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Drug Target | Phase Disease Primary Endpoint
Belimumab BlyS 2/3 |IIM DOI & TIS at w40
GLPG-3667 Tyk2 2 |DM TIS at w24
Efgartigimod| FcRn 2/3 |DM/PM/IMNM [TIS at w24, w52
Anifrolumab | INFa/b 3 (IIM TIS>40 at wh2
Dazukibart IFNb 3 [lIM TIS>40 at w24, wh?
Nipocalimab| FcRn 2 11V T1S>20 at wh?
Enpatoran TLR-7/8| 2a |PM/DM TIS at wk24
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Cutaneous Dermatomyositis Disease Area and Severity Index (CDASI) ver02

Select the score in each anatomical location that describes the most severely affected dermatomyositis -associated skin lesion

~ 3 @ ~ X [T

activity damage
Erosion/ Poikiloderma
Anatomical Location Erythema Scale Ulcaration (Dyspigmentation | Calcinosis | Anatomical Location
or
Telangiectasia)

0D-absent O-absent

1-pink; faint erythema | 1-scale 0-absent D-absent D-absent

2-red 2-crust; 1-present 1-present 1-present

3-dark red lichenification
Scalp Scalp
Malar Area Malar Area
Periorbital Periorbital

Fest of the face

Rest of the face

\-area neck (frontal)

\/-area neck (frontal)

Posterior Neck

Posterior Neck

Upper Back & Shoulders

Upper Back & Shoulders

Rest of Back & Buttocks

Rest of Back & Buttocks

Abdomen

Abdomen

Lateral Upper Thigh

Lateral Upper Thigh

Rest of Leg & Feet

Rest of Leg & Feet

Arm

Arm

Mechanic's Hand

Mechanic's Hand

Dorsum of Hands
(not over joints)

Dorsum of Hands
(not over joints)

Gottron's — Not on Hands

Gottron's — Not on Hands




CDASI(#%)

Gottron’s — Hands

Examine patient's hands and double score if papules are present Ulceration Examine patient’s hands and score if damage is present
O-absent
AW 0-absent
1-pink; faint erythema 1-dyspigmentation
2-red erythema 9. SoarR
3-dark red 9
Periungual

Periungual changes (examine)

0-absent

1-pink; red erythema/microscopic telangiectasias
2-visible telangiectasias

Alopecia

Recent Hair loss (within last 30 days as reported by patient)

0-absent

1-present
Total Activity Score Total Damage Score
(For the activity score, please add up the scores of (For the damage score, add
the left side,i.e. Erythema, Scale, Excoration, up the scores of the right side,
Ulceration, Gottron's, Periungual, Alopecia) i.e. Poikiloderma, Calcinosis)
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Figure S1. VALOR Phase 3 Study Design Through Week 52
Screening period Double-blind treatment
(Up to 8 weeks) (52 weeks)
Primary Endpoint
* Mean Tota! !mprovemen! Score (TIS) al Week

Key Secondary Endpoints
* CDASI-A Change from Baseline at Week 52

Aduits with * DMOMS at Week 52
Dermatomyositis 1., Brepocitinib 15 mg QD (N = 81) TIS 2 40 Response at Week 52
* Time to Consecutive TIS = 40 Response by
N = 241 Week 52

* Patients Achieving TIS = 40 Response + 2.5
mg prednisone-equivalent at Week 52
* CDASI-A 40% Response with >4-point
- Placebo (N =79) Improvement at Week 52

* TIS = 60 Response at Week 52

* Change from Baseline in HAQ-DI at Week 52
Mandatory CS taper * Change from Baseline in CDASI-A at Week 4

> 4 gA.ft'ﬁ'.‘J' IZPSL= 20mg/ Bz -a" 2 ,)‘4\% h ) Mandstory conticostenid teper 1o S§ mg/day prednisone-equivalent from
wacks 12 to 38; turther tapenng at investgsator discretion

