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Figure 2: Efficacy of BMS-986165: endpoints at Week 12 by baseline disease characteristics: A) age at onset of psoriasis and B) PASI score.
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BID=twice daily; Cl=confidence interval: DLQI 0/1=Dermatology Life Quality Index score of 0 or 1 (scores o the 84.6 (54.6-98.1) 56.3 (29.9-80.2) 68.8 (41.3-89.0) 72.0 (50.6-87.9) 65.0 (40.8-84.6) 65.4 (44.3-82.8) 73.7 (48.8-90.9)
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(scores on the sPGA range from 0 to 5, with higher scores indicating greater disease severity). BSA, %S 23+13  24%13 2048 = 23%+17  24%15  25%13 2112 mg 88.9 (51.8-99.7) 73.7 (48.8-90.9) 68.8 (41.3-89.0) 61.5 (31.6-86.1) 80.6 (62.5-92.5) 80.8 (60.6-93.4) 66.7 (41.0-86.7) and active-comparator Phase 3 trials in
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o BJ ECT IVE $Percentage of BSA affected by psoriasis. 6 mg BID n=19 n=11 n=15 n=22 n=23 n=25 n=20 L. R R .
Adapted from N Engl J Med, Papp KA et al, Phase 2 Trial of Selective Tyrosine Kinase 2 Inhibition in Psoriasis, 9 57.9 (33.5-79.7) 54.5 (23.4-83.3) 20.0 (4.3-48.1) 54.5 (32.2-75.6) 34.8 (16.4-57.3) 60.0 (38.7-78.9) 25.0 (8.7-49.1) ClinicalTrials .gov identifiers: NCT03624127
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BID=twice daily; BMI=body mass index; BSA=body surface area; DLQI=Dermatology Life Qualiy Index; 66.7 (29.9-92.5) 36.8 (16.3-61.6) 37.5(15.2-64.6) 23.1(5.0-53.8) 51.6 (33.1-69.8) 42.3 (23.4-63.1) 44.4(21.5-69.2) and NCT03611751).
e To report the influence of baseline demographics and disease PASI=Psoriasis Area and Severity Index; QD=once daily; QOD=every other day; SD=standard deviation R n=41 n=46 n=47 n=60 n=74 n=77 n=57
- ) . 65.9 (49.4-79.9) 34.8 (21.4-50.2) 34.0 (20.9-49.3) 45.0 (32.1-58.4) 43.2(31.8-55.3) 50.6 (39.0-62.2) 35.1(22.9-48.9)
characteristics on Week 12 efficacy for the 3 most effective Sub I f offi d int = T 7 T 0 T 10
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doses of BMS-986165 (3 mg BID, 6 mg BID, and 12 mg QD). ubgroup analyses of efficacy endpoints 3 mg BID 76.9 (46.2-95.0) 68.8 (41.3-89.0) 81.3 (54.4-96.0) 68.0 (46.5-85.1) 85.0 (62.1-96.8) 61.5 (40.6-79.8) 94.7 (74.0-99.9)
. . n=19 n=11 n=15 n=22 n=23 n=25 n=20
* Subgroup analyses are reported for patients treated with oo ot 6 mg BID 63.2 (38.4-83.7) 63.6 (30.8-89.1) 66.7 (38.4-88.2) 63.6 (40.7-82.8) 65.2 (42.7-83.6) 72.0 (50.6-87.9) 55.0 (31.5-76.9) References
BMS-986165 at doses shown to have the highest levels of s PP A n=9 n=19 n=16 n=13 n=31 n=26 n=18
efficacy (3 mg BID and above [n=134]) m9 88.9 (51.8-99.7) 78.9 (54.4-93.9) 62.5 (35.4-84.8) 53.8 (25.1-80.8) 83.9 (66.3-94.5) 80.8 (60.6-93.4) 66.7 (41.0-86.7) 1. Korman NJ et al. Dermatol Online J. 2015;21:pii:13030/qt1x16v3dg
M ETH o Ds L . . Combined* n=41 n=46 n=47 n=60 n=74 n=77 n=57 2. Tokarski JS et al. J Biol Chem. 2015;290:11061-11074.
o There was a slight imbalance in the number of patients per 73.2 (57.1-85.8) 71.7 (56.5-84.0) 70.2 (55.1-82.7) 63.3 (49.9-75.4) 78.4 (67.3-87.1) 71.4 (60.0-81.2) 71.9 (58.5-83.0)
. e . \ 3. Gillooly K et al. Arthritis Rheumatol. 2016;68(suppl 10):abstract 11L.
treatment in each subgroup, as no stratification by subgroup ga:a 7rer:hov/vn as rosponse rat?;/o(s:m exact Cl).
