CANCER
RESEARCH
NETWORK

A SWOG

Version Date: November 16, 2021

TO: ALL NATIONAL CANCER CLINICAL TRIALS NETWORK (NCTN) MEMBERS; CTSU
FROM: SWOG Operations Office
RE: $1612, “A RANDOMIZED PHASE II/lll TRIAL OF “NOVEL THERAPEUTICS” VERSUS

AZACITIDINE IN NEWLY DIAGNOSED PATIENTS WITH ACUTE MYELOID LEUKEMIA (AML)
OR HIGH-RISK MYELODYSPLASTIC SYNDROME (MDS), AGE 60 OR OLDER”

REVISION #4

Study Chair: Laura C. Michaelis, M.D.

Phone number: 414/805-1118 Q
E-mail: Imichaelis@mcw.edu Q
Protocol Changes <’>\
(V) Other: Addition of translational medicine obj\rﬁy

IRB Review Requirements
(V) No review required

measurable residual disease (MRD) in AML patients thr use of retrospective specimens collected on S1612.This
work is funded through an approved BIQSFP proposgf

REVISIOﬁq
The primary purpose of this revision is to add translationz%;cl elated to the use of duplex sequencing to determine

Protocol Changes

1. The version date of the protocol I%l%)p ated.

2 Table of Contents: The Table Q s has been updated.

3. Section 1.4: This sectio en’added to include the additional translational medicine objective related to the
use of duplex sequenci rmine measurable residual disease. A reference to Appendix 18.5 has been
added.

4. Section 18.0: e%ction for the translational medicine study has been added to the appendix list. The
correspondipg® pdgeyave been added to the appendix section.

Model Consentf oM CQhanges

date has been updated. No other changes have been made to the consent.

This study has been reviewed and approved by the NCI’s Central Institutional Review Board (CIRB).
This memorandum serves to notify the NCI and the SWOG Statistics and Data Management Center.

cc: PROTOCOL AND INFORMATION OFFICE

4201 Medical Drive, Suite 250 | San Antonio, TX 78229 | orrice 210-614-8808 | rax 210-614-0006

KNIGHT
In partnership with %S) CANCER

Institute

OHsU



PRIVILEGED COMMUNICATION
FOR INVESTIGATIONAL USE ONLY

S1612

Page 1
Version Date:
11/16/21

TITLE

A RANDOMIZED PHASE II/lll TRIAL OF “NOVEL THERAPEUTICS” VERSUS AZACITIDINE IN
NEWLY DIAGNOSED PATIENTS WITH ACUTE MYELOID LEUKEMIA (AML) OR HIGH-RISK
MYELODYSPLASTIC SYNDROME (MDS), AGE 60 OR OLDER

LEAP: LESS-INTENSE AML PLATFORM TRIAL

STUDY CHAIRS:
ALm'A'(AmM e M
Laura C. Michaelis, M.D.
(Medical Oncology)

Medical College of Wisconsin
Froedtert Medical Center
9200 W. Wisconsin Ave.
Milwaukee, WI 53226

Roland B. Walter, M.D., Ph.D., M.S.
(Medical Oncology)

Fred Hutchinson Cancer Research Center
Clinical Research Division

1100 Fairview Ave. N., D2-190

Seattle, WA 98109

S1612A@swog.org
S1612C@swog.org

+ Ni :
Sarit Assouline, M.D.C.M., M.Sc., F.R.C.P.C.
(Medical Oncology)
McGill University — Jewish General Hospital

Annette Hay, M.B., Ch.B. (Hematology)

Canadian Cancer Trials Group
Queen’s University

E-mail: S1612B@swog.org

+ 1 :
Annie Im, M.D. (Medical Oncology)
University of Pittsburgh Cancer Institute
UPMC Cancer Centers

James Foran, M.D. (Medical Oncology
Mayo Clinic
E-mail: S1612D@swog.org

NCT#TBD

AGENTS:

Commercially Available Agents:

Azacitidine (Vidaza®) (NSC-102816)

Cytarabine (AraC, Cytosine Arabinoside)
(NSC-63878)

Decitabine (NSC-127716)

NCI Supplied Investigational Agents:

Midostaurin (NSC-656576)

Nivolumab (BMS-936558, MDX1106, Optivo®)
(NSC-748726)

JRANSLATIONAL MEDICINE:

Jerald P. Radich, M.D.

