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BACKGROUND

* Adalimumab (ADA) is approved for the treatment of Crohn’s
disease (CD) and ulcerative colitis (UC); therefore, it is postulated
that new onset or flare of inflammatory bowel disease (IBD) is
arare occurrence in ADA clinical trials for non-1BD indications

OBJECTIVE

* The purpose of this analysis was to determine the rates of
IBD adverse events (AEs) in ADA clinical trials, particularly in
spondyloarthritis (SpA) patients who are at a higher risk of IBD
as a feature of SpA

RESULTS

* ADA was administered to 23 735 patients, representing
36404.6 PYs of exposure

* Incidence rates for IBD events during the PBO-controlled period
of ADA interventional trials were <0.1/100 PYs for both ADA-
and PBO-treated patients (Table 2)

* In axSpA, the IBD rates in ADA- and PBO-treated patients during
PBO-controlled period were 0.6/100 PYs and 1.1/100 PYs,
respectively (Table 2)

—There was only 1 1BD event reported in a patient on ADA
treatment (in an AS patient) and 1 IBD event reported in
patients treated with PBO (in a nr-axSpA patient)

METHO

CLINICAL TRIALS

* The rates of IBD AEs in 73 phase 2—4 interventional ADA
clinical trials in rheumatoid arthritis (RA), polyarticular juvenile
idiopathic arthritis (pJIA), pediatric enthesitis-related arthritis
(peds ERA), uveitis (non-infectious intermediate, posterior, or
pan-uveitis), hidradenitis suppurativa (HS), adult and pediatric
psoriasis (Ps), psoriatic arthritis (PsA), non-PsA peripheral SpA
(pSpA), non-radiographic axial spondyloarthritis (nr-axSpA),
and ankylosing spondylitis (AS) were analyzed (Table 1)

e Trials in UC, CD, and intestinal Behcet'’s disease (BD) were
excluded from this analysis; however, patients with UC, CD, and
BD were not excluded from the trials included in this analysis

Table 1. List of Indications and Clinical Trials

Indication No.of Trials No.of Patients
AlLADA tids* 7 23735
Psoratc arthrts (PsA) 4 87
Non-Psh peripheral spondyicartrtis (pSph) 1 165
Non-radiographic axial spondylorthts (nr-axSph) 1 190
Ankylosing sponcis (AS) 5 2026
Rheumatoid arhis % 15152
Ureits 2 387
Hidradenits suppurativa (H5) 4 3
Adult psoriasis 1 3500
Pediarc psoriass 1 1
Aljuvenie diopathic antriis 4 on4
P " o' disease, and intestnal
Behcer' disease.
Al D ) A1, and peds
- peds. arhrs,
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ASSESSMENT FOR INFLAMMATORY BOWEL DISEASE

(1BD)

* The search criteria for IBD events included the following
standardized MedDRA queries preferred terms and did not
distinguish between new onset IBD and flare of pre-existing disease:
—Inflammatory bowel disease (I1BD)

— Ulcerative colitis (UC)

—Crohn’s disease (CD)

—IBD-not otherwise specified (NOS)
— Ulcerative proctitis

 In addition to the MedDRA queries, manual assessment to
distinguish new-onset IBD and flare of pre-existing disease

was performed for events occurring in patients with axial SpA
(nr-axSpA and AS)

STATISTICAL ANALYSES

* IBD events were defined as an IBD flare in patients with pre-existing
IBD, or new onset IBD among those without pre-existing IBD

 Incidence rates of IBD events (combined new onset and flare)
were calculated separately for placebo (PBO)- and ADA-treated
patients during the PBO-controlled periods of interventional
clinical trials of ADA
 Overall incidence rates of IBD events were determined in
patients treated with ADA during the PBO-controlled periods and
open-label extensions of all interventional clinical trials of ADA
* The risk of an IBD event over a 1-year period of ADA treatment
was also calculated
—Due to variable follow-up duration in the studies included in
this analysis the time period included was limited to 1 year to
improve comparability between studies
* Incidence rates of IBD events are reported as events per
100 patient-years (PYs)
* 95% confidence intervals (CI) were based on exact Poisson
confidence limits

* During the PBO-controlled period, there were no reports of IBD
events in PsA, non-PsA pSpA, RA, uveitis, HS, adult and pediatric
Ps, pJIA, and peds ERA trials (Table 2)

Table 2. Incidence of IBD Events in Patients From
PBO-controlled Period of ADA Clinical Trials

Adalimumab (ADA) Placebo (PBO)
Al Al
18D IR/100PYs 18D IR/100 PYs
Indication N(Ys) AEs,n  (5%C) | N(PYs) AEsn  (95%C)
AlLADA tal S77400656) 1 <0.1(00-03)|3102(10418 1 01(00-05)
e 86615 1 04(0021) | 655(1%29 1 05(-29)
Psh 2078 0 00 2A1@1) 0 00
Non-PsA pSph 84191 0 00 81188 0 00
Alaisphe 500646 1 060034 | 33030 1 110060
rasph %@ 0 00 9@2 1 4501251
5 4750431 1 070039 | 26008 0 00
Rheumatoid At %67(11365) 0 00 DETCRT 00
Ureits 19644) 0 00 20074 0 00
Hidradents suppurtiva 4901031) 0 00 %6EH 0 00
Adut porisis 15944612 0 00 7270060 0 00
Al 0@ 0 00 80088 0 00

y i P34, non-PsA pSpA, nr-axSp, and AS.
All ADA- and PBO-treated patients i al interventional studies of nr-2xSpA and AS.