. . ala for the placebo arm are as follows: 4.  Shaw MH et al. Proc Natl Acad Sci U S A. 2003;100:11594-11599.
was performed at randomization. BMI: <25 kg/m? (n=6): PASI 75, 0.0 (0.0~45.9); PASI 90, 0.0 (0.045.9); SPGA 0/1, 0.0 (0.0~45.9); 25-<30 kg/m? (n=14): PASI 75, 7.1 (0.2-33.9); PASI 90, 0.0 (0.0~23.2); sSPGA 0/1, 7.1 (0.2-33.9); =30 kg/m? (n=25): PASI 75, 8.0 (1.0-26.0); aw it etal. Proc NatlAcad Sei
. PASI 90, 4.0 (0.1-20.4); sPGA 0/1, 8.0 (1.0-26.0). 5. Harden JL et al. J Autoimmun. 2015;64:66-73.
Stu dy des Ig n . . Disease duration: <15 years (n=16): PASI 75, 6.3 (0.2-30.2); PASI 90, 0.0 (0.0-20.6); sSPGA 0/1, 12.5 (1.6-38.3); =15 years (n=29): PASI 75, 6.9 (0.8-22.8); PASI 90, 3.4 (0.1-17.8); sPGA 0/1, 3.4 (0.1-17.8).
Baseline demog raph ics Previous biologic use per IWRS: no (n=25): PASI 75, 4.0 (0.1-20.4); PASI 90, 0.0 (0.0-13.7); sPGA 0/1, 8.0 (1.0-26.0); yes (n=20): PASI 75, 10.0 (1.2-31.7); PASI 90, 5.0 (0.1-24.9); sPGA 0/1, 5.0 (0.1-24.9) 6. PappKetal. N Engl J Med. 2018;379:1313-1321.
. . . *BMS-986165 3 mg BID, 6 mg BID, and 12 mg QD combined.
e Adults with moderate to severe plaque psoriasis BID=twice daily; BMI=body mass index; Cl=confidence interval; IWRS=Interactive Web Response System; PASI 75==75% improvement in Psoriasis Area and Severity Index score; PASI 90==90% improvement in Psoriasis Area and Severity 7. Hongbo Y et al. J Investig Dermatol. 2005;125:659-664.
(body surface area [BSA] =10%, PASI score =12, static * At Week 12, the proportions of patients achieving PASI 75, Index score; Qb=once daily; SPGA 0/1=static Physician Global Assessment score of 0 or 1 8. European Medicines Agency. Guideline on clinical investigation of medicinal products indicated for the
Lo PASI 90, or sPGA 0/1 were consistent across baseline treatment of psoriasis. 2004. hitps/www.ema.europa.eu/documents/scientiic-guideli
Physician Global Assessment [sPGA] score =3) were e Table 4: Efficacy of BMS-986165: endpoints at Week 12 by disease characteristics at baseline. guideline cinical datpiodicigidicalec e c=ey
randomized equally to BMS-986165 (3 mg every other day, demographic subgroups. ‘ St —— ‘ <PGA score '
3 mg QD, 3 mg BID, 6 mg BID, 12 mg QD) or placebo. o By weight (<90 kg vs =90 kg; Figure 1A): Endpoint | Dose 3 s AT R E T
i ‘ (moderate) ‘ (severe) 2 2 g
¢ The treatment period was 12 weeks, with an additional 30-day = Although PASI 90 response rates were generally lower in The authors wish to acknowledge all investigators and patients involved in this study. This study was funded by
i ; the =90 kg versus the <90 kg subgroup (22—38% vs n=34 n=11 n=29 n=16 n=14 n=26 n=5 n=26 n=19 Bristol-Myers Squibb. Professional medical writing and editorial assistance was provided by Joanna Wright, DPhil,
