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SCHEMA
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1. OBJECTIVES

11 Primary Objective
1.1.1 To determne whether differences i sequencing of atezolizumab and chemoradiation
result in differential immune activation, as determined by clonal expansion of T cell
receptor beta (TCRB) repertoires in peripheral blood on day 21.

1.2 Secondary Objectives

1.2.1 To investigate the feasibility of administration of the anti PD-L1 antibody
(atezolizumab) as an immune primer and concurrent with chemoradiation (CRT)
therapy in patients with locally advanced cervical cancer.

122  To determine the nature and degree of toxicity of the anti PD-L.1 antibody
(atezolizumab) administered as an immune primer and concurrent with chemoradiation
(CRT) therapy in patients with locally advanced cervical cancer.

1.2.3 To examine the changes in TCR clonality, diversity, and frequency in peripheral blood
and tissue and correlate this with clinical outcomes, such as the exploratory response
assessment on the post-treatment PET-CT scan and 2-vear disease-free survival (DFS).

1.2.4 To assess the predictive value of baseline and on-treatment PD-1L1 expression in the
tissue in each treatment arm for clinical outcomes using post-treatment PET-CT scan
and 2-year DFS as the outcome measures.

1.3  Exploratory Objectives

1.3.1 To explore baseline and on-treatment blood and tissue biomarkers that could predict
response to the combination therapy, as correlated to the exploratory clinical endpoint of
the week 12 (day 140) PET —CT scan and 2-year DFS.

1.3.2 To explore the response assessment on the exploratory and optional post-treatment week
12 (day 140) PET-CT scan and the clinical 2-vear disease free survival (DFS).

2. BACKGROUND
2.1 Cervical Cancer Background

Cervical cancer affects an estimated 12,900 women and accounts for an estimated 4,100 deaths
in the Umited States, and 266,000 deaths globally each vear. Locally advanced cervical cancer is
defined as stage IB2 (tumor confined to the cervix measuring =4¢m), stage Il (tumor mvadmg
beyond the uterus or upper 2/3 of vagina), stage III (fumor extending to pelvic sidewall, lower
1/3 of vagina, or causing hydronephrosis), and stage IVA (tumor invading mucosa of bladder or
rectum or extending beyond the tme pelvis). Patients diagnosed with locally-advanced cervical
cancer have a higher nisk of recurrence and worse survival than the early stage patients. After
upfront surgery. the relapse rate in all stages exceeds 30 percent, with 5-year survival of 30% 1n
patients with stage TTI disease -, Patients presenting with para-aortic lymph node (PALN)
metastases at diagnosis represent a particularly poor prognostic group with 5 vear survival of
approximately 40% across the stages®. The integration of chemotherapy. particularly cisplatin
with radiotherapy, demonstrated improved survival rates, resulting in a paradigm shift in care for
locally advanced cervical cancer *°. Despite these advances, patients presenting in the upfront
curative setting with PALN metastasis have a dismal three vear overall and progression free
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mterval of 39% and 34%, respectively, even with the use of extended field radiation and
concurrent chemotherapy ®. The role of adjuvant chemotherapy in this setting remains unknown
and is being investigated in an international randomized OUTBACK trial, the results of which
are still pending. Therefore, there 1s an unmet need for therapeutic treatment options for patients
with PALN, given the dismal survival with current therapeutic options available.

2.2 Immunology of HPV Infection and Cervical Cancer

Cervical cancer has been identified to be direct consequence of infections by specific viral
subtypes, namely human papilloma virus (HPV) subtypes 16 and 18 7®. Despite the host immume
response to tumors, cancer often develops multiple resistance mechamisms such as local mumune
suppression, immune evasion, induce dysfunctional T cell mechanisms and immune tolerance,
and evasion through endogenous immune checkpoint inhibitors °.

Anti-PD-L.1

PD-L1, also known as B7-H1, the hgand for PD-1 1s expressed and has been specifically
demonstrated in cervical cancer, as well as in other cancers ''. Inhibitors to PD-L1 may further
restore T cell function and unmune T cell priming by blocking not only its interactions with PD-
1 but also another family member B7.1 T cell interactions. The study drug, atezoliznmab,
received breakthrough designation status by the US Food and Dimg Administration (FDA) in
June 2014 for metastatic bladder cancer, and in February 2015 for the treatment of PD-L1
positive non-small cell lung cancer patients, whose disease has progressed during or after
platmum-based chemotherapy (and an appropriate targeted therapy for those with an EGFR
mutation-positive or ALK-positive tumor). Atezolizumab has potential promise in locally
advanced cervical cancer.

Preliniinary Data on Checkpoint Inhibition and Cervical Cancer
GOG-9929, a phase [ trial of sequential ipilimumab after CRT for the treatment of patients with

locally advanced cervical cancer stages IB2/TIA with positive para-aortic lymph nodes and stage
[B/B/TV A with pelvic/para-aortic lvimph nodes as a NCI supported national clinical trial to
investigate the maximum tolerated dose (MTD) and dose-limiting toxicities (DLT) of adjuvant
ipilimumab following concurent weekly cisplatin and extended field radiation in women with
newly diagnosed locally advanced cervical cancer. When reviewing our outcome data presented
at ASCO 2017 at one year on GOG-9929, our one vear PFS is 69%. which is impressive when
compared to lustorical three year overall and progression free interval of 39% and 34%,
respectively, with extended field radiation and concurrent chemotherapy from previous GOG
studies 8. GOG-9929 data shows a significant increase in PD-1 expressing T cells post
chemoradiation. In addition, the KEYNOTE 028 trial, 22 patients with metastatic PDL-1
positive cervical cancer were treated with an anti-PD-1, pembrolizumab, with an overall
response rate of 17%, demonstrating acceptable toxicity profile. These data encourage our
selection of an anti-PDL-1 study drug in the proposed concept to use a priming dose of anti-
PDL-1 therapy prior to and concurrently with chemoradiation for locally advanced cervical
cancer.

Radiation and Immune Checkpoint Blockade. Dose and Timing
Optimal results with immunotherapy may occur with multimodality treatment options including
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dual check pomt blockade or radiation therapy. Resistance mechanisms of checkpoint blockade
can be overcome by regulation of checkpoint inhibition. Early data suggests that the immune
system, in particular CD8+ T cells, have a key role for tumor cell death within a radiation field
1213 Optimal results with immunotherapy may occur with multimodality treatment options
imcluding check point blockade with radiation therapy. Radiation therapy causes migration of
dendritic cells, cross-penetration of tumor antigens which can result in T cell activation and
proliferation '*. Furthermore, radiation therapy increases the density of tumor infiltrating
lymphocytes (TIL) within a tumor likely by extravasation of TIL within the vasculature of
tumors and chemokines activation '*'"_ENREF 44. It is known that radiation therapy alters the
T cell repertoire of peripheral T cell clones '®. There are limited data surrounding the optimal
dose and fractionation needed to provoke an 1deal immune response when combining
immunotherapy with radiation. Immunotherapy and sequencing data with radiation demonstrate
that when aCTLA-4 1s delivered prior to RT there 1s increased efficacy compared to delivery
after RT, or if alone and not in combination with RT 7.

2.3 Clinical Safety Data

Our results from GOG-9929 show that sequential anti-CTLA4 after CRT 1s tolerable. Given that
these cervical cancer patients are freated with an extended field radiation and the entire pelvis,
patients were treated with sequential ipilimumab after lymphocyte count toxicities resolved to a
grade 1 within 2-6 weeks post CRT. Our data show that two patients in the maximum tolerated
dose level (10mg/kg) in the cohort expansion experienced a reversible grade 3 toxicity — grade 3
lipase, and skin rash. Given the toxicity data using an anti PD-1, and anti PDL-1 across various
disease sites, we expect that the use of atezolizumab and CRT will be tolerable. To further
reduce bowel toxicity, we plan to use an intensity modulated radiation therapy (IME.T) approach
as already explored in NRG-GY006. The radiation and physics quality assurance pathway used
i NRG-GY006 will be also used in the development of the proposed study for safety and quality
radiation delivery

2.4  Rationale for Extended Field Intensity Modulated Radiation Therapy

Extended field IMRT is an effective radiation delivery approach to treat PALN positive and high
risk pelvic LN positive cervical cancer '*'9. Multiple published studies indicate that IMRT can
reduce both hematologic and gastrointestinal (GI) toxicities, and can provide excellent long-term
outcomes “™*'. A prospective study of locally advanced cervical cancer patients treated with
EFRT and cisplatin based chemotherapy showed an improvement in the 3-year actarial overall
survival, disease-free survival, and distant metastasis-free survival : 87% versus 62% (P = 0.02),
82% versus 54% (P = 0.02), and 79% versus 57% (P = 0.01), versus pelvic radiation only
historical controls ®. Furthermore, a study from the University of Pittsburg showed that in 61
patients with PALN positive or high nisk for microscopic disease, EFRT with IMRT was
tolerable with a late grade 3+ adverse event rate of 4% '°. Furthermore, they found that EFRT
with IMRT resulted in low regional recurrence in node-positive cervical cancer . In a large
retrospective review, cervical cancer patients with positive PALN treated with definitive
extended-field radiation therapy showed that IMRT improved disease specific survival and a
decrease in treatment related adverse effects compared to patients not treated with IMRT **.
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2.5  Rationale for Image Guided Brachytherapy (IGBT)

Brachytherapy is a key component in the treatment of cervical cancer as it allows for dose
escalation to the tumor while minimizing the dose to surrounding critical organs at risk such as
the sigmoid, bladder, and rectum. Patterns of care studies established the essential role of
brachytherapy in the management of cervical cancer, and linked its use to improvements in
pelvic control and disease free survival »*. Furthermore, within the last decade. the advent of
image-guided brachytherapy (IGBT) for both applicator insertion and treatment planning has
increased the procedural implantation and treatment planning options for the treatment of
cervical cancer **. With the widespread use of sophisticated imaging modalities in radiation
oncology departments, the majority of brachvtherapy centers use 3D mmaging for contourning and
treatment planning in brachytherapy ** ****. The American Brachytherapy Society recently
mvestigated the use of image guided brachytherapy showing an unprovement in pelvic control
and DFS compared to studies with conventional 2D based imaging technology in patients treated
with CRT for locally advanced cervical cancer **.

2.6 Rationale for the PET imaging post treatment as exploratory endpoint

In the definitive weatment of cervical cancer, 12 week post therapy positron emission tomography (PET)
with F-18 fluorodeoxyglucose (FDG) is predictive of survival outcome {Schwartz et al. 2007). We
mvestigated the role of the post immmmotherapy positron emission tomography (PET) as a
surrogate biomarker for survival for cervical cancer patients (pts) treated with standard
chemoradiation (CRT) followed by ipilimumab on GOG-9929. The PET was obtained from 4-
12 weeks. Thurty-two of 34 enrolled pts mitiated study treatment, of whom 15 pts have complete
pre and post therapy PET data, with at least one dose of ipilimumab. Of the 15 pts with post-
ipithmumab PET scan data, 93% were squamous lustology; all had positive pelvic lymph nodes,
with 47% having positive paraaortic lymph nodes in addition. All 15 pts completed CRT, with
ipilimumab completion rates of 73% with 4 cycles, 13% with 3 cycles, 7% with 2 cycles and 7%
with 1 cycle. Eleven had a metabolic CR,, two had stable disease, and two had a PE. Witha
median follow up of 12 months for these 15 pts, one patient with CR on PET had a recurence.
We plan to investigate the role of post therapy PET for response assessment.

3. PATIENT SELECTION, ELIGIBILITY, AND INELIGIBILITY CRITERIA

Note: Per NCI guidelines, exceptions to inclusion and exclusion criteria are not
permitted. For questions concerning eligibility, please contact the Biostatistical/Data
Management Center (see protocol cover page). For radiation therapy-related eligibility
questions, please contact RTQA (see protocol cover page).

3.1  Patient Selection Guidelines
Although the gnidelines provided below are not inclusion/exclusion criteria, investigators
should consider these factors when selecting patients for this trial. Investigators also
should consider all other relevant factors (medical and non-medical), as well as the risks
and benefits of the smudy therapy, when deciding if a patient is an appropriate candidate
for this trial.

3.1.1 Submission of tumor biopsies is requured for all patients. Investigators should check with
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their site pathology department regarding release of biospecimens before approaching
patients about participation in the trial.

3.2  Eligibility Criteria

A patient cannot be considered eligible for this study unless ALL of the following

conditions are mer.

3.2.1 Patients with histologically confirmed newly diagnosed advanced cervical cancer
(squamons cell carcinoma, adenocarcinoma, and adenosquamons cell carcinoma):
FIGO clinical stages IB2/ITA with positive para-aortic nodes, or FIGO clinical stages
[B/IB/TV A with positive pelvic or para-aortic lymph nodes (PALN). Pelvic or
PALN nodal status confirmed by PET/CT scan or fine needle biopsy or extra
peritoneal biopsy or laparoscopic biopsy. The PALN must be infenior to the T12/1.1

interspace.

3.2.2 ECOG performance status <2 (Karmofsky >60%, see Appendix II).

3.2.3 Patients must have normal organ and marmmow function as defined below:

« leukocyies
+ absolute nentrophil count
« platelets

+ hemoglobin

« total bilimubin

« AST(SGOT)/ALT(SGPT)
« alkaline phosphatase

« creatinine clearance

=2,500/mcL
=1,500/mecL
=100,000/mel (=50.000 for patients with hematologic

malignancies)
=8 g/dL (can be transfused with red blood cells pre-

study)

<1.5 = institutional upper limit of normal (ULN)
(however, patients with known Gilbert disease who
have serum bilirubin level <3 x ULN may be enrolled)
<3 x ULN (AST and/or ALT <5 x ULN for patients
with liver involvement)

<2.5 » ULN (<5 = ULN for patients with documented
liver involvement or bone metastases)

=1.5 mg/dL to receive weekly Cisplatin®

*Patients whose serum creatinine is between 1.5 and 1.9 mg/dL are eligible for cisplatin
if there is no hydronephrosis and the estimated creatinine clearance (CCr) 15 =30 ml/min.
For the purpose of estimating the CCr, the formula of Cockeroft and Gault for females

should be used:

CCr=02385x (140 — age) x IBW

(Scrx72)

where age 1s the patient’s age in vears (from 20 to 80 years). Scr is the serum creatinine
m mg/dL, and IBW 1s the 1deal body weight in kg (according to the calculation IBW =
45.5 kg + 2.3 kg for each inch over 5 feet).

NRG-GYO017
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326
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3.2.8

329

INR and aPTT =1.5 x ULN (This applies only to patients who do not
receive therapeutic anticoagulation; patients receiving
therapeutic anticoagulation, such as low-molecular-
weight heparin or warfarin, should be on a stable dose.)

Age is > 18 years.

Patient does not have a known allergy to cisplatin or compounds of similar biologic
composition.

Patient is not actively breastfeeding (or has agreed to discontinue breastfeeding before
the 1mitiation or protocol therapy).

TSH within normal limits or normal free T4 in those with abnormal TSH.
Ability to understand and the willingness to sign a written informed consent document.

Patients positive for human immunodeficiency virus (HIV) are allowed on study, but
HIV-positive patients must have:

A stable regimen of highly active anti-retroviral therapy (HAART)

No requirement for concurrent antibiotics or antifungal agents for the prevention of
opportumstic infections

A CD4 count above 250 cells/mcL and an undetectable HIV wviral load on standard
PCR-based tests.

3.3  Inmeligibility Criteria
Patients with any of the following conditions are NOT eligible for this study.

3.3.1

Patients who have received prior radiation therapy to the pelvis or abdominal cavity,
PALN radiation, or previous therapy of any kind for this malignancy or pelvie, PALN,
or abdominal radiation for any prior malignancy.

Patients with PALN nodal metastasis above the T12/L1 interspace.
Patients who had a radical hysterectomy with positive PALNs are not eligible.

Patients with prior allogeneic bone marrow transplantation or prior solid organ
transplantation.

Patients previously treated with systemic anticancer therapy (e.2., chemotherapy.
targeted therapy, immunotherapy) within 3 vears prior to entering the study.

Treatment with systemic immunosuppressive medications (including, but not limited
to, prednisone, cyclophosphamide, azathioprine, methotrexate, thalidomide, and anti-

tumor necrosis factor [anti-TNF] agents) within 2 weeks prior to Cycle 1, Day 1.
¢ Patients who have received acute, low dose, systemic immunosnppressant
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medications (e.g., a one-time dose of dexamethasone for nausea or steroids as CT
scan contrast premedication) may be enrolled.

# The use of inhaled corticosteroids and mineralocorticoids (e.g., fludrocortisone)
for patients with orthostatic hypotension or adrenocortical imsufficiency is
allowed.

3.3.7 Known hypersensitivity to Chinese hamster ovary cell products or other recombinant
human antibodies.

3.3.8 History of severe allergic, anaphylactic, or other hyvpersensitivity reactions to chimeric
or humanized antibodies or fusion proteins.

3.39 Patients requiring treatment with a RANKL inhibitor (e.g., denosnmab) who cannot
discontinue it before treatment with atezolizumab.

3.3.10 Known climically significant liver disease, inchuding active viral, alcoholic, or other
hepatitis; cirrhosis: fatty liver; and inherited liver disease
+ Patients with past or resolved hepatitis B infection (defined as having a
negative hepatitis B surface antigen [HBsAg] test and a positive anti-HBc
[antibody to hepatitis B core antigen] antibody test) are eligible.
+ Patients positive for hepatitis C virus (HCV) antibody

3.3.11 History or nisk of autoimmune disease, mcluding but not limited to systemic lupus
erythematosns, rhenmatoid arthritis, inflammatory bowel disease, vascular thrombosis
associated with antiphospholipid syndrome, Wegener's granulomatosis, Sjogren’s
syndrome, Bell’s palsy, Guillain-Barré syndrome, multiple sclerosis, autoimmune
thyroid disease, vasculitis. or glomerulonephritis.

+ Patients with a history of autoimmune hypothyroidism on a stable dose of
thyroid replacement hormone are eligible.

¢ Patients with controlled Type 1 diabetes mellitus on a stable insulin regimen
or Type 2 diabetes mellitus are eligible.

¢ Patients with eczema, psoriasis, lichen simplex chronicus or vitiligo with
dermatologic manifestations only (e.g., patients with psoriatic arthritis would
be excluded) are permitted provided that they meet the following conditions:

o Patients with psoriasis must have a baseline ophthalmologic exam to rule
out ocular manifestations

o Rash must cover less than 10% of body surface area (BSA)

o Disease is well controlled at baseline and only requiring low potency
topical steroids (e.g., hydrocortisone 2.5%, hydrocortisone butyrate 0.1%,
flucinolone 0.01%, desonide 0.05%, alclometasone dipropionate 0.05%)

o No acute exacerbations of underlying condition within the last 12 months
(not requiring psoralen plus ultraviolet A radiation [PUVA],
methotrexate, retinoids, biologic agents, oral calcinewrin inhibitors; high
potency or steroids)
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3.3.12 History of 1diopathic pulmonary fibrosis, pneumonitis (including drug induced),
organizing pneumonia (i.e., bronchiolitis obliterans, cryptogenic organizing
pneumonia, etc.), or evidence of active pneumonitis on screening chest computed
tomography (CT) scan. History of radiation pneumonitis in the radiation field
(fibrosis) is permitted.

3.3.13 Patients with active tuberculosis (TB) are excluded.

3.3.14 Severe infections within 4 weeks prior to Cycle 1, Day 1, inclnding but not limited
to hospitalization for complications of infection, bacteremia, or severe pnewmonia.

3.3.15 Signs or symptoms of infection within 2 weeks prior to Cycle 1, Day 1.

3.3.16 Received intravenous (IV) antibiotics within 2 weeks prior to Cycle 1, Day 1. Patients
receiving prophylactic antibiotics (e.g., for prevention of a urinary tract infection or
chronic obstructive pulmonary disease) are eligible.

3.3.17 Major surgical procedure within 28 days prior to Cycle 1, Day 1 or anticipation of
need for a major surgical procedure during the course of the study.

3.3.18 Administration of a live, attenuated vaccine within 4 weeks before Cycle 1, Day 1 or
anticipation that such a live, attenuated vaccine will be required during the study and
up to 5 months after the last dose of atezolizumab.

* [nfluenza vaccination should be given during influenza season only
(approximately October to March). Patients must not receive live, attennated
influenza vaccine within 4 weeks prior to Cycle 1, Day 1 or at any time during
the study.

3.3.19 Uncontrolled mtercurrent illness including, but not hinuted to, ongomg or active
infection, symptomatic congestive heart failure, unstable angina pectoris, cardiac

arthythmia, or psychiatric illness/social situations that would limit compliance with
study requirements.

3.3.20 Severe, active co-morbidity defined as follows:

¢« Current (within 28 days of Cvcle 1, Day 1) signs and/or symptoms of bowel
obstruction
Patients who require parental hvdration and/or nutrition
Patients who require drainage gastrostomy tube
Evidence of bleeding diathesis or clinically significant coagulopathy
Serious, non-healing or deliscing wound, active ulcer or untreated bone
fracture

¢ History of hemoptysis (= 1/2 teaspoon of bright red blood per episode) within
1 month of study enrollment

3.3.21 Sigmificant cardiovascular or cerebrovascular disease including:
+ Uncontrolled hypertension (SBP =150; DBP =90)
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History of myocardial infarction within 6 months

Unstable angina

MNew York Heart Association functional classification 11 T or IV

Baseline ejection fraction < 50% as assessed by echocardiogram or MUGA
Cerebral vascular accident (CVA) or transient ischemic attack (TTA) within 6
months

¢ Significant vascular disease (e.g., aortic aneurysm, requiring surgical repair or
peripheral arterial thrombosis) within 6 months

3.3.22 History of abdominal/pelvic or tracheoesophageal fistula or gastromntestinal
perforation and/or abscess within 6 months prior to initiation of treatment.

3.3.23 If patients are of child-bearing potential and do not agree to use two forms of birth
control then they are ineligible.

3.3.24 Patients who have had a hysterectomy or are planning to have an adjuvant
hysterectomy following radiation as part of their cervical cancer treatment are
meligible.

3.3.25 Patients scheduled to be treated with adjuvant consolidation chemotherapy at the
conclusion of their standard chemoradiation.

3.3.26 Pregnant women are excluded from this study because radiation therapy has the
potential for teratogenic or abortifacient effects. Because there 15 an unknown but
potential risk for adverse events in nursing infants secondary to treatment of the
mother with Atezolizumab, breastfeeding should be discontinued if the mother 1s
treated with Atezolizumab.

3.3.27 Women of child-bearing potential and men must agree to use adequate contraception
(hormonal or barrier method of birth control; abstinence) prior to study entry, for the
duration of study participation, and for the 5 months (150 days) after the last dose of
the study agent. Should a woman become pregnant or suspect she is pregnant while
she or her partner is participating in this study, she should inform her treating
physician mmmediately.

3.3.28 Patients taking bisphosphonate therapy for symptomatic hypercalcemia. Use of
bisphosphonate therapy for other reasons (e.g osteoporosis) is allowed.

3.3.29 Patients with known primary central nervous system (CNS) malignancy or CNS
metastases are excluded.

3.3.30 Patients with a prior known history of vesicovaginal, enterovaginal or colonvaginal
Fistula.
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4. REQUIREMENTS FOR STUDY ENTRY, TREATMENT, AND FOLLOW-UP

4.1  PRE-TREATMENT ASSESSMENTS

Assessments Prior to Prior to
Registration treatment
(calendar start
days)
History and Physical < 14 davs < 14 davs
Concomitant Medications < 14 days < 14 days
Vital Signs < 14 days < 14 days
Performance Status < 14 days < 14 davs
Toxicity Assessment < 14 days < 14 days
CBC/Differential/Platelets < 14 days < 14 davs
Chemustries (BUN, Creatinine, Sodium, Potassium, < 14 days < 14 days
Chloride, CO2, Calcium, Glucose, Bilirubin, Protein,
Albumin, Alkaline Phosphatase, AST. ALT)
TSH < 14 days < 28 davs
Hepatitis B Surface Antigen < 28 days < 28 davs
Hepatitis B Core Antibody < 28 days < 28 davs
Hepatitis C Antibody < 28 days < 28 days
UPCR < 14 days < 14 davs
INR and aPTT§ < 28 days < 28 days
Pregnancy Test (if childbearing potential exists) < Tdays < 7 days
EKG (Electrocardiogram) < 28 days < 28 davs
PET/CT scan < 28 days < 28 davs
Radiographic Tumor Measurement* < 28 days < 28 davs

§ For patients not receiving therapentic anticoagulation.
*Radiographic tumor measurements should be obtained via imaging of the chest, abdomen
and pelvis to establish the location and extent of disease. See RECIST 1.1 for allowable

imaging modalities used to assess disease at baseline (and subsequent assessments). Contrast

CT 1s the preferred modality.
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4.2  ASSESSMENTS DURING TREATMENT

Assessments Prior to each
treatment of
Atezolizumab
History and Physical X
Concomutant Medications* X
Corticosteroid Use (only to manage adverse events) X
Secondary Immunosuppressive Agent Use (e.g.. infliximab) X
Vital Signs X
Performance Status X
Toxicity Assessment X
CBC/Dafferential/'Platelets < 3 days
Chemistries (BUN, Creatinine, Sodium, Potassinum, Chloride. CO2, < 3 days

Calcium, Glucose, Bilirubin, Protein, Albumin, Alkaline
Phosphatase, AST, ALT, Amvlase, Lipase)

TSH < 7 days

* Due to their immunosuppressive effect, administration of systemic steroids (e.g.,
dexamethasone) as an antiemetic and/or preparative regimen for hypersensitivity
reactions should be avoided if other means of treatment are available and medically
appropriate.