Fred Hutchinson Cancer Research Center
1100 Fairview Ave. N., D4-100

Seattle, WA 98109

CYTOGENETICS:

Min Fang, M.D., Ph.D.

Fred Hutchinson Cancer Research Center
825 Eastlake Ave E, M/S G7-500

Seattle, WA 98109

BIOSTATISTICIANS:

Megan Othus, Ph.D. (Biostatistics)

Anna Moseley, M.S. (Biostatistics)
SWOG Statistical Center

Fred Hutchinson Cancer Research Center
1100 Fairview Ave. N., M3-C102

P.O. Box 19024

Seattle, WA 98109-1024

bl el
Aiiltaa w0
[ry—



S1612
Page 2

Version Date:

PARTICIPANTS

11/16/21

ALLIANCE/Alliance for Clinical Trials in Oncology
ECOG-ACRIN/ECOG-ACRIN Cancer Research Group
NRG/NRG Oncology
SWOG/SWOG

e
AdlTunC#8
[ew——



S$1612

Page 3
Version Date:
11/16/21
TABLE OF CONTENTS
I8 SRR 1
PARTICIPANTS ... .cooccieiiierseeiseesssrsssrssss s sses s esssssssessmessssssssssssssssssssssssesssessnessnssanssanssenssssssessassessnsssnsssnsssnsssnnsas 2
TABLE OF CONTENTS ......cuiiiiiiiiiirairsssrssas s sss s s s s s e s e sessns sas sas sassas s s s ss e n s e a e e nmenmnsanssnssnsnnsannsn 3
CANCER TRIALS SUPPORT UNIT (CTSU) ADDRESS AND CONTACT INFORMATION..........ccccvveeernnes 5
SCHEMA ...t et r e s s e s s e s s sae s s s e e seme e e saseseasesemeeeaasesesneeeneeeaneeasneeasaseseaseenanesannesannessnnennnnennnns
1.0 OBUECTIVES ... eeeieieieecrsssresssessssesssssessssesssssess s e ssssssasssessssesasssesssnesssssessssesssnesssanesssnssssnesssnsnssnnes
1.1 PriMarny ODJECHVES ... ittt e e e et e e e et e e e e e e e e s e e e s saeeeeasreeeennraees
1.2 Secondary Objectives
1.3 F Yo o1 o] g =1 I @ o] [=Ted 11V OSSPSR
2.0 (2300 € (0 1 U 1] S
2.1 LC7=T =T = | S
2.2 0 1 OSSR
2.3 AN B ez e e e
24 AN C e
2.5 APM D oo e e e e e nnnnneene e ol
2.6 Inclusion of Women and Minorities.............cccocooiiiiiniin N L e
2.7 ACCrUal TargetS......oooiiiiiiie e
3.0 DRUG INFORMATION......cooirerrerrreerssnrrsseesssmrssssnesssmess s esssmesssnnes
4.0 STAGING CRITERIA .......ooreeeeeereereesser s e ssse e e e
4.1 DiagnostiC Criteria.........ccueveeiiiiee e N e
4.2 Staging Criteria .......ceviieeeiiii e
5.0 ELIGIBILITY CRITERIA ... e e s
51 Registration Step 1 — Specimen Submission...............
5.2 Registration Step 2 — Randomization.....................
5.3 Treatment Arm Specific Eligibility Criteria for Acji
6.0 STRATIFICATION FACTORS. ......ccoocrrrrrernggee s \poes
7.0 TREATMENT PLAN.......cooiiererreereeseens
71 Treatment ... N
7.2 Concomitant Therapies.........ccccocvvee. 0 &
7.3 General Supportive Care Guidelines
7.4 Criteria for Removal from Protoc
7.5 Discontinuation Of TreatmMeEnt. AN E -« - veereerieie e
7.6 Follow-Up Period ............... B N N AU UPPPRPRP
8.0 TOXICITIES TO BE MO AND DOSE MODIFICATIONS.........ccocererrrneesseesssmeesseesenes 47
8.1 NCI Common Terming, iteria for Adverse EVeNnts ..........oooiiiiiiiiiiii e 47
8.2 Toxicity Monitoring an odification Information ...........ccccceeviiiiec e 47
8.3 Adverse Event R LTSI, 2SRRI 63
9.0 STUDY CALEBIDIRSN - -eeeerrserssnrsssrssmssssssssssssssssssssssssesssssssssssssssssssssssssssssssssssssssssssssssssssnssssssssesns 63
9.1 STUDY CAL ARM A: AZACITIDINE (CONTROL) ...cooiiiiiiii et 64
9.2 STUDY C —ARM B: AZACITIDINE + NIVOLUMAB........cooiiiit e 65
9.3 STUDY, R — ARM C — AZACITIDINE + MIDOSTAURIN .......ccoiiiiiiieeeeeeeee e 66
9.4 STUD AR — ARM D: DECITABINE + CYTARABINE .......c.cooiiiiiieeee e 67
10.0 CR{E R EVALUATION AND ENDPOINT ANALYSIS......cccciemrrrrrerssersseesssssssssssssssssssness 68
10.1 R&? DEFINIIONS () vvvvvieereceeeeeeeeeeeeeee e st ee st s s se st s e e s e e eeen s e s en s e eenenanes 68
10.2 sessMent of Transfusion Dependency, Hemoglobin, and Platelet Counts.............ccccoooeeiienne 68
10.3  HeMmetologic IMProvement (HI).......oo oo 69
L @3 (oo =T o 1= o =] o To o T SRR 70
T10.5  DiSEASE PrOGrESSION.......eiieiiiiiie ettt ettt e e et e e et ee e emnte e e e aaneeeeaanseeeeaanseeaeaanseeeeanneas 70
10.6  Time-to-EVENt OUICOMES .......oiiiiiiiiii e 70
10.7  Performance STATUS ........oouiiiiiiiei e e 71
11.0  STATISTICAL CONSIDERATIONS .......ooiiicricrrrrsnrese e e e s seesseessmssms s mssnss s s s s s e e s e essnssanes 71
111 Sample Size and ACCIUAL .........oiiii et et e e 71
11.2  Design and Analyses Assumptions and Parameters ..........coccooiiiiiiiiii i 71
T1.3  PRASE Il ANGIYSES ...ttt ettt eb e 72
114 PRase [T ANGIYSES ...ttt ettt e e ettt e e e bt e e e e bt e e e s nbe e e e snrees 72
11.5  Analysis Of Other ENAPOINTS .....couiiiiiiiieie et 73