off-treatment follow-up period for safety assessment, with . 9 3 g subgroup ( ° ) 3maBID 647 (46.5-80.3 81.8(48.2-97.7) 65.5(45.7-82.1) 75.0(47.6-92.7) 57.1(28.9-82.3) 73.1(52.2-88.4) 80.0(28.4-99.5) 69.2 (48.2-85.7) 68.4 (43.4-87.4) S ———
efficacy measures collected post-treatment. 48-59%), the 95% Cls overlapped between subgroups in — n=34 n=11 n=32 n=12 n=19 n=22 =] n=19 n=26
each treatment group; differences among subgroups do PASI 75 mg 67.6 (49.5-82.6) 63.6 (30.8-89.1) 65.6 (46.8-81.4) 75.0 (42.8-94.5) 84.2(60.4-96.6) 50.0(28.2-71.8) 75.0(19.4-99.4) 84.2(60.4-96.6) 53.8 (33.4-73.4) Disclosures
. . _ _ _ _ _ _ _ _ _ ]
Subgroup analyses not appear to be clinically meaningful. 12mg QD n=29 n=15 n=28 n=16 n=19 n=14 n=11 n=28 n=16 u
75.9 (56.5-89.7) 73.3 (44.9-92.2) 71.4(51.3-86.8) 81.3 (54.4-96.0) 78.9 (54.4-93.9) 78.6(49.2-95.3) 63.6 (30.8-89.1) 75.0(55.1-89.3) 75.0(47.6-92.7) KG: grant support and consulting fees: AbbVie, Boehringer Ingelheim, Bristol-Myers Squibb, Celgene, Eli Lilly,
; f = Similar consistency in response rates was seen - n=97 n=37 n=89 n=44 n=52 n=62 n=20 n=73 n=61 Janssen, Novartis, and UCB; consulting fees: Amgen, Almirall, Dermira, Leo Pharma, Pfizer, and Sun Pharma.
° Subgroupi analyse§ of efficacy e.nd'pomts were performed for when a baseline weight cut-off of 100 ka was used Combined” | 59 ¢ (58.9-78.1) 73.0 (55.9-86.2) 67.4 (56.7-77.0) | 77.3 (62.2-88.5) 75.0 (61.1-86.0) 66.1(53.0~77.7) 70.0 (45.7-88.1) | 75.3 (63.9-84.7) 63.9 (50.6-75.8) KP: grant support, consuiting fees, advisory board, and speakers bureau: Amgen, AbbVie, Boehringer Ingsiheim,
the following baseline characteristics; randomization was not 9 9 n=34 GET n=29 n=16 = n=26 n=5 n=26 n=19 Eli Lilly, Janssen, Kyowa Hakko Kirin, Leo Pharma, Novartis, Pfizer, UCB, and Valeant; grant support, consulting
stratified by these characteristics. (data not shown). Iy Ellz 47.1(29.8-64.9) 36.4 (10.9-69.2) 37.9 (20.7-57.7) 56.3(29.9-80.2) 35.7 (12.8-64.9) 50.0(29.9-70.1) 40.0 (5.3-85.3) 50.0 (29.9-70.1) 36.8 (16.3-61.6) fees, and Scientific Officer: Akros; consulting fees: Can-Fite; grant support, consulting fees, advisory board,
< 2. _< 2. = 2. . n=34 n=11 n=32 n=12 n=19 n=22 n=4 n=19 n=26 speakers bureau, and travel support: Celgene; grant support, consulting fees, and advisory board: Merck Sharp &
Baseline demographics © By BMI (<25 kg/m?; 25-<30 kg/m?; =30 kg/m?; Table 3) SmgBID 441 (27.2-62.1) 45.5(16.7-76.6) 43.8(26.4-62.3) 50.0 (21.1-78.9) 68.4 (43.4-87.4) 22.7(7.8-454) 50.0 (6.8-93.2) 57.9 (33.5-79.7) 34.6 (17.2-55.7) Dohme, PRCL, and Takeda; grant support: Anacor, GlaxoSmithKline, and Meiji Seika Pharma; and grant support
= Although PASI 75 and PASI 90 response rates were AN P Es n=29 n=15 n=28 n=16 n=19 n=14 n=11 n=28 n=16 and consulting fees: Coherus and Dermira. MG: advisory board, principal investigator, and lecture fees: AbbVie,
