 (3.46) 20.9 (4.06) 51.4 (3.50) 19.6 (2.89) 51.7 (2.46)
Week 24
Response rate difference (SE)? — 34.2 (5.18) — 30.6 (5.36) — 32.2 (3.83)
95% ClI — (24.092, 44.408) — (20.048, 41.061) — (24.646, 39.672)
Active treatment vs vehicle
Odds ratio (95% CI)b — 5.18 (2.831, 9.482) — 3.99 (2.296, 6.949) — 4.40 (2.918, 6.647)
p-value — < 0.0001 — < 0.0001 — < 0.0001
Estimated F-VASI90 response rate (%) (SE) at 2.2 (1.51) 15.3 (2.50) 1.3 (1.25) 16.3 (2.62) 1.9 (1.01) 16.0 (1.83)
Week 24
Response rate difference (SE)2 — 13.2 (2.89) — 15.0 (2.92) — 14.2 (2.09)
95% ClI — (7.497, 18.839) — (9.250, 20.702) — (10.080, 18.274)
Active treatment vs vehicle
Odds ratio (95% CI)b — 8.49 (1.997, — 15.29 (2.150, — 10.33 (3.310,
36.048) 108.739) 32.210)
p-value — 0.0038 — 0.0065 — < 0.0001
Estimated T-VASI50 response rate (%) (SE) at 5.1 (2.34) 20.6 (2.76) 6.8 (2.50) 23.9 (2.97) 5.8 (1.64) 21.9 (2.04)
Week 24
Response rate difference (SE)2 — 15.5 (3.63) — 17.1 (3.87) — 16.1 (2.62)
95% ClI — (8.339, 22.592) — (9.538, 24.721) — (10.910, 21.200)
Active treatment vs vehicle
Odds ratio (95% CI)P — 4.93 