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an oral Janus kinase inhibitor for the treatment of RA. Live zoster vaccine (LZV)
has shown 70% efficacy in immunocompetent adults aged 50-59 years and 51%
efficacy in those aged >60 years.? We previously reported that pts with RA on
background methotrexate who started 3 months of treatment with tofacitinib after
LZV had similar varicella zoster virus (VZV)-specific immunity to placebo (PBO)
pts, and their VZV immunity at Week 6 post-vaccination was comparable with
healthy individuals aged >50 years.®

Objectives: To evaluate the long-term effectiveness of LZV in pts with RA via the
incidence of HZ after treatment with tofacitinib for up to 27 months.

Methods: Data were analysed from a prior cohort of pts (n=100) given LZV and
then randomised 2—-3 weeks later to tofacitinib 5 mg twice daily (BID) or PBO for 12
weeks (A3921237 [NCT02147587]). At 14 weeks post-vaccination, pts joining the
long-term extension (LTE) study ORAL Sequel (NCT00413699; study ongoing;
database not locked) initiated open-label treatment with tofacitinib 5 or 10 mg BID.
The incidence of HZ post-vaccination after tofacitinib exposure up to 27 months
(based on an extended follow-up beyond January 2016 data snapshot) was
evaluated. Among HZ cases, we analysed measures of VZV-specific immunity
with average immunity after LZV.

Results: 112 pts were randomised to PBO (n=57) or tofacitinib 5 mg BID
(n=55). 100 pts continued to receive tofacitinib in ORAL Sequel. Five cases
(not adjudicated) of HZ occurred (#1: 202 days [219 days post-LZV], #2: 267
days [281 days post-LZV], #3: 702 days [748 days post-LZV], #4: 699 days [741
days post-LZV], #5: 446 days [544 days post-LZV] after initiation of tofacitinib.
Cases #1, #2, #3 and #4 were monodermatomal; #5 involved 5 dermatomes.
All cases resolved with treatment. Cases #1, #4 and #5 had undetectable
ELISPOT measures at baseline and Week 6 post-vaccination, indicating a lack
of VZV-specific immunity. Cases #2 and #3 responded adequately to vaccination
by both immunoglobulin G (IgG) and ELISPOT measures, but had lower than
average VZV IgG levels, both at baseline and at Week 6. (Table).

Table. VZV ELISPOT and IgG levels

Case#1 | Case#2 | Case#3 | Case#d | Case#S Study

219days | 281days | 748days | 7aldays | Sdddays | R
after zoster | after zoster | after zoster | after zoster | after zoster “‘554

vaccine) | vaccine) | vaccin) | vaccine) | vaccine) | Vo9

VZV IFNy ELISPOT at baseline 25 (LOD) 41 25(LOD) | 25(LOD) | 25(LOD) 48

(SFCs/10° PBMCs)

VZV IFNy ELISPOT at Week 6 25 (LOD) 7% 51 25(LOD) | 25(LOD) 70

(SFCs/10° PBMCs)

Change from baseline in VZV ELISPOT at 1.00 185 204 1.00 1.00 1.50

Week 6 (SFC fold-rise; SFCs/10° PBMCs)

VZV IgG titer at baseline 24 37 07 237 208 201

(gPELISA units/mL)

VZV IgG titer at Week 6 444 n 187 232 23 403

(gpELISA units/mL)

Change from baseline in VZV IgG titer at 198 192 193 0.98 107 211

Week 6 (fold-rise; gpELISA units/mL)

Individual values shown for Cases #1-#3, mean values shown for Study A3921237

One patient who lacked pre-existing varicella immunity developed disseminated primary varicella from the vaccine strain 16 days
post-vaccination (reported previously®). This case was excluded from calculations for HZ.

BID, twice daily; HZ, herpes zoster, IFNy, interferon gamma; IgG, immunoglobulin G, LOD, limit of detection;

PBMC, peripheral blood mononuclear cell; SFCs, spot-forming cells; VZV, varicella zoster virus

Conclusions: LZV prior to treatment with tofacitinib is effective at boosting IgG
levels and cell-mediated immunity towards VZV. No pts who developed both
strong cell-mediated and humoral immunity against VZV developed HZ. Of the 5
pts who developed HZ, 3 did not have any cell-mediated response and 2 had a
low humoral response.
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Background: Tofacitinib is an oral JAK inhibitor for the treatment of RA. There
is no direct comparison of tofacitinib monotherapy vs tofacitinib +MTX in MTX
inadequate responders (IR) and limited data comparing tofacitinib (tMTX) vs
adalimumab (ADA) +MTX in patients (pts) with RA.