i mg 44.8 (26.4-64.3) 40.0 (16.3-67.7) 42.9 (24.5-62.8) 43.8 (19.8-70.1) 42.1(20.3-66.5) 42.9 (17.7-71.1) 45.5(16.7-76.6) 35.7 (18.6-55.9) 56.3 (29.9-80.2) Galderma SA, Leo Pharma, Pfizer, and Regeneron Pharmaceuticals; advisory board and lecture fees: Actelion
* Weight (<90 kg, =90 kg and <100 kg, =100 kg). numerically higher in the underweight/normal (<25 kg/m2) S SO T | SE et (e (IS LA/ (el RAIES e (S e ' ' e oes
. . - n=97 n=37 n=89 = n=52 n=62 n=20 n=73 n=61 Pharmaceuticals; principal investigator and consulting fees: Akros Pharma; advisory board, principal investigator,
« Body mass index (BMI; <25 kg/m? [underweight/normal] BMI subgroup than in the overweight (25—<30 kg/m2) or Combined” | 45 4 (35.2-55.8) 40.5 (24.8-57.9) 41.6 (31.2-52.5) | 50.0 (34.6-65.4) 50.0(35.8-64.2) 38.7 (26.6-51.9) 45.0 (23.1-68.5) | 46.6 (34.8-58.6) 41.0 (28.6-54.3) lecture fees, and consuting fees: Amgen, Boehringer Ingelheim, Celgene Gorporation, El Lill, Janssen, Novartis
. ’ obese (=30 kg/m?) subgroups, the 95% Cls most| n=34 n=11 n=29 n=16 n=14 n=26 n=5 n=26 n=19 AR S e, CUE AL G preutis !
25-<30 kg/m? [overweight], =30 kg/m? [obese]). ( g/m) 9 L v g E 70.6 (52.5-84.9) 90.9 (58.7-99.8) 75.9 (56.5-89.7) 75.0 (47.6-92.7) 64.3 (35.1-87.2) 80.8 (60.6-93.4) 80.0 (28.4-99.5) 80.8 (60.6-93.4) 68.4 (43.4-87.4) Bristol-Myers Squibb, Dermira, GlaxoSmithKline, Medimmune, Merck and Co., Roche Laboratories, and UCB; and
OVerlapped across these SUbgroups’ dlfferences among n=34 n=11 n=32 n=12 n=19 n=22 n=4 n=19 n=26 principal investigator and lecture fees: Glenmark. DT: grant support, lecture fees, consulting fees, and advisory
o Age (18—<45 years, =45 years). the subgroups do not appear to be clinically meaningful. 6maBID | 76495 82.6) 54.5(23.4-83.3) 62.5(43.7-78.9) 75.0 (42.8-94.5) 78.9 (54.4-93.9) 50.0(28.2-71.8) 75.0 (19.4-99.4) 78.9 (54.4-93.9) 53.8 (33.4-73.4) board: AbbVie; lecture fees, conslting fees, and advisory board: Almirall, Pfizer, Regeneron, Sandoz-Hexal,
R for SPGA 0/1 Iy simil sPGA0/1 S e s G g Tl o =28 e Sanofi, and UCB; consulting fees and advisory board: Boehringer Ingelheim; grant support, lecture fees,
Baseline disease esponse rates for s were generally simiiar 12mg QD | 759 (56,5 89.7) 73.3(44.9-92.2) 75.0(55.1-89.3) 75.0 (47.6-92.7) 73.7 (48.8-90.9) 85.7 (57.2-98.2) 63.6(30.8-89.1) 75.0(55.1-89.3) 75.0 (47.6-92.7) consuling fees, advisory board, and wriing assistance: Celgene and Novartis; and lecture fees, consuling fees,
between BMI subgroups. Combinad® =97 n=37 n=89 n=4d n=52 n=62 =20 n=73 n=61 ajv\sory zaarj and v:nt\nz ass\slanc::tE\l Llnly, LeoﬂP:Zer\;a,agd‘ Janss(e;r;—f:{égi|P§ gralsi suppo:, ,