4.3 ASSESSMENTS IN FOLLOW UP

Assessments End of treatment, 1 month and 3 months, q3
months for 2 years
Medical lustory, physical 1 month and 3 months, q 3 months for 2 years

examination, ECOG performance
status, vital signs (heart rate, blood
pressure, respiratory rate,
temperature), and vital status
(including any recurrence)

Toxicity Assessment 1 month and 3 months, q 3 months for 2 years
Radiographic tumor measurement 3 months, 1 year, 2 year
CBC / Differential / Platelets 1 month and 3 months

Chemustries (including sodinm,
potassium, chlorde, bicarbonate,
calcium, glucose, magnesinm,
BUN/creatimine, total bilirubin, total
protein, ALT, AST, alkaline
phosphatase, albumin), TSH

PET/CT, pre-scan glucose- 3 months (optional)
OPTIONAL
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44  Study Calendar

ARM A
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Vital signs
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Serum chemistry
EKG

Adverse event evaluation
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PET/CT
B-HCG
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Resarch Blood Draw X X X X X X

X*: Biopsy to be obtained at the time of the first brachytherapy procedure (prior to brachytherapy dose delivery)
X**: 3 month post CRT +/- 7 days (OPTIONAL)

b: S5erum pregnancy test (women of childbearing patential).

c: Off-study evaluation.
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Arm B

Atezolizumab
Cisplatin
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Brachytherapy
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X*: Biopsy to be obtained at the time of the first brachytherapy procedure (prior to brachytherapy dose delivery)

¥**: 3 month post CRT +/- 7 days (OPTIONAL)
b: Serum pregnancy test (women of childbearing potential).
c: Off-study evaluation.

]

This study has two study arms:

TREATMENT PLAN/REGIMEN DESCRIPTION

Arm A: will get one dose of atezolizumab prior to cisplatin chemotherapy and radiation therapy.
and then two subsequent doses of atezolizumab during the chemotherapy and radiation therapy

Regimen Description Arm A

Agent Pre-medications; Cycle
Precautions Dose Roure Schedule | Length
Atezolizumab | Preparative 1200 mg IV infusion Arm A: -
antihistamine use delivered over | 21 days,
1s allowed (e.g., 60 (£15 Days 0. )
diphenhydramine miJ:Eutes? If 21 EV&E’ 2
25 mg IV) the ‘g""e. >
first infusion Sl
1s tolerated
without
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infusion
assoclated
AEs, the
second
infusion may
be delivered
over 30 (+10)
minutes
Cisplatin Increased oral 40 mg/m* (70 | IV infusion at | Days 0, | One time
mtake of flmd mg a rate of 7. weekly
should be IMAX1IIm ) lmg/min, 14, 21, (preferab
encouraged 24 diluted in usually 28,35 Iv before,
hours prior to 250-1000 ml | infusing over but
infusion; 1000 ml | normal saline, | 1 %> hours (90 allowed to
of Y2 normal saline | reconstitution | minutes), be after
mfused IV one results m a using non- pelvic
hour before colorless aluminum radiation
cisplatin. solution. admimstration treatment)
Antiemetic Mixing and sefs; after is
prophylaxis with a | adoumstratio | an additional
serotonin n should 1000 ml of ¥
antagonist and/or | follow local | normal saline
dexamethasone 10- | standards nfused over
20mg IV is one hour
allowed as a pre-
medication.
Pelvie and Skin, antiemetic, or | 1.8 Gy/ day See RT Daily Daily
PALN anti-diarrheal section (excludes | (Start on a
external medications may weekends | Monday is
beam be administered as and preferred)
radiation needed. holidays)
therapy
Image Antiemetic and Minimum 85 | See RT See RT See RT
Guided anti-diarrheal Gy to CTV section section Section
Brachy- medication may be | (EQD2) for
therapy admimistered as cervical
needed.
Arm B: will get 3 doses of atezolizumab during the cisplatin chemotherapy and radiation therapy
Regimen Description Arm B
Agent Pre-medications; Cycle
Precautions Dose Route Schedule | Length
Atezolizumab | Preparative 1200 mg IV mfusion Every 3
anfihistamine use delivered over | Arm B: | weeks
15 allowed (e.g.. 60 (£15) Days 0, | dosing
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diphenhydramine minutes, If 21,42
25 mg IV) the
first infusion
1s tolerated
without
infusion
associated
AEs, the
second
mfusion may
be delivered
over 30 (+10)
minutes
Cisplatin Increased oral 40 mg/m?* (70 | IV infusion at | Days 0, | One time
mtake of flmd mg a rate of % weekly
should be IMAX1Im ) lmg/min, 14, 21, (preferab
encouraged 24 diluted in usually 28, 35 Iy before,
hours prior to 250-1000 ml | mnfusing over Dbut
infusion; 1000 ml | normal saline, | 1 ¥ hours (90 allowed to
of 2 normal saline | reconstitution | minutes), be after
infused IV one results in a using non- pelvie
hour before colorless aluminum radiation
cisplatin. solution. admimistration treatment)
Antiemetic Mixing and sets; after is
prophylaxis with a | adoumstratio | an additional
serotonin n should 1000 ml of %3
antagonist and/or | follow local | normal saline
dexamethasone 10- | standards infused over
20 mg IV is one hour
allowed as a pre-
medication.
Pelvie and Skin, antiemetic, or | 1.8 Gy/ day See RT Daily Daily
PALN anti-diarrheal section (excludes | (Start on a
external medications may weekends | Monday is
beam be administered as and preferred)
radiation needed. holidays)
therapy
Image Antiemetic and Mimimum 85 | See RT See RT See RT
Guided anti-diarrheal Gy to CTV section section Section
Brachy- medication may be | (EQD2) for
therapy administered as cervical
needed.

Definition of Disease Assessmients

Response and progression will be evaluated in this study using the new international criteria
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proposed by the revised Response Evaluation Criteria in Solid Tumors (RECIST) guideline
(version 1.1) [Eur J Ca 45:228-247, 2009]. Changes in the largest diameter (unidimensional
measurement) of the mmor lesions and the shortest diameter in the case of malignant lymph
nodes are used m the RECIST criteria.

51 Chemotherapy

5.1.1 Cisplatin Chemotherapy
All patients will receive six one-time weekly intravenous infusions of cisplatin 40 mg/m?*
(70mg maximum) diluted in 250-1000 mL normal saline. The cisplatin infusions occur
ondays 0, 7, 14, 21, 28, and 35. To accommodate scheduling 1ssues, cisplatin
administration is allowed to be after pelvic radiation treatment, but is preferably done
prior to PRT. Increased oral intake of fluid should be encouraged 24 hours prior to
cisplatin infusion. It is recommended that 1000 ml of %: normal saline be infused
mtravenously one hour before cisplatin infusion, but other institutional protocols are
accepted. Antiemetic prophylaxis with a serotonin antagomnist 1s allowed as a pre-
medication. It is recommended that the cisplatin intravenous infusion proceed at a rate of
1lmg/minute, usually infusing over 90 minutes. Other infusion rates are acceptable per
institutional routine. Non-aluminum intravenons administration sets are required. An
additional 1000 ml of % normal saline should be infused intravenously over one hour
after cisplatin infusion, but other institutional protocols are accepted.

5.1.2 Atezolizumab
Administration of atezolizumab will be performed in a setting with emergency medical
facilities and statf who are trained to monitor for and respond to medical emergencies.

All patients will receive three intravenous infusions of atezolizumab 1200 mg every three
weeks. Arm A will receive atezolizumab treatment on days -21, 0, and 21. Amm B will
receive atezolizumab on days 0, 21, 42. The atezolizumab will be delivered during the
post-cisplatin hydration on the days when both drugs are administered on Arm A: days 0,
and 21; Arm B: days 0, 21, 42.

The mmitial dose of atezolizumab will be delivered over 60 (+15) minutes. If the
first infusion 1s tolerated without infusion associated AEs, the second mfusion may be
delivered over 30 (+10) minutes.

For the first infusion, the patient’s vital signs (heart rate, respiratory rate, blood pressure,
and temperamre) should be determined within 60 minutes before, during (every 15 [+5]
mimites), and 30 (+£10) minutes after the infusion. For subsequent infusions, vital signs
will be collected within 60 minutes before and within 30 minutes after the infusion. Vital
signs should be collected during the infusion only 1f chimically indicated. Patients will be
informed about the possibility of delayed post-infusion symptoms and instructed to
contact their study physician if they develop such symptoms.

Premedication is not permitted for the first dose of atezolizumab. Preparative
antihistamine use 1s allowed at the discretion of the treating physician. The management
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of Infusion Related Reactions will be according to severity as follows:

In the event that a patient experiences a Grade 1 Infusion Related Reaction during
the first treatment, the infusion rate should be reduced to half the rate being given
at the time of event onset. Once the event has resolved, the mmvestigator should
wait for 30 minutes while delivering the infusion at the reduced rate. If tolerated,
the infusion rate may then be increased to the original rate.

In the event that a patient experiences a Grade 2 Infusion Related Reaction, or
flushing. fever, or throat pain, the infusion should be immediately interrupted and
the patient should receive aggressive symptomatic treatment. The mfusion should
be restarted only after the symptoms have adequately resolved to baseline grade.
The mfusion rate at restart should be half of the infusion rate that was in progress
at the time of the onset of the Infusion Related Reaction. For subsequent
mnfusions, administer oral premedication with antihistamine and anti-pyretic and
monitor closely for Infusion Related Reactions.

For Grade 3 or 4 Infusion Related Reactions, the infusion should be stopped
immediately, and aggressive resuscitation and supportive measures should be
mitiated (e.g., oral or IV antilustamine, anti-pyretic, glucocorticoids, epinephrine,
bronchodilators, oxygen). Atezolizumab should be permanently discontinued.
Besumption of atezolizumab may be considered m patients who are dernving
benefit and have fully recovered from the immune-related event; retreatment
requires consultation with, and consent of, the trial Principal Investigator (PT).

For anaphylaxis precautions, use the following procedure:

Equipment Needed

Towrmiquet

Oxygen

Epinephrine for subcutaneons, infravenous, and/or endotracheal use in accordance
with standard practice

Antihistamines

Corticosteroids

Intravenous infusion solutions, tubing, catheters, and tape

Procedures

In the event of a suspected anaphylactic reaction during atezolizumab infusion, the
following procedures should be performed:

L.

NRG-GYO017

Stop the study drug infusion.

Apply a tourniquet proximal to the injection site to slow systemic absorption
of study drug. Do not obstruct arterial flow 1 the limb.

Maintain an adequate airway.
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4. Admimster antihistamines, epinephrine, or other medications as required by
patient status and directed by the physician in charge.
5. Continue to observe the patient and document observation.

5.2 Radiation Therapy
**Please note that all cases require a pre-treatment review. Please see section 11%*
General Principals

This protocol requires photon external beam radiation therapy (EBRT), with extended field
intensity modulated radiation therapy (IMRT) techniques followed by low dose rate (LDR),

pulsed dose rate (PDR). or high dose rate (HDR) brachytherapy. All radiation therapy must be
completed ideally within 56 days of initiation (less than or equal to 59 days for compliance).

The external beam radiation 1s given via IMRT with the exception of the parametrial boost to be
3D conformal RT or IMRT. If field size to cover the target measures larger than institution’s
linear accelerator largest field size for clinical use, a two-1socenter technique 1s recommended to
use for planning. The prescription dose is 45 Gy in 25 fractions at 1.8 Gy/fraction, unless a

simultaneous integrated boost (SIB) is required for gross nodal disease. For SIB cases, the gross
nodal PTV boost will receive 50 Gy in 2 Gy/fraction, and then receive a sequential boost dose of

2 Gy per fraction for a total dose of 54-58Gy depending on the contribution of the brachytherapy
and location of the lymph node or parametrial boosts.

IMRT should be given once daily Monday-Friday, 5 fractions per week.

For brachytherapy, the prescription doses are 27.5 - 30 Gy for HDR and 35 - 40 Gy for LDR or
PDR, following nstitutional protocol with image guided brachvtherapy.

If clips are present from the lvmph node dissection to document the position of the lvmph nodes,
then these should be used as a gnide when anterior blocks are designed to shield small bowel.

5.2.1 Treatment Technology

The following treatment modalities include photons with IMR T, and image gmided
brachytherapy.

External Beam Radiation Therapy (EBRT): Pelvic and PALN: Extended field RT (EFRT)

Pelvis and PALN radiotherapy will be delivered via IMRT. Plans may mclude static field
arrangements (e.g. 5-9 fields). modulated arc therapy, or TomoTherapy. A pseudo-step-wedge
mtensity modulation (PSWIM) techmique 1s permitted. IMRT should use 4-18 MV photons.

Parametrial and/or Nodal Boost
A parametrial boost can be delivered at the treating physician’s discretion and it can be
accomplished via 3DCRT or IMRT. The nodal boosts will be determined by the treating
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physician mn reference to the diagnostic CT or PET scan. The boost level of 534Gy or 58Gy 1s
determined relative to the brachytherapy contribution in the pelvis.

Brachytherapy

High dose rate (HDR), pulsed dose rate (PDR), or low dose rate (LDR) brachytherapy is
permitted. Either standard (pomt-directed using volumetric brachytherapy mmaging or planning
for organs at risk) or volume-directed brachytherapy techniques are permitted according to each
mstitution’s standard. Volume-directed brachytherapy is encouraged. Intracavitary (e.g., tandem
and ovoids or tandem and ring) and/or interstitial (e.g., interstitial applicators) brachytherapy is
permitted.

5.2.2 Immobilization and Simulation

3D planning is required for this protocol. A CT simulation scan is required with a slice thickness
< 3.0 mm for the regions extending at least 4cm above and below target volumes. Patients can be
simulated supine or prone. It is recommended that CT scans be obtained from the T10 vertebral
body to 5 cm below the ischial tuberosities. All subjects will have a customized immobilization
device (e.g., Alpha Cradle or Vac-Loc) fabricated at the time of simulation. Intravenous contrast
is recommended to visnalize vessels better. Oral or rectal contrast is used at the discretion of the
radiation oncologist for treatment planning purposes. Intravenous contrast is recommended
unless medically contraindicated.

A full bladder 1s mmtended to be comfortably filled on the treatment planning CT scan and
throughout the treatment. Patients are asked to drink 300-500 ml of liquid roughly 45 mins prior
to the CT simulation and treatment. The rectum and sigmoid should be as empty as possible.
The patient should be asked to empty the stools before scanning and treatment. If an internal
target volume (ITV) will be used, it is recommended that the patient undergo both a full and
empty bladder CT sumulation.

The inferior extent or vaginal extension of disease should be marked so that the inferior border of
disease can be documented. Uninvolved normal tissues may be blocked although the position of
the uterns should be contoured to ensure adequate coverage.

5.2.3 Tmaging for Structure Definition, Image Registration/Fusion

Pelvic MRI or PET fusion with the CT simulation scan is recommended to aid target delineation.
Fusion should be optimized to match the MEI/PET scans to the treatiment position.

5.2.4 Target Volume Definition and Nomenclature

All structures must be named for digital RT data submission as listed mn the tables below. Capital

letters. spacing and use of underscores must be applied exactly as indicated. Resubmission of

data may be required if labeling of structures does not conform to the standard DICOM name
listed. The structures marked as “Required” in the table must be contoured and submitted with

the treatment plan. Structures marked as “Required when applicable™ must be contoured and
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submitted when applicable.

The Gross Tumor Volume (GTV), Clinical Target Volume (CTV) and Planming Target Volume
(PTV) will be contoured on all CT slices m which the structures exist.

The defimtion of all volumes will be in accordance with the 1993 ICRU Report #50: Prescribing,
Recording and Reporting Photon Beam Therapy and with the 1999 ICRU Report #62:
Prescribing, Recording and Reporting Photon Beam Therapy (Supplement to ICRU Report #50).

Please see the attached Appendix ITT Radiation Contowrs for examples of:

Standard Description Detailed Specification

Name

GTV 4500 GTV toreceive 45 Gy | The GTV 1s defined as all known gross
Required cervical disease determined from

radiographic studies, clinical
information, physical examination,
endoscopic examination, and biopsy

results.
CTV 4500 CTV to recerve 45 Gy | It 1s recommended to divide the CTV
Required into 3 sub regions: CTVn (nodal), and

CTVpl and CTVp2 (primary). CTVpl
will consist of the gross mmor, cervix,
and uterus, ovaries and tubes: CTVp2
consists of the parametria and superior
third of the vagina (or half of the vagina,
if the vagina is clinically mvolved).
CTVn will include the PALN region to
the vertebral level of L1/L2 mterspace or
3 em cranial to gross PALN disease,
commeon, external, and internal iliac and
presacral lvmph nodes. It 1s acceptable to
include the mesorectal nodes in CTVn.
The upper border of the CTVn should not
extend above the confluence of the
common iliac arteries with the aorta (i.e.,
aortic bifurcation), and should begin no
lower than superior border of 5.

The CTVn will be obtamed by ensuring
an approximately 7 mm margin around
the vessels, plus extension to include any
adjacent visible lymph nodes,
lymphoceles, or pertinent surgical clips.
The presacral nodes should be contonred
until the superior border of the 83
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vertebral body is reached: below this
pomt the nodal volume can be separated
into two structures. The external iliac
nodes should be contoured to the superior
aspect of the femoral head. CTVn should
be modified to exclude bone, muscle, and
bowel. The CTV should not extend
inferior to the ischial tuberosities.

CTV_5000
(for SIB schemes
only)

CTV to receive 50 Gy
Required

Gross pelvic LN or PALN. This consists
of the gross nodal area as defined by PET
and CT with a 7mm expansion around
the node or inclusive of clinical
extension.

If a patient 1s to be treated with a
parametrial boost, this area is included in
the CTV_5000

CTV 5400
(for SIB schemes
only)

CTV 5800 (for
SIB schemes
only)

CTV to receive 54Gy
Required

CTV to receive 58Gy
Required

Gross pelvie lymph nodes (obturator LN,
internal or external iliac LN) that will
receive BT contribution. Parametrial
boosts will be included mn this volume.

Gross PALN or pelvic lvmph nodes
(common iliac high or low internal or
external iliac LN) that will NOT receive
BT contribution

Parametnial boost volumes will NOT be
included in this volume.

ITV 4500

ITV to receive 45 Gy
Contouring is
required only when

ITV approach is used.

Patients should be simulated with both a
full and empty bladder (i.e.. 2 simulation
scans). CTVp and CTVn and PTVp and
PTVn should be delineated as described
above on the plan used for treatment
(either the full or empty bladder scan).
The CTVp from both scans should be
fused together to generate the ITV 4500.
A 7 mm margin should be applied to
generate PTV1L

PTV 4500

PTV to receive 45 Gy
Required

Around CTVpl, a 15 mm uniform
expansion should be used. Around
CTVp2, a 10mm uniform expansion
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should be used. Around CTVn, a 7 mm
uniform expansion should be used. These
expansions will generate PTVpl, PTVp2,
and PTVn. PTVn and PTVp! and PTVp2
will be fused to generate the PTV 4500.
If the ITV approach is used, PTVi should
be fused with PTVn to generate

PTV 4500.

(for SIB schemes
only)

Required

PTV_4500-03 PTV - 3 mm from skin | The PTV should be manually or
surface automatically trimmed up to 3 mm from
Required when the skin surface, if necessary, to spare
applicable skin. However, the CTV still needs to be
included entirely within the PTV.
PTV 5000 PTV to receive 50 Gy | Around CTV 5000, a 7mm expansion is

used

PTV_5000-03 (for
SIB schemes

PTV - 3 mm from skin
surface

The PTV should be manually or
automatically trimmed up to 3 mm from

(for SIB schemes
only)

PTV 5800
(for SIB schemes
only)

Required

PTV to receive 58.0Gy
Required

only) Required when the skin surface, if necessary, to spare
applicable skin.. However, the CTV still needs to be
included entirely within the PTV.
PTV 5400 PTV to receive 540Gy | 7 mm uniform expansion around

CTV_5400

7mm uniform expansion around
CTV_5800

PTV_5400-03
(for SIB schemes
only)

PTV_5800-03
(for SIB schemes
only)

PTV - 3 mm from skin
surface

Required when
applicable

PTV - 3 mm from skin
surface

Required when
applicable

The PTV should be manually or
automatically trimmed up to 3 mm from
the skin surface, if necessary, to spare
skin. However, the CTV still needs to be
included entirely within the PTV.

The PTV should be manually or
automatically trimmed up to 3 mm from
the skin surface, if necessary, to spare
skin. However, the CTV stll needs to be
included entirely within the PTV.
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5.2.5 Critical Structure and Avoidance Structure Nomenclature

All stmetures must be named for digital RT data submission as listed in the tables below. Capital

letters. spacing and use of underscores must be applied exactly as indicated. Resubmission of
data may be required if labeling of structures does not conform to the standard DICOM name

listed. The structures marked as “Required” in the table must be contoured and submitted with

the treatment plan. Structures marked as “Required when applicable™ must be contoured and
submitted when applicable.

Standard Description Detailed Specification
Name
External External patient Normal tissues will be contoured on the
contour encompassing | CT simulation scan. The tissue within the
all patient anatomy skin surface and outside all other critical
with a single contour normal structures and the PTV should be
on each slice contoured on every slice and designated
Required as “External”.
E-PTV 4500 All tissue excluding the | All tissne excluding the PTV 4500, and
PTV_4500. Generated | is generated by subtracting the PTV
by subtracting the PTV | recerving a dose of 45 Gy from
receiving a dose 45 Gy | “External”.
from External Contour
Required
Spc_Bowel The space that the Bowel Space will be contoured
bowel may occupy beginning from the axial slice situated 1
Required cm superior to the superior-most slice
containing PTV (if bowel is not present
at this level, the bowel contour will start
from its most superior extent), and will
continue to its most inferior extent in the
pelvis. The Bowel Space will include the
outermost extent of the bowel loops plus
any space within the abdominal cavity
the bowel may occupy. Individual loops
of bowel should not be contoured
separately. Bowel Space will be outlined
on each axial CT slice. Rectum should be
contoured separately from bowel.
Rectum Rectum The outer rectal wall will be contoured
Required and filled in, treating the organ as a solid
continuous structure, and will be defined
from the level of the sigmoid flexure to
the anus.
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Bladder Bladder The outer bladder wall will be contoured

Required and filled mn, treating the organ as a solid
continious struchire.
Kidney R Kidneys The outer bone contour will be delineated
Required and filled in, treating the right and left
Kidney L kidney as a solid continuous structure.
SpinalCord Spinal cord The spinal cord will be contonred and
Required filled in, from the level of T10/T11 to the

L1/L2 mterspace

Duodenum Duodenmm The duodenum will be contoured and
Required filled in from the distal stomach to the
jejunum
Liver Liver
Required The liver will be contoured and filled in
Femur Base L Left femur The outer contours of the left femoral
Required base will be delineated and filled 1n,

treating each as a solid continnous
structure. Do not include the femoral

neck.
Femur Base R Right femur The outer contours of the right femoral
Required base will be delineated and filled in,

treating each as a solid continuous
structure. Do not include the femoral

neck.
5.2.6 Dose Prescription
Target Dose Fraction Total # of Dose
Standard (Gy) Size (Gy) Fractions Specification
Name Technique
PTV_4500 45 1.8 25 >=05% of PTV
receives >= 45
Gy
PTV_5000 50 2 25 >=05% of PTV
(for SIB receives == 50
schemes only) Gy
PTV_5400 54 2 27 >=05% of PTV
receives >= 54
Gy
PTV 5800 >=95% of PTV
(for SIB receives >= 58
schemes only) 58 2 29 Gy
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Pelvic or PALN nodal boost

PALN or pelvic nodal boost is at the discretion of the treating radiation oncologist. Nodal
mvolvement 1s defined as any pelvic or common iliac nodes if they are either PET positive or their
short axis diameter 15 > 15mm on CT and/or MRI or if nodes are found to be histologically positive
on surgical sampling.

