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S1400 [NCT 02154490] is the parent study to S1400I [NCT 02785952].  

The S1400 Lung-MAP study is considered one study under one IND consisting of: 
• S1400 Version Control Protocol  
• S1400 Main Screening Protocol Component 
• Multiple Sub-Studies (or sub-protocols) Components  

Each component is contained in its own separate document.   

S1400I is one of these components. Each “component” consists of the protocol 
document and its associated informed consent document(s).  Since each screening 
and sub-study component operates independently from the other components contained 
in Lung-MAP, each has its own version date and NCT number. This is due to the complexity 
of the study and how it must be entered into different computer programs.  
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	TITLE
	TABLE OF CONTENTS
	CANCER TRIALS SUPPORT UNIT (CTSU) ADDRESS AND CONTACT INFORMATION
	SCHEMA
	1.0  OBJECTIVES
	1.1 Primary Objective
	1.2 Secondary Objective(s)
	a. To compare investigator-assessed progression-free survival (IA-PFS) in patients with advanced stage refractory SCCA of the lung randomized to nivolumab plus ipilimumab versus nivolumab.
	b. To compare the response rates (confirmed and unconfirmed, complete and partial) per RECIST 1.1 among patients randomized to receive nivolumab plus ipilimumab versus nivolumab.
	c. To compare the response rates (confirmed only, complete and partial) per RECIST 1.1 among patients randomized to receive nivolumab plus ipilimumab versus nivolumab.
	d. To evaluate the frequency and severity of toxicities associated with nivolumab plus ipilimumab versus nivolumab.

	1.3 Translational Medicine Objectives
	a. To evaluate if there is a differential treatment effect on OS, IA-PFS, and Response by tumor PD-L1 expression status.
	b. S1400I Patient Reported Outcomes (PRO) Objectives
	1. To compare symptom status by treatment arm using a validated PRO symptom measure, the M. D. Anderson Symptom Inventory (MDASI-LC) Severity Score.
	2. To identify PRO-based symptoms prognostic for time to progression.
	3. To develop a statistical model that identifies a PRO-based symptom score optimally prognostic for survival outcomes.
	4. To evaluate functional status/interference of symptoms with life as a prognostic variable for time to progression.
	5. To compare treatment-related toxicities by treatment arm at each assessment time.
	6. To compare EQ-5D Index scores by treatment arm.
	7. To collect psychometric information (reliability and validity) data for the Non-Small Cell Lung Cancer Symptom Assessment Questionnaire (NSCLC-SAQ).



	2.0 BACKGROUND
	3.0 DRUG INFORMATION
	3.1 Nivolumab (BMS-936558, MDX1106, Opdivo®) (NSC # 748726) (IND-119672)
	a. PHARMACOLOGY
	b. PHARMACOKINETICS
	1. Distribution: Nivolumab has linear pharmacokinetics after single and multiple dosing within the range 0.1 mg/kg to 10 mg/kg. The volume distribution (Vd) is 8L.
	2. Elimination: Clearance is independent of dose in the range 0.1 mg/kg to 10 mg/kg. The total body clearance is 9.5 mL/hr, and the elimination half-life of is approximately 26.7 days. Body weight normalized dosing showed approximately constant trough...

	c. Adverse effects
	1. Adverse Effects: 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. Frequency is ...
	2. Pregnancy and Lactation:
	3. Potential Drug Interactions: The indirect drug-drug interaction potential of nivolumab was assessed using systemic cytokine modulation data for cytokines known to modulate CYP enzymes.  There were no meaningful changes in cytokines known to have in...

	d. DOSING & ADMINISTRATION
	e. HOW SUPPLIED
	1. Description: Nivolumab Injection is a clear to opalescent, colorless to pale yellow liquid; light (few) particulates may be present. The drug product is a sterile, nonpyrogenic, single-use, isotonic aqueous solution formulated in sodium citrate dih...
	2. How Supplied: Nivolumab is supplied by Bristol-Myers Squibb and distributed by the Pharmaceutical Management Branch, CTEP/DCTD/NCI as 100 mg vials (10 mg/mL) with a 0.7 mL overfill.  It is supplied in 10 mL type I flint glass vials, with fluoropoly...

	f. STORAGE, PREPARATION & STABILITY
	1. Storage: Vials of nivolumab injection must be stored at 2 -8 C (36 -46 F) and protected from light and freezing. The unopened vials can be stored at room temperature (up to 25 C, 77 F) and room light for up to 48 hours.
	2. Preparation: Nivolumab injection can be infused undiluted (10 mg/mL) or diluted with 0.9% Sodium Chloride Injection, USP or 5% Dextrose. When the dose is based on patient weight (i.e., mg/kg), nivolumab injection can be infused undiluted or diluted...
	3. Compatibility: Nivolumab infusions are compatible with polyvinyl chloride (PVC) or polyolefin containers and infusion sets, and glass bottles.
	4. Stability: Shelf-life stability studies of the intact vials are ongoing.

