Advanced or metastatic soft tissue sarcoma, first and advanced treatment lines

AlO-STS-0415: A randomized phase Il study of Durvalumab (MEDI4736) and
Tremelimumab compared to doxorubicin in patients with advanced or metastatic soft
tissue sarcoma. MEDISARC

AlO-Studie
Studiennummer/-Code:
Status:
Rekrutierungszeitraum:
Zentren:

Patienten:

Weitere Zentren:

Letzte Aktualisierung

AlIO-STS-0415 MEDISARC
Rekrutierung beendet am 02.09.2020

2018 - 2020
geplant: 14 initiiert: 14
geplant: 100 aktuell eingeschlossen: 103

sind leider nicht mdglich
Oktober 2020

Study Type

Open label, randomized, ECOG stratified phase Il study

Coordinating investigator
(LKP)

Prof. Dr. med. Viktor Griinwald

Universitatsklinikum Essen

Innere Kilinik (Tumorforschung) und Klinik fiir Urologie
Hufelandstr. 55

45147 Essen

Sponsor: AlO-Studien-gGmbH, Kuno-Fischer-Stralte 8, 14057 Berlin
Phone: +49 30 814534431, info@aio-studien-ggmbh.de
Objectives Primary objective:
To assess the efficacy of tremelimumab and durvalumab (MEDI4736) in
comparison to doxorubicin in treatment-naive STS patients
Secondary objectives:
Assessment of safety and tolerability of tremelimumab and durvalumab
(MEDI4736) combination therapy
Exploratory objectives:
predictive biomarkers for ORR, PFS, OS
Endpoints Primary endpoint:

e overall survival
Secondary endpoints:

ORR according to conventional and iRECIST 1.1

criteria

OS mile stone rate at 24 months

PFS

Duration of response

AEs / SAEs and Treatment Emergent Adverse Events
according to CTCAE 4.03

Health related Quality of Life (HR-QoL - EORTC QLQ-C30)




Number of patients

N=approx. 100 patients
Currently recruited: 80 patients (23.10.2019)

Key inclusion criteria

1.

Histologically confirmed diagnosis of metastatic or advanced soft
tissue sarcoma of intermediate or high grade [according to FNCLCC
score; intermediate=grade 2 score of 4-5 points, high grade = grade 3
score of 6-8 points] with disease progression within 6 months prior to
study inclusion:
. Fibrosarcoma
. Pleomorphic high grade sarcoma (“‘malignant fibrous
histiocytoma”)
. Leiomyosarcoma
. Liposarcoma  (myxoid liposarcoma, dedifferentiated
liposarcoma, pleomorphic liposarcoma)
. Malignant glomus tumor
. Rhabdomyosarcoma, alveolar or pleomorphic (excluding
embryonal)
. Vascular sarcoma (angiosarcoma)
. Synovial sarcoma
. High-grade sarcoma, not otherwise specified (NOS)
. Malignant peripheral nerve sheath tumors
. Other types of sarcoma (not listed as ineligible), if approved
by the coordinating investigator / study coordinator.
Excluding:
Uncertain differentiation (epithelioid, alveolar soft part, clear cell,
desmoplastic small round cell, malignant mesenchymoma, PEComa),
chondrosarcoma, Ewing sarcomas/PNET, chordoma, malignant
solitary fibrous tumors, embryonal rhabdomyosarcoma, osteosarcoma,
gastrointestinal stromal tumors, dermatofibrosarcoma protuberans,
inflammatory myofibroblastic sarcoma (low-grade), neuroblastoma,
malignant mesothelioma, and mixed mesodermal tumors of the uterus
(Study inclusion is based on local histopathological diagnosis).
Metastatic or locally advanced STS, not amendable to surgery with
curative intention.
No prior treatment line for advanced or metastatic disease.
ECOG performance status 0-2
Patients with measurable disease (at least one uni-dimensionally
measurable target lesion by CT-scan or MRI) according to Response
Evaluation Criteria in Solid Tumors (RECIST 1.1) are eligible.
Adequate blood count, liver-enzymes, and renal function:

. Haemoglobin = 9.0 g/dL

. Absolute neutrophil count (ANC) = 1.5 x 10%L (> 1500 per
mm?3)

. Platelet count = 100 x 10%L (>100,000 per mm3)

. Serum bilirubin < 1.5 x ULN. This will not apply to subjects

with confirmed Gilbert’s syndrome (persistent or recurrent
hyperbilirubinemia that is predominantly unconjugated in the absence
of hemolysis or hepatic pathology), who will be allowed only in
consultation with their physician.