The PALN boost will receive a SIB to 530Gy in 2Gy/fraction during the EFRT. After, the LN boost
will receive a boost dose of 8Gy in 2Gy/fraction for a total dose of 58Gy.

The pelvic LN boost will receive a SIB to 50Gy in 2Gy/fraction during the EFRT. After, the LN
boost will receive a boost dose of EITHER 4Gy in 2Gy/fraction for a total dose of 54Gy, or 8Gy
m 2Gy/fraction for a total dose of 58Gy. The location of the pelvic LN and brachytherapy dose
contribution will dictate the decision on the nodal boost level of 54Gy or 58Gy. Pelvic LN
imcluding the common iliac, high external or internal LN will receive a dose of 58Gy given the
minute brachytherapy contribution. Pelvic LN in the obturator space, mud mternal iliac or external
iliac LN will receive a dose of 534Gy given the brachytherapy contribution.

Parametrial Boost

A parametrial boost can be delivered at the treating physician’s discretion. The parametrial boost
may be inclusive or in close approximation with a pelvic LN boost. The parametrial boost will
be mcluded in the IMRT volumes, specified as CTV 5000 as a SIB. Afterwards, the parametrial
boost will go to a final dose of 534Gy in 2Gy/fraction. The volume for the sequential boost will
be CTV 5400. This boost can use an IMRT or 3D conformal RT arrangement. In general, the
parametrial boost will have the superior border should be reduced to include only the trme pelvis
and the upper border of the true pelvis is defined as 1 cm above the inferior aspect of the
sacroiliac jomt. The mnferior border remains the same as in the pelvis fields. A parametral central
field block 1s a minimum of 4 cm wide. If IMRT planning is used. a midline struchure should be
used to minumize dose where there will be brachytherapy contribution.

5.2.7 Radiation Compliance Criteria

Target Volume Constraints and Compliance Criteria

The dose 1s prescribed to cover 95% of the PTV. SIB doses of 45Gy and 50Gy with the boost
dose to 534Gy and 58Gy. The Dmax per prescription structure is specified in the table below.
The PTV 4500 and PTV 5000 will be evaluated prior to the contribution of the boost doses
when evaluating the plan compliance as these PTV will contain the boost PTV 5400 and
PTV_5800. The PTV_5400 and PTV_5800 will be evaluated from the composite plan.

Normalization of Dose: The plan is normalized such that 95% of the PTV_ volume receives
prescription dose.

Note: Deviation Unacceptable oceurs when dose limits for Vanation Acceptable are not met
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Normal Structure Constraints and Compliance Criteria

Name of Structure DGSII]IEH‘II{: Per Protocol Variation Acceptable Deviation

parameter Unacceptable

Dass, (GY) >=45 >=43.65 < 43.65
PTV 4500 Do (Gy) >=43.65 >=40.5 < 40.5

Do oaee I[G'}F) <=51.75 <=54 > 54

Doss (Gy) >=50 >=48 50 < 48.50
PTV_5000 Ds7s, (GY) >=48.50 >=45 <45

Do.gzec (GY) <=57.5 <=60 =60

Dsss; (GY) >=54 >=52.4 <524
PTV 5400 Do (Gy) >=52.4 >=48.6 < 48.6

Do pace (GY) <=62.10 <=64.8 =648
PTV 5800 Dgssi (Gy) >=58 >=55.1 < 55.1

Dors (Gy) >=56.2 >=522 P P

Doosee (GY) | <=66.7 <=69.6 > 69.6
Name of Structure | Dosimetric Per Protocol Variation Acceptable | Deviation

parameter Unacceptable
Bladder Dsiea (Gy) <=45 <=55 =45

Do gaee (GY) <=52 <=57.5 e
Rectum Dsoss (GY) <=43 <=54 =54

Do o3ec (GY) <=50 <=55 =55
Bowel Dssw (Gy) <=3 <=50 =50

Doosec (GY) | ==60 =66 > 66
Femurs Diss (Gy) <=30 =<=50 =50

Do ozec (GY) <=50 <=55 *55
Bilateral Kidney Dsose (GY) <=18 <=20 >20
Liver Dsges (GY) <=25 <=30 =30
Duodennm Dses (GY) <=A40 == 50 =50

Do o3ce (GY) <=56 =60 > 60
Spinal Cord Doozec (GY) | <=45 <=47.5 >47.5

5.2.8 Image Guided Brachytherapy

General Principals

All patients will be treated with volume-directed brachvtherapy. Either point-directed
volumetric planning or volume-directed brachytherapy techniques are permitted according to
each institution’s standard. CT planning is required with or without MRI guidance.
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Brachytherapy dose prescriptions may be to a volumetric structure or point A. If a volume
directed target volume is used, the high risk CTV (CTV_HR) will be obtained from the CT
planning scan, or with the additional information of a GTV from an MRI. A pelvic MRI is
encouraged (< 3 mm slice thickness) with either the first or second msertion. A CT and MRI-
compatible applicator will be required to perform volume-directed brachytherapy. Subsequent
msertions may use CT or MRI (T2 sequence weighting) for planning.

Use of IMRT or other external beam techniques in place of brachytherapy to boost gross cervical
disease is expressly discouraged. If deemed necessary or essential for the patient’s care (e.g., if a
patient refuses brachytherapy), reasons for not performing brachytherapy should be documented
and the study PI (Jyoti Mayadev) should be notified.

Either HDR, PDE. or LDR brachytherapy 1s permitted according to each mstitution’s standard.
Institutions mmst adhere to their declared brachytherapy regimen for all patients treated on this
protocol. Tt is allowed to admimster more than one BT fraction by use of the same implant.

Timing and fractionation of Brachytherapy

EBRT or chemotherapy should not be given on the day of HDR brachytherapy. The
brachytherapy may start in week 4, 5 or at the end of external beam radiotherapy. Two insertions
per week may be done. For LDR brachytherapy, the patient will receive an intracavitary implant
in one or two applications after the EBRT. In LDR point-directed brachytherapy, if 2 insertions
are used they should be separated by a minimum of 7 days and maximum of 21 days. If 2
msertions are used, the second mmplant should be completed within three weeks of the
completion of external beam irradiation. PDR brachytherapy can be delivered nsing an Iridinm-
192 source with the same schedule as LDR. EBRT and brachytherapy may not be administered
on the same day.

Brachytherapy Source

Iridium-192 is the preferred source for HDR and PDR brachytherapy. Cesium-137 is the
preferred source for LDR brachytherapy. All brachyvtherapy sources must be listed on the jomnt
AAPM/IROC Houston Registry of Brachytherapy Sources in order to be utilized on NCTN
clinical trials (http://irochouston.mdanderson.org/RPC/BrachvSeeds/Sowrce_Registry.htm ).

Applicators

Brachytherapy applicator selection 1s based on the discretion of the radiation oncologist to
adequately cover the clinical target volume and tumor.

Brachytherapy applications that are acceptable mclude:

Intracavitary applicators: Tandem and ring or tandem and ovoids

Intracavitary-Interstitial applicators “Hybnid™: Tandem and ring with needles; tandem and ovoid
with needles

Interstitial applicators: Tandem and cylinders with needles

Simulation

For 3D brachytherapy planming, all subjects will undergo a CT (or PET/CT) simulation scan
using a slice thickness < 3.0 mm with brachytherapy applicators and dummy sources in. It is

recommended that CT scans contain the entire brachytherapy applicators and the critical
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structures such as bladder, rectum, and sigmoid. Maimntaimng applicator position 1s required from
the time of applicator insertion to simmlation and treatment. Bladder contrast and rectal contrast
are permitted. In HDR brachytherapy, a fixation device can minimize applicator rotations.
Periodic checks during PDE/LDR. brachytherapy, and 1mtial and final check m HDR
brachytherapy are recommended to monitor changes in the applicator position.

Applicator Reconstruction

Applicator reconstruction will follow institutional protocols. Uncertainties of at least half the
slice thickness can be present in applicator reconstruction. Deviations of dose >10% are common
for applicator displacement of 3 mm (along intranterine axis) for CTV_HR(D100, D90) and
rectum, bladder and sigmoid (D2cc). Dummy wires or CT reconstructions library plans are
optimal for CT based planned. For MRI reconstructions, the CT planning scan may be registered
to the MRI dataset by using defined marker points or other registration techniques. Direct
reconstruction can be applied in MRI when markers are inserted into the applicator channels.

Brachytherapy Contours
Contouring of GTV (based on the MRI only), CTV_HR, bladder, rectum and sigmoid. No
margins should be added to the contours.

Detailed Specifications

Brachytherapy (Volume-directed)

CT or MR images should be used to delineate the target volume. Ideally MRI based target
delhineation should be used to identify the GTV. The MRI can be reused by superimposition in
the process of contouring on CT, if for subsequent fractions of brachytherapy only CT can be
used with the applicator in place. No planning margins will be added to CTV _HE.

Target volumes: The definitions of target volumes will be in accordance with the 2013 ICRU
Beport#89 and GEC-ESTRO/ABS recommendations.

GTV: Macroscopic tumor (if present) at time of brachytherapy
High Risk-CTV (CTV_HR): GTV + whole cervix + extra cervical mmor extension at time of
brachytherapy

Structure Name (for volume-

directed brachytherapy) Detailed Specification
GTV Required Macroscopic tumor at time of brachytherapy seen on MRI
CTV HR Required GTV+ cervix-tmacroscopic extension or parametrial involvement

The outer bladder wall 1s contoured as seen on the 3D planning
Bladder Required scan. The outer wall is contoured.

The outer rectal wall 1s contoured from above the anal sphincter to

Rectum Required the level of transition into the sigucrid_
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The outer sigmoid wall is to be contoured from the recto-sigmoid
| Sigmoid Required flexure to 2 cm superior to the parametria and the uterus.

ICRU Point Descriptions and Reporting (for point-directed brachytherapy)

The ICRU bladder, rectum and vaginal surface reference point doses must be calculated and
reported. Please follow the defimitions in ICRU 33,

For either volume-directed or point-directed brachytherapy, the dose to points A for standard
application (non-interstitial and non-hvbrid cases) must to be documented.

Brachytherapy Dose Optimization

Brachytherapy optinnzation includes the use of standard loading patterns for dose pomnt
optimization, manual loading of dwell times or weight, graphical optimization, or Inverse
optimization. The physician and physicist should review the optimization based on dose volume

histograms, plan review, and dose constraints for further optimization of the brachytherapy plan.
For the HDR brachytherapy, the EQD?2 dose (Total Biological Equivalent Dose in 2 Gy
Fractions) using model assumptions based on the linear quadratic model will be used for the
mdividual treatment planning. An example of the EQD2 worksheet 1s provided by the American
Brachytherapy Sociefy:
https://www.amerncanbrachytherapy.org/zmidelines/gyn HDR. BT docu sheets xls

Brachytherapy Dose Prescription
In point-directed approach. the doses of 27.5 - 30 Gy and 35 - 40 Gy will be delivered to the
point A for HDR and LDR or PDR brachytherapy, respectively as i the tables below. The HDR

and PDR brachytherapy dose can be prescribed to a high-risk clinical target volume (CTV HR)
as volume-directed approach, but point A dose must be documented.

HDR-Point A determined implant or volume directed approach

Total EBRT # HDR HDR Point A Total HDR Total Point A
(Gy) fractions dose/fraction or | point A dose or | or CTV_HR
CTV HR (Gy) CTV HR (Gy) | EQD2-Gywo
45 4 7.0 28.0 83.9
45 5 el 215 79.8
45 5 6.0 30.0 84.3
PDR and LDR-Point A determined implant
Total EBRT #LDR LDR Point A Total LDR Total Point A
(Gy) fractions dose/fraction point A dose | dose (Gy)
(Gy) (Gy)
45 1 35-40 35-40 30-85
45 2 17.5-20 35-40 80-85

Target and Normal Tissue Compliance Criteria: EBRT + HDR/PDR volume-directed or
HDR/PDR/LDR point-directed brachytherapy
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Dose contribution from EBRT 1s assumed to be prescription dose (45Gv) and doses are
cumulative EQD?2 (u /B=10 for target, o /p=3 for normal tissues) for HDR and physical doses for
PDR/LDR.

Name of Structure | Dosimetric parameter | Per Protocol | Variation Deviation
Acceptable Unacceptable

Point A (point-

directed) Point A (Gy) 80-85 =90 <75

CTV HR D90% (Gy) 80-90 =90

(volume-directed)

Bladder Daee (Gy) ==80 <=00 > 90

Bladder * ICRU 38 pt <=85 <=090 =05

Rectum Daee (Gy) <=65 <=75 =75

Rectum * ICRU 38 pt <=63 ==80

Sigmoid Daee (Gy) <=75 <=735 >75

Vaginal Swf* ICRU 38 pt <= 150 <=175

*For Point-directed brachytherapy and ICRU 38 reference point description. (Vaginal Swrf=
vaginal surface point)

It is recommended to keep the maximum bowel dose < 25% of the brachytherapy prescription
dose. The Point A dose will be recorded but there 1s no specification on the dose to Pomnt A if
volumetric planning is nsed.

Brachytherapy Volumetric Dose Reporting

For volume-directed brachyvtherapy, uniform dose volume reporting according to the ICRU
Report #89 and GEC-ESTRO recommendations. For each fraction the following parameters
should be collected automatically in RAVE when submitting the CT structure set or MR
structures set and dose file to TRIAD:

* TRAK

= D100 and D98 for GTV, CTV_HR

= D90 for GTV and CTV _HR

* D50 for CTV_HR

« V100 for CTV_HR

* D2¢c of the bladder, rectum, sigmoid and small bowel (for HDR, EQD2 per formula EQD2=
D*[(d + a/B)(2 + a/f)] using o/f=3)

Delivery Compliance Criteria

Per Protocol Variation Deviation
Acceptable Unacceptable
Overall Treatment <56 days <59 days = 60 days
time

NRG-GYO017 38 Version Date: November 8, 2018



5.2.9 Radiation Treatment Planning Priorities and Instructions
- Critical Structure and Target priorities are listed in order of decreasing importance

EBRT

PTV
Bowel
Rectum
Bladder
Femurs

o i s

Brachytherapy

1. CTV HR (if volume-directed plan used)
2. Sigmoid

3. Rectum

4. Bladder

If dose constramnts of critical structures are exceeded, the following solution 1s suggested:

For volume-directed brachytherapy. if the treatment planning system provides a manual
optimization option, the plan can be mamually optimized to reduce dose to the critical structures
as long as D90 of CTV meets target volume constraints. The nse of interstitial brachytherapy is
sometimes useful to improve the coverage and decrease the OAR dose but this technique should
be used when indicated and by trained physicians.

-Required algorithms

(Convolution/Superposition, Monte Carlo_ ete....)

For Convolution/Superposition-type algorithms, dose should be reported as computed inherently
by the given algorithm. For Monte Carlo or Grid Based Boltzmann Solver algorithms,
conversion of Dm (dose-to-medium) to Dw (dose-to-water) should be avoided. Dm, computed
mherently by these algorithms, should be reported.

-Primary dataset for dose calculation
EBRT

The primary data set for dose calculations is CT. In the case in which contrast 1s present during
the treatment planning CT, the density of the contrast should be overrode to a representative
background electron density. Heterogeneity corrections must be applied.

Brachytherapy

Planning CT images are the primary dataset for dose calculation. If MR images are used for dose
calculation, a method of correcting image distortion and tissue density has to be applied.
Heterogeneity corrections are not mandatory.

-Dose matrix resolution

Dose grid size should be < 3 mun (preferably < 2 mm to minimize effects of partial volume
averaging) in all directions.
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5.2.10 Patient specific QA

For IMRT/VMAT plans, patient-specific QA is highly recommended. Any patient-specific QA
performed should follow respective institutional guidelines. The recommended patient specific
QA criterion 1s that 90% of the comparison pomts pass a +3%/3 mm Gamma Index analysis as
recommended.

5.2.11 Daily Treatment Localization/IGRT

Image-gnided radiation therapy (IGRT) is radiation therapy using imaging to facilitate accuracy
and precision throughout its entire process from target and normal tissue delineation, to radiation
delivery, to adaptation of therapy to anatomic and biological changes over time in individual
patients. In this section we use the terminology IGRT to focus on image-guidance at the time of
radiation delivery to ensure its adherence to the planned treatment.

EBRT

Daily IGRT 1s required for this protocol when the IMRT treatment technique 1s used. Any form
of online imaging is acceptable, such as MV or kV planar imaging, MVCT or MV CBCT, kV
CBCT, CT on rails, etc. The AAPM recommendations for verifying the comcidence of the
imaging and treatment reference points must be adhered to the daily use of IGRT. At the time of
simulation, it is recommended to place the isocenter along the patient’s midline 1.5 cm caudal to
the inferior border of the sacroiliac joint. In general, the CT or CBCT will be used for setup
verification using bone landmarks only and not for soft tissue alignment. Small soft tissue shifts
(< 3 mm) are acceptable. Otherwise, the treating physician may elect to postpone treatment or re-
simulate.

Management of Radiation Dose to the Patient from IGRT

NRG Oncology 1s concerned about the estimated doses given from IGRT, and is committed to
limiting the imaging dose when IGRT 1s used 1n any of its protocols. This can be accomplished
by avoiding the use of this technology to make small changes in patient positioning that are
within the stated PTV margins. The imaging dose to the patient may become sigmificant if
repeated studies are performed for patients with severe set up problems (e.g. requiring frequent
corrections that are larger than the PTV margins). It 15 reconmmended that patients demonstrating
severe set-up problems during the first week of treatment be moved to a treatment with larger
MATZIns.

5.2.12 General Concomitant Medication and Supportive Care Guidelines

Radiation Therapy Supportive Care Guidelines

Patients should receive full supportive care, including transfusions of blood and blood
products, supplemental iron, antibiotics, anti-emetics, etc., when appropriate at the
discretion of the treating physician. Because 1t has been observed that hemoglobin
levels below 10-12 g/dL during radiotherapy are associated with decreased local
control, blood transfusions should be offered to and used to treat patients at the
discretion of treating physicians prior to or during radiotherapy. There should be no
radiotherapy treatment delays due to a low hemoglobin levels. Trials evaluating
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gpoeitin alpha (Procrt, Epogen) and radio-chemotherapy in cervical cancer have
indicated that epoeitin alpha may be associated with an increased risk for
thromboembolism, and thus, may not be used i this study.

In particular, patients should be told to be aware of their typical defecation pattern. At
the first sign that their stools become softer than usual or they have any increase in
stool frequency over what is normal for them, they should begin taking over-the-
counter loperamide as directed by their physician(s). Patient should understand that if
they do not start taking loperamide at the start of diarrhea, the diarrhea may become
severe and last several days. Persistent diarthea or any evidence of hematochezia
should prompt a stool evaluation for fecal leukocytes and/or Clostridium difficile toxin
& ova/parasite evaluation. Diphenoxylate/ atropine prescriptions are permitted.
Loperanude will be recommended during the study in order to prevent diarthea that
may ultimately lead to intravenous infusion of fluids or hospitalizations.

For the administration of loperamide. it 1s recommended that patients take two (2)
caplets (4 mg) at the first sign of diarthea. Patients should continue taking one (1)
caplet (2 mg) every two hours until they return to their normal pattern of bowel
movements. They may repeat same doses and frequency if diarrhea returns. During
the might, patients may take two (2) caplets every four hours rather than one (1) every
two hours. Patients should call their doctor if they have any questions about taking
loperamide, if they believe they are not achieving adequate control of diarthea, or if
they are feeling extremely weak, lightheaded, or dizzy (symptoms of dehydration).
Side effects of loperamide include tiredness, drowsiness, or dizziness. If they
experience these side effects, they should avoid dniving a motorized vehicle or
operating machinery. Before using any laxative, patients should consult their
physician. Patients should make an exira effort to drink lots of fluids (several glasses
of water, fruit juices, soda, soup, etc.) every day while they participate in this study.

53 Imaging
5.3.1

- PET/CT scan will be performed as a screeming study entry diagnostic criteria. The
PET/CT may be performed with a high-quality CT for CT diagnostic purposes. For cases
when the PET is not accompanied by a high-quality CT (for example has a lack of or
msufficient IV contrast, lack of or insufficient oral / rectal contrast, or lack of a fully
diagnostic multiphasic CT imaging), then a separate diagnostic CT of the chest.
abdomen, and pelvis will be required for the baseline scan.

- The 12-week post therapy PET/CT is optional (Day 140). The PET/CT may be
performed with a high-quality CT for diagnostic purposes. For cases when the PET is not
accompanied by a high-quality CT (for example has a lack of or insufficient IV contrast,
lack of or insufficient oral / rectal contrast. or lack of a fully diagnostic multiphasic CT
imaging), then a separate diagnostic CT of the chest, abdomen, and pelvis is optional for
this exploratory post therapy 12 week (Day 140) scan.
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Integral Assay/Biomarker
See Section 10 for details.

General Concomitant Medication and Supportive Care Guidelines

Permutted Supportive/Ancillary Care and Conconutant Medications
All supportive therapy for optimal medical care will be given during the study period at
the discretion of the attending physician(s) within the parameters of the protocol and
documented on each site’s source documents as concomitant medication.
= Anticonvulsants
* Antiemetics
= Anticoagulants
» Antidiartheals
»  Analgesics
= Hematopoietic Growth Factors
= Herbal products
= Nufritional supplementation
= Highly active antiretroviral therapy (HAART)

Concomitant therapy includes any prescription medications or over the counter
preparations used by a patient between the 7 days preceding the screening evaluation and

the treatment discontinuation visit.

Patients who experience infusion-associated symptoms may be treated symptomatically
with acetaminophen, ibuprofen. diphenhydramine, and/or cimetidine or another H2
receptor antagonist, as per standard practice (for sites outside the United States,
equivalent medications may be substituted per local practice). Serious infusion
associated events manifested by dyspnea, hypotension, wheezing, bronchospasm,
tachycardia, reduced oxygen saturation, or respiratory distress should be managed with
supportive therapies as clinically indicated (e.g., supplemental oxygen and fz-adrenergic
agonists: see Section 5.1.2).

Systemic corticosteroids and TNFa mhibitors may attenuate potential beneficial
immunologic effects of treatment with atezolizumab but may be administered at the
discretion of the treating physician. If feasible, alternatives to corticosteroids should be
considered. Premedication may be administered for Cycles =2 at the discretion of the
treating physician. The use of inhaled corticosteroids and mineralocorticoids (e.g.,
fludrocortisone) for patients with orthostatic hypotension or adrenocortical insufficiency
15 allowed. Megestrol administered as appetite stimulant is acceptable while the patient is
enrolled in the study.

Patients who use oral contraceptives, hormone-replacement therapy, prophylactic or
therapeutic anticoagulation therapy (such as low-molecular-weight heparin or warfarin at
a stable dose level), or other allowed maintenance therapy should continue their use. Males
and females of reproductive potential should use hughly effective means of contraception,
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defined as a previous history of female sterilization (tubal ligation) or male sterilization
(vasectomy), or the use of birth control medications (pill, patch, injectable), diaphragm or
ring. The use of male condoms is not a highly effective means of contraception alone.

Prohibited Therapies

Any concomitant therapy intended for the treatment of cancer, whether health

authority-approved or experimental. is prohibited unless it is specifically included in the

treatment regimen described in this protocol. This includes but is not limited to the
following:

# Chemotherapy, hormonal therapy, immunotherapy, radiotherapy, mvestigational
agents, or herbal therapy (except for maintenance therapies outlined in Section Error! R
eference source not found.).

o After Cycle 1, certain forms of radiotherapy may be considered for pain palliation
if patients are deriving benefit (e.g.. treatment of known bony metastases);
atezolizumab administration may be suspended during radiotherapy.

It 1s strongly recommended that:

¢ Traditional herbal medicines not be administered because the ingredients of many
herbal medicines are not fully studied and their use may result in unanticipated
drug-drug interactions that may cause, or confound assessment of, toxicity.

¢ The nse of a RANKL inhibitor (denosumab) be discontinued during the study;
this agent could potentially alter the activity and the safety of atezolizumab.

Initiation or increased dose of granulocyte colony-stimulating factors (e.g., granulocyte
colony-stimulating factor, granulocyte/macrophage colony-stimulating factor, and/or
pegfilgrastim) is prohibited for patients with solid malignancies.

Patients are not allowed to receive immunostimulatory agents, including, but not limited
to, IFN-a, IFN-y, or IL-2, during the entire study. These agents, in combination with
atezolizumab, could potentially increase the risk for antoimmune conditions.