Stable HCQ¥X | D DDMARDIZZF & ; ]
PSL =60mg/ B |XDayl-wkl2F TOK

Wk12-36TGC tapering Baseline Endpoints Assessed Approximately 1x Per Month & Weelf 52: '
Wk 36TIXPSL=5mg/ A (< nmary Endpoint

1:1:1 Randomization by PhGA-VAS




@

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Brepocitinib, Brepocitinib,
30 mg 15 mg
Characteristic (N=81) (N=81)
Mean age {range) — yr 50 (21-77) 51 (23-72)
Female sex — no. (%) 65 (80) 67 (83)
Race or ethnic group — no. (%)
White 55 (68) 57 (70)
Asian & (7) 11 (14)
Black 6(7) 6(7)
Hispanic or Latino 23 (28) 13 (16}
Medical history — no. (%6)
Interstitial lung disease 19 (24) 17 (21)
Previous benign or malignant neopiasm 14 (17) 9(11)
Atherosclerotic cardiovascular disease 5(6) 0
Hypertension 27 (33) 23 (28)
Hyperlipidemia 13 (16) 16 (20)
Diabetes mellitus 10 (12) 10 (12)
Obesity 26 (32) 25 (31)
Current tobacco use 7(9) 7(9)
Testing scores
PhGA-VAST 53216 5.5+1.7
CDASI-Aj 13.7+11.3 19.5411.3
MMT-39] 12174164 12454142
Dermatomyositis background therapy — no. (%6)
Oral glucocorticoids — no. (%) 60 (74) S8 (72)
Daily prednisone-equivalent dose — mg 12.245.7 10.716.2
DMARDs — no. (%) 55 (68) 57 (70)
=2 Dermatomyositis-directed therapies 64 (79) 66 (82)
History of intravenous immune globulin or 25 (31) 24 {30)

rituximab

Placebo
(N=79)

51 (20-74)
55 (70)

61 (77)
7 {9)
4(3)

21 (27)

11 (14)
11 (14)
2(3)
23 (29)
17 (22)
11 (14)
25 (32)
8 (10)

5.6:£1.7
21.1+12.0
121.6417.0

64 (81)
11.345.9
61 (77)
66 (84)
25 (32)

A ANTE]
7T ANEK10%

ILDEfF1314-24%

f

BZIEPIEE
MIETIZEED? o PFE

C (-)$20-30%
PSL 134510-12mg/di2E



FR2FHIAB: TISFI at 52:8

A Total Improvement Score (TIS) and Glucocorticoid Reduction

100], —e— Brepocitinib, 30 mg (N=81)

7
60— -+ Brepocitinib, 15 mg (N=81)
-=~ Placebo (N=79)
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©
s
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Glucocorticoid Reduction Outcomes
(prednisone-equivalent dose)

Percentage Percentage
with with
No. of <2.5 mg/day 0 mg/day
patients at  Dose at by weeks by weeks
baseline  baseline 48-52 48-52
mg/day (+SD)
60 12.2+5.7 62 42
58 10.7+6.2 41 31
64 11.3+5.9 34 23

BREPOEET & V) GCIRi B

X

-

TE7-




BOREFMIEE : TIS=40, TIS=60E|S at 52:E

$

B Patients with Moderate Response (TIS, =40) and Major Response
(TIS, =60) at Week 52

B Brepocitinib, M Brepocitinib, M Placebo
30 mg 15 mg
P=0.004

100+

80 P=0.01

68 ,7
60 54
44 46
40—
204
0_

Moderate Response Major Response
(TIS, =60)

Percentage of Patients

(TIS, =40)

C Patients with Moderate Response (TIS, =40) with Minimal-to-No
Systemic Glucocorticoid Use at Week 52
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A Change in CDASI-Activity Score from Baseline to Week 52
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COASI-A $FEMUE (C14) => BEE(=5)DEIS

B Patients with Moderate-to-Severe Skin Disease (CDASI-A, >14) at Baseline
with Cutaneous Clinical Remission (CDASI-A, <5) at Week 52
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Brepocitinib, 30 mg  Brepocitinib, 15 mg Placebo
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Table 2. Primary and Secondary End Points.*