11.6
12.0
13.0
13.1
13.2
13.3
13.4
13.5
14.0
14.1
14.2
14.3
14.4
15.0
15.1
15.2
15.3
15.4
16.0
16.1

17.0
18.0
18.1
18.2
18.3

18.4
18.5

S$1612

Page 4
Version Date:
11/16/21
Data and Safety Monitoring COMMILIEE ...........ccuviiiiiiiiii e 74
DISCIPLINE REVIEW ........oooiiiieeeiernsersssesssssessssesssnesssssesssnessssssssssesssnssssssesssnssssnsesssnesssnsessensssnes 74
REGISTRATION GUIDELINES ........co et er e ee e sme s e s s sms s s s e e e 75
LYo 1] =Yoo T 1T 11 o PR 75
Investigator/Site RegiStration............oo i 75
OPEN Registration REQUIFEMENTS...........uiiiiiii e 77
REeGIStration PrOCEAUIES .........coiiiiiiii ettt 78
Exceptions to SWOG registration policies will not be permitted............cccoevveiiiiiiiiiince e 79
DATA SUBMISSION SCHEDULE..........oo s e se e se s sme s snn e s e
Data SubmIsSSION REQUIFEMENTS .......c.uviiiiiiiic et e e e e eaaae e nneas
= TS (Y 4 0T SRS
Data SUbMISSION ProCEAUIES ........coiiiiiee et e e e e e e e e e eee e eneeas
Data Submission Overview and TiIMEPOINtS .........cooeiiiiieriiiiiee e
SPECIAL INSTRUCTIONS .......cccciieeereerrrsenssseesssse s s see s sssssssnesssmn s s smesssmesnssnesssnes A
SWOG Specimen Tracking System (STS)......cccoviiieeiiiiieieeceeeeeceee e 2 N e
FLT3 Testing (REQUIRED) .......ccuuiiiiiieieesie ettt
Translational Medicine and Banking (Optional for Patient — Required if P
Cytogenetics and FISH (REQUIRED)........ccccovviiiiiiniieiiieeneeeneeenee e N L e
ETHICAL AND REGULATORY CONSIDERATIONS..........cccceceueuns
Adverse Event Reporting Requirements............cccccoviiiiiininnn . 8
BIBLIOGRAPHY ...t s s e
2N o 2 =1 V1 0] ) G S, VAN ST