Patients should also not be receiving immunosuppressive medications, including, but not
limited to, cyclophosphamide, azathioprine, methotrexate, and thalidomide. These agents
could potentially alter the activity and the safety of atezolizumab. Systemic
corticosterolds and anti-TNFo agents may attenuate potential beneficial immunologic
effects of treatment with atezolizumab but may be administered at the discretion of the
treating physician. If feasible, alternatives to these agents should be considered.

Duration of Therapy

In the absence of treatment delays due to adverse event(s), treatiment may continue as
specified in the above treatment modality sections or until one of the following criteria
applies:

= Disease progression,

= Intercurrent illness that prevents further administration of treatment,

= Unacceptable adverse event(s), as described in Section 6

= Patient decides to withdraw consent for participation in the study, or
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= General or specific changes i the patient's condition render the patient unacceptable
for further treatment in the judgment of the investigator.

Dose Limiting Toxicity

Dose-limiting toxicities (DLTs) will be defined by drug related adverse effects that meet
the criteria below as evaluated by NCI CTCAE v.5 unless clearly unrelated to study
therapy (e.g., disease progression). As this regimen is being developed as a front-line
therapy, the goal is for patients to complete all treatments. Thus, all cycles will be
considered in determining DLT. Specifically, the DLT period for Arm A: start of the
priming dose of atezolizumab until 30 days after the completion of CRT; for Arm B: start
of CR.T until 30 days after the completion of CRT.

A DLT mcludes:

*  Any Grade 4 immune related adverse event

+  Any >= grade 3 immune related colitis

*  Any Grade 3 or 4 noninfectious pneumonitis (nrespective of duration)

*  Any Grade 2 nominfectious pneumomnitis that does not resolve to <= grade 1 within 7
days of the imitiation of maximal supportive care

+  Liver transaminase elevation > & x ULN or total bilirubin > 5 x ULN

+  Any >= grade 3 non immnme related adverse event except for the exclusion list below

* Delay of weekly cisplatin of greater than 2 weeks due to failure to recover AE/failure
to meet protocol directed treatment parameters for restart after management of AE

*  Any treatment related death.

A DLT does not mclude:
* Grade 3 infusion reaction to atezolizumab or cisplatin therapy that is medically
managed

* Grade 3 fatigue, anorexia or constipation lasting less than one week

«  Grade 3 endocrine disorders (thyroid, pitwtary, and/or adrenal insufficiency) that 1s
managed with or without systemic corticosteroid therapy and/or hormone replace
therapy and the subject is asymptomatic

* Grade 3 infusion related reaction

* Grade 3 or 4 neutropenia (that is not associated with fever or infection) lasting <=7
days

* Grade 3 or 4 lymphopenia

* Grade 3 thrombocytopenia that is not associated with clinically significant bleeding

* [solated grade 3 electrolyte abnormalities that are not associated with climical signs or
symptoms and are reversed with appropriate maximal medical intervention

+ Grade 3 hypertension

* Grade 3 nausea and/or vomiting (maximal medical management should be emploved)
lasting < 48 hours

*  Grade 3 dehydration as a result of nausea or vomiting lasting < 48 hours

* Grade 3 and 4 asymptomatic amylase/lipase elevation.

Arm A: If = 6 patients (or =30% of DLT-evaluable patients of the 20 enrolled) develop a
DLT during the start of therapy (i.e.. start of the priming dose of atezolizumab until 30
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days after the completion of CRT), the regimen will be placed on hold and a discussion
with the principal investigators and Genentech will be contacted to determine future plans
for the study.

Arm B: If = 6 patients (or =30% of DLT-evaluable patients of the 20 enrolled) develop a
DLT during the start of therapy (1.e., start of CRT until 30 days after the completion of
CRT), the regimen will be placed on hold and a discussion with the principal
mvestigators and Genentech will be contacted to determine future plans for the study.

DLT and other toxicities are discussed among the Study Chair, Co-Chairs, the Phase I
Committee Chair, CTEP momitors and the Study Biostatistician. The discussions are the
basis for the decisions regarding protocol or treatment modifications according to the
rules of the protocol.

For overall evaluation of toxicity, all patients who receive any study dimg will be
evaluable. For the primary endpoint, all eligible patient who received on Arm A (dose at
day -21 and dose at day 0) and Arm B (dose at day 0) and have TCRB measurements at
day 21 will be evaluable. For the evaluation of DLT, all eligible patients who have a
DLT and have at least one dose of Atezolizumab, or complete protocol therapy until 30
days after the completion of CRT. The DLT toxicity 30% threshold will only include
those patients who complete protocol therapy and are evaluable at the DLT specified time
period (the DLT period for Arm A: start of the priming dose of atezoliziimab until 30
days after the completion of CRT; for Arm B: start of CRT until 30 days after the
completion of CRT) if a DLT was not determined prior to this period.

Using a critical value determined by more than 30% of the DL T-evaluable patients
having at least one DLT. a power curve is displayed in Figure 5.7 where N is the total
number of DLT-evaluable patients, X 1s the number of patients experiencmg at least one
DLT, and = 1s the probability of a patient experiencing at least one DLT. In this study, the
maximuin number of patients for DLT-evaluable 1s 20 for each arm. Given a sample size
of 20, if m 1s truly 20%, then probability to observe more than 6 patients with DLT is
8.7%: if w is truly 30%, then probability to observe more than 6 patients with DLT is
39%; if m is truly 40%, then probability to observe more than 6 patients with DLT is 75%.
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Figure 5.7

6. TREATMENT MODIFICATIONS/MANAGEMENT

6.1 Cisplatin Dose Modifications

NRG-GYO017

Cisplatin dose modifications will be made according to observed symptoms.
Chemotherapy will not be administered during a radiation therapy delay.

6.1.1 Gastromtestinal Adverse Effects: (e.g.. nausea and vomiting)
Prophylactic antiemetics should be nsed as described above in section 5.1.1.
Please follow local institutional standards for patients that develop nausea and
vomiting in spite of the use of prophylactic measures. For persistent grade 4
nausea and vomiting despite optimal medical management, hold cisplatin until
reduced to grade 1 and reduce cisplatin by 25%. For patients with recurrence
of this following dose reduction, cisplatin must be discontinued.

6.1.2 PRenal Adverse Effects: If creatinine nises to greater than 2.0 mg/dL,
discontinue cisplatin therapy. Selective renal tubular defects are sometimes
observed. Documented hypomagnesemia will be treated with increased
magnesium supplementation per instimitional protocol. Hypocalcemia and
hypokalemia are common and potentially severe. Replacement of potassium
and calcium are usually effective per institutional protocol. Severe tubular
effects may require chronic replacement therapy. Diagnostic tests for other
etiology of hvpocalcenua (GI or metabolic) should be considered per
mnstitutional protocol.

6.1.3 Neurotoxicity Adverse Effects: For grade 2, reduce cisplatin dose by
25%. For grade 3-4, discontinue cisplatin therapy.
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6.1.4 Tinnitus or hearing changes: For grade 2 hold cisplatin until
neuropathy resolves to grade 1 and dose reduce by 25%. Discontinue cisplatin
if tinnitus or hearing changes do not resolve within 21 days. Discontinue
cisplatin for grade 3 or 4 toxicity.

6.1.5 Hematologic Adverse Effects: Cisplatin should be withheld from
patients with an absolute neutrophil count less than 1500 / mm® or platelet
count less than 75,000 / mm®, Cisplatin infusions should be delayed week-by-
week until these levels are exceeded. Please refer to the table below for
specific hematologic toxicities and recommended modifications.

HEMATOLOGIC PARAMETER DOSE

TOXICITY MODIFICATION

Anemia Mot applicable for this Mo dose modifications
protocol for anemia. Please refer

to section 5 for
additional details.

Febrile Neutropenia or ANC

First occurrence of febrile
neutropenia (grade 3 or 4)
-OR - ANC =500/ pL
lasting greater than 7
days

Hold cisplatin x 1 week
and repeat CBC. If
ANC has resolved to
gradel (=1500/ uL),
then dose reduce by 25%
and treat. If ANC has

not resolved to grade 1
then discontinue
cisplatin.

Febrile Neutropenia or ANC

Second occurence

Discontimue cisplarin,

ANC alone

Uncomplicated ANC <
500 / puL lasting greater
than 7 days without
infection or fever

Dase reduction not
indicated, bur hold
therapy until ANC
resolves to grade |

Platelets without bleeding

Grade 3 uncomplicated

Hold until platelets =
75,000 /uL. and resume
at current dose level
without modification

Platelets with bleeding

First occwrence grade 4
thrombocytopenia —OR. —
grade 3
thrombocytopenia with
bleeding

Hold cisplatin x 1 week
and repeat CBC. If
platelet count has
resolved to = 75,000/
uL, then dose reduce by
25% and treat. If
thrombocytopenia has
not resolved to grade 1.
then discontinue
cisplatin

Platelets with bleeding

Discontinue cisplatin

6.1.6 Other non-hematologic toxicity: For any other non-specific grade 3 or
4 toxicity, other than fatigue, hold cisplatin until toxicity resolves to grade 1
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6.2

6.2.1

and then resume at same dose. If toxicity does not resolve to grade 1 withun 21
days, discontinue cisplatin.

6.1.7 External-beam pelvic radiation and atezolizumab mmfusions should
continue while any or all courses of cisplatin are withheld. For delays in
cisplatin infusion greater than two weeks, cisplatin may not be continued at the
joint discretion of the patient’s treating physicians and the principal
mvestigator (face sheet).

Atezolizumab Dose Modification and Toxicity Management Guidelines

General AE Management and Dose Modification Guidelines

There will be no dose reduction for atezolizumab in this study.

Patients may temporarily suspend study treatment if study drug-related toxicity requining
dose suspension 1s experienced. If atezolizumab is held because of AEs beyond the
scheduled date of mfusion, the patient will be discontinued from atezolizumab and will
be followed for safety and efficacy as specified in this protocol. If the AFE resolves and
the patient 1s receiving corticosteroid therapy for the event, atezolizumab may be held for
the remaining doses on study in order to allow tapering of the steroid dose to <10 mg oral
prednisone or equivalent.

Dose interruptions for reasons other than toxicity, such as surgical procedures, may be
allowed. The acceptable length of interruption will be at the discretion of the study PI in
consultation with CTEP.

Atezolizumab must be permanently discontinued 1f the patient experiences any of the
following events, regardless of benefit:

Grade 4 pneumonitis

AST or ALT >5«ULN or total bilirubin >3=ULN

Grade 4 diarrhea or colitis

Grade 4 hypophysitis

Any grade myasthenic syndrome/myasthenia gravis, Guillain-Barre or
meningoencephalitis

Grade 4 ocular inflammatory toxicity

Grade 4 pancreatifis or any grade of recurrent pancreatitis

Grade 4 rash

Any grade myocarditis

. @ = = @

. 8 & @

Treatment may, under limited and compelling circumstances, be resumed in patients who
have recovered from the following events, but onlv after consultation with the trial
Principal Investigator:

¢ Grade 3 pneumonitis

# (rade 3 ocular mflammatory toxicity
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o Grade 3 or 4 infusion-related reactions

Any toxicities associated or possibly associated with atezolizumab treatment should be
managed according to standard medical practice. Additional tests, such as autoimmune
serology or biopsies, may be used to determine a possible immunogenic etiology.
Although most immune-related adverse events (irAEs) observed with immunomodulatory
agents have been mild and self-limiting, such events should be recognized early and
treated promptly to avoid potential major complications (D1 Giacomo et al., 2010).
Discontinuation of atezolizumab may not have an immediate therapeutic effect, and there
1s no available antidote for atezolizumab. In severe cases, immune-related toxicities may
be acutely managed with topical corticosteroids, systemic corticosteroids, or other
unmunosuppressive agents. The mvestigator should consider the benefit-risk balance
prior to further administration of atezolizumab.

For detailed information regarding management of adverse events associated with
atezolizumab, please refer to the most cinrent version of the Atezolizwmab Investigator’s
Brochure and the FDA product label.

The primary approach to grade 1 to 2 irAEs 1s supportive and symptomatic care with
continued treatment with atezolizumab; for higher-grade irAEs, atezolizumab should be
withheld and oral and/or parenteral steroids administered. Recurrent grade 2 irAEs may
also mandate withholding atezolizumab or the use of steroids. Assessment of the
benefit-risk balance should be made by the investigator, with consideration of the totality
of mformation as 1t pertains to the nature of the toxicity and the degree of clinical benefit
a given patient may be experiencing prior to further administration of atezolizumab.
Atezolizumab should be permanently discontinued in patients with life-threatening irAEs.

Patients should be assessed clinically (including review of laboratory values) for toxicity
prior to, during, and after each mnfusion. If unmanageable toxicity due to atezolizumab
occurs at any time during the study, treatment with atezolizumab should be discontinued.

Systemic Immune Activation

Systemic immune activation is a rare condition characterized by an excessive iImmune
response. Given the mechanism of action of atezolizumab, systemic immune activation is
considered a potential risk when given in combimnation with other immuneomodulating
agents. Systemic immune activation should be included in the differential diagnosis for
patients who, in the absence of an alternative etiology, develop a sepsis-like syndrome
after adommistration of atezolizumab, and the 1mtial evaluation should mclude the
following:

¢ (CBC with peripheral smear
PT, PTT, fibrinogen, and D-dimer
Ferntin
Trnglyvcendes
AST, ALT, and total bilirubin
LDH

. " 8 9
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¢ (Complete neurologic and abdominal examination (assess for
hepatosplenomegaly)

If systemic immune activation is still suspected after the initial evaluation, contact the
Principal Investigator for additional recommendations.

Management of Specific AEs

Management of certain AEs of concern, including immumne-related pneumonitis, hepatitis,
colitis, endocrinopathies, pancreatitis, neuropathies, meningoencephalitis, and potential
ocular toxicities are presented in the Atezolizumab Investigator’s Brochure. See Section
5.1.2 and the AE Management and Dose Interruption Guidelines for Specific
Toxicities table below for guidelines for the management of Infusion Related Reactions
and Anaphylaxis.

For recommendations to hold atezolizumab and begin corticosteroid treatment, use the
following guidance for tapering the corticosteroid and resuming atezolizumab therapy
after resolution of the event:

¢ Corticosteroid taper: Corticosteroids must be tapered over =1 month to
=10 mg/day oral prednisone or equivalent before atezolizumab can be resnmed.
A shorter steroid taper may be allowed if appropriate, after discussion with the
medical oncology co-chair.

* Atezolizumab may be held for a period of tune beyond 12 weeks to allow for
corticosteroids to be reduced to <10 mg/day oral prednisone or equivalent.

Pulmonary Events

Dyspnea, cough. fatigue, hypoxia, pneumonitis, and pulmonary infiltrates have been
associated with the administration of atezolizumab. Patients will be assessed for
pulmonary signs and svmptoms throughout the study.

All pulmonary events should be thoroughly evaluated for other commonly reported
etiologies such as pneumonia or other infection, lymphangitic carcinomatosis, pulmonary
embolism, heart fallure, chromc obstructive pulmonary disease, or pulmonary
hypertension. Management guidelines for pulmonary events are provided in the AE
Management and Dose Interruption Guidelines for Specific Toxicities table below.

Endocrnine Disorders

Patients experiencing one or more unexplained AEs possibly indicative of endocrine
dysfunction (including fatigue, myalgias, impotence, mental status changes, or
constipation) should be investigated for the presence of thyroid, pifuitary, or adrenal
endocrinopathies. The patient should be referred to an endocrinologist if an
endocrinopathy 1s suspected. Thyroid-stimulating hormone (TSH) and fiee T3 and T4
levels should be measured to determine whether thyroid abnormalities are present. TSH,
prolactin, and a morming cortisol level will help to differentiate primary adrenal
msufficiency from primary pituitary insufficiency.
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Dose management guidelines for hyperthyroidism, hypothyroidism, symptomatic adrenal
msufficiency, and hyperglycemia are described in the AE Management and Dose
Interruption Guidelines for Specific Toxicities table below.

Meningoencephalitis
Immune-related memngoencephalitis 1s an 1dentified risk associated with the

administration of atezoliznmab. Immune-related meningoencephalitis should be
suspected m any patient presenting with signs or symptoms suggestive of meningitis or
encephalitis, including, but not limited to, headache, neck pain, confusion, seizure. motor
or sensory dysfunction, and altered or depressed level of consciousness. Encephalopathy
from metabolic or electrolyte imbalances needs to be distinguished from potential
meningoencephalitis resulting from infection (bacterial, viral, or fungal) or progression of
malignancy, or secondary to a parancoplastic process.

All patients being considered for meningoencephalitis should be urgently evaluated with
a CT scan and/or MRI scan of the brain to evaluate for metastasis. inflammation, or

edema. If deemed safe by the treating physician, a lumbar puncture should be performed
and a neurologist should be consulted.

Patients with signs and symptoms of meningoencephalitis, in the absence of an identified
alternate etiology, should be treated according to the guidelines in the AE Management
and Dose Interruption Guidelines for Specific Toxicities table below.

Neurologic disorders
Myasthenia gravis and Guillamn-Barré syndrome have been observed with single-agent

atezolizumab. Patients may present with signs and symptoms of sensory and/or motor
neuropathy. Diagnostic work-up 1s essential for an accurate characterization to
differentiate between alternative etiologies. Management guidelines for newrologic
disorders are provided in the table below.

For recommendations to hold atezolizumab and begin corticosteroid treatment, use the
following guidance for tapering the corticosteroid and resuming atezolizumab therapy
after resolution of the event:
e (Corticosteroids nmust be tapered over =1 month to =10 mg/day oral prednisone or
equivalent before atezolizumab can be resumed.

e Atezolizumab may be held for a period of time beyond 12 weeks to allow for
corticosteroids to be reduced to <10 mg/day oral prednisone or equivalent.

Renal Disorders

It 1s recommended that TECENTRIQ® (atezolizumab) should be withheld for moderate
(Grade 2) immune-related nephritis and permanently discontinued for severe nephritis
(Grade 3 and 4). Please refer patient to renal specialist and consider renal biopsy and
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supportive measures as indicated. Corticosteroids and/or additional immunosuppressive
agents should be administered as clinically indicated.

AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Abdominal pain

Acute abdominal pain

Svmptoms of abdomunal pain associated with
elevations of amylase and lipase, suggestive of
pancreatitis, have been associated with
administration of other immunomodulatory
agents. The differential diagnosis of acute
abdominal pain should mclude pancreatitis.
Appropriate workup should include an evaluation
for obstruction, as well as serum amylase and
lipase tests. See the guidelines for “Amylase
and/or lipase increase™ and “Tmmune-related
pancreatitis” elsewhere in this table, as needed.

Raght upper-quadrant abdominal pain and/or
unexplained nausea or vomiting should be
evaluated for potential hepatotoxicity (see the
“Hepatotoxicity” guideline elsewhere in this
table).

Adrenal
msufficiency

Grade 2+
(symptomatic)

Hold atezolizumab.
Befer patient to endocrinologist.
Perform appropriate imaging.

Imitiate treatment with 1-2 mg/kg/day
infravenous methylprednisolone or equivalent
and convert to 1-2 mg/kg/day oral prednisone or
equivalent upon improvement.

If event resolves to grade 1 or better and patient
1s stable on replacement therapy (1f required)
within 12 weeks, taper corticosteroids and resume
atezolizumab according to the gmdelines above.

Permanently discontinue atezolizumab if event
does not resolve to grade 1 or better or patient 1s
not stable on replacement therapy within 12
weeks.

Amylase and/or
lipase increased

Grade 1

Continue atezolizumab.

Monitor amvlase and lipase prior to dosing.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Grade 2

Continue atezolizumab.
Monitor amylase and lipase weekly.
For prolonged elevation (e.g., >3 weeks),

consider treatment with 10 mg/day oral
prednisone or equivalent.

Grade 3 or4

Hold atezolizumab.

Consider referral to gastromtestinal (GI)
specialist.

Monitor amylase and lipase every other day.

If no improvement, consider treatinent with
1-2 mg/kg/day oral predmisone or equivalent.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume

atezolizumab according to the gmdelines above.

Permanently discontinue atezoliznmab if event
does not resolve to grade 1 or better withun 12
weeks.

For recurrent events, permanently discontinue
atezolizumab.

Dermatologic
toxicity/rash
(e.g.,
maculopapular or
purpura)

Grade 1

Continue atezolizumab.

Consider topical steroids and/or other
symptomatic therapy (e.g., antihistamines).

Grade 2

Continue atezoliznmab. Consider dermatologist
referral.

Administer topical corticosteroids.

Consider higher potency topical corticosteroids if
event does not improve.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Grade 3

Hold atezolizumab.

Refer patient to dermatologist. Admimister oral
prednisone 10 mg or equivalent. If the event
does not improve within 48—72 hours, increase
dose tol-2 mg/kg/day or equivalent.

Restart atezolizumab if event resolves to grade 1
or better within 12 weeks.

Permanently discontinue atezolizumab if event
does not resolve to grade 1 or better within 12
weeks.

Grade 4

Permanently discontinue atezolizumab. Patient

may not resume treatment. regardless of benefit.
Otherwise, manage as above.

Persistent and/or

severe rash or prurtus,

any prade

A dermatologist should evaluate the event. A
biopsy should be performed unless
contraindicated.

Tharthea or
colitis

Any grade

Patients should be advised to inform the
investigator if any diarthea oceurs, even if it is

mild.

All events of diarrhea or colitis should be
thoroughly evaluated for other more common
etiologies. For events of significant duration or
magnitude or associated with signs of systemic
miflammation or acute-phase reactants

(e.g.. increased CRP, platelet count, or
bandemia): Perform sigmoidoscopy (or
colonoscopy, if appropriate) with colonic biopsy,
with three to five specimens for standard paraffin
block to check for inflammation and lymphocytic
mnfilirates to confirm colitis diagnosis.

Grade |

Continue atezolizumab.
Initiate symptomatic treatment.

Endoscopy is recommended if symptoms persist
for =7 days.

Monitor closely.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity Severity/ Duration

Management

Grade 2

Hold atezolizumab.,
Initiate symptomatic treatment.
Patient referral to GI specialist is recommended.

For recurrent events or events that persist =5

days, mitiate treatment with 1-2 mg/kg/day oral
prednisone or equivalent.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the guidelines above.

Permanently discontinue atezolizumab 1f event
does not resolve to grade 1 or better within 12
weeks. Resumption of atezolizumab may be
considered, after consultation with the trial PL in
patients who are deriving benefit and have fully
recovered from the inmune-related event.

Grade 3

Hold atezolhizumab.

Befer patient to Gl specialist for evaluation and
confirmatory biopsy.

Initiate treatment with 1-2 mg/kg/day
mtravenous methylpredmisolone or equivalent
and convert to 1-2 mg/kg/day oral prednisone or
equivalent upon improvement.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the gmdelines above.

Permanently discontinue atezolizumab if event
does not resolve to Grade 1 or better within 12
weeks. Resumption of atezolizumab may be
considered, after consultation with the trial PL in
patients who are deriving benefit and have fully
recovered from the immune-related event.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity Severity/ Duration

Management

Grade 4

Permanently discontinue atezolizumab. Patient
may not resume treatment. regardless of benefit.

Befer patient to Gl specialist for evaluation and
confirmation biopsy.

Initiate treatment with 1-2 mg/kg/day
mtravenous methylprednisolone or equivalent

and convert to 1-2 mg/kg/day oral prednisone or
equivalent upon improvement.

If event does not improve within 48 hours after
initiating corticosteroids, consider adding an
INmunosuppressive agent.

If event resolves to grade 1 or better, taper
corticosteroids over =1 month. Resumption of
atezolizumab may be considered m patients who
are deriving benefit and have fully recovered
from the immune-related event.

Hepatotoxicity Raght upper-quadrant
abdomunal pain and/or
unexplained nausea or
vomiting

Rask of immune-mediated hepatitis. LFTs should
be performed immediately, and LFTs should be
reviewed before administration of the next dose
of study dmg. For patients with elevated LFTs,
concurrent medication, viral hepatitis, and toxic
or neoplastic etiologies should be considered and
addressed, as appropnate.

Symptoms of abdominal pain associated with
elevations of amylase and lipase, suggestive of
pancreatitis, have been associated with the
administration of atezolizumab. The differential
diagnosis of acute abdominal pain should also
include pancreatitis, as described below.

Grade 1 hepatic event

Continue atezolizumab.

Monitor LFTs until values resolve to within
normal limits.

Grade 2 hepatic event,
<5 days

Continue atezolizumab.

Monitor LFTs more frequently until values
resolve to baseline values.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Grade 2 hepatic event,

=5 days

Hold atezolizumab.

[mitiate treatment with 1-2 mg/kg/day oral
prednisone or equivalent.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the guidelines above.