P80 = - patient

PSP = non-PsA peripheral
dyli

* Overall, the incidence rate for IBD events in ADA-treated patients
during PBO-controlled periods and open-label extensions across
all interventional trials included in this analysis was 0.1/100 PYs
(Table 3)

* The rates of IBD events varied across therapeutic indications
from <0.1 to 0.8/100 PYs

* In SpA, the overall rate of IBD was 0.5/100 PYs, while the rates
were 0, 0.8, 0.5, and 0.7/100 PYs in PsA, non-PsA pSpA, nr-axSpA,
and AS, respectively (Table 3)

—2216 patients with axSpA (AS: 2026, nr-axSpA: 190) were
exposed to ADA; in AS, 14 IBD events (7 new onset and 7 flares)
were reported in 12 patients (7 new onset and 5 flares), while
in nr-axSpA, 2 IBD events were reported in 1 patient (2 flares)

* There were no reports of IBD events in pediatric patients

Table 3. Incidence of IBD Events in Patients From
All Non-registry ADA Clinical Trials

IRAO0PYs
Indication NPYs) AllIBD AEs, n (95%Cl)
ALADA tids* 23735 (36404.6) 2 010102
e 218(39199) 19 05(03-08)
PsA 837 (9975) 0 00
Non-Psh pSpA 165 (390.7) 3 08(02-22)
AlaSph 2216/(2531.7) 16 06(04-1.0)
r-aSpA 190 4122) 2 050.1-18)
" 2006 (21195 1 07(04-11)
Rheumatoid Arhits 15152 (248130) 16 <0.1(00-01)
Ureits 367 (638.8) 1 02(00-1.0)
Hidradenits suppurativa 7338363 3 0401-11)
Adult psoriasis 3500 (5268.7) 1 <01(0.0-0.1)
Pediatc psories's 1101215 0 00
AL 274(7974) 0 00

*All ADA patientsin all interventional studies of PsA, non-PSA pSpA, nr-axSpA, and AS.

“All ADA patients i alinterventional studies of r-2xSpA and AS.

Al ADA patientsinall interventional studies of JA, piIA, and peds ERA.

18D = nflammatory bowel disease; ADA = adalimumab; PYs = patent years; AEs = adverse events; R = ncidence rates;
a

[
nr-2x5pA = non- - A=

arthrii;

* The risk of an IBD event occurring over a 1-year period in all
interventional ADA trials was 0.1/100 PYs (Table 4)

* The 1-year risk of an IBD event was <0.1/100 PYs in both RA
and Ps trials

* The 1-year risk of an IBD event was 0.0 in PsA, uveitis, HS,
pediatric Ps, pJIA, and peds ERA trials, since no IBD event was
reported through 1 year of ADA treatment

Table 4. Risk of IBD Event Over 1-year in Patients
From All Non-registry ADA Clinical Trials

IRA00PYs
Indication N(PYs) AIIBD AEs, n (95% )
AlLADA tials 23735 (15366.7) 15 0.101-02)
AISpR 3218(1711.4) 8 05(02-09)
Psh 837 (4916) 0 00
Non-PSA pSpA 165(154.1) 1 06(00-36)
Al axSphs 2216/(1065.7) 7 0703-14)
nr-axSph 190 (166.0) 1 06(00-34)
s 2026 (899.6) 6 0702-15)
Rheumatoid Arhrits 15152(100723) 6 <0100-01)
Ureis 367 (3063 0 00
Hidradenits suppurativa 733(5910) 0 00
Adult psoiasis 3500 (2245.9) 1 010002
Peciatic psoriasis 111966) 0 00
ALK 274 034.4) 0 00
Al ADA it and s dintestinal

Behcet's disease,
Al ADA patients inall nterventional studies of PsA, non-PsA pSpA, nr-axSpA, and AS.
“All ADA patients inal interventional studies of r-axSpA and AS.

vt J1A, and peds ER

a 3 - = non-sA
-  ne-anSpA < 3
arthriis pIA = i

CONCLUSIONS

= The rates of IBD AEs in ADA clinical trials were generally low across all indications, with all events occurring in adult patients

= Axial SpA patients are generally at higher risk of manifesting IBD

—In the combined group of axSpA patients (AS and nr-axSpA), the rates of IBD for ADA-treated patients were numerically lower than

for PBO-treated patients

—In AS patients, the rates of IBD for ADA- and PBO-treated patients were low (0.7/100 PYs [95% Cl, 0.4-1.1] and 0.0, respectively)
and were similar to published PBO rates pooled across multiple AS clinical trials with TNF inhibitors (1.3/100 PYs [95% CI, 0.2-4.8])*
= In patients at risk for IBD who require biologic therapy, ADA is a reasonable therapeutic option based on the observed low IBD event
rates in ADA clinical trials and its demonstrated efficacy in treating UC and CD patients
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