Deucravacitinib, an oral, selective, allosteric tyrosine kinase 2 inhibitor, in moderate to severe plaque psoriasis:
evaluation of lipid parameters in the phase 3 POETYK PSO-1 and PSO-2 trials
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« Changes in cholesterol and triglycerides on laboratory analyses are presented as grade shifts per Common Terminology Criteria e Grade =3 hypertriglyceridemia occurred in several patients in each treatment group at Week 16 (Table 4) e Most patients treated with deucravacitinib continuously for 52 weeks maintained the same or shifted to a lower grade of
ynOpSIS for Adverse Events (CTCAE) version 5 (Table 1): « Worsening shifts in hypertriglyceridemia >1 grade were observed in 1.4%, 1.2%, and 0.3% of patients treated with placebo, hypercholesterolemia from baseline to Week 52 (Table 5)

. ¥ 2 (TYK2) cellul ot mediat e of cvtok leukin3 and Tvne | interf — From baseline to Week 16 in patients treated with placebo, deucravacitinib, and apremilast deucravacitinib, and apremilast, respectively (Table 4) — There was one 2-grade increase in hypercholesterolemia from baseline to Week 52
» Tyrosine kinase is an intracellular enzyme that mediates signaling of cytokines (interleukin-23 and Type | interferons) — From baseline to Week 52 in patients who received continuous deucravacitinib treatment - . Ll : : T :

involved in psoriasis pathogenesis'’ . . . . &Zs’etkdféuc(:.:_i\é?gﬂ;"b treated patients maintained the same or shifted to a lower grade of hypertriglyceridemia from baseline to Table 5. Shifts in grade of hypercholesterolemia among patients treated continuously with deucravacitinib during
« Deucravacitinib, an oral, selective, allosteric TYK2 inhibitor, is approved by the US Food and Drug Administration for the Table 1. CTCAE grades for hypercholesterolemia and hypertriglyceridemia - : : . . . . . Weeks 0-52 (pooled POETYK PSO-1 and PSO-2)

. . : : ) : . — Of the 34 deucravacitinib-treated patients with grade 2 or 3 hypertriglyceridemia at baseline, 19 improved to grade 0 or 1 at

treatment of adults with moderate-to-severe plaque psoriasis who are candidates for systemic therapy or phototherapy? based Total cholesterol range Triglyceride range Week 16 .

on results from the phase 3 POETYK PSO-1 and PSO-2 trials®* <ULN? <150 mg/dL (<1.71 mmol/L) | N N | | | | | | | Baseline Grade at Week 52, n (%) Total
 Plaque psoriasis is associated with hypertriglyceridemia and metabolic syndrome,”>® and the frequency of hypertriglyceridemia >ULN-300 mg/dL; >ULN-7.75 mmol/L 150-300 mg/dL (1.71-3.42 mmol/L) + No patient exhibited pancreatitis or a major adverse cardiovascular event associated with grade 4 hypertriglyceridemia Parameter grade n—--- patients

increases with plaque psoriasis severity’ >300-400 mg/dL; >7.75-10.34 mmol/L >300-500 mg/dL (>3.42-5.7 mmol/L) « No adverse event related to increased triglycerides was reported as serious or led to treatment discontinuation I 253 (80.8) (18.8)

— Triglycerides 2150 mg/dL are among the clinical characteristics used to identify patients with metabolic syndrome? - . - - - pe . s . . . . '

sty , S S , _ yP o , 4 . >400-500 mg/dL; >10.34-12.92 mmol/L >500-1000 mg/dL (>5.7-11.4 m".ml/l‘) , Table 4. Shifts in grade of hypertriglyceridemia from baseline to Week 16 (pooled POETYK PSO-1 and PSO-2) 161 (76.7)
— The American Academy of Dermatology recommends that patients with plaque psoriasis be informed about their increased >500 mg/dL; >12.92 mmol/L >1000 mg/dL (>11.4 mmol/L); life-threatening consequences : .
risk of metabolic syndrome and have frequent lipid screenings, especially when the disease is severe’ *Defined in these analyses as 200 mg/dL. 2 caline ade 3 eek 16 /o "t . 0 (0.0)

CTCAE, Common Terminology Criteria for Adverse Events; ULN, upper limit of normal.