Permanently discontinue atezolizumab if event
does not resolve to Grade 1 or better within 12

weeks.

Grade 3 or 4 hepatic
event

Permanently discontinue atezoliznmab.

Consider patient referral to GI specialist for
evaluation and liver biopsy to establish etiology
of hepatic mjury.

Imitiate treatment with 1-2 mg/kg/day oral
prednisone or equivalent.

If event does not improve within 48 hours after
mitiating corticosteroids, consider adding an
INmunosuppressive agent.

If event resolves to grade 1 or better, taper
corticosteroids over =1 month.

Hyperglycemia

Grade 1 or 2

Continue atezolizumab.
[mitiate treatment with nsulin 1f needed.

Monitor for glucose control.

Grade 3 or 4

Hold atezolizumab.
Initiate treatment with insulin.
Monitor for glucose control.

Resume atezolizumab when symptoms resclve
and glucose levels are stable.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Management

TSH = 0.1 mU/L and < 0.5 mU/L:

Continue atezolizumab. Monitor TSH every 4
weeks.

TSH < 0.1 mU/L:
Follow guidelines for symptomatic
hyperthyroidism.

Toxicity Severity/ Duration

Hyperthyroidism | Grade 1
(asymptomatic)
Grade 2+
(symptomatic)

Hold atezoliziumab.

Initiate treatment with anfi-thyroid drmg such as
methimazole or carbiumazole as needed.

Consider patient referral to endocrinologist.

Resume atezolizumab when symptoms are
controlled and thyroid function 1s improving.

Permanently discontinue atezolizumab for
life-threatening immune-related hyperthyroidism.

Hypothyroidism | Grade 1
(asymptomatic)

Continue atezolizumab.
Start thyroid-replacement hormone.

Monitor TSH weekly.

Grades 2+
(symptomatic)

Hold atezolizumab.

Start thyroid-replacement hormone. Consider
referral to an endocrinologist.

Monitor TSH weekly.

Restart atezoliznmab when symptoms are
controlled and thyroid function is improving.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity Severity/ Duration Management
Meningo- All grades Permanently discontinue atezolizumab. Patient
encephalitis, may not resume treatment. regardless of benefit.
mmune-related
Refer patient to neurologist.
(signs and
symptoms in Initiate treatment with 1-2 mg/kg/day IV
absence of an methylpredmsolone or equivalent and convert to
1dentified 1-2 mg/kg/day oral prednisone or equivalent
alTemate upon improvement.
etiology)
If event resolves to grade 1 or better, taper
corticosteroids over =1 month.
If event does not improve within 48 hours after
mitiating corticosteroids, consider adding an
Immunosuppressive agent.
Myasthenia All grades Permanently discontinue atezolizumab. Patient
gravis and may not resume treatment, regardless of benefit.
Guillain-Barre
syndrome Refer patient to neurologist.
Initiate treatment as per institutional gnidelines.
Consider initiation of 1-2 mg/kg/day oral or IV
prednisone or equivalent.
Myocarditis All grades Please see table 48 in section 6.7. in the
mvestigator's brochure.
Neuropathy, Grade 1 Continue atezolizumab.
mmmune-related
Evaluate for alternative etiologies.
(sensory and/or | Grade 2 Hold atezolizumab.

maotor)

Evaluate for alternative etiologies.
[mitiate treatment as per imstitutional gmidelines.

Resume atezolizumab if event resolves to grade 1
or better within 12 weeks.

Permanently discontinue atezolizumab 1f event
does not resolve to grade 1 or better within 12
weeks.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Grade 3 or 4

Permanently discontinue atezolizumab.

Initiate treatment as per institutional guidelines.

Ocular event
(e.g., uveitis,
retinal events)

Grade 1

Continue atezolizumab.

Patient referral to ophthalmologist is strongly
recommended.

Imitiate treatment with topical corticosteroid eye
drops and topical immunosuppressive therapy.

If symptoms persist, treat as a grade 2 event.

Grade 2

Withhold atezolizumab.

Patient referral to ophthalmologist 1s strongly
recommended.

Initiate treatment with topical corticosteroid eye
drops and topical immunosuppressive therapy.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the guidelines above.

Permanently discontinue atezoliznmab if event
does not resolve to grade 1 or better within
12 weeks.

Grade 3 or 4

Permanently discontinue atezoliznmab.
Refer patient to ophthalmologist.

Initiate treatment with 1-2 mg/ke/day oral
prednisone or equivalent.

If event resolves to grade 1 or better, taper
corticosteroids over =1 month. For grade 3 AEs,
patient may only resume treatment after
consultation with the trial PI; for grade 4. patient
cannot resume treatment, regardless of benefit.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Pancreatitis,
immmune related

See Amylase
and/or lipase

mcreased section
above

Grade 2 (with
radiographic findings)
or 3

Hold atezolizumab.
Refer patient to GI specialist.

Imitiate treatment with 1-2 mg/kg/day
infravenous methylprednisolone or equivalent
and convert to 1-2 mg/kg/day oral prednisone or
equivalent upon improvement.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the guidelines above.

Permanently discontinue atezolizumab 1f event
does not resolve to grade 1 or better within

12 weeks. Patient may only resume treatment
after consultation with the trial PL

For recurrent events, permanently discontinue
atezolizumab. Patient may not resume treatment,
regardless of benefit.

Grade 4

Permanently discontinue atezolizumab. Patient
may not resume treatment, regardless of benefit.

Refer patient to GI specialist.

Initiate treatment with 1-2 mg/kg/day
mtravenous methylpredmsolone or equivalent

and convert to 1-2 mg/kg/day oral prednisone or
equivalent upon improvement.

If event does not improve within 48 hours after
initiating corticosteroids, consider adding an
INIMuUnosuppressive agent.

If event resolves to grade 1 or better, taper
corticosteroids over =1 month.

Pulmonary
toxicity

All pulmonary events

Evaluate thoroughly for other commonly reported
etiologies such as pneumonia/infection,
lymphangitic carcinomatosis, pulmonary
embolism. heart faillure, chronic obstructive
pulmonary disease (COPD), or pulmonary
hypertension.
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AE Management and Dose Interruption Guidelines for Specific Toxicities

Toxicity

Severity/ Duration

Management

Grade |

Continue atezolizumab and momitor closely.
Re-evaluate on serial imaging.

Consider patient referral to a pulmonary
specialist.

For recurrent pneumonifis, treaf as a grade 3 or 4
event.

Grade 2

Hold atezolizumab.

Befer patient to pulmonary and infectious disease
specialists and consider bronchoscopy or
bronchoscopic alveolar lavage (BAL).

Imitiate treatment with 1-2 mg/kg/day oral
prednisone or equivalent.

If event resolves to grade 1 or better within 12
weeks, taper corticosteroids and resume
atezolizumab according to the guidelines above.

Permanently discontinue atezolizumab 1f event
does not resolve to grade 1 or better within
12 weeks.

For recurrent events, treat as a Grade 3 or 4
event.

Grade 3 or 4

Permanently discontinue atezolizumab.

Bronchoscopy or BAL 1s recommended.

Imitiate treatment with 1-2 mg/kg/day oral
prednisone or equivalent.

If event does not improve within 48 hours after
initiating corticosteroids, consider adding an
Immunosuppressive agent.

If event resolves to grade 1 or better, taper
corticosteroids over =1 month. For grade 3 AEs,
patient may only resume treatment after
consultation with the trial PI; for grade 4, patient
cannot resume treatment, regardless of benefit.
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6.3 Radiation Therapy Dose Delivery Modifications

NRG-GYO017

6.3.1 Radiation therapy may only be suspended secondary to a significant
adverse event at the joint discretion of the patient’s treating physicians and the
study chair (face sheet). The study chair must be notified in writing (e.g..
email) of dose modifications or treatment modality modifications for external
beam radiation therapy or for brachytherapy.

6.3.2 Because it has been observed that hemoglobin levels below 10-12 g/dL
during radiation therapy are associated with decreased local control, blood
transfusions should be offered to patients and used to treat patients at the
discretion of treating physicians prior to or during radiotherapy per
mstitutional protocol. There should be no radiation therapy treatment delays
due to a low hemoglobin levels. Published results evaluating epoeitin alpha
(Procnit, Epogen) and radiochemotherapy in cervical cancer have indicated that
epoeitin alpha may be associated with an increased risk for thromboembolism,
and therefore, may NOT be used in this study.

6.3.3 Hematologic Adverse Events: Hematologic toxicities are seen
mirequently unless pelvic radiation occurs with chemotherapy. A complete
blood count should be obtained weekly during radiochemotherapy. If the
absolute neutrophil count falls to less than 500 / mm® or platelet count falls to
less than 25,000 / mm?®, radiation therapy may be temporarily withheld to allow
recovery above these levels at the discretion of the treating physician.

6.3.4 Gastrointestinal Adverse Events: Nausea and vomiting are rather
unusual after pelvic radiation. Antiemetics mayv be given when symptoms
occur or may be given prophylactically prior to treatment per institutional
protocol. Intractable nausea or vomiting is rarely seen with pelvic radiation
alone and is usunally the result of another process, 1.e. bowel obstruction.
Increased bowel activity with diarrhea usually can be controlled with low fiber,
low fat, bland diets and antidiarrheal medications. Should gastrointestinal
toxicity become severe, hospitalization may be required at which time the
treatment may be mterrupted temporarily until the patient’s condition
improves.

6.3.5 Genitourinary Adverse Events: Acute toxicity of the urinary tract is
manifested by cystitis. Mamtaining high fluid intake 1s important. Bladder
antispasmodics, analgesics and antibiotics are recommended per mstitutional
protocol. Hematuria is not usually seen with acute cystitis and suggests bladder
mvasion by tumor. Acute vulvovaginitis is seen when the pelvic fields extend
inferiorly to include the vmlvoperineal area. Treatment of acute vulvoperineal
reaction may require warm saline soaks, wearing loose clothing and keeping
the area dry using a hair dryer. Topical steroids, antibiotics, creams, and
treatment interrption may be necessary per institutional protocol.
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6.3.6 Cutaneous Skin Toxicity Adverse Events: With the use of megavoltage
external beam radiation therapy, skin reactions in the treatment field are
mnfrequent but are more likely to develop if sites such as the inguinal area,
vulva, and the perineum are extensively within the radiation fields. During
radiation therapy, mild irritation and redness of the skin may occur within the
radiation fields. Some patients may experience more intense skin reaction such
as dry or moist desquamation depending upon the energy of the megavoltage
beam, number of fields used per day, need to cover distal vagina and therefore
flashing perineum and nse of chemotherapy. Hair loss in the pubic area may
occur which can be permanent. Late subcutaneous fibrosis, telangiectasia, and
skin atrophy are uncommeon sequelae. Almost all patients with vulvar/perineal
skin in the treatment fields may expect to develop acute moist desquamation
during the course of external beam radiation therapy.

Acute skin reactions may be treated according to institutional preferences.
Aquaphor or steroid creams may be used for CTCAE v4 grade 1-2 reactions
and it 15 not necessary to interrupt the radiation therapy. For CTCAE v4 grade
3-4 skin reactions when generalized macular, papular or vesicular eruptions
have developed, or there is generalized exfoliative or ulcerative dermatitis in
the treatment fields, radiation therapy may be mterrupted, but this should be
avoided. Treatment may require symptomatic management of pain, use of
warmn saline soaks, vitamin A&D ointment, wearing loose clothing, and
keeping the area dry according to mstitutional protocol. Radiation therapy
should be resumed as soon as the skin reactions have improved. The principal
mvestigator should be notified within 96 hours of any grade 4 toxicity.

7. ADVERSE EVENTS REPORTING REQUIREMENTS

%1 Protocol Agents
Investigational Agents
The investigational agent administered in NRG-GY0!7, is Atezolizumab, which is
being made available under an IND sponsored by CTEP, DCTD, NCI. For patients
receiving atezolizumab, determination of whether an adverse event meets expedited
reporting criteria, see the reporting table in section 7.6 of the protocol.

Commercial Agents
The commercial agent in NRG-GY017 is Cisplatin. In tlus study the commercial agent 1s

used in combination with investigational agent: therefore, after receiving cisplatin, the
expedited adverse event reporting criteria for an investigational agent/therapy apply:
see reporting table in section 7.6 of the protocol.

T2 Adverse Events and Serious Adverse Events

7.2.1
This study will utilize the NCI Common Terminology Criteria for Adverse Events
(CTCAE) version 5.0 for reporting of adverse events (AEs), located on the CTEP web
site, http://ctep.cancer. gov/protocolDevelopment/electronic_applications/ctc.htm. All
appropriate treatment areas should have access to a copy of the CTCAE version 5.0
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7.2.2 Definition of an Adverse Event (AE)
Any untoward medical occurrence associated with the use of a drug in humans, whether
or not considered drug related. Therefore, an AE can be any unfavorable and unintended
sign (including an abnormal laboratory finding). symptom, or disease temporally
associated with the use of a medicinal (investigational) product, whether or not
considered related to the medicinal (investigational) product (attribution of unrelated,

unlikely, possible, probable, or definite). (Interational Conference on Harmonization
[ICH], E2A, E6).

For multi-modality tnals, adverse event reporting encompasses all aspects of protocol
treatment including radiation therapy, surgery, device, and dmg.

Due to the risk of intrauterine exposure of a fetus to potentially teratogenic agents, the
pregnancy of a study participant must be reported via CTEP-AERS 1n an expedited

INANNST.

7.3  Comprehensive Adverse Events and Potential Risks (CAEPR) List
7.3.1 Frequency is provided based on 1369 patients.

CAEPR for Atezolizumab (MPDL3280A, NSC 783608)

The Comprehensive Adverse Events and Potential Risks list (CAEPR) provides a single list of
reported and/or potential adverse events (AE) associated with an agent using a uniform
presentation of events by body system. In addition to the comprehensive list, a subset, the
Specific Protocol Exceptions to Expedited Reporting (SPEER), appears in a separate column and
15 identified with bold and italicized text. This subset of AEs (SPEER) is a list of events that are
protocol specific exceptions to expedited reporting to NCI (except as noted below). Refer to the
'CTEP, NCI Guidelines: Adverse Event Reporting Requirements'
http://ctep.cancer.gov/protocolDevelopment/electronic _applications/docs/aeguidelines.pdf for
further clarification. Frequency is provided based on 1369 patients. Below is the CAEPR for
Atezolizumab (MPDL3280A).

NOTE: Report AEs on the SPEER ONLY IF they exceed the grade noted in parentheses
next to the AE in the SPEER. If this CAEPR is part of a combination protocol using multiple

investigational agents and has an AFE listed on different SPEERs, use the lower of the grades
to determune 1f expedited reporting 1s requured.

Version 2.1, June 7, 2017

Adverse Events with Possible Suecific Pr I
Relationship to Atezolizumab (MPDL3280A) PENE FTSE
(CTCAE 4.0 Term) Elteptlﬂl‘ls to Expedited
[n= 1369] Reporting (SPEER)
Likely (>20%) |  Less Likely (<=<20%) | Rare but Serious (<3%)

BLOOD AND LYMPHATIC SYSTEM DISORDERS
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Adverse Events with Possible

Other (hepatitis)®’

Relationship to Atezolizamab (MPDL3280A) Ex:;‘g;‘nﬁs‘tf ;’I‘;‘:‘;‘l "
(CTCAE 4.0 Term) e
[n=1369] perting )
Likely (=20%) Less Likely (==20%) Rare but Serious (<3%)
Anenna
CARDIAC DISORDERS |
Heart failure®
Myocarditis®
Pericardial effusion’
Pericardial tamponade®”
Pericarditis™
ENDOCRINE DISORDERS I
Adrenal insufficiency™’
Endocrine disorders - Other
(diabetes)*>
Endocnne disorders - Other
(hypophysitis)*
Hyperthyroidism™
Hypothyroidism®”
EYE DISORDERS |
Eye disorders - Other (ocular
inflammatory toxicity)*
Uveitis®”
GASTROINTESTINAL DISORDERS
Abdominal pain [ Abdominal pain (Gr 2)
Colitis®
Diarthea iarrhea (Gr 2)
Dysphagia
Nausea Wausea (Gr 2)
Pancreatitis’
Vomiting Vemiting (Gr 2)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS
Fatigue atigue (Gr 2)
Fever®
Flu like symptoms’
Infusion related reaction’
HEPATOBILIARY DISORDERS
Hepatic failure’
Hepatobiliary disorders -

IMMUNE SYSTEM DISORDERS
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Adverse Events with Possible

i i i Specific Protocol
t to At 0
el mnﬂlp(gi"icﬂll:‘;‘"l}z:{mﬁwnLHB ) [Exceptions to Expedited
[n=1369] Reporting (SPEER)
il Less Likely (<=20%) Rare but Serious (<3%)

Allergic reaction’®

Anaphylaxis®

Cytokine release syndrome®
Immune system disorders -
Other (systemic mmimune
activation)™

INFECTIONS AND INFECTATIONS
| | Meningitis®
INVESTIGATIONS

Alanine aminotransferase
increased’’

Alkaline phosphatase
increased®’

Aspartate aminotransferase
increased*”

Blood bilirubin increased™
GGT increased®®
Lipase increased*

Platelet count decreased

Serum amylase increased*

METABOLISM AND NUTRITION DISORDERS I
Anorexia | dnorexia (Gr 2)
Hyperglycemia®
Hypokalemia
Hyponatremia
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS
Arthralgia®”
Generalized muscle
weakness
Myalgia®’
Myositis®
INERVOUS SYSTEM DISORDERS I
Ataxia®
Encephalopathy?’
Nervous system disorders -
Other (encephalitis non-
infective)’
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‘ Ad:verse Event:s with Possible Specific Protocol
Relationship to Atezolizumab (MPDL3280A) [Escoptions t Expedited
(CTCAE 4.0 Term) N
[n=1369] perting )
Likely (=20%) Less Likely (==20%) Rare but Serious (<3%)
Nervous system disorders -
Other (Guillain-Barre
syndrome)*” |
Nervous system disorders -
Other (meningitis non-
infective)®
Nervous system disorders -
Other (myasthenia gravis)*’
Paresthesia®
Peripheral motor
neuropathy®’
Peripheral sensory
neuropathy®”
FENAL AND URINARY DISORDERS I
Renal and urinary disorders -
Other (nephritis)’
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS L

Cough onugh (Gr 2)

Dyspnea

Hypoxia

Masal congestion asal congestion (Gr 2)
Pleural effusion’”

Pneumonitis®

SKIN AND SUBCUTANEOUS TISSUE DISORDERS

Bullous dermatitis®”

Pruritus

Rash acneiform

Rash maculo-papular_ ENREF 2

Skin and subcutaneous tissue
disorders - Other (lichen

planus)”

*Denotes adverse events that are <3%.

!This table will be updated as the toxicity profile of the agent is revised. Updates will be
distributed to all Principal Investigators at the time of revision. The current version can be
obtained by contacting PIO@CTEP.NCLNIH.GOV. Your name, the name of the investigator,
the protocol and the agent should be mcluded n the e-mail.
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*Atezolizumab, being a member of a class of agents involved in the inhibition of “immune
checkpoints,” may result in severe and possibly fatal immune-mediated adverse events probably
due to T-cell activation and proliferation. Immune-mediated adverse reactions have been
reported in patients receiving atezolizumab. Adverse events potentially related to atezolizumab
may be manifestations of immune-mediated adverse events. In climical tnals, most immune-
mediated adverse reactions were reversible and managed with interruptions of atezolizumab,
administration of corticosteroids and supportive care.

Infusion reactions, including high-grade hypersensitivity reactions, anaphylaxis, and cytokine
release syndrome, which have been observed following administration of atezolizumab. may
manifest as fever, chills, shakes. itching, rash, hypertension or hypotension, or diffienlty
breathing dunng and immediately after admimistration of atezolizumab.

Adverse events reported on atezolizumab (MPDL3280A) trials, but for which there is
insufficient evidence to suggest that there was a reasonable possibility that atezolizumab
(MPDL3280A) caused the adverse event:

CARDIAC DISORDERS - Cardiac arrest

GASTROINTESTINAL DISORDERS - Constipation; Tleus

GENERAL DISORDERS AND ADMINISTRATION SITE conditions - Chills; Edema
limbs; Malaise; Pain

INFECTIONS AND INFESTATIONS - Lung mfection; Sepsis; Urinary tract infection
INVESTIGATIONS - Weight loss: White blood cell decreased

METABOLISM AND NUTRITION DISORDERS - Hypophosphatemia; Tumor lysis
syndrome

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS - Back pain; Bone
pain

NERVOUS SYSTEM DISORDERS - Headache

PSYCHIATRIC DISORDERS - Confusion; Insommia; Suicide attempt

REPRODUCTIVE SYSTEM AND BREAST DISORDERS - Breast pain
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS - Bronchopulmonary
hemorrhage; Pulmonary hypertension

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Alopecia; Dry skin®*; Hyperhidrosis
VASCULAR DISORDERS - Hypertension; Hypotension; Thromboembolic event

Note: Atezolizumab (MPDL3280A) in combination with other agents could cause an
exacerbation of any adverse event currently known to be caused by the other agent. or the

combination may result in events never previously associated with either agent.

74  Adverse Events for Commercial Study Agents
Refer to the package insert for detailed pharmacologic and safety information

T.5 Adverse Event Characteristics

¢ (CTCAE term (AE description) and grade: The descriptions and grading scales found
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m the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version
5.0 will be utilized for AE reporting. All appropriate treatment areas should have access
to a copy of the CTCAE version 5.0. A copy of the CTCAE version 5.0 can be
downloaded from the CTEP web site
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.hitm.

+ For expedited reporting purposes only:
- AFs for the agent that are bold and italicized in the CAEPR (i.e. . those listed in the

SPEER columm, Section 7.3) should be reported through CTEP-AERS only if the
grade 1s above the grade provided in the SPEER.

* Attribution of the AE:

Defimite — The AE is clearly related to the study treatment.
Probable — The AE is likely related to the study treatment.
Possible — The AE may be related to the study treatment.
Unlikely — The AE is doubtfully related to the study treatment.
Unrelated — The AE is clearly NOT related to the study treatment

7.6  Expedited Reporting of Adverse Events
All serious adverse events that meet expedited reporting criteria defined in the reporting
table below will be reported via the CTEP Adverse Event Reporting System, CTEP-
AERS, accessed via the CTEP web site,
https://eapps-ctep.ncL.nh. gov/ctepaers/pages/task?rand=1390853489613

Submitting a report via CTEP-AERS serves as notification to NRG and satisfies NRG
requirements for expedited adverse event reporting.

In the rare event when Internet connectivity is disrupted, a 24-hour notification
must be made to CTEP for this study by telephone at 301-897-7497 and to the NRG
Regulatory Affairs by phone at 215-854-0770. An electronic report must be
submitted immediately upon re-establishment of the Internet connection.

7.6.1 Expedited Reporting Methods
* Per CTEP NCI Gudelines for Adverse Events Reporting Requirements, a CTEP-

AERS 24-hour notification must be submitted within 24 hours of learning of the
adverse event. Each CTEP-AERS 24-hour notification must be followed by a
complete report within 5 days.

* Supporting source documentation 1s requested by the IND Sponsor for this study
(CTEP/DCTD) and NRG as needed to complete adverse event review. Supporting
source documentation should include the protocol munber, patient ID number, and
CTEP-AERS ticket number on each page, and fax supporting documentation to CTEP
at 301-230-0159 and to NRG Regulatory Affairs at 215-854-0716

* A serious adverse event that meets expedited reporting criteria outlined in the AE
Reporting Tables but 1s assessed by the CTEP-AERS as “an action not
recommended™ must still be reported to fulfill NRG safety reporting obligations. Sites
must bypass the “NOT recommended” assessment; the CTEP-AERS allows
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submussion of all reports regardless of the results of the assessment.

7.6.2 Expedited Reporting Requirements for Adverse Events
Phase 1 and Early Phase 2 Studies: Expedited Reporting Requirements for Adverse Events that
Occur on Studies under a CTEP INIVIDE within 30 Days of the Last Administration of the
Investigational Agent/Intervention *

FDA REPORTING REQUIREMENTS FOR SERTOUS ADVERSE EVENTS (21 CFR Part 312)

NOTE: Investigators MUST imumediately report to the sponsor (NCT) ANY Senous Adverse Events, whether or not they are
considered related to the investigational agent(s)/intervention (21 CFR. 312.64)

An adverse event is considered serious if it results m ANY of the following outcomes:

1} Death

2) A life-threatening adverse event

3)  An adverse event that results in inpatient hospitalization or prolongation of existing hospitalization for = 24 hours

4) A persistent or significant incapacity or substantial disruption of the ability to conduct normal life finctions

5) A congenital anomaly/birth defect.