	g. DRUG ORDERING & ACCOUNTABILITY
	1. Drug ordering: Study specific supplies will be provided to sites once a patient has been randomized. Starter supplies will not be provided. NCI-supplied agents may be requested by the Principal Investigator (or their authorized designee) at each pa...
	2. Drug Handling and Accountability (NCI logs or other)
	a. Drug Accountability:  The investigator, or a responsible party designated by the investigator, must maintain a careful record of the receipt, disposition, and return of all drugs received from the PMB using the Drug Accountability Record Form avail...
	b. Electronic logs are allowed as long as a print version of the log process is the exact same appearance as the current NCI DARF. If the trial is a placebo control trial – indicate that separate DARFs are needed for each patient to also include the p...

	3. Drug return and/or disposition instruction (include forms if needed)
	a. All undispensed drug supplies should be returned to the PMB.  When it is necessary to return study drug (e.g., sealed bottles remaining when PMB sends a stock recovery letter), investigators should return the study drug to the PMB using the NCI Ret...
	b. Drug expiration: (If packaging does not have expiration date, check with drug ordering designee and/or PI at site to confirm receipt of ongoing stability testing letter from NCI when internal drug audits are being performed on a quarterly basis. If...

	4. Contact Information and Useful Links


	3.2 Ipilimumab (BMS-734016, MDX-010, YERVOY®) (NSC 732442) (IND-119672)
	a. PHARMACOLOGY
	b. PHARMACOKINETICS
	1. Absorption: No formal pharmacokinetic drug interaction studies have been conducted with ipilimumab. Ipilimumab is not expected to have pharmacokinetic drug-drug interactions, since it is not metabolized by CYP450 or other drug metabolizing enzymes.
	2. Distribution: Ipilimumab is confined mainly to the extracellular fluid. Peak concentration (Cmax), trough concentration (Cmin), and area under the plasma concentration versus time curve (AUC) of ipilimumab increased dose proportionally within the d...
	3. Metabolism: Not applicable.  Monoclonal antibodies are usually degraded into amino acids and small peptides, independently from CYP450 or other drug-metabolizing enzymes.
	4. Elimination: Clearance increased with body weight, but no dose adjustment is required with dosing on a mg/kg basis. Upon repeated dosing every 3 weeks, the clearance (CL) of ipilimumab was found to be time-invariant, and systemic accumulation was 1...

	c. Adverse effects
	1. Adverse Effects: 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. Refer to the ...
	2. Pregnancy and Lactation: There are no adequate and well-controlled studies of Ipilimumab in pregnant women. Use of Ipilimumab during pregnancy only if the potential benefit justifies the potential risk to the fetus.  Human IgG1 is known to cross th...
	3. Drug Interactions:  No formal pharmacokinetic drug interaction studies have been conducted with ipilimumab. Ipilimumab is not expected to have pharmacokinetic drug-drug interactions, since it is not metabolized by CYP450 or other drug metabolizing ...

	d. DOSING & ADMINISTRATION
	e. HOW SUPPLIED
	1. Ipilimumab will be supplied free of charge by Bristol-Myers-Squibb (BMS) and distributed by NCI/DCTD/CTEP.
	2. Ipilimumab injection is supplied as 200 mg/40 mL (5 mg/mL).  It is formulated as a clear to slightly opalescent, colorless to pale yellow, sterile, nonpyrogenic, single-use, isotonic aqueous solution that may contain particles.

	f. STORAGE, PREPARATION& STABILITY
	1. Store intact vials of ipilimumab refrigerated at (20 to 80C), protected from light.  Do not freeze.
	2. Ipilimumab is given undiluted or further diluted in 0.9% NaCl Injection, USP or 5% Dextrose Injection, USP in concentrations between 1 mg/mL and 4 mg/mL.  Ipilimumab is stable in a polyvinyl chloride(PVC), non-PVC/non DEHP (di-(2-ethylhexyl) phthal...
	3. The product may be infused using a volumetric pump at the protocol-specific dose(s) and rate(s) through a PVC IV solution infusion set with an in-line, sterile, nonpyrogenic, low-protein-binding filter (pore size of 0.2 micrometer to 1.2 micrometer).
	4. Do not administer ipilimumab as an IV push or bolus injection.
	5. Partially used vials or empty vials of ipilimumab injection should be discarded at the site according to appropriate drug disposal procedures.

	g. DRUG ORDERING & ACCOUNTABILITY
	1. Drug ordering: Study specific supplies will be provided to sites once a patient has been randomized.  Starter supplies will not be provided. NCI-supplied agents may be requested by the Principal Investigator (or their authorized designee) at each p...
	2. Drug Handling and Accountability (NCI logs or other)
	a. Drug Accountability: The investigator, or a responsible party designated by the investigator, must maintain a careful record of the receipt, disposition, and return of all drugs received from the PMB using the Drug Accountability Record Form availa...
	b. Electronic logs are allowed as long as a print version of the log process is the exact same appearance as the current NCI DARF. If the trial is a placebo control trial – indicate that separate DARFs are needed for each patient to also include the p...