In clinical trials enrolling patients with moderate to severe plaque psoriasis, treatment with deucravacitinib was associated with Paramete srade i 4 hatie Deucravacitinib 6 mg QD

0 (0.0)

slight increases (~10 mg/dL) in mean triglyceride levels in the absence of any changes in mean cholesterol levels? 0 195 (86.7) 6 (11.6) 4 (1.8) 0 (0.0) 0 (0.0) 225
 In the absence of atherosclerotic cardiovascular disease (ASCVD) and diabetes mellitus, the American Academy of Cardiology’ ReSU ltS 1 37 (35.9) 6 (54.4) 9 (8.7) 1(1.0) 0 (0.0) 103 . 0 (0.0)
recommends: o 2 4 (15.4) 14 (53.8) 7 (26.9) 1(3.8) 0 (0.0) 26 220
— Diet and lifestyle optimization in adults with fasting triglycerides 2150 mg/dL and <500 mg/dL . . 3 0 (0.0) 2 (100.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 T EET—" T T ——— —
. . - . B . . . . . . . . Patlent pOPUIatlon ight pink s ading in icates a shift of 1 grade; dark pink shading indicates a shift of >1 grade.
— Consideration of initiation or intensification of statin therapy in adults with persistently elevated fasting triglycerides 2150 mg/dL A Lof 666 and 1020 , domized in the POETYK PSO-1 and PSO-2 trial el q - uded i 4 0 (0.0) 0 (0.0) 0 (0.0) 1 (100.0) 0 (0.0) 1 QD, once daily.
and <500 mg/dL and a calculated ASCVD risk 5% o t.ota of 666 an patients were randomized in the -1 an -2 trials, respectively, and were included in Total 236 98 20 5 0 357
this analysis 0 381 (78.2) 99 (20.3) 6 (1.2) 1(0.2) 0 (0.0) 487 e Most patients treated with deucravacitinib continuously for 52 weeks maintained the same or shifted to a lower grade of
T . ' i i ' ' hypertriglyceridemia from baseline to Week 52 (Table 6)
Changes in lipid parameters from baseline to Week 16 1 66 (28.3) 135 (57.9) 31(13.3) 10.4) 0(0.0) 233 Grade >3 hypertriglyceridemia events were rare and were limited to those with elevated triglycerides at baseline
Objective « Baseline means for total cholesterol, HDL cholesterol, LDL cholesterol, and triglycerides were similar across treatment groups - . On 2 2 (6.7) 16 (53.3) 7 (23.3) 4 (13.3) 1 (3.3) 30 hift >—1 ylii sty A i 10% of oatient gly
(Table 2) o 3 0 (0.0) 1 (25.0) 2 (50.0) 1 (25.0) 0 (0.0) 4 ITts > 1 grade were observedin 1.74 of patients
. To report changes in lipid parameters in patients enrolled in POETYK PSO-1 and PSO-2 and treated with: » Mean changes in total cholesterol, HDL cholesterol, and LDL cholesterol were small across treatment groups and not clinically 4 0(0.0) 0 (0.0) 1 (100.0) 0(0.0) 0(0.0) 1 Table 6. Shifts in grade of hypertriglyceridemia among patients treated continuously with deucravacitinib during