6) Important Medical Events (IME) that may not result in death, be life threatening. or require hospitalization may be considered
serious when. based upon medical judgment. they may jeopardize the patient or subject and may require medical or surgical
intervention to prevent one of the outcomes listed i this definition. (FDA. 21 CFR 312.32: ICH E2A and ICH ES6).

ALL SERIOUS adverse events that meet the above criteria MUST be immediately reported to the NCT via CTEP-AERS
within the timeframes detailed in the table below.

Hospitalization Grade 1 and Grade 2 Timeframes Grade 3-5 Timeframes

Resulting in
Hospitalization 10 Calendar Days
> 24 hrs
Not resulting in
Hospitalization Mot required

> 24 hrs

24-Howr 5 Calendar Days

NOTE'® Protocol specific exceptions to expedited reporting of serious adverse events are found in the Specific Protocol
Exceptions to Expedited Reporting (SPEER) portion of the CAEPR.

Expedited AE reporting timelines are defined as:
o “24-Hour; 5 Calendar Days" - The AE must initially be reported via CTEP-AERS within 24 hours of leaming of the

AFE. followed by a complete expedited report within 5 calendar days of the initial 24-hour report.
o *10 Calendar Days" - A complete expedited report on the AE must be submitted within 10 calendar days of
learning of the AE.

'Serious adverse events that occur more than 30 days after the last administration of investigational agent/intervention and
have an attribution of possible, probable, or definite require reporting as follows:

Expedited 24-hour notification followed by complete report within 5 calendar days for:
o All Grade 3. 4. and Grade 5 AEs

Expedited 10 calendar day reports for:
*  Grade 2 AFEs resulting in hospitalization or prolongation of hospitalization

7.6.3 Adverse events of Special interest for Atezolizumab:
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e (Cases of potential dmg-induced liver injury that include an elevated ALT or AST in
combination with either an elevated bilirubin or clinical jaundice, as defined by Hy's Law
and based on the following observations:

o Treatment-emergent ALT or AST > 3 x ULN (or > 3 x baseline value in disease states
where LFTs may be elevated at baseline) in combination with total bilimibin > 2 x ULN
(of which = 35% is direct bilirubin)

o Treatment-emergent ALT or AST > 3 x ULN (or = 3 x baseline value i disease states
where LFTs may be elevated at baseline) in combination with clinical jaundice

e Suspected transmission of an infectious agent by the study treatment, as defined below:

o Any organism, virus, or infectious particle (e.g., prion protein transmitting transmissible
spongiform encephalopathy), pathogenic or non-pathogenic, is considered an infectious
agent. A transmission of an infectious agent may be suspected from clinical symptoms or
laboratory findings that indicate an infection in a patient exposed to a medicinal product.
This term applies only when a contamination of study treatment is suspected.

e Pneumonitis

+ (Colitis

* Endocrinopathies: diabetes mellitus, pancreatitis, adrenal insufficiency, hyperthyroidism,
and hypophysitis

* Hepatitis, including AST or ALT = 10xULN

e Systemic lupus erythematosus

¢ Nenrological disorders: Guillain-Barré syndrome, myasthenic syndrome or myasthenia
gravis, and meningoencephalitis

+ Events suggestive of hypersensitivity, infusion-related reactions. cytokine release
syndrome, influenza-like illness, systemic inflammatory response syndrome, and
systemic immune activation

e Nephritis

e Ocular toxicities (e.g., uveitis, retinitis, optic neuritis)

» Myositis

¢  Myopathies, including rhabdomyolysis

e Grade > 2 cardiac disorders (e.g., atrial fibrillation, myocarditis, pericarditis)

e Vasculitis

¢ Autoimmune hemolytic anemia

e Severe cutaneous reactions (e.g., Stevens-Johnson syndrome, dermatitis bullous, toxic
epidermal necrolysis)

7.6.4 Reporting to the Site IRB/REB

Investigators will report serious adverse events to the local Institutional Review Board
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(IRB) or Research Ethics Board (REB) responsible for oversight of the patient according
to istitutional policy.

7.6.5 Secondary Mahignancies
A secondary malignancy is a cancer caused by treatment for a previous malignancy (e.g.,
treatment with investigational agent/intervention, radiation or chemotherapy). A
secondary malignancy is not considered a metastasis of the initial neoplasm.

CTEP requures all secondary malignancies that occur during or subsequent to treatment

with an agent under an NCI INI)/IDE be reported via CTEP-AERS. In addition,

secondary malignancies following radiation therapy must be reported via CTEP-AERS.

Three options are available to describe the event:

¢ Leukemia secondary to oncology chemotherapy (e.g.. acute myelocytic leukemia
[AML])

» Myelodysplastic syndrome (MDS)

« Treatment-related secondary malignancy

Any malignancy possibly related to cancer treatment (including AML/MDS) should also

be reported via the routine reporting mechanisms outlined in each protocol.

Second Malignancy:
A second malignancy is one unrelated to the treatment of a prior malignancy (and is NOT

a metastasis from the initial mahgnancy). Second malignancies requure ONLY routine
reporting via CDUS unless otherwise specified.

8. REGISTRATION AND STUDY ENTRY PROCEDURES

8.1 CTEP Registration Procedures

Food and Drug Administration (FDA) regulations and National Cancer Institute (NCT)
policy require all individuals contributing to NCI-sponsored trials to register and to renew
their registration annually. To register, all individuals must obtain a Cancer Therapy
Evaluation Program (CTEP) Identity and Access Management (IAM) account
https://ctepcore.nci.nih. gov/iam). In addition, persons with a registration type of
Investigator (TVR), Non-Physician Investigator (NPIVR), or Associate Plus (AP) (i.e.,
clinical site staff requiring write access to OPEN, RAVE, or TRIAD or acting as a

primary site contact) must complete their annual registration using CTEP’s web-based
Registration and Credential Repository (RCR) (https://ctepcore. nei1.nih.gov/rer).

Documentation requirements per registration type are outlined in the table below.

Documentation Required IVR NPIVR | AP A
FDA Form 1572 v o
Financial Disclosure Form v o v
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Documentation Required IVR NPIVR | AP A
NCI Biosketch (education. training. employment.

license. and certification) v v v
HSP/GCP training v v v

Agent Shipment Form (if applicable) v

CV (optional) v v v

An active CTEP-IAM user account and appropriate RCR registration is required to

access all CTEP and CTSU (Cancer Tnals Support Umit) websites and applications. In
addition, IVRs and NPIVRs must list all clinical practice sites and IRBs covenng their

practice sites on the FDA Form 1572 in RCR to allow the following:

¢ Added to a site roster

¢ Assigned the treating, credit, consenting, or drug slupment (IVR only) tasks in OPEN
¢ Act as the site-protocol PI on the IRB approval

¢ Assigned the Clinical Investigator (CI) role on the Delegation of Tasks Log (DTL).

Additional information can be found on the CTEP website at

<https://ctep.cancer.gov/mvestigatorResources/default.htm >. For questions, please
contact the RCR. Help Desk by email at < RCRHelpDesk({@nih.gov=.

8.2 CTSU Registration Procedures
This study 1s supported by the NCI Cancer Tnals Support Unit (CTSU).

IRB Approval:

Each investigator or group of investigators at a clinical site must obtain IRB approval for

thus protocol and submiat IRB approval and supporting documentation to the CTSU
Regulatory Office before they can be approved to enroll patients. Assignment of site

registration status in the CTSU Regulatory Support System (RSS) uses extensive data to
make a determination of whether a site has fulfilled all regulatory cntena mcluding but
not limited to the following:

¢ An active Federal Wide Assurance (FWA) number

¢ An active roster affiliation with the Lead Network or a participating organization

e A valid IRB approval

¢ Compliance with all protocol specific requirements.

In addition, the site-protocol Principal Investigator (PI) must meet the following criteria:
¢ Active registration status
e The IRB number of the site IRB of record listed on their Form FDA 1572

e Anactive status on a participating roster at the registering site.
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Sites participating on the NCI CIRB initiative that are approved by the CIRB for this
study are not required to submit IRB approval documentation to the CTSU Regulatory
Office. For sites using the CIRB, IRB approval information 1s recerved from the CIRB
and applied to the RSS in an antomated process. Signatory Institutions must submit a
Study Specific Worksheet for Local Context (SSW) to the CIRB via IRB Manager to
indicate their intent to open the study locally. The CIRB’s approval of the SSW is then
communicated to the CTSU Regulatory Office. In order for the SSW approval to be
processed, the Signatory Instimtion must inform the CTSU which CIRB-approved
mstitutions aligned with the Signatory Institution are participating in the study.

Downloading Site Registration Documents:

Site registration forms may be downloaded from the NRG-GY017 protocol page located
on the CTSU members’ website. Permission to view and download this protocol and its
supportng documents 1s restricted and 15 based on person and site roster assignment
housed in the CTSU RSS.
» Go to https://www.ctsu.org and log mn to the members’ area using your CTEP-IAM
username and password
= Click on the Protocols tab in the upper left of your screen
= Either enter the protocol # NRG-GY017 in the search field at the top of the protocol
iree, or
= Click on the By Lead Organization folder to expand
» (Click on the NRG Oncology link to expand, then select trial protocol # NRG-
GYO017.
» Click on LPO Documents, select the Site Registration documents link, and
download and complete the forms provided.

Requirements For NRG-GY017 Site Registration:

» IRB approval (For sites not participating via the NCI CIRB; local IRB
documentation, an IRB-signed CTSU IRB Certification Form, Protocol of Huiman
Subjects Assurance Identification/IRB Certification/Declaration of Exemption
Form, or combination is accepted)

Submitting Regulatory Documents:

Submit required forms and documents to the CTSU Regulatory Office via the Regulatory
Submission Portal, where thev will be entered and tracked in the CTSU RSS.

Regulatory Submission Portal: www.ctsiw.org (members’ area) = Regulatory Tab
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8.3

=Regulatory Submission
When applicable, original documents should be mailed to:

CTSU Regulatory Office

1818 Market Street, Suite 3000

Philadelphia, PA 19103
Institutions with patients waiting that are unable to use the Portal should alert the CTSU
Regulatory Office immediately at 1-866-651-2878 in order to receive further instruction
and support.

Checking Your Site's Registration Status:

You can verify your site registration status on the members’ section of the CTSU
website.

¢ Go to https://www.ctsu.org and log in to the members’ area using your CTEP-IAM
username and password

¢ Click on the Regulatory tab

¢ Click on the Site Registration tab

+ Enter vour 5-character CTEP Institution Code and click on Go

Note: The status given only reflects compliance with TRB documentation and institutional
compliance with protocol-specific requirements outlined by the Lead Network. It does
not reflect comphance with protocol requirements for individuals participating on the
protocol or the enrolling mmvestigator’s status with the NCI or their affiliated networks.

Patient Enrollment

Patient enrollment will be facilitated using the Oncology Patient Enrollment Network
(OPEN). OPEN is a web-based registration system available on a 24/7 basis. To access
QOPEN, the site user must have an active CTEP-IAM account (check at <
https://ctepcore.nci.nih.gov/iam =) and a ‘Registrar’ role on either the LPO or
participating organization roster. Registrars must hold a minimum of an AP registration
type. If a DTL 1s required for the study, the registrar(s) must also be assigned the OPEN
Registrar task on the DTL.

All site staff will use OPEN to enroll patients to this study. It 1s integrated with the
CTSU Enterprise System for regulatory and roster data and, upon enrollment, initializes
the patient in the Rave database. OPEN can be accessed at https.//open.ctsu.org or from
the OPEN tab on the CTSU members’ side of the website at https://www ctsu.org. To
assign an TVR or NPIVR as the treating, crediting, consenting, drug shipment (TVR only),
or investigator receiving a transfer in OPEN, the IVR or NPIVR. must list on their Form
FDA 1572 in RCR the IRB munber used on the site’s IRB approval. If a DTL is required
for the study, the IVR or NPIVR must also be assigned the appropriate OPEN-related
tasks on the DTL.

Prior to accessing OPEN, site staff should verify the following:
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¢ All eligibility criteria have been met within the protocol stated timeframes.
¢ All patients have signed an appropriate consent form and HIPAA
authonzation form (if applicable).

Note: The OPEN system will provide the site with a printable confirmation of
registration and treatment information. Please print this confirmation for your records.

Further mstructional information 1s provided on the OPEN tab of the CT5U members’
side of the CTSU website at hitps://www ctsu.org or at https://open ctsu.org. For any
additional questions contact the CTSU Help Desk at 1-888-823-5923 or

CtSllCGllTﬁCtg(E“.VESth COIT.

84  RT-Specific Pre-Registration Requirements
For detailed mformation on the specific technology requirement required for this
study, please refer to the table below and utilize the web link provided for detailed
instructions. The check marks under the treatment modality columns indicate whether
that specific credentialing requirement is required for this study. IROC-Houston will
be the entity to notify your institution when all credentialing requirements have been
met and the institution 15 RT credentialed to enter patients onto this study.
See the table above for the credentialing requirements of this study.
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Web Link for Procedures and Instructions: http://irochouston. mdanderson.org

Treatment
RT Credentialing Modality
Fequirements
IMRT Key Information
The IROC Houston electronic facility questionnaire (FQ)
Facility X should be completed or updated with the most recent
Questionnaire E information about your institution. To access this FQ, email
irochouston@mdanderson.org to receive your FQ link.
To determine whether your institution needs to complete any
Credentialing firrther credentialing requirements, please complete the
Status Inquiry X “Credentialing Status Inquiry Form™ found under credentialing
Form on the IROC Houston QA Center website
(http://irochouston mdanderson. org)
An IMRET phantom study provided by the IROC QA Center
Houston must be successfully completed. Instructions for
requesting and irradiating the phantom are found on the TROC
P"‘“‘?T‘:'_‘“ X Houston web site (hrtp://irochouston.mdanderson.org).
Irradiation

Tomotherapy treatment delivery modality must be credentialed
individually.

Credentialing Notification Issued to:

Institution

IR.OC Houston QA Center will notify the institution and NRG
Headquarters that all desired credentialing requirements have
been met. The site will need to upload a PDF of the approval
email from IROC Houston to the CTSU Regulatory Portal for
R5S 10 be updated.

34.1

Digital RT Data Submission to NRG Using TRIAD

TRIAD is the image exchange application used by the NRG. TRIAD provides
sites participating in NRG clinical trials a secure method to transmit DICOM RT

and other objects. TRIAD anonymizes and validates the images as they are

transferred.

TRIAD Access Requirements:

* Site physics staff who will submit images through TRIAD will need to be registered
with The Cancer Therapy Evaluation Program (CTEP) and have a valid and active
CTEP Identity and Access Management (IAM) account. Please refer to the

beginming of Section 4 for instructions on how to request a CTEP-IAM account.

¢ To submit images, the site physics user must have been assigned the ‘TRIAD site
user’ role on the relevant Group or CTSU roster. NRG users should contact vour
site Lead RA to be added to your site roster. Users from other cooperative groups

should follow their procedures for assignment of roster roles.

NRG-GYO017
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¢ RAs are able to submit standard of care imaging through the same method.

TRIAD Installations:

When a user applies for a CTEP-IAM account with proper user role, he/she
will need to have the TRIAD application installed on his/her workstation to
be able to submit images. TRIAD installation documentation can be found by
following this link: http:/triadinstall.acr.org/triadclient/

This process can be done in parallel to obtaining your CTEP-IAM account
username and password.

If you have any questions regarding this information, please send an e-mail to the
TRIAD Support mailbox at TRIAD-Support{@acr.org.

9. DRUG INFORMATION

9.1

Atezolizumab (NSC 783608)

Other Names: Teceniriq™, MPDL3280A
Classification: monoclonal antibody
M.W.: 150 KD

Mode of Action: anti-PD-L1

Description:

Atezolizumab is a humanized IgG1 monoclonal antibody consisting of two heavy chains
(448 amino acids) and two light chains (214 amino acids). Atezolizumab targets human
PD-L1 and inhibits its interaction with its receptor PD-1. Atezolizumab also blocks the
binding of PD-L.1 to B7.1, an interaction that is reported to provide additional inhibitory
signals to T cells (Butte et al. 2007).

How Supplied:

Atezolizumab is provided by Genentech/F Hoffmann-I.a Roche LTD and distributed by
the Pharmaceutical Management Branch, CTEP, NCI. The agent is supplied in a single-
use, 20-mL glass vial as a colorless-to-slightly-vellow, sterile, preservative-free clear
liquid solution intended for IV administration. Atezolizumab is formulated as 60 mg/mL
atezolizumab m 20 mM listidine acetate, 120 mM sucrose, 0.04% polysorbate 20, at a
pH of 5.8. The wial is designed to deliver 20 mL (1200 mg) of atezoliznmab solution but
may contamn more than the stated volume to enable delivery of the entire 20 mL volume.

Preparation:

The prescribed dose of atezolizumab should be diluted in 250 mL 0.9% NaCl and mfused
through a 0.2 micrometer in-line filter. The IV bag may be constructed of PVC or PO; the
IV mfusion line may be constructed of PVC or PE; and the 0.2 micrometer in-line filter
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may be constructed of PES. The prepared solution may be stored at 2°C-8°C or room
temperature for up to 8 hours.

Storage: 2°C—8°C (36°F—6°F). Vial contents should not be frozen or shaken and
should be protected from direct sumhght.

If a storage temperature excursion is identified, promptly refurn atezolizumab to 2°C-8°C
(36°F-46°F) and quarantine the supplies. Provide a detailed report of the excursion
(including documentation of temperature monitoring and duration of the excursion) to
PMBA fierHowrs@mail.nih. gov for determination of suitability.

Stability: Stability studies are ongoing.

CAUTION: No preservative is used in atezolizumab; therefore, the vial is intended for
single use only. Discard any unused portion of drug remaining in a vial.

Route of Administration: TV infusion

Method of Administration:

Atezolizumab is administered as an intravenous infusion over 60 minutes. If the first
infusion is tolerated, all subsequent infusions may be delivered over 30 minutes. Do not
administer atezolizumab as an intravenous push or bolus. No premedication is indicated
for admimistration of Cycle 1 of atezolizumab. Patients who experience an infusion
related reaction with Cycle 1 of atezolizumab may receive premedication with
antihistamines or antipyretics/analgesics (e.g. acetaminophen) for subsequent infusions.

Potential Drug Interactions:

Cytochrome P450 enzymes as well as conjugation/glucuronidation reactions are not
mvolved in the metabolism of atezolizumab. No drug interaction studies for atezolizumab
have been conducted or are planned. There are no known interactions with other
medicinal products or other form of interactions.

Patient Care Implications:

Male patients and female patients of childbearing potential should utilize contraception
and take active measures to avoid pregnancy while undergoing atezolizumab treatment
and for at least 5 months (150 days) after the last dose of atezolizumab.

Availability

Atezolizumab 1s an investigational agent supplied to mnvestigators by the Division of
Cancer Treatment and Diagnosis (DCTD), NCIL.

Atezolizumab is provided to the NCI under a Collaborative Agreement between the
Pharmaceutical Collaborator and the DCTD, NCT (see Appendix VT).
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0.1.1

Agent Ordering and Agent Accountability

0.1.1.1 NCI-supplied agents may be requested by the Principal Investigator (or their authorized

designee) at each participating mstitution. Pharmaceutical Management Branch (PMB)
policy requires that agent be shipped directly to the institution where the patient is to be
treated. PMB does not permit the transfer of agents between institutions (unless prior
approval from PMB is obtained). The CTEP-assigned protocol number must be used for
ordering all CTEP-supplied investigational agents. The responsible imvestigator at each
participating institution must be registered with CTEP, DCTD through an annual
submission of FDA Form 1572 (Statement of Investigator), Biosketch/Curriculum Vitae,
Supplemental Investigator Data Form (IDF), and Financial Disclosure Form (FDF). If
there are several participating investigators at one institution, CTEP-supplied
mvestigational agents for the study should be ordered under the name of one lead
mvestigator at that institution.

Sites may order atezolizumab after a patient has been enrolled into the study.

Active CTEP-registered investigators and investigator-designated shipping designees and
ordering designees can submit agent requests through the PMB Online Agent Order
Processing (OAOP) application. Access to OAOP requires the establishment of a CTEP
Identity and Access Management (IAM) account and the maintenance of an “active”
account status and a “current” password. For questions about drug orders, transfers,
returns, or accountability, call or email PMB any time. Refer to the PMB’s website for
specific policies and guidelines related to agent management.

9.1.1.2 Agent Inventory Records — The investigator, or a responsible party designated by the

912

213

mvestigator, must maintain a careful record of the receipt, dispensing and final
disposition of all agents received from the PMB using the appropriate NCI

Investigational Agent (Drug) Accountability Record (DARF) available on the CTEP
forms page. Store and maintain separate NCI Investigational Agent Accountability

Records for each agent, strength, formulation and ordering imvestigator on this protocol.

Investigator Brochure Awvailability

The current versions of the IBs for the agents will be accessible to site investigators and
research staff throngh the PMB OAOP application. Access to OAOP requires the
establishment of a CTEP IAM account and the maintenance of an “active™ account status
and a “current” password. Questions about IB access may be directed to the PMB 1B
Coordinator via email.

Useful Links and Contacts

CTEP Forms, Templates, Documents: http://ctep.cancer. gov/forms/
NCI CTEP Investigator Registration: RCRHelpDesk{@nih.gov
¢ PMB policies and guidelines:

http://ctep.cancer. gov/branches/pmb/agent management.hitim

¢  PMB Online Agent Order Processing (OAOP) application:
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https://ctepecore.ncr.nih. gov/QOAOQP

¢ CTEP Identity and Access Management (IAM) account:
https://ctepcore.ncl.nih. gov/iam/

. 8 8 9

CTEP IAM account help: ctepreghelp@ctep.ncinih.sov

IB Coordinator: IBCoordinatori@mail.mh.gov

PMB email: PMBAfterHows(@mail.nih.gov

PMB phone and hours of service: (240) 276-6575 Monday through Friday

between 8:30 am and 4:30 pm (ET)

9.2 Cisplatin (NSC# 119875)

Formulation:

Supplier:

Preparation:

Storage:

Stability:

Administration:

NRG-GYO017

PLATINOL®-AQ (cisplatin injection) infusion concentrate is a
clear, colorless, sterile aqueous solution available in amber vials.
Each 50 mL or 100 mL amber vial of infusion concentrate
contains: 1 mg/mL cisplatin, 9 mg/mL sodium chloride,
hiydrochlonc acid and sodium hydroxide to approximate pH of 4.0,
and water for injection to a final volnme of 50 mL or 100 mL,
respectively.

Commercially available. Refer to individual FDA-approved
package insert.

PLATINOL®-AQ (cisplatin injection) infusion concentrate (1
mg/mL) must be further diluted prior to administration. Cisplatin
(40 mg/m?, 70 mg maximum) will be diluted in 250-1000 mL of
normal saline.

NOTE: Aluminum reacts with cisplatin causing precipitation
formation and loss of potency, therefore, needles or intravenous
sets containing aluminum parts that may come in contact with the
drmg must not be used for the preparation or administration of
cisplatin.

Store at 15° to 25°C (59° to 77°F). Do not refrigerate. Protect
unopened contamner from light.

The cisplatin remaining in the amber vial following initial entry is
stable for 28 days protected from light or for 7 days under
fluorescent room light.

Once weekly cisplatin (40 mg/m?, 70 mg maximum) is
adminmistered intravenously on Days 0, 7, 14, 21, 28, and 35. An
infusion of 1000 ml of ¥» normal saline should be given
mtravenously one hour before cisplatin. Increased oral intake
should be encouraged starting the day before. Additional fluid may
be given as needed for symptomatic support. Cisplatin should be
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mifused at a rate of 1 mg/min, usually over a total of 90 munutes or
as per instifutional protocol. Immediately after completion of the
cisplatin infusion, an additional 1000 ml of ¥ normal saline should
be given or as per nstitutional protocol.

Adverse effects:

Infrequent: Cardiac abnormalities, anorexia, elevated SGOT, rash, alopecia, and acute myeloid
lenkemia.

NOTE: Aminoglycoside antibiotics given before, with, or after cisplatin may potentiate renal
toxicity and should be avoided whenever possible.

9.2.1 Adverse Events
Please refer to the package insert for complete discussion of adverse events.
Leukopenia, thrombocytopema, anemia, nausea, vomiting, nephrotoxicity, ototoxicity,
peripheral neuropathy, electrolyte imbalance, hypocalcemia, hypomagnesemia,
amunoglycoside ototoxicity, ocular toxicity, and allergic reactions.

Refer to the package insert for detailed pharmacologic and safety information

9.2.2 Availabilitv/Supply
Please see Section 9.2 for administration instructions. Please refer to the current FDA-
approved package insert provided with each drmig and the site-specific pharmacy for
toxicity information and mstructions for drug preparation, handling, and storage.

