Effectiveness of new initiators of tofacitinib and other biologic/targeted synthetic DMARDs
in patients with rheumatoid arthritis

Katherine Liao," Chandrasekar Gopalakrishnan,? Jinoos Yazdany,® Suraj Sarvode Mothi,> Genevieve Gauthier,* Griffith Bell,> Arne Yndestad,® Milena Gianfrancesco®

'Division of Rheumatology, Inflammation, and Immunity, Brigham and Women’s Hospital, Boston, MA, USA; 20M1, Inc, Boston, MA, USA; 3Division of Rheumatology, School of Medicine, University of California, San Francisco, CA, USA;
‘Pfizer Canada ULC, Kirkland, QC, Canada; °Pfizer Inc, New York, NY, USA; ®Pfizer Inc, Oslo, Norway

Introduction

Table 1. Demographics/clinical characteristics? of patients with RA initiating treatment, before PS weighting

Treatment switching/discontinuation

Conclusions

> Tofacitinib is an oral JAKi for the treatment of RA. Tofacitinib (N=3,681)  TNFi (N=11,667)  Abatacept (N=3,528)  IL-6i (N=2,464) > At 6 and 12 months post-index, rates of treatment switching were higher
. . . . Age at index (years), mean (SD) 57.9 (12.3) 58.1 (13.7) 61.1(13.1) 60.5 (12.8) T o .
> The efficacy and safety profiles of tofacitinib in RA have been established Female, n (%) 2,997 (81.4) 9.171(78.56) 2,898 (82.1) 1,982 (80.4) among tofacitinib initiators (5.7-12.9%, depending on treatment > In this large cohort study using real-world data, no significant
in previous clinical trials; however, only a limited number of studies have Insurance, n (%) comparison) vs comparator treatments (1.7—-3.5%), while treatment diff . o t b d bet t t t
evaluated the effectiveness of tofacitinib compared with bDMARDs in Commercial 1,159 (31.5) 3,680 (31.5) 1,165 (33.0) 778 (31.6) discontinuation rates were slightly lower among tofacitinib initiators vs liferences In remission rates were observed between treaiments
routine care settings. Medicare 1,174 (31.9) 3,884 (33.3) 1,563 (44.3) 1,097 (44.5) - among the overall RA population.
9 Medicaid 242 (6.6) 617 (5.3) 184 (5.2) 148 (6.0) comparators (33.8-51.6% vs 36.6—63.0%, respectively). 9 pop
- - Census region, n (%) = =
Objectlve Northeast 514 (14.0) 1282 (110) 389 (1.0) 265 (105) Main analysis Subgroup analyses suggest some potential heterogeneity of
> This ob tonal cohort studv of safients with RA evaluated th Midwest 466 (12.7) 1,465 (12.6) 366 (10.4) 281 (11.4) treatment effect for tofacitinib, compared with TNFi; however,
is observational cohort study of patients wi evaluated the South 2,484 (67.5) 8,155 (69.9) 2,570 (72.8) 1,750 (71.0) > In the main sIPTW analvsis. there were no statisticallv sianificant - q B [FenF o
real-world effectiveness of tofacitinib compared with select bDMARDs, West 211 (5.7) 757 (6.5) 197 (5.6) 165 (6.7) . ST Aanass, YS9 interpretation is limited by low event rates, missing data, and
both overall and within relevant subgroups of demographic and clinical Disease duration >2 years, n (%) 2,407 (65.4) 5,683 (48.7) 2,185 (61.9) 1,726 (70.0) differences in remission rates between treatments at 6 months and potential residual confounding.
characteristics Number of previous b/tsDMARD, n (%) 12 months (Figure 1).
' 0 1,087 (29.5) 7,192 (61.6) 1,219 (34.6) 478 (19.4)
1 1,247 (33.9) 2,902 (24.9) 1,209 (34.3) 763 (31.0) > Results were consistent when stratifying patients by baseline
2 787 (21.4) 944 (8.1) 678 (19.2) 627 (25.4) DAl <10 or >1 from a lower r f remission for tofacitini
M eth Ods 3 375 (10.2) 350 (3.0) 292 (8.3) 338 (13.7) C 0 O. 0, .apart om a lower rate of re _Ss ° O_ tofacitinib, Figure 2. Effectiveness of tofacitinib vs TNFi in achieving remission (CDAI <2.8) at 6 months and 12 months,
] ~a 185 (5.0) 279 (2.4) 130 (3.7) 258 (10.5) compared with IL-6i at 12 months among those with baseline CDAI >10 by subgroup (among patients with CDAI >10 at baseline)
Study deS|gn Charlson Comorbidity Index, mean (SD) 2.0 (1.6) 1.9 (1.6) 2.2 (1.7) 2.2 (1.9) (HR 0.54 [95% CI 0.35, 0.83]).