	3. Drug return and/or disposition instruction
	a. Drug Returns: All unused drug supplies should be returned to the PMB. When it is necessary to return study drug (e.g., sealed vials remaining when expired vials are recalled by the PMB), investigators should return the study drug to the PMB using t...
	b. Drug Expiration: Shelf life stability studies of the intact vials of ipilimumab are on-going.

	4. Contact Information and Useful Links



	4.0 STAGING CRITERIA
	5.0 ELIGIBILITY CRITERIA
	5.1 Sub-Study Specific Disease Related Criteria
	a. Patients must have been assigned to S1400I.
	b. Patients must not have had prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CTLA-4 antibody, or any other antibody or drug specifically targeting T-cell costimulation or immune checkpoint pathways.
	c. Patients must not have an active, known, or suspected autoimmune disease. Patients are permitted to enroll if they have vitiligo, type I diabetes mellitus, hypothyroidism only requiring hormone replacement, psoriasis not requiring systemic treatmen...

	5.2 Sub-Study Specific Clinical/Laboratory Criteria
	a. Patients must not have any known allergy or reaction to any component of the nivolumab and ipilimumab formulations.
	b. Patients must not have received systemic treatment with corticosteroids (> 10 mg daily prednisone or equivalent) or other immunosuppressive medications within 14 days prior to sub-study registration.  Inhaled or topical steroids, and adrenal replac...
	c. Patients must not have a known positive test for hepatitis B virus surface antigen (HBV sAg) or hepatitis C virus ribonucleic acid (HCV antibody) indicating acute or chronic infection. Patients with a positive hepatitis C antibody with a negative v...
	d. Patients must not have known history of testing positive for human immunodeficiency virus (HIV) or known acquired immunodeficiency syndrome (AIDS). [This criterion replaces common eligibility criteria in Section 5.3n.]
	e. Patients must not have interstitial lung disease that is symptomatic or disease that may interfere with the detection or management of suspected drug-related pulmonary toxicity.
	f. Patients must also be offered participation in banking for future use of specimens as described in Section 15.0.
	g. Patients must have a Lipase, Amylase, TSH with reflex Free T3/T4 performed within 7 days prior to sub-study registration. Additional timepoints are noted in Section 9.0, Study Calendar. [Note: For the Canadian sites, testing for lipase only is acce...
	h. Patients must not have any Grade III/IV cardiac disease as defined by the New York Heart Association Criteria (i.e., patients with cardiac disease resulting in marked limitation of physical activity or resulting in inability to carry on any physica...
	i. Patients who can complete PRO forms in English are required to complete a pre-study S1400I Patient Reported Outcomes (PRO) Questionnaire and a pre-study S1400I EQ-5D Questionnaire within 14 days prior to registration (see Section 18.2 of S1400I). N...