iasi _ ) 71.1(61.0-79.9) | 73.0 (55.9-86.2) | 70.8 (60.2-79.9) 75.0 (59.7-86.8) 73.1(59.0-84.4) 71.0 (58.1-81.8) 70.0 (45.7-88.1) 78.1(66.9-86.9) 63.9 (50.6-75.8) advisory board, speakers bureau, and travel suppol e, Celgene, CSL Limited, Galderma, iNova, Janssen,
* Age of psoriasis onset (<18 years, 18—<45 years, =45 years, o By age (18-<45 years vs =45 years; Figure 1B): PRLLLL )| ROE )| 7084 )| 780 ALials | 706 )| 700¢ ALkl 2L ! Leo Pharma, i Ly, Novarts, fze,and Sano;grant support and acvisory boar: Amgen and Sun Pharma;
based on pediatric onset, and 2 peaks of psoriasis onset in adults). Althouah PASI 75. PASI PGA 0/ B e e oo, ) grant support: Boshringer Ingelheim, Celtaxsys, Cutan, Dermira, Genantech, and Regeneron; grant support,
thoug S, 90, and s 0/1 response Musculoskeletal symptoms: no (n=24): PASI 75, 12.5 (2.7-32.4); PASI 90, 4.2 (0.1-21.1); SPGA 0/1, 12.5 (2.7-32.4); yes (n=21): PASI 75, 0.0 (0.0~16.1); PASI 90, 0.0 (0.0~16.1); SPGA 0/1, 0.0 (0.0~16.1). advisory board, and speakers bureau: GlaxoSmithKline; grant support and consulting fees: Bristol-Myers Squibb;
i i — i SPGA score: 3 (n=29): PASI 75, 3.4 (0.1-17.8); PASI 90, 0.0 (0.0-11.9); sSPGA 0/1, 6.9 (0.8-22.8); 4-5 (n=16): PASI 75, 12.5 (1.6-38.3); PASI 90, 6.3 (0.2-30.2); sSPGA 0/1, 6.3 (0.2-30.2). b - - b i,
* Dermatology Life Quality Index (DLQI) score (<10, 10—-<20, rates were generally higher for the younger versus the DLQI: <10 (n=14): PASI 75, 0.0 (0.0-23.2); PASI 90, 0.0 (0.0-23.2); SPGA 0/1, 7.1 (0.2-33.9); 10-<20 (n=23): PASI 75, 8.7 (1.1-28.0); PASI 90, 0.0 (0.0~14.8); SPGA 0/1, 8.7 (1.1-28.0); =20 (n=8): PASI 75, 12.5 (0.3-52.7); grant support, speakers bursau, and travel support _Rmhe AM: grant s”ppo_n AT AR _E‘Sa'
220’ Corresponding approximately tO the following Categories Older Subgroqu the 950/0 C|5 a” OVerlapped betWeen the PASI 90, 12.5 (0.3-52.7); SPGA 0/1, 0.0 (0.0~36.9). Kyowa Hakko Kirin, Leo Pharma, Maruho, Mitsubishi-Tanabe Pharm, Novartis, and Torii Pharmaceutical; and
N ! BSA: <20% (n=19): PASI 75, 0.0 (0.0~17.6); PASI 90, 0.0 (0.0~17.6); SPGA 0/1, 5.3 (0.1-26.0); =20% (n=26): PASI 75, 11.5 (2.4-30.2); PASI 90, 3.8 (0.1-19.6); sSPGA 0/1, 7.7 (0.9-25.1). lecture fees: Celgene, Eli Lilly Japan, and Janssen Pharmaceutical K.K. SK, RK, AN, and SB: employees and
of effect on the patient’s life: small to moderate, moderate to 2 subgroups; differences between the 2 subgroups do *BMS-986165 3 mg BID, 6 mg BID, and 12 mg QD combined, sharenolders: Bristol-Myers Squibb.
Iarge extremely |arge7) not appear tO be Clinica”y meaningful BID=twice daily; ly surface area; Cl interval; DLQI=De Life Quality Index; PASI 75==75% improvement in Psoriasis Area and Severity Index score; PASI 90: 0% improvement in Psoriasis Area and Severity
) . . Index score; QD=once daily; SPGA 0/1=static Physician Global Assessment score of 0 or 1.
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