— Placebo, deucravacitinib, or apremilast over 16 weeks meaningful (Table 2) Total 449 251 47 7 L 753 Weeks 0-52 (pooled POETYK PSO-1 and PSO-2)
— Deucravacitinib continuously for 52 weeks e Baseline mean triglyceride levels were near the upper limit of normal (ULN; 150 mg/dL) across treatment groups (Table 2) 0 210 (87.5) 29 (12.1) 1(0.4) 0(0.0) 0(0.0) 240
o There were slight increases (~10 mg/dL) in mean triglyceride levels with deucravacitinib treatment (Table 2) 1 42 (40.4) 06 (53.8) 6 (>.8) 0(0.0) 010.0) 104 CENEIGE Grade at Week 52, n (%) Total
M th d Table 2. Changes in lipid parameters from baseline to Week 16 (pooled POETYK PSO-1 and PSO-2) 3 0 (0.0) (0.0) 2 (100.0) 0 (0.0) 0 (0.0) 2 ..
ethodas Placebo Deucravacitinib 6 mg QD 4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 241 (73.0) 84 (25.9) (1.3)
, Parameter Mean (SD/SE) |  n | Mez - Total 254 97 16 2 0 369 49 (29.9) 97 (59.1) 14 (8.5) 4 (2.4) 0 (0.0)
StUdy deSIgnS Total cholesterol mg/dLb Iéigﬁhttpi'nk s(?afirug gldicateza'lshift of 1 grade; dark pink shading indicates a shift of >1 grade.
o POETYK PSO-1 (NCT03624127) and PSO-2 (NCT03611751) were phase 3, 52-week, double-blind, randomized, placebo- and active : ’ ,twice dally; QD once dally S 1(4.0) 10 (40.0) 12 (48.0) 1(4.0) 1(4.0)
| lled trial d d slobally (Fi Baseline 189.4 (39.03) 842 189.1 (39.24) 190.1 (37.15) Deucravacitinib 6 mg QD
comparator (apremilast)-controlled trials conducted globally (Figure 1) Week 16 190.4 (38.55) 755 192.5 (40.42) 187.8 (36.70) Changes in lipid parameters in patients treated with deucravacitinib continuously from baseline to Week 52 0 (0.0) 2 (66.7) 0 (0.0) 1 (33.3) 0 (0.0)
— Enrolled patients with moderate to severe plaque psoriasis (Psoriasis Area and Severity Index [PASI] 212; static Physician’s : : : : :
. ) o . .. e Change -0.1 (1.27) 755 2.6 (0.97) -2.8 (1.26) e Mean changes in total cholesterol, HDL cholesterol, LDL cholesterol, and triglycerides among patients treated with 0 (0.0 0 (0.0 1 (100.0 0 (0.0 0 (0.0
Global Assessment [sPGA] 23; body surface area involvement 210%) were randomized 1:2:1 to oral placebo, deucravacitinib HDL cholesterol, ma/dL deucravacitinib continuously for 52 weeks were small and not clinically meaningful (Figure 2) (0.0) (0.0) ( ) (0.0) (0.0)
6 mg once daily, or apremilast 30 mg twice daily during Weeks 0-16 ’ 291 193 32 6 1