	5.3 Common Eligibility Criteria for all Sub-Studies
	a. Patients whose biomarker profiling results indicate the presence of an EGFR mutation or EML4/ALK fusion are not eligible. Due to existence of approved therapies the biomarker exclusion rules are as follows:
	b. Patients must have progressed (in the opinion of the treating investigator) following the most recent line of therapy.
	c. Patients must not have received any prior systemic therapy (systemic chemotherapy, immunotherapy or investigational drug) within 21 days prior to sub-study registration. Patients must have recovered (≤ Grade 1) from any side effects of prior therap...
	d. Patients must have measurable disease (see Section 10.0) documented by CT or MRI.  The CT from a combined PET/CT may be used to document only non-measurable disease unless it is of diagnostic quality as defined in S1400 Section 10.1c.  Measurable d...
	e. Patients must have a CT or MRI scan of the brain to evaluate for CNS disease within 42 days prior to sub-study registration.  Patient must not have leptomeningeal disease, spinal cord compression or brain metastases unless: (1) metastases have been...
	f. Patients must have fully recovered from the effects of major surgery at least 14 days prior to sub-study registration.
	g. Patients must not be planning to receive any concurrent chemotherapy, immunotherapy, biologic or hormonal therapy for cancer treatment.  Concurrent use of hormones for non-cancer-related conditions (e.g., insulin for diabetes and hormone replacemen...
	h. Patients must have an ANC ≥ 1,500/mcl, platelet count ≥ 100,000 mcl, and hemoglobin ≥ 9 g/dL obtained within 28 days prior to sub-study registration.
	i. Patients must have adequate hepatic function as defined by serum bilirubin ≤ Institutional Upper Limit of Normal (IULN) and either ALT or AST ≤ 2 x IULN within 28 days prior to sub-study registration (if both ALT and AST are done, both must be < 2 ...
	j. Patients must have a serum creatinine ≤ the IULN OR measured or calculated creatinine clearance ≥ 50 mL/min using the following Cockroft-Gault Formula:
	k. Patients must have Zubrod performance status of 0-1 (see Section 10.4 in S1400) documented within 28 days prior to sub-study registration.
	l. [This common eligibility criteria has been removed as it conflicts with the sub-study specific criteria in Section 5.2h.  A place holder remains to keep consistency across all sub-studies].
	m. [This common eligibility criteria has been removed as it conflicts with the sub-study specific criteria in Section 5.2c.  A place holder remains to keep consistency across all sub-studies]
	n. [This common eligibility criteria has been removed as it conflicts with the sub-study specific criteria in Section 5.2d.  A place holder remains to keep consistency across all sub-studies]
	o. Prestudy history and physical exam must be obtained within 28 days prior to sub-study registration.
	p. No other prior malignancy is allowed except for the following:  adequately treated basal cell or squamous cell skin cancer, in situ cervical cancer, adequately treated Stage I or II cancer from which the patient is currently in complete remission, ...
	q. Patients must not be pregnant or nursing.  Women/men of reproductive potential must have agreed to use an effective contraceptive method.  A woman is considered to be of "reproductive potential" if she has had menses at any time in the preceding 12...
	r. As a part of the OPEN registration process (see Section 13.4 in S1400 for OPEN access instructions) the treating institution's identity is provided in order to ensure that the current (within 365 days) date of institutional review board approval fo...
	s. Patients with impaired decision-making capacity are eligible as long as their neurological or psychological condition does not preclude their safe participation in the study (e.g., tracking pill consumption and reporting adverse events to the inves...
	t. Patients must be informed of the investigational nature of this study and must sign and give written informed consent in accordance with institutional and federal guidelines.


	6.0 STRATIFICATION FACTORS
	6.1 Patients will be randomized between nivolumab with or without ipilimumab using block randomization.
	6.2 Randomization will be stratified by:
	a. Gender (Male vs. Female)
	b. Number of prior therapies (1 vs. 2 or more)


	7.0 TREATMENT PLAN
	7.1 Pre-Medication and Supportive Care
	7.2 Treatment – Non-Match S1400I
	a. Arm 1:  Nivolumab plus Ipilimumab
	b. Arm 2:  Nivolumab

	7.3 Criteria for Removal from Protocol Treatment
	a. Progression of disease as defined in Section 10.2d in S1400.  However, the patient may continue protocol treatment as long as the patient is continuing to clinically benefit from treatment in the opinion of the treating investigator. Patients shoul...
	b. Symptomatic deterioration (as defined in Section 10.2e of S1400).
	c. Unacceptable toxicity.
	d. Treatment delay for any reason > 84 days (12 weeks) (or as noted in Section 8.0).
	e. The patient may withdraw from this study at any time for any reason.

	7.4 Discontinuation of Treatment
	7.5 Follow-Up Period

	8.0 TOXICITIES TO BE MONITORED AND DOSE MODIFICATIONS
	8.1 NCI Common Terminology Criteria for Adverse Events
	8.2 General Considerations
	a. No dose reductions are allowed.
	b. The maximum dose delay for any reason is 84 days (12 weeks).
	c. Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g., prednisone) at start of tapering or earlier, once sustained clinical improvement is observed.  Lower bioavailability of oral corticosteroids should be take...
	d. Cardiotoxic drugs should be avoided during the course of study treatment.

	8.3 Dose Modifications – Nivolumab and Ipilimumab, Arm 1
	a. Dose Delay Criteria for Combination Therapy with Nivolumab and Ipilimumab
	1. Any Grade 2 non-skin, drug-related adverse event, except for fatigue and laboratory abnormalities
	2. Any Grade 3 skin drug-related AE
	3. Any Grade 3 drug-related laboratory abnormality with the following exceptions for lymphopenia, AST, ALT, or total bilirubin or asymptomatic amylase or lipase:
	4. Any AE, laboratory abnormality or inter-current illness which, in the judgment of the investigator, warrants delaying the dose of study medication.
	5. Nivolumab may be delayed until the next planned ipilimumab dose if the next ipilimumab dose is scheduled within the next 12 days. This will permit periodic ipilimumab dosing to be synchronized with nivolumab dosing.
	6. Ipilimumab should be dosed at the specified interval regardless of any delays in intervening nivolumab doses. However, in order to maintain periodic synchronized dosing of ipilimumab and nivolumab, the dosing days of nivolumab and ipilimumab may be...
	7. If an ipilimumab dose is delayed beyond 6 weeks from the prior ipilimumab dose, then subsequent ipilimumab doses should rescheduled to maintain the 6 week interval between consecutive ipilimumab doses.
	8. A dose delay of ipilimumab which results in no ipilimumab dosing for > 12 weeks requires ipilimumab discontinuation, with exceptions as noted in Section 8.6.