Objectives: To compare efficacy and safety of tofacitinib monotherapy, tofac-
itinib+MTX, and ADA+MTX in a head-to-head, non-inferiority trial in MTX-IR pts.

Methods: In this randomised, triple-dummy, active-controlled, 1-year, Phase 3b/4
trial (ORAL Strategy; NCT02187055), pts had active RA (>4 tender/painful joints
on motion and >4 swollen joints [28-joint count] at baseline [BL]) inadequately
controlled with MTX. Pts were randomised 1:1:1 to receive tofacitinib 5 mg
twice daily (5 mg mono BID), tofacitinib 5 mg BID +MTX (5 mg BID+MTX) or
subcutaneous ADA 40 mg every other week +MTX (ADA+MTX); MTX dose:
15-25 mg/wk. The primary endpoint was ACR50 at Month (Mo) 6. Non-inferiority
between treatments was declared if the lower bound of 98.34% two-sided
confidence intervals of the difference of ACR50 response at Mo 6 was larger than
-13% (based on meta analysis of ADA trials'), and superiority if it was larger than
0%. Other endpoints included: ACR20/50/70 and least-squares mean changes
from BL in SDAI, DAS28-4(ESR) and HAQ-DI at Mos 6 and 12. Safety was
assessed throughout the trial.

Results: 1146 pts were randomised and treated (5 mg mono BID: n=384;
5 mg BID+MTX: n=376; ADA+MTX: n=386). Demographics and BL disease
characteristics were similar across groups. Most pts were female (82.7-83.1%),
white (75.9-77.1%), with a mean age of 49.7-50.7 years, median disease
duration of 5.4-6.1 years and mean HAQ-DI score of 1.6. Across groups,
80.2-81.6% of pts completed the study. ACR50 response rate at Mo 6 was
38.3% for 5 mg mono BID, 46.0% for 5 mg BID+MTX and 43.8% for ADA+MTX.
Non-inferiority was demonstrated for 5 mg BID+MTX vs ADA+MTX (P<0.0001)
but not for 5 mg mono BID vs ADA+MTX (P=0.0512) or 5 mg mono BID vs 5 mg
BID+MTX (P=0.2101) which, although numerically different, were not statistically
different (Figure). Tofacitinib monotherapy achieved the efficacy expected of an
effective immunomodulator in this pt population. Secondary efficacy analyses
were generally consistent with the primary analysis (Table). Adverse event
(AE), serious AE and discontinuation due to AE rates were generally clinically
similar across groups, though numerically fewer pts had increased alanine
aminotransferase with 5 mg mono BID vs 5 mg BID+MTX or ADA+MTX.
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Conclusions: Tofacitinib 5 mg BID+MTX was as effective as ADA+MTX in
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MTX-IR pts with RA. However, clinical outcomes of all 3 regimens, including
tofacitinib 5 mg BID monotherapy, were comparable. There were no new or
unexpected safety issues.
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Background: Triple therapy (anticoagulation plus corticosteroids plus plasma
exchange and/or intravenous immunoglobulins) is empirically prescribed for
the management of catastrophic antiphospholipid syndrome (CAPS). However,
previous analyses have been inconsistent regarding the beneficial effect of triple
therapy on patients’ survival.

Objectives: The objective of this study was to assess the effect that triple therapy
has on the mortality risk of CAPS patients.