_ Blinded treatment switches occurred at Week 16 and Week 24 Baseline 49.5 (15.50) 842 50.4 (15.16) 50.5 (17.23) » The exposure-adjusted incidence rate (EAIR) for “blood cholesterol increased” as an adverse event over Weeks 0-52 was
, . L Week 16 48.5 (13.49) 755 51.7 (15.80) 51.9 (18.46) 0.2/100 person-years (PY) with deucravacitinib compared with 0.4/100 PY with placebo and 0 with apremilast Light pink shadling ndicates a shift of 1 grade; dark pink shading indicates a shift of 1 grade.
 Patients receiving placebo crossed over to deucravacitinib at Week 16 ch 0.9 (0.39 - 0.9 (0.28 0.5 (0.38 ) . . . ) . o QD, once daily.
« Patients receiving apremilast who failed to meet trial-specific efficacy thresholds in POETYK PSO-1 (=50% reduction DL z:\ngle L me/dL 0.9 (0.39) - (0.26) - (0.38) ) ThehEéA‘ I4R/ ];%B Ptﬁoo.d r;c rlgl;lycirldes dlche/a;soeodpf > gnhadversglevent over Weeks 0-52 was 1.0/100 PY with deucravacitinib compared
from baseline in PASI [PASI 50]) and in POETYK PSO-2 (275% reduction from baseline in PASI [PASI 75]) were switched to cholesterol, mg with 0. with placebo and 1. with apremilast
deucravacitinib at Week 24 Baseline 110.8 (33.77) 842 109.8 (34.90) 111.5 (32.32) « No patient discontinued deucravacitinib due to a lipid-related adverse event
« Patients receiving deucravacitinib who achieved PASI 75 at Week 24 in POETYK PSO-2 were re-randomized (1:1) to continue Week 16 112.8 (33.37) 733 110.2 (35.97) 109.2 (32.37) . o . . . o . Conclusions
deucravacitinib or to switch to placebo (withdrawal); patients receiving apremilast who achieved PASI 75 were switched Change 0.7 (1.15) /733 -0.2 (0.84) -2.5 (1.11) Figure 2. Change in lipid parameters among patients treated continuously with deucravacitinib during Weeks 0-52
to placebo Triglycerides, mg/dL (pooled POETYK PSO-1 and PSO-2) : : - . ..
Basels 149 5 (106.77 842 146.6 (92.04 145.9 (93.81 e In the phase 3 POETYK PSO-1 and PSO-2 trials, mean changes in the lipid panel from baseline to Week 16 were minimal
Fisure 1. POETYK PSO-1 and PSO-2 studv designs asetine -2 (106.77) -6 (92.04) 2.9 (93.81) Total cholesterol? HDL cholesterol across the placebo, deucravacitinib, and apremilast groups, and none was clinically meaningful
S i y S Week 16 149.8 (88.95) 73 157.1(104.02) 137.7 (80.80) 50 — A 10.3 mg/dL increase in mean triglyceride levels from a baseline mean of 146.6 mg/dL in the deucravacitinib group was
Change 0.4 (4.77) 735 10.3 (3.15) 6.8 (3.24) Baseline mean (SD) = 189.0 (39.16) Baseline mean (SD) = 49.7 (14.59) accompanied by very few worsening shifts in hypertriglyceridemia >1 grade per CTCAE

