Hidradenitis Suppurativa: Results from the PIONEER Open Label Extension Trial
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* Adalimumab (originator) 40 mg weekly dosing (ADAew) is approved for
treatment of moderate-to-severe hidradenitis suppurativa (HS).
* There are clinical circumstances where patients are obliged to temporarily
discontinue or reduce this dose.
 This is a pooled analysis of 3 trials that evaluated 40 mg ADAew in patients with
moderate-to-severe HS:
— The phase-3 placebo-controlled PIONEER | & Il trials evaluated the efficacy
and safety of ADAew vs placebo.!
— The subsequent open-label extension trial (OLE) (NCT01635764) determined
the long-term safety and efficacy of ADAew.

* Determine the effectiveness of retreatment with ADAew in patients with
moderate-to-severe HS, following dose withdrawal or reduction.

* In PIONEER | & II, patients randomized to 40 mg ADAew in the 12-week Period
A were re-randomized at week 12 to 40 mg ADAew, 40 mg ADA every-other-
week (eow), or placebo for 24 weeks (Period B) (Figure 1).

* At week 36 of the trial (week 24 of Period B), patients had the option to enter
the OLE and receive 40 mg ADAew. Patients who discontinued during Period B
due to loss of treatment response or lack/worsening of disease improvement
could also enter the OLE at discontinuation.

Figure 1. Study Schematic of PIONEER | and Il, and the OLE

Table 2. Baseline Patient Characteristics, PIONEER OLE

Figure 2. Patients Achieving HiSCR, n (%), by OLE Dose Groups
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Table 1. PIONEER | and Il Key Eligibility/Exclusion Criteria

Exclusion
* No prior treatment with anti-TNF agents.

Inclusion

* Adults, anti-TNFa-naive, diagnosed with HS for >1 year
prior to baseline

* Inadequate response to oral antibiotics for the treatment e No other active skin disease that could interfere
of HS with assessment of HS

* Total abscess and inflammatory nodule (AN) count of >3 ¢ Draining fistula count of >20 at baseline

* HS lesions in >2 body areas, one of which was Hurley
Stage Il or lll

* The primary outcome measure was HiSCR (Hidradenitis Suppurativa Clinical
Response) defined as a 250% reduction in total abscess and inflammatory
nodule (AN) count with no increase in abscess and draining fistula counts.

* PIONEER | & Il results were pooled. Retreatment was evaluated for patients
receiving ADAew in the OLE following withdrawal (placebo) or dose reduction
(ADAeow) in Period B.

* The patients in this analysis from PIONEER | & || were intent-to-treat.
* Treatment groups are listed by treatment received in Period A/Period B/OLE.
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Table 3. Patient Status, PIONEER OLE

AD.
N=88 N=90 N=92
Patient Status n % n % n %
Dosed 88 100 90 100 92 100
Completed study 37 420 44 48.9 44 478
Discontinued study 51 58.0 46 511 48 522
Primary reason:

AE 7 8.0 1 122 5 54

Lack of efficacy 15 17.0 10 11 17 185

Withdrew consent 15 17.0 9 10.0 16 17.4

Lost to follow up 7 8.0 1 122 8 87

E;(‘c;zteedns/zgn;‘)‘rooggcol specified number 0 0 0 0 1 11

Protocol deviations 1 11 0 0 0 0

Other 6 6.8 5 56 1 11

Abbreviations: AE=adverse event

EFFICACY

* Patients sustained response to ADAew throughout PIONEER and the OLE,
regardless of whether they experienced dose reduction or dose withdrawal
during Period B (week 12-36).

* More patients who remained on ADAew throughout PIONEER and the OLE,
achieved response as measured by HiSCR (Figure 2).
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¢ The rate of any treatment-emergent adverse event (AE) was similar among the
treatment groups (Figure 3). The rate of serious infections was low, and similar
among the treatment groups.

Figure 3. Rate of Treatment-Emergent Adverse Events
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* Lymphoma was reported by one patient (ADAew/pbo/ew), non-melanoma skin
cancer (NMSC) was reported by one patient (ADAew/pbo/ew), and malignancy
other than lymphoma or NMSC, by 2 patients (one ADAew/eow/ew and one
ADAew/pbo/ew).

« Serious AE infections for ADAew/ew/ew were reported by 3.4% of patients
(cellulitis, n=1; pneumonia, n=2); for ADAew/eow/ew, 1.1% (vulval abscess,
n=1), and for ADAew/pbo/ew, 2.2% (cellulitis, n=1; pilonidal cyst, n=1).

o There were no deaths in these 3 groups.

* The optimal long-term strategy for managing HS patients with adalimumab
appeared to be continuous weekly dosing, as either a short-term reduction
of dose to every-other-week or treatment withdrawal (placebo) was
associated with modest loss of long-term response.

* This conclusion is limited by the small number of evaluable patients in this
analysis.

* No new safety risks were identified.
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