Daratumumab for Refractory and Frequently Relapsing Immune Thrombotic Thrombocytopenic Purpura
— a Case Series with Long-Term Follow-up —

Roman Schimmer?!, Jana van den Berg?, Marissa Schraner?, Alice Trinchero!, Andreas Holbro?, Johanna A. Kremer Hovinga3, Jan-Dirk Studt!

Department of Medical Oncology and Hematology, University of Zurich and University Hospital Zurich, Zurich, Switzerland
’Division of Hematology, University Hospital Basel, Basel, Switzerland

3Department of Hematology and Central Hematological Laboratory, Inselspital Bern, University Hospital Bern and University of Bern, Bern, Switzerland

Abstract category: Hemostasis, transfusion medicine, vascular, laboratory medicine presented at SOHC 2024 from 20 — 22 November 2024

INTRODUCTION AIM OF THE STUDY

 Immune thrombotic thrombocytopenic purpura (iTTP) is a life-threatening thrombotic microangiopathy (TMA) caused by = |ghl|g ht the efﬁcacy Of daratumumab therapy N the Setting Of refractOry and frequently relapsing
Inhibitory autoantibodies to ADAMTS13.
« Management of acute ITTP consists of daily therapeutic plasma exchange (TPE), administration of the anti-VWF nanobody ITTP (r/r |TTP) by I||UStratlﬂg f|Ve real'“fe CaSes from our centres.
caplacizumab, and immunosuppression with corticosteroids.
« Despite this, 30% of patients relapse with some patients being refractory to treatment with persistence of ADAMTS13 deficiency 4 RE SU LTS A
and inhibitor, and some showing a frequently relapsing course (r/r iITTP).
4 )
« Management of r/r ITTP patients is challenging and no consensus guidelines currently exist. - _
- Daratumumab, an anti-CD38 antibody, has emerged as an efficacious and safe therapeutic option for a variety of autoimmune Age at diagnosis o 26 35 G 58 SIECIEL 07 WL bt = 22)
diseases, including single patients with iTTP. (years) oo :
) Sex Female Male Female Female Male POTISE 1A 0
. Partial (ADAMTS13 activity 20 — 50 %) .
# of daratumumab Complete (ADAMTS13 activity > 50 %
M ETH O DS cycles (applications 1 (6) 2 (6, 6) 1 (6) 1 (6) 3 (6, 6, 4) - ey = ) 1
per cycles) None

* Retrospective analysis from 3 Swiss centres. . _
ADAMTS13 activity at response, median (%)

# of previous iTTP 78 (53 —102.2)

. 0 2 1 3 3 P
episodes ' 67 (43 — 100)
« 8 treatment episodes with daratumumab in 5 patients (4 treatments in 3 patients, University Hospital Zurich; 3 in 1 patient, at 6 weeks
University Hospital Bern; 1, University Hospital Basel). . _ _
: : - Metabolic Time to reach response, median (days)
Associated disease Hypothyroidism none none none svndrome
y Partial 14 (7 — 28)
- Patient-level data from January 15, 2014 through July 15!, 2024 included disease course, treatment with response and adverse Complete 26 (7 —31)
reactions, ADAMTS13 activity and inhibitor levels. Median # of prior 5 5 5 4 5
lines of treatment
ADAMTS13 relapse after initial daratumumab response 5
. . . . . 0 0 : : . :
ADAMTS13 recovery following treatment was defined as partial (ADAMTS13 activity >20%) and complete (>50%). Type of episode Primary AL Primary Primary e Time to next treatment, median (months) 19 (9 — 40)
y treated refractory relapsing refractory refractory relapsing
Follow-up, median (months) 44 (27 — 52)

Treatments (days)

C O N C L U S I O N & O U TL OO K - = - " o - X Daratumumab-associated adverse events (#) 2 y

GC 101 816 432 384 412 4 )
* Following daratumumab, most patients that responded achieved complete ADAMTS13 recovery. At 12 months this was Caplacizumab 121 30 37 30 0 T R
maintained in the majority of patients and at 24 months in some of these. L 4 +CHR | i
Rituximab 8 8 4 6 o m—
: : - 0 _ . . TPE+GC 1pELGC TPE+GC+C
« Only mild adverse reactions occurred Obinutuzumab 0 17 0 1 Patient 1 P RS [ e
Daratumumab 6 12 6 6 22 —y — -
0 . . . . . . . . . .- Patient 2 TPE+GC+C+R _
« Qur retrospective evaluation indicates that daratumumab could be an efficacious and safe option for r/r ITTP patients failing to 0" obi
reSpond to rituximab. ADAMTSI13 at | I — :
daratumumab < 5% < 5% < 5% < 5% < 5% Patient 3
: _ : : : : Initiation TPTGC TPE+GC+JC¢T
* Prospective studies are warranted to confirm the long-term efficacy and safety of daratumumab treatment in such patients. th — 44—
k ) Patient 4 Dara, 4x TPE+GC+B
J , or
TPE+GC TPE+GC4R Dara, 6x + 1x/month TiE+GC+Cy l -
\ ( N ‘ ‘ Dara stop
§ g Patient 5 . _1 y o A
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niversi Universitat < g
U . ers ...ta.ts e o UZH —\ — Un Ive rSItatSSpltaI I N S E L S P | TA L 2 40- . < LA L Bl ADAMTS13 < 5% ADAMTS135-19 % ADAMTS1320-49 % s ADAMTS13 > 50 % Loss to follow-up
Sp|tc|| Zur|ch Zu r|Ch 4 Basel UNIVERSITATSSPITAL BERN § 20 Partial response g O — S
HOPITAL UNIVERSITAIRE DE BERNE % == Complete response E L Abbreviations: TPE, total plasma exchange; GC, glucocorticoids; C, caplacizumab; R, rituximab; Dara, daratumumab; Obi,
o 0 T I I ] g 0.0 I I I — Obinutuzumab; Cy, cyclophosphamide; Bor, bortezomib; Zanu, zanubrutinib.
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Of eight treatment episodes with daratumumab, 7 achieved complete ADAMTS13 activity recovery > 50%

(87.5%). Mean ADAMTS13 activity at response was 70% (n=7, SD 23.1%). One episode (12.5%) was
unsuccessful to improve ADAMTS13 activity. Of special note, daratumumab was not only able to achieve

C O N TA CT Days Time (months)
: s o H C In all cases with response, daratumumab treatment led to the rapid eradication of ADAMTS13 inhibitor and
Roman SChImmer recovery of ADAMTS13 activity. The estimated median time to partial and complete ADAMTS13 response

) WSS ONCOLOGY & HEMATOLOGY CONGRESS was 13 and 26 days, respectively. With a median follow-up of 44 months (27 - 50), median ADAMTS13 RFS
roman.schimmer@usz.ch was 32 months; 12-month ADAMTS13 RFS was 85.7%.

durable remission rates in patients with frequently relapsing disease off-label treatment was surprisingly
efficient in even those patients with severely refractory disease. Exposure to daratumumab in these cases
lead to rapid eradication of ADAMTS13 inhibitors.
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