	b. Criteria to Resume Nivolumab and Ipilimumab Dosing
	1. Patients may resume treatment in the presence of Grade 2 fatigue.
	2. Patients who have not experienced a Grade 3 drug-related skin AE may resume treatment in the presence of Grade 2 skin toxicity.
	3. Patients with baseline Grade 1 AST/ALT or total bilirubin who require dose delays for reasons other than a 2-grade shift in AST/ALT or total bilirubin may resume treatment in the presence of Grade 2 AST/ALT or total bilirubin.
	4. Patients with combined Grade 2 AST/ALT and total bilirubin values meeting discontinuation parameters (Sections 8.5 and 8.6) should have treatment permanently discontinued.
	5. Drug-related pulmonary toxicity, diarrhea, or colitis must have resolved to baseline before treatment is resumed.
	6. Patients who received systemic corticosteroids for management of any drug-related toxicity must be off corticosteroids or have tapered down to an equivalent dose of prednisone +10 mg/day.
	7. Drug-related endocrinopathies adequately controlled with only physiologic hormone replacement may resume treatment after consultation with the Study Chairs, Drs. Scott Gettinger and Lyudmila A. Bazhenova (S1400IMedicalQuery@swog.org).
	8. Dose delay of ipilimumab which results in no ipilimumab dosing for > 12 weeks requires ipilimumab discontinuation, with exceptions as noted in Section 6.
	9. In general, patients who meet criteria to resume ipilimumab will also have met criteria to resume nivolumab, so it should be feasible to synchronize dosing of both drugs when resuming ipilimumab. In order to facilitate this, the dosing days of nivo...
	10. One exception to note is when ipilimumab and nivolumab doses are delayed per investigator discretion due to drug- related Grade >3 amylase or lipase abnormalities not associated with symptoms or clinical manifestations of pancreatitis. If the inve...


	8.4 Dose Modifications – Nivolumab, Arm 2
	a. Dose Delay Criteria for Nivolumab
	b. Criteria to Resume Nivolumab Dosing
	1. Patients may resume treatment in the presence of Grade 2 fatigue.
	2. Patients who have not experienced a Grade 3 drug-related skin AE may resume treatment in the presence of Grade 2 skin toxicity.
	3. Patients with baseline Grade 1 AST/ALT or total bilirubin who require dose delays for reasons other than a 2-Grade shift in AST/ALT or total bilirubin may resume treatment in the presence of Grade 2 AST/ALT OR total bilirubin.
	4. Patients with combined Grade 2 AST/ALT and total bilirubin values meeting discontinuation parameters (Section 8.5.) should have treatment permanently discontinued.
	5. Drug-related pulmonary toxicity, diarrhea, or colitis must have resolved to baseline before treatment is resumed. Patients with persistent Grade 1 pneumonitis after completion of a steroid taper over at least 1 month may be eligible for retreatment...
	6. Drug-related endocrinopathies adequately controlled with only physiologic hormone replacement may resume treatment after consultation with the Study Chairs, Drs Scott Gettinger and Lyudmila A. Bazhenova at (S1400IMedicalQuery@swog.org).
	7. Patients who delay study treatment per investigator discretion due to any Grade 3 amylase or lipase abnormality that is not associated with symptoms or clinical manifestations of pancreatitis, and that is assessed by the investigator to be relate...
	8. Dose delay of nivolumab which results in treatment interruption of > 6 weeks requires treatment discontinuation, with exceptions as noted in Section 8.5.


	8.5 Treatment Discontinuation Criteria Nivolumab and the Combination (Nivolumab with Ipilimumab)
	a. Any Grade 2 drug-related uveitis or eye pain or blurred vision that does not respond to topical therapy and does not improve to Grade 1 severity within the re-treatment period OR requires systemic treatment
	b. Any Grade > 2 drug-related pneumonitis or interstitial lung disease that does not resolve to dose delay and systemic steroids (also see Pulmonary Adverse Event Management Algorithm);
	c. Any Grade 3 drug-related bronchospasm, hypersensitivity reaction, or infusion reaction, regardless of duration;
	d. Any Grade 3 non-skin, drug-related adverse event lasting > 7 days, with the following exceptions for uveitis, pneumonitis, bronchospasm, diarrhea, colitis, neurologic toxicity, hypersensitivity reactions, infusion reactions, endocrinopathies, and l...
	e. Any Grade 4 drug-related adverse event or laboratory abnormality, except for the following events, which do not require discontinuation:
	f. Dosing delays lasting > 6 weeks from the previous dose that occur for non-drug-related reasons may be allowed if approved by the Study Chairs, Drs. Scott Gettinger and Lyudmila A. Bazhenova (S1400IMedicalQuery@swog.org). Prior to re-initiating trea...
	g. Any adverse event, laboratory abnormality, or intercurrent illness which, in the judgment of the Investigator, presents a substantial clinical risk to the patient with continued nivolumab dosing.

