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311.DISORDERS OF PLATELET NUMBER OR FUNCTION: CLINICAL AND EPIDEMIOLOGICAL

Two Randomized Controlled Trials of Romiplostim for Chemotherapy-Induced Thrombocytopenia in Patients with
Solid Tumors

Hanny Al-Samkari, MD', Caglayan Geredeli**, Cagatay Arslan®*, lopokratis Korantzis®*, Gamze Gokoz Dogu®*,

Marina Nechaeva®*, Mercedes Salgado Fernandez”*, Beatriz Gonzalez Astorga®*, Valeriy Yordanov™*,

Tudor-eliade Ciuleanu'®*, Charles Bowers, MD'", Armando Armas, MD'"*, Florian Scotte, MD PhD'? %,

Johnny CamargoB’ * César Mufioz'**, Paul Bunn'*, David J. Kuter, MDDPhil'®, Gerald A. Soff, MD"”

'Division of Hematology Oncology, Massachusetts General Hospital, Cambridge, MA
Health Sciences University, Prof. Dr. Cemil Tascioglu City Hospital, Medical Oncology Department, Istanbul, Turkey
3Izmir Economy University Medical Park Hospital, Izmir, Turkey

4Saint Luke's Hospital, Thessaloniki, Greece

SPamukkale Universitesi Tip Fakultesi Hastanesi, Denizili, Turkey

®Arkhangelsk Clinical Oncology Center, Arkhangelsk, Russian Federation

’Complexo Hospitalario Universitario de Ourense, Ourense, Spain

8Hospi’cal Clinico Universitario San Cecilio, Granada, Spain

?Complex Oncology Center - Ruse EOOD, Ruse, Bulgaria

"Ynstitutul Oncologic Prof Dr lon Chiricuta Cluj-Napoca, Cluj-Napoca, Romania
1WAmgen Inc., Thousand Oaks, CA

12Gustave Roussy Cancer Campus, Paris, France

BInstituto de Oncologia do Parang, Curitiba, Paran3, Brazil

T4HM Hospitales, Madrid, Spain

SUC Health University of Colorado Hospital, Aurora, CO

“Division of Hematology Oncology, Massachusetts General Hospital, Boston, MA
17Sylvester Comprehensive Cancer Center, University of Miami Health System, Miami, FL

*Asterisk with author names denotes non-ASH members.

Abstract Background: Treatment for chemotherapy-induced thrombocytopenia (CIT) has generally been limited to modi-
fication of chemotherapy regimen (dose reduction, treatment delay, omission, and/or discontinuation of one or more agents)
or platelet transfusions, which provide only transient benefit and can be associated with adverse events. With data from a
phase 2 prospective study and retrospective studies of the thrombopoietin receptor agonist romiplostim, National
Comprehensive Cancer Network® (NCCN®) guidelines now include consideration of romiplostim for treatment of CIT. Two
pivotal phase 3 randomized controlled trials of romiplostim to treat CIT in patients with solid tumors are underway.

Trial design: Patients (218 years old) with platelet count <85%10%/L and CIT from a prior regimen who are slated to receive (trial
1) oxaliplatin-based chemotherapy for esophageal, gastric, pancreatic, or colorectal cancer (NCT03362177) or (trial 2) car-
boplatin-based chemotherapy for non-small cell lung, ovarian, or breast cancer (NCT03937154) will be stratified by baseline
platelet count and tumor type (trial 1) or specific carboplatin regimen (trial 2). Patients will be randomized 2:1 to receive
romiplostim or placebo, respectively. Weekly study drug will be initiated at 2 pg/kg subcutaneously and titrated by 1 pg/kg
(maximum of <10 pg/kg) to a target platelet count of >100x10°/L. When a platelet count of >100x107/L is achieved or at Week
4, if deemed appropriate by the investigator, chemotherapy will be initiated. Treatment with study drug will be stopped after
12 weeks if platelet count >100x10%/L (or a platelet count deemed safe to proceed with chemotherapy) is not achieved. For
each trial, once 81 of the 162 anticipated patients have completed 3 chemotherapy cycles, an interim analysis will be
conducted.

Endpoints: For both studies, there is the same primary endpoint, i.e., thrombocytopenia-induced dose modification (ie, dose
reduction, delay, omission, and/or discontinuation) of any myelosuppressive agent in the second and third cycles of the
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planned chemotherapy regimen, as adjudicated by an independent committee (oncologists and a biostatistician). Secondary
endpoints include safety, survival, platelet response (proportion achieving response, time to response), platelet nadir (depth),
grade 22 bleeding rate (adjusted for duration), and incidence of platelet transfusion. Previously presented at ESMO 2022, FPN
1628TiP, Al-Samkari et al. Reused with permission.

NCT03362177 — RECITE, N = 162 Treatment Period* Follow-up
Oxaliplatin-based, stratify by tumor type 3 on-study chemotherapy cycles To 1 year after last patient
1. Gastric or esophageal cancer 2—-4 weeks each cycle last study drug dose
2. Pancreatic cancer
3. Colon or rectal cancer I Romiplostim
—> (N=108)
NCT03937154 —- PROCLAIM, N = 162 2 pg/kg SC QW (<10 pg/kg) Long-term

safety follow-up
(1 week, 30 days,
then Q12W after
Placebo (N = 54) the last dose)
SC QW

Carboplatin-based, stratify by chemotherapy regimen
for non-small cell lung cancer, breast, or ovarian cancer
1. Carboplatin and pemetrexed
2. Carboplatin and gemcitabine
3. Carboplatin and taxane
4. Carboplatin and liposomal doxorubicin

Randomize 2:1

—

Also stratify by baseline platelet
counts <50 x 10°/L or >50 x 10°/L

* Patients not achieving platelet counts deemed safe enough to proceed with chemotherapy
after 12 doses of study drug are taken off treatment and enter long-term follow-up.

Figure 1.
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OffLabel Disclosure: Romiplostim is under investigation for use in chemotherapy-induced thrombocytopenia.
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