Prior csDMARD use, n (%) 3,113 (84.6) 9,769 (83.7) 2,936 (83.2) 2,018 (81.9) 6 months 12 months
> Data. were derived from QM1 PremiOM ™ RA (OM1, Boston_, MA), a Baseline cortic.osteroid use, n (%) 2,414 (65.6) 7,224 (61.9) 2,343 (66.4) 1,720 (69.8) Su bg rou p anaIySiS Subgroup Toffcitinib '_l'NFi HR (95% Cl) after PS weighting for p value for HR (95% Cl) after PS weighting for p value for
multisource dataset with linked claims and EHR data for patients with Baseline obesity (BMI >30 kg/m?), mean (SD) 30.6 (7.1) 30.5(7.3) 30.5(7.3) 30.5(7.3) (N=2,773)  (N=8,628) tofacitinib vs TNFi interaction tofacitinib vs TNFi interaction
; Baseline CDAI score, mean (SD)° 19.8 (12.7) 19.1 (12.4) 19.6 (12.5) 20.9 (12.5) . (o] ] 100% 100% 0.85(0.62, 1.17 0.68 (0.45, 1.03
RA in the US. Baseline CDAI score category, n (%) > Subgroup analyses suggested heterogeneity of treatment effect S N A AL LSS E— et Il s
. . T T : . . . . A
> Patients with RA aged =18 years initiating tofacitinib or select bDMARDs Remission: 0.0-2.8 214 (5.8) 741 (6.4) 190 (5.4) 115 (4.7) among patients with obesity (BMI >30 kg/m?), =2 prior b/tsDMARDs, 96265 years 28.0% 32.6% 065 (0.38, 1.12) =l 0.72 (0.39, 1.32)
(TNFi [adalimumab, certolizumab pegol, etanercept, golimumab, and Low ativity: 2.310.0 694 (18.9) 2298 (19.7) 705 (20.0) 386 (15.7) baseline corticosteroid use, and Sjégren’s syndrome for tofacitinib <65 years 720%  67.4% 094 (064,138) O = 066 (038, 1.14) 0%
infliximab], abatacept, and IL-6i [tocilizumab and sarilumabl]) from mo:eratle ?Ctzlzt)q 170510_22.0 1;% (gglg) gggg (gilg) 1232 (22'?) g;g (23.;) compared with TNFi, among patients with baseline CDAI >10 at TAge T T e
January 01, 2013-March 13, 2024, who had >1 CDAI score 45 days Hioh actvily: 2217850 . L1058 2990 (34.2) 279(361) 140.0) 6 monihe (ouinteraction —0.05 =50 years 58%  742% 093(065,133) . a1 071(045,112) .o
prior to and including the index date were included. aTPI:IFI included ladallmumab,l certolllzumab FJEQOL etanercTept, gollmumlab, and lnflIIXIma'b, IL-6|llncIuded tocilizumab and sanllu'nlwall) . . months (p-interaction .05). ___fio_y_eelrs_ ______ 242%  2658% | —@—= 066(0.31,139) " | —@—  048(019,119) T
ssessed during the baseline period, defined as all available data prior to and including the index date (date of treatment initiation), unless otherwise stated. For obesity and laboratory measures, . . Sex
th t t val the baseli iod d. Patients di d with itant indicati for tofacitinib (PsA, UC, pcJIA ti for t hort entry dat luded
. . (r:qTi(r)esd Zﬁzr;s\tlzlé?a(éﬁ%rsisioj:: ;rﬁepaesrtlcgo\glgjsu:sart)a ients diagnosed with concomitant indications for tofacitinib (Ps. pcJIA) anytime prior to cohort entry date were exclude > Heterogene”:y Of treatment effect was not observed in Subgroup ana|yses Female 81.6% 79.0% 0.81 (0.5, 1.19) 055 i 0.62 (0.40, 0.95) 05
Statlstlcal anal sSes ®Most recent value in the 45 days prior to and including the index date at 12 months (p-interaction >0.05; Figure 2). Male 18.4% 21.0% 0.99 (0.57,1.72) ' —— 0.85 (0.34, 2.11) ’
p gure¢). Mae _____Tesn Ok | & 0 O9POStE e 0 0e e
. . . . RA disease duration
> sIPTW were calculated to adjust for differences in demographics, =2 years 64.4% 45.8% 0.77 (0.54, 1.11) 0.54 — 0.55 (0.33, 0.90) 0.35
treatment history, and comorbidities across cohorts. Figure 1. Effectiveness of tofacitinib vs bDMARDSs in achieving remission (CDAI <2.8) at 6 months and 12 months <2 years 35.6% 54.2% 0.94 (0.57, 1.54) ’ 0.80 (0.44, 1.47) ’
. . Obesity
> Crude IRs per 1,000 PY were calculated to estimate the first record of Overall population CDAI >10 at baseline CDAI <10 at baseline BMI =30 kg/m? 48.3% 48.6% 122(079,190) ., 100(055,1.81) o o
CDAI remission (<2.8) measured at 6 months and 12 months. Remission events HR (95% CI) after PS weightin Remission events HR (95% CI) after PS weightin Remission events HR (95% Cl) after PS weightin BMI <30 kgim® 50.8% 50.0% 062 (038, 0.99) ' . 043 (024, 0.78) .