	8.6 Treatment Discontinuation Criteria Ipilimumab
	a. Any Grade >2 drug-related uveitis or eye pain or blurred vision that does not respond to topical therapy and does not improve to Grade 1 severity within 2 weeks OR requires systemic treatment;
	b. Any Grade >3 bronchospasm or other hypersensitivity reaction;
	c. Any other Grade 3 non-skin, drug-related adverse with the following exceptions for laboratory abnormalities, grade 3 nausea and vomiting, grade 3 neutropenia and thrombocytopenia, and symptomatic endocrinopathies which resolved (with or without hor...
	d. Any drug-related liver function test (LFT) abnormality that meets the following criteria require discontinuation:
	e. Any Grade 4 drug-related adverse event or laboratory abnormality, except for the following events, which do not require discontinuation:
	f. Any treatment delay resulting in no ipilimumab dosing for > 12 weeks with the following exceptions: Dosing delays to manage drug-related adverse events, such as prolonged steroid tapers, are allowed. Prior to re-initiating treatment in a patient wi...
	g. Dosing delays resulting in no ipilimumab dosing for > 12 weeks that occur for non-drug- related reasons may be allowed if approved by the Study Chairs, Drs. Scott Gettinger and Lyudmila A. Bazhenova (S1400IMedicalQuery@swog.org).  Prior to re- init...
	h. Any adverse event, laboratory abnormality, or intercurrent illness which, in the judgment of the Investigator, presents a substantial clinical risk to the patient with continued nivolumab dosing.

	8.7 Treatment of Nivolumab or Ipilimumab Infusion Reactions
	a. For Grade 1:
	b. For Grade 2:
	c. For Grade 3 or 4:
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	9.0 STUDY CALENDAR
	10.0 CRITERIA FOR EVALUATION AND ENDPOINT ANALYSIS
	10.1 Measurability of Lesions
	a. Measurable disease: Measurable disease is defined differently for lymph nodes compared with other disease and will be addressed in a separate section below.
	1. Lesions that can be accurately measured in at least one dimension (longest diameter to be recorded) as ≥ 2.0 cm by chest x-ray, by ≥ 1.0 cm with CT or MRI scans, or ≥ 1.0 cm with calipers by clinical exam. All tumor measurements must be recorded in...
	2. Malignant lymph nodes are to be considered pathologically enlarged and measurable if it measures ≥ 1.5 cm in SHORT AXIS (greatest diameter perpendicular to the long axis of the lymph node) when assessed by scan (CT scan slice recommended being no g...

	b. Non-measurable disease:  All other lesions (or sites of disease), including small lesions (longest diameter < 1.0 cm or pathologic lymph nodes with ≥ 1.0 cm to < 1.5 cm short axis), are considered non-measurable disease. Note:  Lymph nodes that hav...
	c. Notes on measurability
	1. For CT and MRIs, the same type of scanner should be used and the image acquisition protocol should be followed as closely as possible to prior scans.  Body scans should be performed with breath-hold scanning techniques, if possible.
	2. PET-CT:  At present, the low dose or attenuation correction CT portion of a PET-CT is not always of optimal diagnostic CT quality for use with RECIST measurements.  However, if the site can document that the CT performed as part of a PET-CT is of i...
	3. Ultrasound: Ultrasound is not useful in assessment of lesion size and should not be used as a method of measurement.
	4. Cystic lesions that meet the criteria for radiographically defined simple cysts should not be considered as malignant lesions (neither measurable nor non-measurable) since they are, by definition simple cysts.
	5. If a target lesion becomes very small, some radiologists indicate that it is too small to measure.  If the lesion is actually still present, a default measurement of 0.5 cm should be applied.  If the radiologist believes the lesion has gone, a defa...


	10.2 Objective Status at Each Disease Evaluation
	a. Complete Response (CR):  Complete disappearance of all target and non-target lesions (with the exception of lymph nodes mentioned below).  No new lesions.  No disease related symptoms.   Any lymph nodes (whether target or non-target) must have redu...
	b. Partial Response (PR): Applies only to patients with at least one measurable lesion. Greater than or equal to 30% decrease under baseline of the sum of appropriate diameters of all target measurable lesions.  No unequivocal progression of non-measu...
	c. Stable: Does not qualify for CR, PR, Progression or Symptomatic Deterioration.  All target measurable lesions must be assessed using the same techniques as baseline.
	d. Progression: One or more of the following must occur:  20% increase in the sum of appropriate diameters of target measurable lesions over smallest sum observed (over baseline if no decrease during therapy) using the same techniques as baseline, as ...
	1. Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is a sign of progression based on a new lesion.
	2. No FDG-PET at baseline and a positive FDG-PET at follow-up corresponding to a potential new site of disease must have a confirmation by anatomical assessment (e.g. CT, MRI, x-ray) as new site of disease to be considered progressive disease.  In suc...