End Point

Primary end point

Mean Total Improvement Score at wk 52
(95% CI)

Key secondary end points

Change in CDASI-A from baseline at wk 52
(95% CI)§

DMOMS at wk 52 (95% C1)9

Patients with Total Improvement Score of
=40 at wk 52 — % (95% ClI)

Median time to consecutive Total
Improvement Score of =40 — days
(95% C1) |

Patients with Total Improvement Score of
=40 at wk 52 with minimal-to-no oral
glucocorticoid use — % (95% Ci)**

Patients with CDASI-A of =40% and
=4-point improvement at wk 52 — %
(95% Cli)

Patients with Total Improvement Score of
=60 at wk 52 — % {95% ClI)

Change in HAQ-DI from baseline at wk 52
(95% CH T+

Change in CDASI-A from baseline at wk 4
(95% CI)

Brepocitinib, 30 mg
(N=81)

Difference

Value from Placebot

46.5 (39.7 to 53.4) 15.3 (6.7 to 24.0)

-11.7 (-13.7t0-9.6) 4.6 {-7.3t0-2.0)

57.9 (49.5 to 66.2)
68 (57 to 77)

17.3 (6.8 to 27.9)
22 (7to 37)

85 (57to0 127) Hazard ratio, 1.60

(1.09 to 2.33)

54 (44 to 65) 26 (11 to 40)

62 (51 to 72) 17 (1to 32)

46 {35 to 57) 20 (4 to 35)

-0.34 (-0.49 t0 -0.18) -0.30 {~0.49 to -0.10)

64 (-7.710-5.2)  -3.0(-4.6t0-14)

P Value

<0.001

<0.001

0.001
0.004

0.02

<0.001

0.04

0.01

0.004

<0.001

Brepocitinib, 15 mg
(N=81)

Value

37.5 (30.6 to 44.3)

-9.4 (-11.5t0-7.3)

48.9 (40.5 10 57.2)
54 (44 to 65)

169 {85 to 297)

41 (31t0 52)

59 {48 to 69)

29 {20 to 40)

-0.17 (-0.32 to -0.01)

45 (-5.7t0-3.2)

Difference
from Placebot

6.3 (-2.4 t0 14.9)

2.4 (-5.0t00.2)

8.3 (-2.210 18.9)
12 (-4 to 27)

Hazard ratio, 0.99
(0.66 to 1.48)
13 (-2 to 28)

16 (<1 to 31)

6 (-8 to 20)

-0.13 (-0.32 t0 0.07)

-1.0 (-2.6 to 0.6)

Placebo
(N=79)

Value

31.2 (24.0to 38.4)

7.0 (-9.2 to -4.9)

40.5 (31.8 to 49.3)
44 (34 1o 55)

168 (85 to 254)

27 (18 to 37)

44 (34 t0 55)

26 (18 to 38}

-0.04 {-0.21 to 0.12)

315 (-4.810-2.1)
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Table 3. Safety during the 52-Week Treatment Period.*

Brepocitinib, 30 mg Brepocitinib, 15 mg Placebo
Adverse Events (N=81) (N=81) (N=79)

number of patients (percent)

Any adverse event 73 (90) 70 (86) 72 (91)

Serious adverse event
Any serious event 13 (16) 7(9) 10 (13)
Infection 8 (10) 2 (2) 1(1)

Leading to discontinuation of brepoci- 5 (6) 6 (7) g (11)

tinib or placebo

Leading to trial discontinuation 3 (4) 4 (5) 3 (4)

Adverse events of special interest{ 6 (7) 4 (5) 10 (13)
Cardiovascular 1(1) 0 2 (3)
Thromboembolic 0 0 1(1)
Viral reactivation 4 (5) 2 (2) 4 (5)
New or recurrent cancer 0 0 2 (3)

Increase in ALT or AST levels: 1(1) 2 (2) 1(1)
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