POETYK PSO-1 POETYK PSO-2
(N - 666) (N - 1020) :SD is reported for baseline and Week 1.6 mea'ns; SE is reported for mean change from baseline.
Total cholesterol = HDL + LDL + 20% triglycerides.

E ' . & BID, twice daily; HDL, high-density lipoprotein; LDL, low-density lipoprotein; QD, once daily; SD, standard deviation; SE, standard error.
: I . : :
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« Alarge majority of patients treated continuously with deucravacitinib for 52 weeks maintained their baseline grade or
shifted to a lower grade of hypercholesterolemia or hypertriglyceridemia at Week 52

— Fewer than 2% of patients had worsening shifts >1 grade from baseline to Week 52
— No patient discontinued deucravacitinib due to a lipid-related adverse event
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. : E : e Worsening of hypercholesterolemia was observed with comparable frequency among patients treated with placebo,
! Placebo® DeucravaCItH-s deucravacitinib, and apremilast (10.6%, 11.7%, and 8.4%, respectively); nearly all shifts were 1 grade (Table 3)
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Mean x SE, mg/dL
Mean = SE, mg/dL

. _ _ Bk o « Most deucravacitinib-treated patients maintained the same or shifted to a lower grade of hypercholesterolemia from baseline to 10 - « Clinical guidelines recommend diet and lifestyle optimization for most low-risk adults with fasting triglycerides 2150 mg/dL
2 Bk . : s HE _ Week 16 (Table 3) and <500 mg/dL, with consideration of initiation or intensification of pharmacotherapy in those with persistent elevations
: I : : : : : )
£ BE i g : -20 | and a calculated ASCVD risk 25%°
o = : = : - 1 1 1 1 - - . . . . .. . ..
S Bt Apremilast 30 mg BID : t BE <PASI 75 _ Table 3. Shifts in grade of hypercholesterolemia from baseline to Week 16 (pooled POETYK PSO-1 and PSO-2) — These guidelines would apply to most patients with moderate to severe plaque psoriasis due to the high incidence of
- : : m : H : - - . . . . . .
- HE , t BE ; Racaline ade eek 16 % Nta 30 Week hypertriglyceridemia/metabolic syndrome in these patients
N 3 . ! N : : : eeks
] | poremiast0mgent - ERIE - e oo sme Paramete grade | 0 | 1 | 2 | 3 | 4 | patie
. n-= . . : 8
: . : : : . : 377
: _ I —— 0 182 (82.7) | 38 (17.3) 0 (0.0) 0 (0.0) 0 (0.0) 220
| . (n=254) . 1 31 (22.8) 105 (77.2) 0 (0.0) 0 (0.0) 0 (0.0) 136 References
l 5 5 Triglycerides®
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endpoint dpoint
P endpoin - SOTYKTU™ US prescribing
Total 213 144 0 0 0 357 - 3 SOTYKTU™ US prescribing
. . — < oh information values at Weeks
Coprimary endpoints: PASI 75 and sPGA 0/1 for deucravacitinib vs placebo at Week 16 0 387 (82 5) 81 (1 73) 1 (02) 0 (00) 0 (00) 469 tén E. and 52 reflect a mixed population Acknowledgments
- Ll 1 1 1 2,b
From A.rrrlst;ﬁc.)ng AW, 3t alf. tDeucral/tacfitim'bt\r/]ersél;s plackebo agd aprzmiéastbiln nl;lngracllte tlo sel;/ere plaque  From SFr.ob;:-;i B, et alc.i Defuc;ravaciﬂni]lc) veril;s pSlgcebokand ac[i)rerpilaést ;n rrl;t)dirlz.at: t(;) set:/ere EISSE%K 1 4 (22.7) 212 (75.2) 6 (2.1) 0 (0.0) 0 (0.0) 282 L c.: including crossover patients . This study was sponsored by Bristol Myers Squibb
EZﬁ?ri‘)Sl]lse'deph§2;y3a|20EsTaY§ gsrg.sf t:ialr.o T AmeAcagvgsrr;vcrzigl.o?(?;zZ;;58:25-3;- Trlmri]s svo’rlf iiclei?cgr-\sed Eg(())r-]sst]:i'ale. J?ﬁvyAachsgefnya;i? 232;?82:40?51.-4\,% \;vg?lr(] i: T:ézeis:ed ?.ILI;d:r: algreeat’ivpe Eiiqmons Ne - 5 OD 2 0 (0.0) 4 (100.0) 0(0.0) 0(0.0) 0 (0.0) 4 : S » Writing and editorial assistance was provided by Liz Rockstein, PhD, of Peloton Advantage, LLC, an OPEN Health company, Parsippany, NJ, USA, funded by Bristol Myers Squibb
Ezgﬁgei/cbr;itg\-/ﬁd(ﬁngTons Attribution License (CC BY-NC-ND 4.0). https://creativecommons.org/ Attribution License (CC BY-NC-ND 4.0). https://creativecommons.org/licenses/by-nc-nd/4.0/. S 3 ( ) 0 (OO) 0 (OO) 0 (OO) 0 (OO) 0 é - % « The authors thank the patients and investigators who participated in these trials