. AST (SGOT)/ALT (SGPT) < 2.5 x institutional upper limit of
normal unless liver metastases are present, in which case it must be
< 5x ULN

. Serum creatinine CL>40 mL/min by the Cockcroft-Gault
formula (Cockcroft and Gault 1976) or by 24-hour urine collection for
determination of creatinine clearance

Adequate cardiac function (left ventricular ejection fraction 250% as
assessed by ECHO)

Key exlusion criteria

Patients who are suitable for anthracycline-based combination
therapies




2. Cardiac events such as arrhythmias, myocardial infarction, CHF,
apoplexy, lung embolism within 6 months prior to study treatment

3. Mean QT interval corrected for heart rate (QTc) 2470 ms calculated
from 3 electrocardiograms (ECGs) using Fredericia’s correction

4. Uncontrolled severe hypertension (failure of diastolic blood pressure to
fall below 100 mmHg and systolic blood pressure >160 mmHg)

5. Previous malignancy (other than STS) which either progresses or
requires active treatment.

Exceptions are: basal cell cancer of the skin, pre-invasive cancer of the
cervix, T1a or T1b prostate carcinoma, or superficial bladder tumor [Ta,
Tis and T1].

6. History or clinical evidence of CNS metastases
Exceptions are: Subjects who have completed local therapy and who
meet both of the following criteria:

a) are asymptomatic and

b) have no requirement for steroids 6 weeks prior to start of study
treament. Screening with CNS imaging (CT or MRI) is required only if
clinically indicated or if the subject has a history of CNS metastases

7. Active or prior documented autoimmune disease within the past 2
years. NOTE: Subjects with vitiligo, Grave’s disease, or psoriasis not
requiring systemic treatment (within the past 2 years) are not excluded.

8. Active or prior documented inflammatory bowel disease (e.g., Crohn’s
disease, ulcerative colitis)

9. Female subjects who are pregnant, breast-feeding or male or female
patients of reproductive potential who are not employing an effective
method of birth control (failure rate of less than 1% per year)

10. Any previous treatment with a PD-1 or PD-L1 or CTLA-4 inhibitor,
including durvalumab and tremelimunab

11. Current or prior use of immunosuppressive medication within 28 days
before the first dose of durvalumab, with the exceptions of intranasal
and inhaled corticosteroids or systemic corticosteroids at physiological
doses, which are not to exceed 10 mg/day of prednisone, or an
equivalent corticosteroid

12. Receipt of the last dose of anti-cancer therapy (chemotherapy,
immunotherapy, endocrine therapy, targeted therapy, biologic therapy,
tumor embolization, monoclonal antibodies, other investigational
agent) < 21 days prior to the first dose of study drug or <4 half-lifes of
the agent administered, which ever comes first.

Scheme of therapy

For all IMPs a flat dosing regimen will be implemented.

Cycles/courses 1-3:
Durvalumab 1.5g q4wks
Tremelimumab 75 mg g4wks

Cycles/courses 24:
Durvalumab 1.5g q4wks
Tremelimumab 75 mg q12wks

Active comparator for randomized part:
Doxorubicin 75 mg/m? q3wks for 6 courses

Treatment will be given until progression, intolerance/toxicity, death or end of
treatment, whichever occurs first.




