ACAPELLA: Real World Experience with Ocrelizumab: An Observational Study Evaluating Safety in Patients

Eleliot Lewis
Center

N

Dragonfiy Research with Relapsing and Progressive Multiple Sclerosis

Kelly E Luciani, Joshua D. Katz, Ellen S. Lathi, Hannah M. Geils from The Elliot Lewis Center for Multiple Sclerosis Care, Wellesley, MA

Background I

Ocrelizumab (OCR) 1s a humanized monoclonal antibody that targets
CD20+ B cells and 1s FDA approved for treatment of relapsing-remitting

Results (cont.)

* 15 patients had a pre-existing history of cancer, see Table 3.
» Therates and severity of infusion-related reactions (IRRs) during and within

Table 3: History of Malignancy Table 4: AE Occurrence in Total Population
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(RRMS) and primary progressive MS (PPMS). The pivotal Phase 111 24 hours of infusion were comparable to the CTP. (N=f51) (N=p95) ° (1§I=56) > 1 Infecti e ag;l?zi;) ) I‘Ogl’le IS 5(12":(; ) |
clinical trials for RRMS (OPERA I/Il) included only subjects ages 18- * 14 patients had delayed IRRs, defined as occurring > 24 hours and <7 days Breast Cancer 7 (5%) 2 (2%) 5 (9%) = n cetion 00 ) :
55 with EDSS of 0-5.5" and for the PPMS trial (ORATORIO), EDSS of post-infusion (13% of relapsing MS (RMS) population, 4% of progressive | i i - ] URI 15 (lfﬁ’) 5(9 f’)
3-6.5%. ACAPELLA is a 5-year study exclusively sponsored by The Elliot MS (PMS) population), detailed in Table 4. Thyroid Cancer 3 (270) 3 (370) 0 =1 UTI 6 (6%) 3 (5%)
Lewis Center in a real-world population receiving OCR. » 4 patients had ongoing malaise lasting months (2 RMS, 2 PMS). Non-Hodgkin’s Lymphoma 1 (1%) 1 (1%) 0 LRI 3 (3%) 1(2%)
e 4 patients had clinical or MRI relapses, 3 of which were within 10 weeks  Prostate Cancer 1 (1%) 0 1 (2%) Zoster 2 (2%) 0

. . . . . . . f the first cycle (1 clinical rel 1 clinical and MRI rel d2MRI .. . o o Other Infection 2 (2%)1 2 (4%) 11
Additional topics of interest include the impact on JCV antibody titers, ?elapiesgs cycle (1 clinical relapse, | clinical an relapse, &t Piturtary Cancer L (1%) 0 L(2%) IRR ¢ 31 (33%) 13 (23%)
immunoglobulin evels, and malignancy occurrence and outcomes npatEnts i infection rate was comparable to the CTP Meningioms 2% 2% 0 Delayed IRROC 12 (13% 2 %)
WITR O WITHOUE & PHOTRISIOLY. TIETI dndlySes WL CONHMUE 1O be CONCULLE * One patient had an ectopic pregnancy 7 months following treatment. Clinical Relapse 22%)

on a bi-annual baSiS. tYeast Infection (1), Tooth Infection (1)

OWithin 24 hours of infusion

Tt Yeast Infection (1), Mastitis (1)
00> 24 hours and < 7 days post-infusion

Conclusions I

Graph 1: IRR Occurrence in Relapsing Population

Table 1: Total Population Demographics .
. . N=21
Ob'] ectives Relapsing Population Progressive Population .. N=95 N=63
_— T 34%

OPERA I/'ll

Subjects N =95 N =56 0 14%
We sought to compare the frequency of adverse events (AEs) inour population ~ Mean Age 47 57 ) e OCR is a high potency treatment indicated for both RRMS and PPMS.
. .. . . . = 25 o plere Treatment with OCR and other anti-CD20 antibodies has been associated with
Wlth the Cllnlcal trlal pOpU.lathIl (CTP), aIld tO determlne lfAES WCTC MOrc Female 78% 66% g 0 21% N T OPERA Ul Rate 00 an increased risk Of infections the potential for hypogammaglobulinemia
frequent in subjects with age and/or EDSS outside the inclusion criteria of  \jean EDSS 3.0 5.2 B and a possible increased risk for certain types of cancers. While the Phase
the Phase III trials. This dataset reflects results at one year. Mean Years Since Dx i1 13 S 149 I11 ch‘mcal trials for OCR showed a fayorable safety profile, real-world
| i . 10 experience may uncover different safety signals. Importantly, we had a small
Hx Immunosuppressive Tx 11 (12%) 2 (16%) : but significant number of patients with early clinical and/or MRI relapses. In
Methods Hx Malignancy 8 (8%) 7 (13%) N=3 the CTP, the earliest MRIs were done at 24 weeks; early asymptomatic MRI

0% ° o ° o ° o o o

IgS Avallable at BaS€11n€ 92 (97%) 52 (93%) ’ Relapsing Comparable to Trial Age > 55 EDSS >5.5 Age > 55 and EDSS aCthl.ty WOUld have beer} mlssed. An ALeIEEYS 1 lnﬂamr.n.aj:ory aCthIty pOSt_
loG < LLN at Basel; 8 (9%) 3 (6%) Faptaion - B o < >33 infusion, as seen 1n 4 patients, has been reported after initiation ot other anti-
& < At baselle ° ° - B-cell therapies®*, and offers a putative explanation for the delayed IRRs
The study includes all subjects receiving commercial OCR at The Elliot IgM < LLN at Baseline 17 (18%) 14 (27%) and/or prolonged malaise observed in 17 patients. The frequency of both

Lewis Center. All subjects will be followed for 5 years. Assessments
include EDSS, mammograms (standard of care), collection of medical

asymptomatic early MRI breakthrough and relapses observed in ACAPELLA
suggests this may be more common than previously appreciated, but as of
yet the numbers are too small to suggest possible risk factors or longer-term
significance.

Graph 2: IRR Occurrence in Progressive Population

+ Excludes basal cell carcinoma

ORATORIO

Table 2: DMT Prior to OCR

° ° ° ° ° - 40%
%mmunosuppresswe treat@ent, collection of AEs, JCV antibody with DMT Relapsing (N=95) Progressive (N=56)
index, and immunoglobulins.

history including history of benign or malignant cancers, exposure to

35

mmmm Mild (%)

. Moderate ) Although our presumption was that older and/or more disabled patients

N=34 ——ORATORIO Rate (%) might have higher rates of AEs, we did not see this in our patients. While 1t
1s premature to compare the risk of infections and cancer in our population
directly to the CTP, we have not observed a higher incidence of infections

No DMT w/in 1 year of OCR 14 (15%) 19 (34%)
Rituximab 4 (4%) 2 (4%) . N=56

Results I Natalizumab: JCV Negative 7 (7%) 2 (4%) 2

N=20 12%

% Subject with > 1 IRR

Natalizumab: JCV Positive 10 (10%) 6 (11%) y " nor have we seen any new or recurrent cancers. As a whole, our population's
 The study population as of 1 May 2018 includes 151 patients, 68 (45%) Teriflunomide > (9%) 7 (13%) 10 rate of IRRs was comparal?le o the. CTP, but we also observed p reviously
y Pop y < % » 00 0 Dimethyl Fumarate 16 (17%) 8 (14%) undescribed delayed infusion reactions, and/or prolonged malaise that
of whom were older than or had a higher EDSS score than those 1n the o : on mimicked disability progression in a small population of patients.
CTP Fingolimod 8 (8%) 2 (4%) N=5 Nes
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