[Tf off-label, the following statement must be included for each IND exempt drug]: The
use of drug(s) or combination of drugs in this protocol meet the criteria described under
Title 21 CFR 312.2(b) for IND exemption.)

10. PATHOLOGY/BIOSPECIMEN

10.1 Central Pathology Review Guidelines
Not applicable

10.2 Biomarker Selection for Integral Biomarker Testing
10.2.1 Biomarker to be Tested
To satisfy the primary objective of the study, the following will be assessed in response
to sequential versus concurent atezolizumab and radiation: (1) peripheral blood T Cell
Beceptor (TCR) clonality, and (2) peripheral blood expansion of TCR clones, including
TCR clones identified in tumor samples.

10.2.2 Testing Requirements and Reporting

For assessment of the primary endpoint, pre-treatment FFPE tumor biopsies (to determine
which TCR clones are present within the fumor), as well as pre-treatment and on-

treatment bloods will be required.
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10.2.3 Method of Testing
The NRG Oncology Biospecimen Bank (NRG BB)-Columbus will batch ship, every six
months. unstained sections of pre-treatment FFPE tumor biopsies to the laboratory of Dr.

— Quality of FFPE tissue (degree of tumor content and necrc-sisi will be

determined by a board-certified pathologist working with Dr. ased on
H&E testing of a representative section from each tumor. Tumor areas appropriate for
analvsis will be macrodissected and DNA will be extracted using Qiagen kit in Dr.
—lahurator}f_ DNA quality and quantity will be assured by OD 260/280 and OD
260/230 ratios. DNA extracted from baseline tumor tissue will be shipped to Adaptive
Biotechnologies for TCR. sequencing.

The NRG BB-Columbus will batch ship, every six months, pre-treatment and day 21
frozen whole blood to Adaptive Biotechnologies for DNA extraction and quality
confirmation using OD 260/280 and OD 260/230 ratios. This will be followed by deep
sequencing of CDR3 regions. Rearranged TCRbeta CDR3 sequences will be amplified
and sequenced using the Adaptive Biotechnologies immunoSEQ platform. Absolute
counts and frequencies of mdividual clone templates will be determined on a per sample
basis using a spike-in control repertoire. Additional internal controls also report the

quantification of sampled T cells and total nucleated cells. Processing will be per the
Adaptive Biotechnologies standard Operating Procedure (SOP) for the One-Reaction

protocol.

10.2.4 Location of Testing

DNA extraction from pre-treatment tumor tissue will be performed in the laboratory of
- I N

extraction from pre-treatment and day 21 whole blood will be done at Adaptive
Biotechnologies. TCR sequencing of DNA from both tumor tissue and whole blood will
be done at Adaptive Biotechnologies

10.2.5 Biospecimen Submission for Testing
See Mandatory Biospecimen Submission Table (section 10.4.1) for details.

10.3 Biospecimen Selection for Integrated Biomarker Testing

Note: Exploratory biomarker testing of banked specimens will not occur until an amendment to
this treatment protocol (or separate correlative science protocol at a later date) is reviewed and
approved in accordance with National Clinical Trials Network (NCTN) policies.

10.3.1 Biomarker to be Tested
PD-L1

10.3.2 Testing Requirements and Reporting

FFPE tumor biopsies will be used for retrospective PD-L1 testing. See Mandatory
Biospecimen Submission Table (section 10.4.1) for details.
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10.3.3 Method of Testing
VENTANA PD-L1 (SP142), which 1s FDA approved as a complimentary diagnostic
immunohistochemistry (IHC) assay to ascertain tumor PD-L1 status for patients with

metastatic urothehal cancer considenng treatment with atezoliznmab. In ovanan cancer
patients, SP142 detects PD-L1 on immune cells (Webb, et al, 2016).

Briefly, PD-L1 expression will be assessed using the rabbit anti-human PD-L1 antibody
(clone SP142). Using THC, PD-L1 expression will be scored in tumor cells (as percentage
of PD-L1-expressing tumor cells: TC3=50%, TC2=5% and <50%, TC1>1% and <5%,
and TC0=1%) and tumor infiltrating immune cells (as percentage of fumor area:
IC3=10%, IC2=5% and <10%, IC1>1% and <5%, and IC0<1%).

10.3.4 Location of Testing
The NRG BB-Columbus will batch ship, every six months fresh cut (not older than 60
days) sections of FFPE tumor biopsies to the laboratory of DL_ Testing
will be performed using the commercial kit and PD-L1 positivity will be scored by a
board-certified pathologist.

10.3.5 Biospecimen Submission for Testing

FFPE tumor blocks must be shipped to the NRG BB-Columbus. See Mandatory
Biospecimen Submission Table (section 10.4.1) for details.

10.4 Biospecimen Submission Tables
Biospecimens listed below cannot be submitted until after patient registration and Bank
ID assignment.

A detailed description of biospecimen procedures can be found in Appendix I and below
10.4.1 Mandatory Biospecimen Submissions

The patient must give permission to participate in this mandatory study component.
Participating sites are required to submit the patient’s biospecimens as outlined below.

Required Biospecimen (Specimen Code) | Collection Time Point | sites Ship Biospecimens To
DAY -11 (Regimen A Only)

Tissue
D-21 FFPE Primary Tumor Biopsy (FP01)! | Biopsy collected after
Block must be submitted” randomization, prior fo patient

: . receiving any study treatment (day | NRG BB-Columbus within 8

i FliPE NERAne Yamor Doy -21 + 3 days). weeks of registration®
(FMO1)
Thnch ) e b Submit one, FPO1 preferred.

Blood

D-21 Plasma (PBO1)

prepared from 7-10mL of blood drawn into
purple top (KZEDTA) tube(s)*

D-21 Buffy Coat (LB01) Day -21, prior to atezolizumab.
prepared from 7-10mL of blood drawn mto
purple top (K2EDTA) tube(s) *

D-21 Whole Blood (WBO01)

NEG BBE-Columbus within 4
weeks of registration®
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T-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

DAY 0 (Regimen A and B)

Tissie

D0 FFPE Primary Tumor Chemoradiation
Riopsy (FP02)!
| Block must be submitted’

D0 FFPE Metastatic Tumor Chemoradiation
Biopsy (FM02)!
Block must be submirted®

Biopsy collected at start of

chemoradiation (day 0 £ 3 days).

Submit one, FPO2 preferred.

NRG BB-Columbus within 8
weeks of registration®

Blood

DO Plasma (PB02)
prepared from 7-10mL of blood drawn mto
purple top (K2EDTA) tube(s)*

DO Buffy Coat (LB0Z2)
prepared from 7-10mL of blood drawn inio
purple top (K2ZEDTA) tube(s) *

D0 Whole Blood (WB02)
7-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

Day 0 £ 3 days.

NRG BB-Columbus within 4
weeks of registration®

DAY 21 (Regimen A and B)

Bilood

D21 Plasma (PBO03)
prepared from 7-10mL of blood drawn mto
purple top (K2EDTA) tube(s)*

D21 Buffy Coat (LB0D3)
prepared from 7-10mL of blood drawn mto
purple top (K2EDTA) tube(s)*

D21 Whole Blood (WB03)
7-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

Day 21 =1 day.

NERG BB-Columbus within 4
weeks of registration®

DAY 28 (Regimen A and B)

Tissue

28 FFPE Primary Tumor Brachytherapy
Biopsy (FP0O3)!
Block must be submitted?

D28 FFPE Metastatic Tumor Brachytherapy
Biopsy (FM03)!
Block must be submitted®

Biopsy collected at first

brachytherapy (day 28 £+ 7 days).

Submit ore, FP0O3 preferred.

NRG BB-Columbus within 8
weeks of registration®

DAY 42 (Regimen A and B)

Blood

D42 Plasma (PB04)
prepared from 7-10mL of blood drawn mto
purple top (K2EDTA) tube(s) *

D42 Buffy Coat (LB04)
prepared from 7-10ml of blood drawn into
purple top (KZEDTA) tube(s)*

D42 Whole Blood (WB04)
T-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

Day 42 = 7 days: at start of
brachytherapy.

NRG BB-Columbus within
10 weeks of registration’

DAY 63 (Regimen A and B)

Blood

D63 Plasma (PBOS)
prepared from 7-10mL of blood drawn into
purple top (KZEDTA) tube(s) *

Day 63 = 3 days.

NEG BB-Columbus within
10 weeks of registration’

NRG-GYO017
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D63 Buffy Coat (LB0S)
prepared from 7-10mL of blood drawn into
purple top (K2EDTA) tube(s) *

D63 Whole Blood (WBO0S)
7-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

| DAY 140 (Regimen A and B)

Blood

D140 Plasma (PBO6)
prepared from 7-10mL of blood drawn nto

purple top (K2ZEDTA) tube(s) *

D140 Buffy Coat (LB06)
prepared from 7-10mL of blood drawn into
purple top (K2EDTA) tube(s)*

Day 140 + 7 days; at time of post NRG BE-Columbus within
therapy PET/CT. 24 weeks of registration’

D140 Whole Blood (WB06)
7-10mL drawn into purple top (K2EDTA)
tube(s) and frozen

1 A copy of the corresponding pathology report must be shipped with all tissue biospecimens sent to the NRG BB-
Columbus. IT a pathology report if not available for the biopsy, a copy of the radiology report or operative
report from the biopsy procedure mmust be sent to the NRG BB-Columbus, along with a completed copy of
the Biopsy Pathology Verification (Appendix V).

2 Only blocks will be accepted. Please provide Appendix V to yvour pathologist.

3 NRG BB-Columbus / Protocol NEG-GY017, Nationwide Children’s Hospital, 700 Children’s Drive, WA1340,
Columbus, OH 432035, Phone: (614) 722-2865, FAX: (614) 722-2897, Email: BPCBapk@ nationwidechildrens. org

4 Plasma and buffy coat biospecimens are processed from the same blood collection tube(s).

11. MODALITY REVIEWS

Radiation Therapy Quality Assurance Reviews

The study PI (Jyoti Mayadev) with NRG radiation oncologists will perform pre-treatment
RT Quality Assurance Review. Brachytherapy cases will be reviewed Post Hoe.

The scoring mechanism is: Per Protocol, Variation Acceptable, Deviation Unacceptable.

NOTE: Pre-Treatment reviews are required for every IMRT case. The patient
cannot begin treatment until complete data from the site is received, reviewed
and approved.

Please allow three (3) business days for this to be completed. If a resubmission is
required, the three (3)-business day timeline will restart. If the patient is scheduled to start
treatment on a Monday the plan must be subnutted by Tuesday, COB of the prior week.
Treatment cannot begin until approval from IROC Phila has been received at the site.

12. DATA AND RECORDS

12.1

Data Management/Collection

Data collection for this study will be done exclusively through Medidata Rave®. Access
to the tnal in Rave 1s granted through the iMedidata application to all persons with the
appropriate roles in RSS (Regulatory Support System). To access iMedidata/Rave, the
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site user must have an active CTEP-IAM account and the appropriate Rave role (Rave
CRA, Read-Only, Site Investigator) on either the LPO or participating organization
rosters at the enrolling site.

Upon initial site registration approval for the study in RSS, all persons with Rave roles
assigned on the appropriate roster will be sent a study mvitation e-mail from iMedidata
(iMedidata-Notificationf@mdsol com) to activate their account. To accept the invitation,
site users must log mto the Select Login (https://login.imedidata.com/selectlogin) using
their CTEP-IAM user name and password, and click on the “accept™ link in the upper
right-comner of the iMedidata page. Please note, site users will not be able to access the
study mn Rave until all required Medidata and study specific trainings are completed.
Trainings will be in the form of electronic learnings (eLearnings) and will be listed in the
upper right pane of the iMedidata screen.

Users that have not previously activated their iMedidata/Rave accounts also will receive a
separate mvitation from iMedidata to activate their account. Account activation
mstructions are located on the CTSU website, Rave tab under the Rave resource materials
(Medidata Account Activation and Study Invitation Acceptance). Additional mformation
on iMedidata/Rave is available on the CTSU website under the Rave tab at
www.ctsu.org/RAVE/ or by contacting the CTSU Help Desk at 1-888-823-5923 or by e-
mail at ctsucontactifiwestat.com.

12.2  Summary of Data Submission
Adverse event data collection and reporting, which are required as part of every clinical
trial, are done to ensure the safety of patients enrolled in the studies as well as those who
will enroll in future studies using similar agents. Adverse events are reported in a routine
manner at scheduled times during the trial using Medidata Rave®. Additionally, certain
adverse events must be reported in an expedited manner for timelier momitoring of patient
safety and care. See Sections 7 and 7.6 for information about expedited and routine
reporting.

Summary of Data Submission: Refer to the NRG/CTSU website.
See Section 8.4 for TRIAD account access and mstallation instructions.

12.3 Global Reporting/Monitoring
This study will be monitored by the Clinical Data Update System (CDUS) version 3.0.
Cumulative CDUS data will be submitted quarterly to CTEP by electronic means.
Reports are due January 31, April 30, July 31. and October 31.

Note: If your study has been assigned to CDUS-Complete reporting, all adverse events
{(both routine and expedited) that have occurred on the study and meet the mandatory
CDUS reporting gnidelines must be reported via the monitoring method identified above.
If your study has been assigned to CDUS-Abbreviated reporting, no adverse event
reporting (routine or expedited) is required to be reported via CDUS, but expedited
adverse events are still required to be submitted via CTEP-AERS.
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13. STATISTICAL CONSIDERATIONS

13.1 Study Design
The primary objective of this study is to assess whether there 1s a difference of immune
expression between the two treatment arms through T cell receptor beta (TCRB) clonal
expansion in peripheral blood. This study is designed as a two-arm, open label,
randomized pilot trial with two experimental arms., where arm A will get one dose of
Atezolizumab prior to cisplatin chemotherapy and radiation therapy, and then two
subsequent doses of Atezolizumab during the chemotherapy and radiation therapy, and
arm B will get 3 doses durning the cisplatin chemotherapy and radiation therapy.

Prior to patient registration, eligibility will be reviewed by Entryv Form venfication. The
sequence of freatment assignments will be concealed from institutions and patients until
registration with verification of eligibility. Patients will be registered by the participating
site through OPEN and randonuzation will be carmied out centrally by the NRG Statistics
and Data Management Center. Treatment group assignment will be determined using a
procedure that tends to randomly allocate study treatment s at a 1 to 1 ratio.

13.2 Study Endpoints
Primary Endpoint
1) Measurements of TCRB clonal expansion in peripheral blood at day 21.

Secondary Endpoints
1) DLTs occurring during the period time from the start of first dose of atezolizumab
(arm A) or the start of CRT treatment (arm B) until 30 days after the completion of
CRT.
2) Frequency and severity of adverse events as assessed by CTCAE v35.
3) Measurements of TCR clonality, diversity and frequency in peripheral blood/-tissue
at each protocol-specified collecting time point and measures of PET-CT scan at post-
therapy 12 weeks (exploratory and optional), and 2-year clinical DFS.

4) Measnrements of PD-L1 expression in tissue at each protocol-specified collecting
time point, measurements of post-treatment week 12 PET-CT scan (exploratory and
optional), and 2-year clinical DFS.

Exploratory Science Endpoints
1) Measurements of biomarkers from blood/ tissue at baseline and on-treatment,
measures of PET-CT scan at post-therapy 12 weeks (day 140), and 2-year DFS.
2) Response assessment on the post-treatment week 12 PET-CT scan (exploratory and
optional) and 2-year clinical DFS.

13.3 Primary Objectives Study Design

13.3.1 Primarv Hypothesis and Endpoints
The primary objective of this study is fo determine whether there is a difference of
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unmune expression between the two treatment arms through T cell receptor beta (TCRB)
clonal expansion in peripheral blood at day 21. It is hypothesized that a treatment with
increased clinical benefit will generate more clonal expansion in peripheral blood or more
expansion of tumor-associated clones i peripheral blood. Therefore, the evaluation of
the difference of immune expression between the two treatment arms measured by TCRB
clonal expansion in peripheral blood will be formulated through hypothesis testing via the
difference of the means. The primary hypotheses for this study are

HO: pa = s,

HI: pa # ps,
where ja and pp are the means of the TCRB in peripheral blood for arm A and arm B,
respectively.

Assume that the TCEB 1s normally distributed in arm A and arm B with an equal
standard deviation (o). A two-sided t-test will be used for testing the primary hypotheses
at 10% significance level. The clinically interested effect size (5) 1s 0.95, 1.e., the
difference of means 1s 0.95 times of the standard deviation. A sample size of 40 patients
(20 in each treatment arm) will give this study a 90% power to detect an effect size of
0.95 by a two-sided t-test at significance level of 0.1. Figure 1 shows the estumated
power of this study versus the effect size by the number of patients enrolled on each arm.

Power vs effect size by N1
Alpha=0.10 N2=N1 2-Sided T-Test

Power

T T
0.5 0.8 0.7 08 0.9 1.0

effect size
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Figure 1

Based on prior experience in GOG-9929, it is expected that at least 50% of the enrolled
patients are evaluable for DLT, thus, a sample size of 40 patients (20 in each treatment
arm) will ensure at least 10 DLT-evaluable patients for each regimen.

13.3.2 How Primary Endpoints Will Be Analyzed
All eligible patients who received Arm A (dose at day -21 and dose at day 0) and Arm B
(dose at day 0) and have TCRB measurements will be evaluable. For the primary
objective, there will be a comparison of the arms at day 21 collection by 2-sided t-test at
10% significance level. Based on the mechanism of action of PD-L1 mlabitors, it 1s
unlikely that therapeutic dose would have an immediate effect on the translational
efficacy parameters (dose given at day 21). However, to ensure that this does not
confound the findings, all labs for efficacy assessment will be collected prior to treatment
administration.

13.3.3 Sample Size and Power Calculations:
The sample size and power calculation 1s based on 2-sided t-test under the assumptions
that the TCRB is normally distributed in arm A and arm B with an equal standard
deviation (o). The target accrual of this study is 40 patients (20 in each treatment arm).

A sample size of 40 patients (20 in each treatment arm) will give this study a 90% power
to detect an effect size of 0.95 by a two-sided t-test at significance level of 0.1.

Due to potential attrition, a feasibility assessment of the proportion of patients who are
either ineligible or do not have their bio-specimen for evaluation of the primary endpoints
submitted will be evaluated at the study accrual of 20 patients. The proportion of patients
experiencing at least one DLT i DLT-evaluable patients will be estimated by treatment
arm at this time, and the frequency and severity of all toxicities will be tabulated by
treatment arm for all patients who receive any study treatment. If either the proportion of
attrition is higher than 25% or the proportion of patients with DLT is higher than 30%,
then the principal investigators will be contacted, and conference calls will be scheduled
among the principal investigators and study team.

If the proportion of patients with attrition 1s 25% or less, a sample size of 40 (20 1n each
arm) will results in at least 30 eligible and evaluable patients (15 in each arm) which
would give the study at least 81% power to detect the effect size of 0.95 at sigmficance
level of 0.1 using a two-sided t-test.

13.4 Study Monitoring of Primary Objectives
(Interim Analysis)
Intennim Analvsis for the DMC
There is no formal interim analysis planned. The NRG Oncology Data Monitoring

Committee (DMC) will review the study twice a vear with respect to patient accrual and
morbidity. The DMC also will review the study on an “as needed” basis.
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13.5 Accrual/Study Duration Considerations
The accral rate for this sdy is projected to be approximately 3 patients per month
based on GOG-9929 with adjustment of holding time.

This study will take approximately 16 months to accrue the targeted sample size of 40
patients including a 2 to 3 months of start-up time with little to no accrual. The duration
of study treatment is about 20 weeks, including FDG PET/CT at post-treatment 12
weeks. Final analysis will require distribution of specimens, resolution of queries,
completion of all laboratory tests, and collation of laboratory data with clinical data.
These can be accomplished within 12-18 months of final patient entry.

13.6 Dose Level Guidelines
There are no dose level changes defined in this study.

13.7 Secondary or Exploratory Endpoints (including correlative science aims)
13.7.1 Secondary Hypotheses and Endpoints:

The secondary objectives focus on estimation and description; there are no specific
hypotheses.

Secondary endpoints see Section 13.2.

13.7.2 Definitions of Secondary Endpoints and How These Will Be Analyzed
DLT is defined in Section 5.7. The number of patients who experience DLTs will be

summarized in the DL T-evaluable patients by treatment arm, the corresponding
proportion of patients with DLTs and 90% confidence interval will be estimated.

Adverse events are assessed by NCI CTCAE v5. The frequency and maximum severity
of acute adverse events will be tabulated by treatment arm graded by CTCAE v3.

All patients who receive any study dmg will be evaluable for toxicity. The DLT-
evaluable patients will only include those eligible patients who have a DLT and have
received at least one dose of Atezolizumab, or complete assigned protocol therapy and
are evaluable at the DLT specified time period, where the DLT period for Arm A: start of
the priming dose of atezolizumab until 30 days after the completion of CRT; for Arm B:
start of CRT until 30 days after the completion of CRT.

Disease-free survival (DFS) is defined as the duration of time from study entry to date of
first documented recurrence or progression of disease or death, whichever occurs first.
DEFS is censored in patients who are alive and disease have not recurred or progressed.

Summary statistics (and graph where 1t 1s appropriate) for the measurements of TCR
clonality, diversity and frequency in peripheral blood/tissue at each protocol-specified
collecting time point, measures of PET-CT scan at post-therapy 12 weeks, and the
proportion of patients who are alive and disease-free for at least 2 years will be provided
by treatment arm. If feasible, repeated measure techniques will be applied to imvestigate

NRG-GYO017 92 Version Date: November 8, 2018



the changes and the trajectories of TCR clonality, diversity, and frequency in peripheral
blood by treatment arm, and mixed modeling may be used to explore the corresponding
associations with measurement for PET-CT scan at post-therapy 12 weeks and 2-year
DEFS.

PD-L1 expression m the tissue by treatment arm will be summarized for each protocol-
specified collecting time point. Spearman’s correlation coefficient will be nused to assess
the correlation of PD-L1 expression in the tissue at each protocol-specified collecting
time point by arm with DFS at 2 years and measurement for post-treatment PET-CT,
respectively. The maxinmun number of patients with twmor tissues at each collecting time
1s 20 for each arm.

There are no formal specific hypotheses regarding PD-L1 expression in tumor tissue, but
it is hypothesized that a patient with higher pre-treatment PD-L.1 expression in tumor
tissue will have better clinical responses that are measured by disease-free swrvival at 2
years and post-treatment PET-CT in the treatment with Pembrolizumab. Figure 2 shows
the power to detect a series of Spearman’s rank correlation coefficients from the
Spearman’s rank correlation coefficient (p) of 0 by different sample size using an
asymptotic one-sided test at 10% significance level. A sample size of 20 will provide
approximately at least 80% power to detect a Spearman’s rank correlation coefficient of
0.5 or higher from p = 0 using a one-sided test at 10% significance level.

1.0
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Spearman’s rank correlation coefficient

Figure 2

The purpose of secondary objectives is to estimate and generate hypotheses for future
study. Therefore, there will be no adjustment for multiple tests. Due to small sample size
of this study, exact testing procedure (1.e.. exact Spearman correlation test) may be used
where it is appropriate.

13.7.3 Interim Analvsis for All Other Endpoints (Goals):
No interim analyses are planned for secondary endpoints.
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13.7.4 Power Calculations:

13.7.5

13.8

As there are no specific hypotheses for the secondary endpoints, no power calculations
are done.

Data and Safetv Monitoring;

Clinical data collected on this protocol will be reviewed by the study data manager and
will also be reviewed by the Study Chairperson in conjunction with the Statistics and Data
Management Center (SDMC) on an ongoing basis. In some instances, because of
unexpectedly severe toxicity, early closure of a study may be elected.

The frequency and severity of all toxicities are tabulated from submitted case report forms
and summarized for review by the study chairperson, disease site committee and the
committee charged with monitoring safety in conjunction with each semi-annual meeting.

All serious adverse events (SAEs) are reported to the Study Chair, Sponsor, and regulatory
agencies as mandated in the protocol. SAE reports are reviewed by the Study Chair (or
designated co-chair) immediately for consideration of investigator notification of a
suspected unexpected serions adverse reaction (SUSAR), protocol amendment, and/or
immediate study suspension. All participating mstitutions will receive notification of the
SUSAR from NRG as well as the reason for study suspension (if applicable). Under these
circumstances, accrual cannot be re-activated until the study 15 reviewed by the committee
charged with momtoring safety. However, patients currently receiving treatment may
continue to receive treatment in accordance with protocol guidelines at the discretion of
their physicians, unless directed otherwise.

Exploratory Hypothesis and Endpoints
Exploratory endpoints see Section 13.2.