MEDISARC
study phases and treatment schedule

Screening Treatment phase max. 12 month Follow-up Follow up
max. -4 wks phase Cx el
< 5 for OS, PFS
Arm A: LA, and further
12 month treatment
Durvalumab 1.5g; 1h i.v.; g4w; max. 12 doses for OS documentation

until EoS
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Tremelimumab 75mg; 1h i.v.; g4w for 3 cycles;
then q12w; max. 6 doses
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Arm B — control:

Doxorubicin 75mg/m?; 15 min i.v.; q3w; max. 6 doses
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Criteria for tumor RECIST 1.1
evaluation
Rationale The mainstay of therapy of soft tissue sarcoma (STS) consists of

anthracyclines, which achieved an overall survival of 1 year in previous frials
(Santoro et al. 1995). This benchmark remains the current standard of therapy
in 1st line, despite the intensification of therapy through the combined
approach of doxorubicin and ifosfamide. The 62012 study achieved an ORR
of 14% for single agent doxorubicin and 26% for doxorubicin + ifosfamide
(Judson et al. 2014), rendering doxorubicin a standard of care in palliative
treatment.

In later lines of therapy ifosfamide, trabectedin, or pazopanib have been
licensed. However, despite the enrichment with novel therapies in the field of
STS the overall survival remains poor in contemporary series. The 62012
study of the EORTC accelerated therapy by an aggressive combination of
doxorubicin and ifosfamide, but failed to improve outcome (Judson et al. 2012).
Overall survival was 12.8 months for single agent doxorubicin and 14.3 months
for the combination regimen, indicating a ceiling effect with conventional
chemotherapy regimens. It clearly shows that after decades of clinical
research there is still an unmet clinical need for novel therapies with novel
mechanisms of action in the field of STS.

Programmed death -1 (PD-1) is a key immune checkpoint, which regulates T-
cells. Activating ligands are secreted by the tumor or/and its microenvironment
in order to escape host’s immune response. PD-1 ligand (PD-L1) expression
has been recently reported in sarcomas (Raj et al. ESMO 2014; Kozak et al.
ESMO 2014). PD-L1 positive sarcomas achieved an overall survival of 68
months, whereas median has not been reached for PD-L1 negative sarcomas,
indicating a possible prognostic role. Expression of PD-L1 was found in 58%
and 65% of tumor infiltrating cells and found to be associated with poor clinical
outcome (Kim et al. 2013), which renders the PD-1 checkpoint a putative
therapeutic approach in STS.

A randomized phase Il study showed superior clinical efficacy for the
combination of ipilimumab and nivolumab compared to single agent
nivolumab, indicating that dual blockade of CTLA-4 and PD-1 may improve
efficacy of immunotherapy in STS (D’Angelo et al. J Clin Oncol 35 2017 (suppl;
abstr 11007)). Additionally,a phase | study showed efficacy of ipilimumab in
juvenile sarcoma patients, indicating principle activity (Merchant et al. [2015].
CCR http://doi.org/10.1158/1078-0432.CCR-15-0491). Furthermore,




durvalumab and tremelimumab have shown activity in ongoing early clinical
trials. Single agent durvalumab achieved objectve remissions (ORR) in 2/20
(10%), while the combination of durvalumab and tremelimumab showed ORR
in 1/6 (13%) patients. Overall, data from these latter studies is not mature and
given the duration to achieve ORR it is anticipated that the response rate
increases over time. Furthermore, immunotherapy agents are known to deliver
a higher survival benefit than the fraction of patients achieving ORR. For
instance, nivolumab in renal cell carcinoma (RCC) achieved an ORR of 25%,
while PFS remained unchanged between arms (Motzer et al NEJM 2015).
However, for survival a HR of 0.73 (CI95% 0.57-0.93) was achieved,
increasing the median OS by 5.4 months. Further investigations showed that
patients derived survival benefit irrespective of their treatment response,
underscoring that OS is a better outcome for clincial activity of
immunotherapies.

We hypothesize that the dual checkpoint blockade improves overall survival,
in particular the 2-year OS rate, in STS when compared to doxorubicin, a
standard of care.
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