	e. Symptomatic deterioration:  Global deterioration of health status requiring discontinuation of treatment without objective evidence of progression.  Efforts should be made to obtain objective evidence of progression after discontinuation.
	f. Assessment inadequate, objective status unknown.  Progression or symptomatic deterioration has not been documented, and one or more target measurable lesions have not been assessed or inconsistent assessment methods were used.
	g. Objective status notes:
	1. Non-measurable and non-target measurable disease do not affect Objective Status in determination of CR (must be absent--a patient who otherwise has a CR, but who has non-measurable or non-target measurable disease present or not assessed, will be c...
	2. An objective status of PR or stable cannot follow one of CR.  Stable can follow PR only in the rare case that tumor increases too little to qualify as progression, but enough that a previously documented 30% decrease no longer holds.
	3. In cases for which initial flare reaction is possible (hypercalcemia, increased bone pain, erythema of skin lesions), objective status is not progression unless either symptoms persist beyond 4 weeks or there is additional evidence of progression.
	4. Lesions that appear to increase in size due to presence of necrotic tissue will not be considered to have progressed.
	5. For bone disease documented on bone scan only, increased uptake does not constitute unequivocal progression. However, increase in the soft tissue component of a lesion as measured by CT or MRI would constitute progression.
	6. Appearance of new pleural effusions does not constitute unequivocal progression unless cytologically proven of neoplastic origin, since some effusions are a toxicity related to therapy or other medical conditions. Increase in the size of an existin...
	7. If CR determination depends on a lesion for which the status is unclear by the required tests, it is recommended the residual lesion be investigated with biopsy or fine needle aspirate.


	10.3 Best Response
	a. CR:  Two or more objective statuses of CR a minimum of four weeks apart documented before progression or symptomatic deterioration.
	b. PR:  Two or more objective statuses of PR or better a minimum of four weeks apart documented before progression or symptomatic deterioration, but not qualifying as CR.
	c. Unconfirmed CR:  One objective status of CR documented before progression or symptomatic deterioration but not qualifying as CR or PR.
	d. Unconfirmed PR:  One objective status of PR documented before progression or symptomatic deterioration but not qualifying as CR, PR or unconfirmed CR.
	e. Stable/no response:  At least one objective status of stable/no response documented at least six weeks after registration and before progression or symptomatic deterioration, but not qualifying as anything else above.
	f. Increasing disease:  Objective status of progression within 12 weeks of registration, not qualifying as anything else above.
	g. Symptomatic deterioration: Objective status of symptomatic deterioration within 12 weeks of registration, not qualifying as anything else above.
	h. Inadequate assessment, response unknown:  Progression or symptomatic deterioration greater than 12 weeks after registration and no other response category applies.

	10.4 Performance Status
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	11.0 STATISTICAL CONSIDERATIONS
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	12.0 DISCIPLINE REVIEW
	13.0 REGISTRATION GUIDELINES
	13.1 Registration Timing

	14.0 DATA SUBMISSION SCHEDULE
	14.1 Data Submission Requirements
	14.2 Master Forms
	14.3 Data Submission Procedures
	a. Data collection for this study will be done exclusively through the Medidata Rave clinical data management system.  Access to the trial in Rave is granted through the iMedidata application to all persons with the appropriate roles assigned in Regul...
	b. You may also access Rave® via the SWOG CRA Workbench via the SWOG website (http://swog.org).
	c. Institutions participating through the Cancer Trials Support Unit (CTSU) please refer to the CTSU Participation Table.

	14.4 Data Submission Overview and Timepoints
	a. WITHIN 7 DAYS OF SUB-STUDY REGISTRATION, SUBMIT:
	b. IF PATIENT CONSENTS, SUBMIT SPECIMENS:
	c. (For patients registered to S1400I after 9/1/2016 and participating in the S1400I PRO study) WITHIN 7 DAYS AFTER SUB-STUDY REGISTRATION AND AT WEEKS 3, 5, 7, 9, 11, 13, 25, AND 37, AND YEARS 1, 2, AND 3 SUBMIT:
	d. IMMEDIATELY AFTER EACH CYCLE (Cycle = 14 days) OF TREATMENT, SUBMIT:
	e. WITHIN 7 DAYS AFTER EVERY DISEASE ASSESSMENT (WHILE ON TREATMENT, AND OFF TREATMENT PRIOR TO DISEASE PROGRESSION [see S1400I Section 9.0 for Disease Assessment Schedule]), SUBMIT:
	f. WITHIN 7 DAYS OF DISCONTINUATION OF TREATMENT, SUBMIT:
	g. ONCE OFF TREATMENT SUBMIT EVERY 6 MONTHS FOR THE FIRST 2 YEARS FROM S1400I REGISTRATION, THEN AT THE END OF YEAR 3 SUBMIT:
	h. WITHIN 7 DAYS OF PROGRESSION/RELAPSE, SUBMIT:
	i. WITHIN 28 DAYS OF KNOWLEDGE OF DEATH:
	j. Data Submission FOR PATIENTS WHO HAVE PROGRESSED AND WISH TO REGISTER TO A NEW SUB-STUDY:


	15.0 SPECIAL INSTRUCTIONS
	15.1 SWOG Specimen Tracking System (STS)
	15.2  Correlative Studies and Banking  (Optional for Patients)
	a. With patient’s consent, specimens must be collected and submitted as follows:
	1. Peripheral Blood:
	2. New Biopsy of Tumor at Time of Progression among responders to protocol treatment:

	b. Specimen Submission
	c. Specimen collection kits are not being provided for this submission; sites must use institutional supplies.

	15.3 PD-L1 IHC Testing
	15.4 Radiology Review (Required)
	a. CT, PET/CT, and/or MRI images must be submitted to IROC Ohio for central review at the following timepoints:
	b. TRIAD Digital Image Submission
	1. TRIAD Access Requirements:
	2. TRIAD Installations:


	15.5 S1400I PRO Questionnaire Administration Instructions

	16.0 ETHICAL AND REGULATORY CONSIDERATIONS
	16.1 Adverse Event Reporting Requirements
	a. Purpose
	b. Reporting method
	c. When to report an event in an expedited manner
	d. Other recipients of adverse event reports
	e. Expedited reporting for investigational agents
	f. Additional Instructions or Exceptions to CTEP-AERS Expedited Reporting Requirements for Late Phase 2 and Phase 3 Studies Utilizing an Agent under a non-CTEP-IND:
	1. Group-specific instructions.

	g. Reporting Secondary Malignancy, including AML/ALL/MDS
	1. 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.
	2. Any supporting documentation should be submitted to CTEP per NCI guidelines for AE reporting located at https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf

	h. Reporting Pregnancy, Fetal Death, and Death Neonatal
	1. Pregnancy Study participants who become pregnant while on study; that pregnancy should be reported in an expedited manner via CTEP-AERS as Grade 3 “Pregnancy, puerperium and perinatal conditions – Other (pregnancy)” under the Pregnancy, puerperium ...
	2. Fetal Death/ Pregnancy loss Pregnancy loss is defined in CTCAE as “Death in utero.” and should be reported expeditiously as Grade 4 “Pregnancy loss” under the Pregnancy, puerperium and perinatal conditions SOC.
	3. Death Neonatal  death, defined in CTCAE as “Newborn death occurring during the first 28 days after birth”  that is felt by the investigator to be at least possibly due to the investigational agent/intervention should be reported expeditiously.
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	1. To compare symptom status by treatment arm using a validated PRO symptom measure, the M. D. Anderson Symptom Inventory (MDASI-LC) Severity Score.
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	3. To develop a statistical model that identifies a PRO-based symptom score optimally prognostic for survival outcomes.
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	5. To compare treatment-related toxicities by treatment arm at each assessment time.
	6. To compare EQ-5D Index scores by treatment arm.
	7. To collect psychometric information (reliability and validity) data for the Non-Small Cell Lung Cancer Symptom Assessment Questionnaire (NSCLC-SAQ).
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	1. MDASI-LC (21F ,22F ,23F ,24F ,25F ): 21 items. The M. D. Anderson Symptom Inventory – Lung Cancer (MDASI-LC) asks patients to rate the severity of 13 core symptoms that are common in cancer patients once treatment begins: fatigue, sleep disturbance...
	2. NSCLC-SAQ (35F ): 7 items. The PRO Consortium’s NSCLC Working Group is developing the NSCLC-SAQ measure.  Qualitative research has recently been conducted for this measure.  An early report of qualitative research findings is available that address...
	3. Single Items Used for Validation of New Measure: 2 Items.  A single item, patient-rating of performance status (37F ,38F ,39F 40F ) based on the ECOG Performance Status measure (41F ) will be assessed as a surrogate for physical status. The MDASI-L...
	4. Four Patient-Reported Outcomes Common Terminology Criteria for Adverse Events (PRO-CTCAE) (45F ) will be included to address three toxicities (fatigue, pruritis, and diarrhea) common to the two agents used in this trial. (46F ) Fatigue treatment-re...
	5. S1400I PRO study will also administer the EQ-5D health utility measure (47F ,48F ,49F ,50F ): 6 Items.  These items addressing different health dimensions are rated with respect to no problems, some problems, or extreme problems.  S1400I will inclu...
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