A ilast titrated f 10 QD to 30 BID the first 5d f dosi 4 ( ) O (OO) 0 (00) O (OO) O (OO) 0 B 12.0 10.7 13.2
aApremilast was titrated from 10 mg 030 mg over the firs ays of dosing. : .
®Upon relapse (250% loss of Week 24 PASI percentage improvement from baseline), patients were to be switched to deucravacitinib 6 mg QD. TOtaI 451 297 7 0 O 755 —@— — D'ISC IOSU res
BID, twice daily; PASI, Psoriasis Area and Severity Index; PASI 50, >50% reduction from baseline in PASI; PASI 75, >75% reduction from baseline in PASI; QD, once daily; sPGA 0/1, static Physician's Global | I I
Assessment score of 0 (clear) or 1 (almost clear) with a >2-point improvement from baseline. 0 205 (87 2) 30 (1 2'8) 0 (O'O) 0 (O'O) 0 (O'O) 235 ) 8 16 24 e ML: Research funds on behalf of Mount Sinai: AbbVie, Amgen, Arcutis, Avotres, Boehringer Ingelheim, Dermavant, Eli Lilly, Incyte, Janssen, Ortho Dermatologics, Regeneron, and
1 (31 1 ) 90 (68.2) 1 (0.8) 0 (0.0) 0 (0.0) 132 UCB; Consultant: Aditum Bio, Almirall, AltruBio, AnaptysBio, Arcutis, Arena, Aristea, Arrive Technologies, Avotres, BiomX, Boehringer Ingelheim, Brickell Biotech, Bristol Myers
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Lipid assessments : : : : , Pfizer, :
. . ) . . . . . . 3 ( ) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 . ' » BS: Consultant (honoraria): AbbVie, Almirall, Amgen, Arcutis, Arena, Aristea, Asana, Boehringer Ingelheim, Bristol Myers Squibb, Connect Biopharma, Dermavant, Eli Lilly, Equillium,
e Mean total cholesterol, high-density lipoprotein (HDL) cholesterol, low-density lipoprotein (LDL) cholesterol, and triglycerides “Total cholesterol = HDL + LDL + 20% triglycerides. , , o . o , GlaxoSmithKline, Immunic Therapeutics, Janssen, Leo Pharma, Maruho, Meiji Seika Pharma, Mindera, Novartis, Ortho Dermatologics, Pfizer, Regeneron, Sanofi Genzyme, Sun
4 O 00 0 OO 0 OO O 00 0 ®The values presented here are limited to patients enrolled in POETYK PSO-1 and PSO-2 who received deucravacitinib continuously for 52 weeks. SOTYKTU™ (deucravacitinib) prescribing information notes that . .. . . ) . . . ps s . ; . .
. Pharma, UCB, Ventyxbio, and vTv Therapeutics; Speaker: AbbVie, Eli Lilly, Janssen, and Sanofi Genzyme; Co-scientific director (consulting fee): CorEvitas' (Corrona) Psoriasis
are reported- mean triglyceride levels increased by 10.3 mg/dL and by 9.1 mg/dL during the 16-week and 52-week treatment periods, respectively, in the combined population from the 2 studies. The label values were . ’ >, y = ViV peu ,’ P T ’ Ys A . yme; . . ( u g ) v (
. . . . e e . derived from all patients who were taking deucravacitinib at Week 16 or at Week 52 from both POETYK PSO-1 and PSO-2 studies. Some of the latter had received placebo or apremilast in a previous treatment ’ . ’ ’ ’ ’ ’
Total 246 122 1 0] 0] 369 D g D D b Registry; Investigator: AbbVie, Cara Therapeutics, CorEvitas' (Corrona) Psoriasis Registry, Dermavant, Dermira, and Novartis
— At baseline and Week 16 in patients treated with placebo, deucravacitinib, and apremilast m— — _ _ — ' period per the individual study designs. « ML, KH, SB, and RMK: Employees and shareholders: Bristol Myers Squibb
Light pink shading indicates a shift of 1 grade; dark pink shading indicates a shift of >1 grade. ioh- v i . ity 1 i i ation- ’ O ’ :
. . . . . . . . ey e e ! ' : HDL, high-density lipoprotein; LDL, low-density lipoprotein; SD, standard deviation; SE, standard error. .
— Over multiple time points from baseline to Week 52 in patients who received continuous deucravacitinib BID, twice daily; QD, once daily. « NNM: Consultant: Abcentra, Amgen, and Novartis
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