Summary statistics (and graphs where it is appropriate) of exploratory endpoints will be
done by treatment arm.

Spearman’s correlation coefficient will be implemented to explore the associations of
biomarkers measured at baseline or on-treatment from blood and tissue with 2-vear DFS
and PET scan at post-therapy 12 weeks (day 140), respectively, by treatment arm.

Log-rank test or Cox PH model will be used to explore the associations of biomarkers
measured at baseline or on-treatment from blood and tissue with DFS by treatment arm.

The association of 2-year DFS with the response assessment on the post-treatment week-
12 PET-CT scan in each treatment arm will be examined with Chi-squared tests. The
response assessment on the post-treatment week-12 PET-CT scan is evaluated based on
the ratio of post-treatment week-12 PET-CT SUVmax to base-line PET-CT scan SUV
max: the response will be classified as complete metabolic response for the ratio < 0.34,
or classified as partial metabolic response for 0.34 <= the ratio < 0.76, or classified as
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stable metabolic response for 0.76 <= the ratio < 1.25, or classified as progressive
metabolic disease for the ratio == 1.25

36

The purpose of exploratory objective is to explore and possibly generate hypotheses for
future study. Therefore there will be no adjustment for multiple tests.

13.9 Gender/Ethnicity/Race Distribution

DOMESTIC PLANNED ENROLLMENT REPORT
Ethnic Categories
Racial Categories Not Hispanic or : L
: Hispamc or Latino
Latino
Female Male Female Male i
American Indian/Alaska 1 0 1
Native
Asian 3 0 3
Native Hawanan or Other 0 0 0
Pacific Islander
Black or African American O 0 6
White 20 10 30
More Than One Race 0 0 0
Total 30 10 40

PHS 398 / PHS 2590 (Rev. 08/12 Approved Through 8/31/2015) OMB No. 0925-0001/0002

Stratification Factors
There are no stratification factors in this randommzed two-arm tnal.
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APPENDIX I - TRANSLATIONAL SCIENCE BIOSPECIMEN PROCEDURES

1. Obtaining a Bank ID for Translational Science Biospecimens
Only one Bank ID (# # # # - # # - G # # #) 1s assigned per patient. All translational science
biospecimens and accompanying paperwork must be labeled with this coded patient number.

A Bank ID is automatically assigned once the Specimen Consent is completed and indicates that
a patient has agreed to participate in the translational science component. If a patient has
previously been assigned a Bank ID, please ensure the Bank ID appearing in Rave is the same as
the previously assigned Bank ID.

Please contact User Support if you need assistance or have assigned more than one Bank ID to a
patient (Email: support@nrgoncology.org; Phone: 716-845-7767).

2. Requesting Translational Science Biospecimen Kits

Three single chamber kits will be provided per patient for the collection and shipment of frozen
plasma, bufty coat, and whole blood biospecimens. One kit will be provided for each of the
following time points:

1. days-21 (regimen A only), 0, and 21;

2. days 42, and 63; and

3. day 140.

Sites can order kits online via the Kit Management system
. Each site may order two kit types per

pl'otuc-ol per da;j,r (daily max =6 kitsji.

Please contact the NRG BB-Columbus if you need assistance (Email:

BPCBank@nationwidechildrens.org: Phone: 866-464-2262).

Be sure to plan ahead and allow time for kits to be slhupped by ground transportation. Kits should
arrive within 3-5 business days.

Note: Unused supplies and kits should be returned to the NRG BB-Columbus. A pre-paid
shipping label for the return of unused supplies and kits may be obtained via the Kit
Management system. Select “Empty Kit™ for package contents when returning unused kits.

3. FFPE Tumor Biospecimens Shipped to the NRG BB-Columbus

Only one block may be submitted per tissue type. All FFPE tissue should be submitted with the
corresponding pathology report. If a pathology report if not available for the biopsy, a copy
of the radiology report or operative report from the biopsy procedure must be sent to the
NRG BB-Columbus, along with a completed copy of the Biopsy Pathology Verification
{Appendix V).

3.1 FFPE Biospecimen Requirement
311 Tumor Tissue Type

Formalin-fixed, paraffin embedded (FFPE) tissue should be the most representative of the
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required type:

Regimen A Only
¢ D-21 FFPE primary (FP01) or metastatic (FM01) tumor biopsy should be collected for

after randomuization, prior to the patient receiving any study treatment (day -21 + 3 days).

Regimens A and B
¢« DO FFPE primary (FP02) or metastatic (FM02) tumor chemoradiation biopsy should be

collected at the start of chemoradiation (day 0 + 3 days).
« D28 FFPE primary (FP03) or metastatic (FMO03) tumor brachytherapy biopsy should be
collected at the first brachytherapy (day 28 = 7 days).

3.1.2  FFPE Type
Only blocks will be accepted. Please provide Appendix TV to your pathologist.

3.1.3  Labeling FFPE Biospecimens

A waterproof permanent marker or printed label should be used to label each translational
science FFPE biospecimen with:

Bank ID (####-##-G###)
protocol number (NRG-GY017)
specimen code (see section 3.1.1 above)
collection date (mm/dd/vyyy)

surgical pathology accession number
block number

Note: If labeling shides, only label on the top, front portion of the shide. Do not place a label on
the back of the slide or over the tissue. The label must fit on the slide and should not be wrapped
around the slide or hang over the edge.

314 Completing Form TR for FFPE Biospecimens
The type of biospecimen (block) should be specified on Form TR.

The time the tissue was 1n formalin (1.e.. fixation time) should be entered as Estuimated
Processing Time.

4. Plasma and Buffy Coat Biospecimens Shipped to the NRG BB-Columbus
4.1 Plasma and Buffy Coat Biospecimen Requirement
Plasma and buffy coat biospecimens should be collected at the following time points:

Regimen A Only
1. day -21, prior to atezoliznmab (PB01 for plasma; LBOI1 for buffy coat);

Regimens A and B
2. day 0= 3 days (PBO2 or plasma; LB02 for buffy coat);

3. day 21 + 1 day (PBO03 for plasma; LBO03 for buffy coat);
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4. day 42 + 7 days, at start of brachytherapy (PB04 for plasma; LB04 for buffy coat);
5. day 63 = 3 days (PBO5 for plasma; LBO5 for buffy coat); and
6. day 140 + 7 days, at time of diagnostic PET/CT (PBO06 for plasma; LB06 for buffy coat).

4.2 Processing Plasma and Buffy Coat Biospecimens

1. Label six cryvovials (five for plasma and one for buffy coat) and a 15mL comcal tube as

described below. Use 2mL cryovials as plasma and buffy coat will be shipped to the NRG

BB-Columbus.

Draw 7-10mL of blood into lavender/purple top (K2ZEDTA) tube(s).

3. Immediately after collection, gently ivert the blood collection tube 5-10 times to mix the
blood and K2EDTA.

4. Centrifuge the blood at 1000g for 15 minutes at 4°C (preferred) or room temperature to
separate the plasma (top, straw-colored layer) from the buffy coat (muddle, white laver) and
the red blood cells (bottom, red layer).

5. Transfer the plasma into a pre-labeled 15mlL conical tube and gently mix.

6. Quuckly, evenly dispense (aliquot) the plasma into five pre-labeled cryovials and cap
the tubes securely. Place at least 0.25mL into each cryovial.

7. Transfer the buffy coat to the pre-labeled cryvovial.

8. Immediately freeze the plasma and buffy coat in an upright position in a -70°C to -80°C
freezer or by direct exposure with dry ice until ready to ship. If a -70°C to -80°C freezer is
not available for storage, store and ship on dry ice within 24 hours of collection.

fad

4.3  Labeling Plasma and Buffy Coat
A waterproof permanent marker or printed label must be used to label each translational science
plasma and buffy coat biospecimen with:

Bank ID (# ### -##-G###)

protocol number (NRG-GY017)

specimen code (WB##; see section 4.1 above)
collection date (mm/dd/vvyy)

5. Whole Blood Shipped to the NRG BB-Columbus
5.1 Whole Blood Biospecimen Requirements

Whole blood should be collected at the following time points:

Regimen A Only
1. day -21, prior to atezolizumab (WBO01);

Regimens A and B

day 0 + 3 days (WBO02);

day 21 = | day (WB03);

day 42 + 7 days, at start of brachytherapy (WB04);

day 63 = 3 days (WBO03); and

day 140 + 7 days, at time of diagnostic PET/CT (WB06).

Sl

&

5.2 Processing Whole Blood Biospecimens
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1. Label the lavender/purple top (EDTA) collection tube(s) as described below. Multiple tubes
may be used to collect the required amount. Do not use glass blood collection tubes.

2. Draw 7-10mL of blood into the labeled lavender/purple top tube(s). A minimum of 3mL is

needed for processmg.

Immediately after collection, gently invert the tube 5-10 times to mix the blood and EDTA.

P

Immediately freeze the blood in an upright position in a -70°C to -80°C freezer or by direct

exposure with dry ice until ready to ship. If a -70°C to -80°C freezer is not available for
storage, store and ship on dry ice within 24 hours of collection.

5.3  Labeling Whole Blood
A waterproof permanent marker or printed label must be used to label each translational science
whole blood biospecimen with:

Bank ID (# ### - ## -G #H#H#H)

protocol number (NRG-GY017)

specimen code (WB##; see section 5.1 above)
collection date (mm/dd/vvyy)

6. Submitting Form TR
A specimen fransmittal form (i.e., Form TR) for each biospecimen will be available in the

Translational Research Folder in Rave, once the Specimen Consent (located in the Baseline
Folder) has been completed.

An electromcally (1.e.. Rave) completed copy of Form TR must accompany each biospecimen
shipped to the NRG BB-Columbus. Handwritten forms will not be accepted.

Note: A copy does not need to be sent to the NRG BB-Columbus if biospecimens are not
collected.

Form TR must be printed from the Translational Research Form screen in Rave using the “PDF

File” link at the top of the form. Clicking this link will generate a single page PDF. Do not use
the “Printable Version™ or “View PDF” links at the bottom of the form or any other method to

print the form, as these formats will not be accepted.

Note: Biospecimens will not be marked as received in Rave without receipt of a corresponding
electronically completed Form TR. Incomplete forms or those containing incorrect
information will not be processed and may result in a data query.

Fetain a printout of the completed form for your records.

Please contact User Support if vou need assistance (Email: support@nrgoncologyv.org; Phone:
716-845-7767T).

7. Shipping Translational Science Biospecimens
75 | General Information for Shipping Biospecimens to the NRG BB-Columbus
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+ Translational science biospecimens shonld not be shipped until after patient registration and
Bank TD assignment.

¢ An electromically completed copy of Formn TR must be included for each translational
science biospecimen.

¢ All translational science biospecimens should be shipped to:

NRG BB-Columbus / Protocol NRG-GY017
Nationwide Claldren’s Hospital

700 Children’s Dr, WA1340

Columbus, OH 43205

Phone: 614-722-2865

FAX: 614-722-2897

Email: BPCBank(@nationwidechildrens.org

7.2 FFPE Tissue Shipped to the NRG BB-Columbus

FFPE tissne and a copy of the corresponding pathology report (or Biopsy Pathology
Verification) should be shipped using your own container at your own expense to the NRG BB-
Columbus (address in section 7.1).

Do not ship FFPE tissue for Saturday delivery.

7.3  Frozen Biospecimens Shipped to the NRG BB-Columbus
Frozen plasma, buffy coat, and whole blood should be shipped using the biospecimen kits
provided to the NRG BB-Columbus (address in section 9.1).

Frozen biospecimens should be shipped Monday through Thursday for Tuesday through
Friday delivery. Do not ship frozen biospecimens on Friday or the day before a holiday. Note:
Saturday delivery is not available for frozen biospecimens.

Frozen biospecimens should be stored in an ultra-cold freezing/storage space (i.e., ultra-cold <-
70°C freezer, liquid nitrogen, or direct exposure with dry ice) until the biospecimens can be
shipped.

7.3.1 Shipping Frozen Translational Science Biospecimens in a Single Chamber Kit

1. Pre-fill the kit chamber about 1/3 full with dry ice.

2. Place the frozen biospecimens from each time point in a separate zip-lock bag.

3. Place the zip-lock bags in the biohazard envelope containing absorbent material. Do not put
more than 25 cryovials i a single chamber kit. Put the secondary envelope mto a Tyvek
envelope. Expel as much air as possible before sealing both envelopes.

4. Place the Tyvek envelope containing the frozen biospecimens into the kit and fill the chamber

to the top with dry ice.

Insert a copy of Form TR for each biospecimen.

6. Place the cover on top of the kat. Tape the outer box of the kit closed with filament or other
durable sealing tape. Please do not tape the inner chamber.

L
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7. Prmnt a pre-paid FedEx air bill using the Kit Management link

' s nationwidechildrens ore/KitManagement/). Attach the air bill.

Anax:h the dry ice label (UN1845) and the Exempt Human Specimen sticker.

Arrange for FedEx pick-up through vour site’s usual procedure or by calling 800-238-5355.

8. Banking Translational Science Biospecimens for Future Research
Biospecimens will remain in the NRG BB-Columbus and made available for approved research

projects if the patient has provided permmssion for the use of her biospecimens for future health
research.

Note: Testing of banked biospecimens will not occur until an amendment to this treatment
protocol (or separate correlative science protocol) is reviewed and approved in accordance with

National Clinical Trials Network (NCIN) policies.

The patient’s biospecimen consent choices will be recorded on the signed informed consent
document and electronically via the Specimen Consent form. At the time of biospecimen
selection for project distribution, the most recent consent information will be used.

Sites can amend a patient’s choices regarding the future use of her biospecimens at any
time if the patient changes her mind.

If the patient revokes permission to use her biospecimens, the NRG BB-Columbus will destroy
or return any remaining biospecumens. The patient’s biospecimens will not be used for any
further research; however, any biospecimens distributed for research prior to revoking consent
cannot be returmed or destroyed. In addition, the patient cannot be removed from any research
that has been done with her biospecimens distributed prior to revoking consent.

Note: If return of biospecimens 1s requested, shipping will be at the site’s expense.
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APPENDIX II - PERFORMANCE STATUS CRITERIA

ECOG Performance Status Scale Karnofsky Performance Scale
Grade Descriptions Percent Description
Normal activity. Fully active, able | 100 I;if} ;?;:;;;m Samp s e evidene
0 to carry on all pre-disease : ——
i P Able to carry on normal activity;
performance without restriction. 90 3 : :
minor signs or symptoms of disease.
l%:sutﬂt:?gldsit?;;;;s;llﬁnsg;numm 30 Normal activity with effort; some
i o signs or symptoms of disease.
1 activity. but ambulatory and able gl ymp :
to carry out work of a light or .
sedentary nature (e.g.. light o7 O i fﬂr ?f:]r',f’ unal:le dm Eat'frf’r on .
sk off e woky normal activity or to do active work.
In bed =50%; of the time. Bequires occasional assistance, but
Ambulatory and capable of all 60 |is able to care for most of his/her
2 self-care, but unable to cany out needs.
any work activities. Up and about 50 Fequires considerable assistance and
more than 50% of waking hours. frequent medical care.
In bed =50% of the time. Capable 40 Disabled, requires special care and
3 of only limited self-care, confined assistance.
to bed or chair more than 50% of 30 Severely disabled, hospitalization
waking hours. indicated. Death not imminent.
100% bedridden. Completely 20 Very sick, hospitalization indicated.
A disabled. Cannot carry on any Death not imminent.
self-care. Totally confined to bed 10 Monbund, fatal processes
or chair. progressing rapidly.
5 Dead. 0 Dead.
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APPENDIX III - RADIATION THERAPY CONTOURS
Example contours for the CTV primary, nodal volumes, PTV boost volumes.

CTV into 3 sub regions: CTVn (nodal), and CTVpl and CTVp2 (primary). CTVpl will consist
of the gross tumor, cervix, and uterus as shown in Figure 1; CTVp2 consists of the parametria
and superior third of the vagina (or half of the vagina, if the vagina is clinically involved), as
shown in figure 2.

CTVn will include the PALN region to the vertebral level of 1.1/1.2 interspace or 3 ¢cm cramial to
oross PALN disease, common, external, and internal iliac and presacral lvmph nodes. It is
acceptable to include the mesorectal nodes in CTVn. The upper border of the CTVn should not
extend above the confluence of the commeon 1liac arteries with the aorta (1.e., aortic bifurcation),
and should begin no lower than superior border of L5. The pelvie

The CTVn will be obtained by ensuring an approximately 7 mm margin around the vessels, plus
extension to include any adjacent visible lvmph nodes, lvmphoceles, or pertinent surgical clips.
The presacral nodes should be contoured until the superior border of the S3 vertebral body 1s
reached; below this point the nodal volume can be separated into two structures. The external
iliac nodes should be contoured to the superior aspect of the femoral head. CTVn should be
modified to exclude bone, nmscle, and bowel. The CTV should not extend inferior to the ischial
fuberosities.

Figure 1: CTVpl
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Figure 2: CTVp2

Figure 3: CTVn for pelvic LN locations
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Figure 4: CTVn for PALN locations

CTV 5400: Gross pelvic lymph nodes (obturator LN, internal or external iliac LN) that will
receive BT contribution. Parametrial boosts will be included in this volume. The PTV_ 5400 is a
7mm uniform expansion around CTV 5400. CTV 5800: Gross PALN or pelvic lymph nodes
(common iliac high or low internal or external iliac LN) that will NOT receive BT confribution.
PTV 5800 15 a 7Tmm uniform expansion around CTV 5800,
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PTV_5400

PTV_5800

-

Figure 6: CTV 5800 and PTV 5800 for a PALN boost
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APPENDIX IV - LETTER TO PATHOLOGISTS
Dear Pathologist,

Your site 1s a participant in NRG GY017, “Anti PD-L1 (Atezolizumab) as an Immune Primer
and Concurrently with Extended Field Chemoradiotherapy for Node Positive Locally Advanced
Cervical Cancer.”

This study includes integral and integrated biomarker testing.

e The integral testing required to complete the primary objective of the study will use
DNA 1solated from formalin-fixed, paratfin-embedded (FFPE) tumor biopsies to
examine T cell repertoires.

* The integrated testing required to complete a secondary objective will use FFPE tumor
biopsies to stain for PD-L1 at a sponsor-designated laboratory. The PD-L1 testing
requirements mandate that slides used for testing must be fresh cur.

Given the biospecimen requirements for this biomarker testing, NRG GY017 requires all sites
submit FFPE blocks only (i.e., unstained slides will not be accepted). Blocks may be

submitted on a permanent or temporary basis.

If submitted on a temporary basis, blocks will be returned after the completion of the integral and
mtegrated biomarker testing. The NRG Biospecimen Bank (BB )-Columbus will section blocks
every six months. At the time of sectioning, the NRG BB-Columbus will fresh cut ten
consecutive unstained sections (5um each) for shipment to the designated laboratories.

If return of the block is requested, the NRG BB-Columbus will contact your institution for

a Fed Ex Account number and shipping address gffer completion of the integral and
integrated biomarker testing.

If you should have any questions, please do not hesitate to contact Drs. Jyoti Mayadev (PI) and
_(Translatimlal Research Scientist).

We thank you in advance for your participation in this trial and your commitment to the
successful completion of this study’s objectives.

Sincerely,

Ivoti Mayadev, MD
I > !
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APPENDIX V - BIOPSY PATHOLOGY VERIFICATION

A copy of the corresponding pathology report must be shipped with all tissue biospecimens sent
to the NRG BB-Columbus.

It a pathology report is not available for the biopsy, a copy of the radiology report or
operative report from the biopsy procedure must be sent to the NRG BB-Columbus. A

completed copy of this appendix (i.e., Biopsy Pathology Verification) must also be
submitted to the NRG BB-Columbus.

Note: If this information is not provided with the biopsy biospecimen, it will not be
accepted by the NRG BB-Columbus.

Please have the pathologist responsible for signing out this patient’s case complete the following:

Study ID: -GYO017-

Date of Procedure (mm/dd/yyyy):

Tissue Type (circle one): Recurrent Primary Recurrent Metastatic

Site Tissue Taken From:

Diagnosis:

Recurrent disease documented by:

I agree that this tissue may be released for research purposes only and that the release of this
tissue will not have any impact on the patient’s care.

Pathologist’s Signature Date

Pathologist’s Printed Name
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APPENDIX VI - NCI/DCTD COLLABORATIVE AGREEMENTS LANGUAGE
Collaborative Agreements Language

Protocols that involve agent(s) covered by a collaborative agreement with a biotech/pharma

company(les) must incorporate the NCL/ DCTD Collaborative Agreement Language shown
below.

The agent(s) supplied by CTEP, DCTD, NCI used in this protocol is/are provided to the NCI
under a Collaborative Agreement (CRADA, CTA, CSA) between the Pharmacentical
Company(ies) (heremafter referred to as “Collaborator(s)”) and the NCI Division of Cancer
Treatment and Diagnosis. Therefore, the following obligations/guidelines, in addition to the
provisions in the “Intellectual Property Option to Collaborator™

(http://ctep.cancer. gov/industryCollaborations2/intellectual property htm) contained within the
terms of award, apply to the use of the Agent(s) in this study:

1. Agent(s) may not be used for any purpose outside the scope of this protocol, nor can
Agent(s) be transferred or licensed to any party not participating in the clinical study.
Collaborator(s) data for Agent(s) are confidential and proprietary to Collaborator(s) and shall be
maintained as such by the mvestigators. The protocol documents for studies utilizing Agents
contain confidential information and should not be shared or distributed without the permission
of the NCI. If a copy of this protocol 1s requested by a patient or patient’s family member
participating on the study, the mdividual should sign a confidentiality agreement. A suitable
model agreement can be downloaded from: http://ctep.cancer.gov.

2. For a clinical protocol where there is an investigational Agent used in combination with
(an)other Ageni(s), each the subject of different Collaborative Agreements, the access to and use
of data by each Collaborator shall be as follows (data pertaming to such combination use shall
hereinafter be referred to as “Multi-Party Data™):

a. NCIwill provide all Collaborators with prior written notice regarding the existence and
nature of any agreements governing their collaboration with NCT. the design of the proposed
combination protocol, and the existence of any obligations that would tend to restrict NC1's
participation in the proposed combination protocol.

b. Each Collaborator shall agree to permit use of the Multi-Party Data from the clinical trial by
any other Collaborator solely to the extent necessary to allow said other Collaborator to develop,
obtain regulatory approval or commercialize its own Agent.

¢. Any Collaborator having the right to use the Multi-Party Data from these trials must agree in
writing prior to the commencement of the trials that it will use the Multi-Party Data solely for
development, regulatory approval, and commercialization of its own Agent.

3. Clinical Trial Data and Results and Raw Data developed under a Collaborative Agreement

will be made available to Collaborator(s), the NCI, and the FDA, as appropriate and unless
additional disclosure is required by law or cowt order as described in the IP Option to
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Collaborator (http://ctep.cancer.gov/industryCollaborations2/intellectual property.htm).
Additionally, all Clinical Data and Results and Raw Data will be collected, nsed and disclosed
consistent with all applicable federal statutes and regulations for the protection of human
subjects, mcluding, if applicable, the Standards for Privacy of Individually Identifiable Health
Information set forth in 45 C.F.R. Part 164.

4. When a Collaborator wishes to initiate a data request, the request should first be sent to the
NCI, who will then notify the appropriate investigators (Group Chair for Cooperative Group
studies, or PI for other studies) of Collaborator's wish to contact them.

5. Any data provided to Collaborator(s) for Phase 3 studies must be in accordance with the
gnidelines and policies of the responsible Data Monitoring Committee (DMC), if there is a DMC
for this clinical trial.

6. Any manuscripts reporting the results of this clinical trial must be provided to CTEP by the
Group office for Cooperative Group studies or by the principal investigator for non-Cooperative
Group studies for immediate delivery to Collaborator(s) for advisory review and comment prior
to submission for publication. Collaborator(s) will have 30 days from the date of receipt for
review. Collaborator shall have the right to request that publication be delayed for up to an
additional 30 days in order to ensure that Collaborator’s confidential and proprietary data. in
addition to Collaborator(s)’s intellectual property rights, are protected. Copies of abstracts must
be provided to CTEP for forwarding to Collaborator(s) for courtesy review as soon as possible
and preferably at least three (3) days prior to submission, but in any case, prior to presentation at
the meeting or publication in the proceedings. Press releases and other media presentations must
also be forwarded to CTEP prior to release. Copies of any manuscript, abstract and/or press
release/ media presentation should be sent to:

Email: ncicteppubs@mail. nih.gov

The Regulatory Affairs Branch will then distnibute them to Collaborator(s). No publication,
manuscript or other form of public disclosure shall contain any of Collaborator’s confidential/
proprietary information.
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