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A Randomized Phase Ill Trial of Doxorubicin + Pembrolizumab versus Doxorubicin Alone
for the Treatment of Undifferentiated Pleomorphic Sarcoma (UPS) and Related Poorly
Differentiated Sarcomas

Patient Population Treatment Plan
See Protocol Section 3 for Complete Eligibility Details See Protocol Section 5 for Complete Treatment Details

e 2> |8 years of age, adequate lab values, ECOG PS 0-1 e  FEach cycle = 21| days (+/- 3 days)

e  Confirmed histopathologic diagnosis of UPS/related poor- [|® Arm A (doxorubicin + pembrolizumab)
ly differentiated sarcoma (see protocol for details) 0 Doxorubicin 75 mg/m? IV push over 3-10

e Must have metastatic or unresectable sarcoma minutes or infused over up to 3 hours

e  Must have LVEF > 50% by MUGA scan/echocardiogram (according to institution preference) on day |,
obtained within 28 days prior to randomization followed by

e  Patients with treated brain metastases are eligible if follow 0 Pembrolizumab 200 mg IV over 30 mins day |
-up brain imaging after CNS-directed therapy shows no O Repeat combination treatment for 6 cycles
evidence of progression; patients with new/active brain O After 6 cycles, continue pembrolizumab alone
metastases or |eptomeningea| disease are e||g|b|e if the until Progression, unacceptable toxicit)/’ or up
treating physician determines that immediate CNS specific to 2 years total
trez%tment is. not required and is unlikely to be required e Arm B (doxorubicin)
durhlng the.flrst cy.cle of therapy ) O Doxorubicin 75 mg/m? IV push over 3-10

[ P?tlents with a prior/concurrent mallgnancy.whos.e natural minutes or infused over up to 3 hours
history/treatment does not have the potential to interfere (according to institution preference) on day |
with the safety/efficacy assessment of the investigational o R for 6 cycl
regimen are elgible epeat for 6 cycles

. oo " . O At the time of progression, patients random-

e No history of/active interstitial lung disease . . - .

] ized to receive doxorubicin alone may switch

e Must have measurable disease, defined per protocol to receive pembrolizumab (200 mg IV over 30

e No prior treatment with an anthracycline minutes on day | every 21 days) until progres-

e No diagnosis of clinically significant immunodeficiency or sion, unacceptable toxicity or up to 2 years
an autoimmune disorder requiring the patient to use from the start of pembrolizumab. If a patient
systemic steroid chronically, or systemic steroids within 7 completes all 6 cycles of doxorubicin, they will
days prior to randomization; no daily corticosteroid use > be followed until progression; at the time of
|0 mg of prednisone (or equivalent) progression, if the patient is within 5 years of

e No known history of active TB randomization, they can receive pembrolizumab

e No known hypersensitivity to doxorubicin/pembrolizumab as stated above
or any of their excipients Notes:

e  Patients who received prior chemotherapy, targeted small e P ‘“"'%”ts shou(d be treated with qppr oprigte anti-emetic,
molecule therapy, or radiation therapy must have cardl.opr‘otectlve gge()ts,.suppomve care, and emergency
recovered from the therapy prior to randomization; must medications per institutional standard
have recovered from any prior major surgery e Strong/moderate inhibitors or CYP2D6/CYP3A4 and P-gp

e No prior pericardial/mediastinal radiation should be avoided during doxorubicin cycles. Doxorubicin

. . . . dose is calculated using BSA with actual body weight

° LMIl;EthOt haYeC'?EiZed prior therapy with an anti-PD-1/ (capping at 2.2 m? for obese patients is permitted)

or anti- agent

Patient Enrollment
All Sites: Oncology Patient Enrollment Network (OPEN) https://open.ctsu.org/open

Protocol Information
ECOG-ACRIN Operations-Boston: 857-504-2900, http://ecog-acrin.org (Member Login)

Please Enroll Your Eligible Patients!



https://open.ctsu.org/open
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7 1. Refer to Section 5.1.1 for treatment details.
2. Hefer to Section 5.1.2 for treatment details.
3. At the time of progression, whether the patientis recewing doxorubicin or the patient isin the & year follow-up period, patients
randomized to Arm B (dwmworubicin alone) mayreceive pembrolizumab as indicated in Section 5.1.2.