_ _ _ IR (events/1,000 PY) ° gnting IR (events/1,000 PY) ° gnting IR (events/1,000 PY) ° gnting B P i = Y e
> Cox regression with robust standard errors was used to calculate weighted = 39.4% 13.9% 2,31 (110, 4.84) 1.15 (049, 2.69)
0 e ; Tofacitinib TNFi Tofacitinib vs TNFi Tofacitinib TNFi Tofacitinib vs TNFi Tofacitinib TNFi Tofacitinib vs TNFi = A = -1 {119, 4. <0.01 —— 10(9.49, 2. 0.24
HRs and 95% Cls overall and stratified by baseline CDAI <10 or >10. (N=3,681)  (N=11,667) (N=2,773) (N=8,628) (N=908) (N=3,039) <2 60.9%  86.1% | A 070(048,101) | @y 065041102
i, . . 114.6 124.4 59.7 74.1 248.7 263.6 No. prior b/tsDMARD
> tSubgroup : nta lyses bytpre]cstpec;fled \t/a:clfab[[es of mterets. t V\;ere.::r:) rtlductlgd Smonths  (184.6/1.61)  (690.8/5.55) . 097 (0.79,1.18) (71.5/1.20)  (302.6/4.08) i 085(062,1.17) (102.0/0.41)  (387.6/1.47) . 097 (075, 1.25) ° ::Ior ° ) 72.7% 38.0% - 1.18 (0.78, 1.79) - 0.84 (0.54, 1.29)
0 assess heterogeneity of treatment effect among patients wi aseline 453 58.9 24.9 37.4 93.8 116.7 39, 0% a1 1 0.09 - f1 021 1 0.43
CDAI >10. 12 months (109.0/2.41) (494.6/8.40) —— 0.78 (0.59, 1.01) (43.9/1.76) (228.2/6.10) — 0.68 (0.45, 1.03) (59.5/0.63) (268.1/2.30) — 0.81(0.57,1.13) _EE; ___________ 2_7 '_3_/____6_221__ __:_.:L _______ 0_6_7_(0_4_1_1_1_1)_ _______________ 1_____2'31_(2'31_’1_'1_8_) _________
"""""" Tofacitinib  Abatacept |  Tofacitinibvsabatacept | Tofacitinb  Abatacept Tofacitinib vs abatacept | Tofacitinb  Abatacept |  Tofacitinib vs abatacept =3 mglL 531%  524% 092(059,144) o0 - 097 (056,170) o
Res u I ts (N=3,681)  (N=3,528) (N=2,773)  (N=2,633) (N=908) (N=895) <3 mg/L 25.2% 23.5% 0.81(0.41, 1.60) —l— 0.23 (0.08, 0.69)
109.7 107.8 61.4 67.9 247.1 224.4 | “Baseline steroiduse T TTTTTTTTTTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
Gmonths  179.7/1.64)  (178.3/1.65) I e (75.31123)  (82.8/1.22) TR 09406713 (101.6/0.41)  (97.4/0.43) T 108y e ereduse 67.6%  64.8% 1.08 (0.73, 1.59) 1. 0.74 (0.4, 1.26)
. 44.4 439 23.7 30.3 101.9 86.2 o o PO 0.03 P 0.46
Patients 12months  1093046)  (110.0/2.51) 1.02(0.77,1.35) (4321.82)  (55.3/1.82) B 078(052,1.17) (65.3/0.64)  (58.9/0.68) —r = 19(0.80,1.77) 'E_EE _____ b_____3_2'_4f’____3_53f’ ______________ 0513008 | _-®— ___0%s@©301ohy
______________________________________________________________________________________________________ | _ . moking status
i i . itini = - i N= - Tofacitinib IL-6i Tofacitinib vs IL-6i Tofacitinib IL-6i Tofacitinib vs IL-6i Tofacitinib IL-6i Tofacitinib vs IL-6i Ever 28.3% 25.7% 0.57 (0.31, 1.05) —— 0.85(0.45, 1.61)
> In total, 21,340 patients were mcluded. tofacitinib, N=3,681; TNFi, N=11,667, (N3 661) (N=2.464) (No2.773) (N=1.963) N=208) (N=501) Never 57.4% 58.6% 0.90 (0.60. 1.36) 0.34 I 069 (0.39, 1.22) 0.20
abatacept, N=3,528; and IL-6i, N=2,464. 6 month 100.5 111.8 0.91(0.70. 118 60.0 60.1 101 (0.68. 151 2333 266.1 0.86 (061 124 7o ey iy sl i R
i ) OMtNS  (165.1/1.64)  (122.3/1.09) — 91(0.70,1.18) (73.9/1.23)  (51.8/0.86) —— 1.01(068,1.51) (95.8/0.41)  (61.5/0.23) — 86 (061,1.24) 109 v . .
> Mean age at index date ranged from 57.9-61.1 years and the proportion 40.4 523 227 40.1 97 1 86.8 Yes 8.2% 6.9% 3.56(0.95,13.38) o — 052(0.14,1.88) 4
of patients with disease duration of =2 years was 48.7—70.0%. 12months "0 e (@asnez B 0.73 (0.53, 1.00) 413182)  (50.51.26) — 0.54 (0.35, 0.83) (619/0.64)  (306/0.35) —F—ms (0.65, 1.68) No 91.8% 93.1% 0.78 (0.56, 1.09) il 0.68 (0.44, 1.04)
| | | | | | | |
> At baseline, 36.6% of patients initiating tofacitinib had used =2 prior 0.5 1 2 025 05 1 2 05 1 2 02505 1 2 4 8 02505 1 2 4
b/tsDMARDs vs TNFi (13.5%), abatacept (31.2%), and IL-6i (49.6%). _ HR@Es%CH _ HRES%C) _ HRES%C) HR (95% C1) HR (95% C1)
> Comorbidities and CDAI scores at baseline were similar between Favors  Favors Favors - Favors Favors - Favors Favors - Favors Favors - Favors
comparator tofacitinib comparator tofacitinib comparator tofacitinib TNFi tofacitinib TNFi tofacitinib

