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* Hidradenitis suppurativa (HS) is a painful, chronic skin
disease, characterized by recurrent inflamed nodules
and abscesses, fistula formation, purulent drainage, and
subsequent scarring.

The PIONEER | and Il phase 3 trials® evaluated treatment
of patients with moderate-to-severe HS, with originator
adalimumab (AbbVie) dosed every week. Adalimumab
(ADA) is approved for a wide range of inflammatory
diseases, including moderate-to-severe HS.

The PIONEER trials were followed by a phase 3, open-label
extension (OLE) trial (NCT01635764) designed to
determine the long-term safety and efficacy of ADA in
patients with moderate to severe HS.

This analysis reports long-term results for patients who
received weekly ADA weekly throughout PIONEER | and II,
and continuing through the OLE to week 168.

Patients in this analysis entered the OLE if they completed
Periods A and B or lost response during Period B of
PIONEER I or II.

In PIONEER | or I, patients were randomized to 40 mg
weekly ADA at the start of the 12-week Period A, and
upon completion of Period A, were re-randomized to

40 mg weekly ADA at the start of the 24-week Period B
(Figure 1). Throughout the OLE, all patients received

40 mg weekly ADA.

Figure 1. Study Design for PIONEER | and Il, and
Open-Label Extension

&0 I ]

oncen)

tponen

R —
! Rerandomizton peiodn

a. Stratified by BL Hurley Stage I vs Il (PIONEER | & 1I) & BL concomitant antibiotic use (PIONEER 1. b

160 mg week 0; 80 mg week 2; 40 mg from week 4. c. Re-randomization at entry to Period B, stratified by
week 12 HSCR status & BL Hurley Stage I1 vs ll. d. 160 mg week 12; 80 mg week 14; 40 mg from week 16
ADA=adalimumab; ew=every week dosing; PBO=placebo; BL=baseline; PRO=patient-reported outcomes.

STATISTICAL ANALYSIS

* ADAew Population: patients who received continuous 40
mg weekly ADA in Periods A and B of PIONEER | or Il and
in the OLE.

PRR Population: patients in the ADAew Population who
either achieved HiSCR at week 12, or did not achieve
HiSCR but achieved at least a partial response to
treatment at week 12

— HiSCR (Hidradenitis Suppurativa Clinical Response) was
defined as 250% reduction in AN count with no increase
in abscess count and no increase in draining fistula
count relative to baseline

— Partial response was defined as 225% reduction in total
abscess and inflammatory nodule (AN) count relative to
baseline, at the end of Period A in PIONEER | or II.

o All patients who were treated with ADA weekly in Periods
A and B of PIONEER | and Il, and entered the OLE, were
included in the analysis.

Missing values were handled by non-responder
imputation (NRI) in Periods A and B of PIONEER | and I,
and last-observation-carried-forward (LOCF) and observed
case were used for both continuous and categorical
variables.

Results are reported as “study weeks,” which consist of
PIONEER + OLE weeks, shown consecutively.

* For patients who were randomized to weekly ADA in
Period A of the 2 trials, the primary endpoint outcome
(pooled data), was achievement of HiSCR at week 12
by 50.6% of patients (160/316), which was significantly
higher than for patients randomized to placebo (26.8%;
85/317); P<0.001.

* In this analysis of results across PIONEER | and Il (pooled
data) into the OLE, 88 patients were in the ADAew
Population and 63 were in the PRR Population.

* The HiSCR rate (LOCF) increased from baseline to week
48 in both populations and was maintained to week 108
(Figure 2).

Figure 2. Achievement of HiSCR
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a. Weeks include PIONEER | or Il + the OLE, listed consecutively.

* The AN count, draining fistula count, and total fistula
count (sum of draining fistulas and non-draining fistulas)
(LOCF) decreased from baseline in both populations, and

remained generally stable to study-week 168 (Figure 3A-C).

Figure 3. Improvement in Lesion Count
A. AN Count
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a. Weeks include PIONEER | or Il + the OLE, listed consecutively. Mean improvement i relative to baseline.

¢ Improvement from baseline in pain (LOCF), indicated by
mean percent decrease in NRS scores, remained generally
stable in both populations to week 168 (Figure 4).

Figure 4. Improvement in Skin Pain
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. Weeks include PIONEER | or Il + the OLE, listed consecutively.
Mean changes are relative to baseline. Change in numeric rating scale (NRS) at worst at each visit among
patients with baseline NRS 23.

In both populations, there was a clinically meaningful
decrease in DLQI (LOCF) from baseline through week 72.
(Figure 5A). The percentage of patients who achieved
DLQI 0 or 1 increased from baseline to week 48 and was
generally maintained to week 72 (Figure 5B).

Figure 5. Improvement in Dermatology Specific
Quality of Life

A. Mean improvement from baseline
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B. Achievement of DLQI 0 or 1
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a. Weeks include PIONEER | or Il + the OLE, listed consecutively. Mean changes are relative to baseline.
DLQI 0 or 1=Dermatology Quality of Life Index, no effect of skin disease on quality of life.

SAFETY

* There were no adverse events of opportunistic infection
excluding oral candidiasis, no events of tuberculosis,
lymphoma, non-melanoma skin cancer, malignancy, or
demyelinating disorder, and there were no deaths.

Table 2. Treatment-Emergent Adverse Events

ADAew Population  PRR Population
Adverse Events, n (%) N=88 N=63

Any event 76 (86.4) 55 (87.3)
Leading to study drug discontinuation 13(14.8) 10(15.9)
Serious 12(13.6) 9(14.3
Infections 63 (71.6) 45 (71.4)
Serious infections 3(3.4)° 2(3.2°
Active or latent tuberculosis 2(3.2) 2(3.2)

a.Included pneumonia (n=2) and cellulits of right leg (n=1).
b. Included pneumonia (n=1) and celluliis of right leg (n=1).

* Data (LOCF) for the HS patient populations receiving

weekly ADA spanning the PIONEER | and Il studies

and the OLE, confirm that weekly ADA treatment

maintained long-term response, demonstrated by:

— 52.3% of the ADAew Population and 57.1% of the
PRR Population achieved HiSCR at week 168

— Pain decreased starting at week 2, and was generally
maintained to week 168 for both populations

— Clinically meaningful improvement in DLQI at
week 72 of 6.5

The safety profile of long-term weekly ADA therapy

in this analysis was consistent with the known ADA

safety profile and no new safety risks were identified.
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