Methods: In a cohort including 525 episodes of CAPS (CAPS Registry), we
evaluated the relationship between triple therapy and mortality. Patients were
grouped in three based on their treatments: a) triple therapy (anticoagulation
plus corticosteroids plus plasma exchange and/or intravenous immunoglobulins);
b) drugs included in the triple therapy but in different combinations; c¢) none of

Abstract OP0232 — Table 1
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the treatments included in the triple therapy. The primary endpoint was all-cause
mortality. Multivariate logistic regression models were used to compare mortality
risk between groups taking into account a set of possible confounding variables.
Results: The “CAPS registry” cohort included 525 episodes of CAPS accounting
for 502 patients. After excluding 38 episodes (7.2%), a total of 487 episodes of
CAPS accounting for 471 patients (mean age 38 years; 67.9% female; primary
APS patients 68.8%) were analyzed. Overall, 177 (36.3%) patients died. Triple
therapy was prescribed in 197 episodes (40.5%), other combinations in 278
(57.1%), and none of those treatments in 12 episodes (2.5%). According to these
three groups, mortality rate increased up to 27.9%, 40.6%, and 75%, respectively.
Triple therapy was positively associated with a higher chance of survival when
compared to non-treatment (adjusted odds ratio [OR]: 7.7 95%; confidence
interval [95CI] 2.0-29.7) or to treatment with other combinations of drugs included
in the triple therapy (adjusted OR 6.8; 95CI 1.7-26.9). Triple therapy accounted
for a 64% decrease of the risk of death in patients with CAPS that received this
combination of drugs.

Conclusions: Triple therapy is independently associated to a higher survival rate
among CAPS.
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Background: Preliminary safety and efficacy data from the Phase Il BEL
open-label extension study (LBSL02; NCT00071487) have been reported.
Objectives: Here we present the final 10-year data.

Methods: This was a multicentre, open-label, continuation trial (BEL112626;
NCT00583362) of BEL + SoC in patients with a satisfactory response in the
parent study. Patients received intravenous BEL 10 mg/kg every 4 weeks. Baseline
was prior to the first ever dose of BEL.

Results: Of 298 patients in the continuation trial, 131 (44%) remained at
Year 10. Total BEL exposure was 2154 patient-years. Adverse events (AEs)
remained stable or decreased (Table). Two deaths (pseudomonal lung infection;
cytomegaloviral pneumonia) were possibly related to BEL. SLE Responder Index
(SRI) response increased (Figure). A British Isles Lupus Assessment Group
(BILAG) flare (1 new A/2 new B scores) occurred in 72.6% of patients and 41.9%
had a severe flare (SLE Flare Index). Prednisone dose decreased from baseline
to Year 10 (Table). Of patients receiving >7.5 mg/day baseline prednisone, 32.6%

Year 1; Year2; Year3, Yeard; YearS5; Year6; Year7, Year8; Year9; Year10;
N=266 N=251 N=2256 N=206 N=192 N=176 N=162 N=149 N=142 N=126

0-1y 1-2y 2-3y 3-4y 4-5y 5-6y 6-7y 7-8y 8-9y 9-10y 10-11y
(N=296)  (N=294) (N=276) (N=250) (N=223) (N=209) (N=192) (N=178) (N=169) (N=152) (N=131)
Incidence of >1 AE, n (%)
Overall 291(98.3) 283(96.3) 260 (94.2) 239 (95.6) 203 (91.0) 190 (90.9) 182 (94.8) 162 (91.0) 157 (92.9) 137 (90.1) 105 (80.2)
Resulting in discontinuation 2(0.7) 3(1.0) 3(1.1) 7 (2.8) 5(2.2) 6(2.9) 6(3.1) 1(0.6) 3(1.8) 5(3.3) 2(1.5)
Serious AE 41(13.9) 43 (14.6) 50 (18.1) 30 (12.0) 40 (17.9) 33(15.8) 35(18.2) 34 (19.1) 28 (16.6) 25 (16.4) 14 (10.7)
Serious infections/infestations 11 (3.7) 13 (4.4) 9(3.3) 9(3.6) 6(2.7) 6(2.9) 12 (6.3) 10 (5.6) 8(4.7) 5(3.3) 5(3.8)
Death 1(0.3) 0 1(0.4) 1(0.4) 0 1(0.5) 2(1.0) 0 0 1(0.7) 0
Y1 Y2 Y3 Y4 Y5 Y6 Y7 Y8 Y9 Y10
Prednisone
median % change from baseline; 0.4; -25.0; -36.9; -50.0; -48.3; -60.0; -62.5; -70.0; -66.7; -65.8;

25th, 75th percentile (n) -50.0, 0 (186) -74.2,0 (172) -80.0, 0 (153) 100.0, 0 (140) -100.0, 0 (128) 0 (115) -100.0,-10.7 (105) -100.0, -1.6 (94) -100.0, -0 (91) -100.0, 0 (84)