cohorts (Table 1).

> After PS weighting, baseline characteristics were well balanced between
treatments (all standardized differences <0.1).

Baseline covariates used to estimate IPTW included: age, sex, race (black, white, other, unknown/not documented), ethnicity (Hispanic, non-Hispanic, unknown/not documented), insurance status (commercial, Medicare, Medicaid, multiple, other, unknown/not documented), census region (Northeast, Midwest, West, South, unknown),

BMI (<18.5, 18.5—<25, 25—<30, =30 kg/m?, unknown), year of index, RA disease duration (<2, =2 years), RA disease activity (CDAI score 0-2.8, 2.9-10, 10.1-22.0, 22.1-76.0), Charlson Comorbidity Index (continuous and categorical: 0—1, 2-3, 4-5, =6), comorbidities (cardiovascular disease, COPD, fibromyalgia, malignancies,
osteoporosis, type 1 diabetes, type 2 diabetes, Sjogren’s syndrome), smoking status (ever, never, unknown), hospitalization, laboratory results (RF+, RF-, unknown), anti-CCP (positive, negative, unknown), CRP (<3, =3 mg/L, unknown), prior use of medications (csDMARD, bDMARD, tsDMARD), count of prior b/tsDMARDs (0, 1, 2, 3, =4),
and corticosteroid use

aCRP was unknown in 21.7% (tofacitinib) and 24.2% (TNFi) of patients
®Smoking status was unknown in 14.3% (tofacitinib) and 15.8% (TNFi) of patients
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