Drugs Known to be Metabolized by CYP450 Isoenzymes @
Management Algorithms for Immuno-Oncology (I-O)
Gastrointestinal, Hepatic, Neurological, PulmonarysRe d Skin Adverse Events for
Nivolumab (Arm B) Adverse Event ManagemeEnfau I .. - - «ceerreeereeemmeeemiueeineeeseessnseessneesneeenes 101
Drugs Known to be Metabolized by CYP450

Midostaurin Patient Drug Information Handout and Wallet Qard
a
y Jor

Rl

[ew——



S1612

Page 5
Version Date:
11/16/21

CANCER TRIALS SUPPORT UNIT (CTSU) ADDRESS AND CONTACT INFORMATION

CONTACT INFORMATION

For regulatory requirements:

For patient enroliments:

For study data submission:

Regulatory documentation must
be submitted to the CTSU via
the Regulatory Submission
Portal:

Regulatory Submission Portal
(Sign in at www.ctsu.org, and
select the Regulatory
Submission sub-tab under the
Regulatory tab.)

Institutions with patients waiting
that are unable to use the Portal
should alert the CTSU
Regulatory Office immediately
at 866-651-2878 to receive
further information and support.

Contact the CTSU Regulatory
Help Desk at 866-651-2878 for
regulatory assistance.

Please refer to the patient
enrollment section of the protocol
for instructions on using the
Oncology Patient Enroliment
Network (OPEN) which can be
accessed at
https://www.ctsu.org/OPEN_SYS
TEM/ or https://OPEN.ctsu.org.

Contact the CTSU Help Desk with
any OPEN-related questions at
ctsucontact@westat.com.

Sy
@Wb

Data collection for this study will
be done exclusively through
Medidata Rave. Please see the
data submission section of the
protocol for further instructions.

Other Tools and Reports:
Institutions participating through

the CTSU continu have
access to other to d reports

available on t

Workbencheigcegsghis by

using yo EP-IAM

useri % ord at the
urk

followi

b.crab.org/TXWB/cts

The most current version of the study protocol and

from the protocol-specific Web page of the CTSU er
Access to the CTSU members’ website is mana
Program - Identity and Access Management (
with CTEP-IAM username and password. P
supporting documents is restricted and i

CTSU RSS.

)

rting documents must be downloaded
site located at https://www.ctsu.org.
th h the Cancer Therapy and Evaluation

P-MM) registration system and requires user log on

n {o view and download this protocol and its

ed @n person and site roster assignment housed in the

phone or e-mail:
206/652-2267
leukemiaquestion@crab.

‘questions contact the SWOG Data Operations Center by

contact the appropriate Study Chair(s) by phone or e-mail.
e found on the title page.

CTSU

ormation Line — 1-888-823-5923, or ctsucontact@westat.com. All calls and
will be triaged to the appropriate CTSU representative.

corresp@i;g
The CTS ebsite is located at https://www.ctsu.org.
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SCHEMA

Registration Step 1
Submission of Specimens for FLT3 Testing

v

Results Received by SWOG 2

Registration to Step 2 Q
Randomization to Treatment Q
l l L\' v

Nivolumab ostaurin Cytarabine

Arm A (control) Arm B \ ’ ArmD®
Azacitidine Azacitidine + ting + Decitabine /

&\Q |

C&? herapy until one of the treatment arm-
@c eria for removal from protocol therapy is met

<A (see Section 7.4).
Ky

C-DV

S |
Q) Off Treatment °©

a Notification that FLT3 specimens have been processed will be provided via e-mail when FLT3
results are available for stratification purposes; receipt of this e-mail is an eligibility requirement
for Step 2 (randomization).

b Arm D will open to accrual when Arms B and C have met Phase Il accrual and are temporarily
closed for Phase Il analysis.

¢ Patients will be followed for 5 years after randomization.

e
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OBJECTIVES
1.1 Primary Objectives
a. Phase Il Component: To select, based on overall survival, any or all of the “Novel

Therapeutic” regimens for further testing against azacitidine in patients age 60 and
older with newly diagnosed acute myeloid leukemia (AML) or myelodysplastic
syndrome with excessive blasts-2 (MDS-EB-2).

b. Phase lll Component: To compare overall survival of the “Novel Therapeutic”
regimens selected in the Phase Il portion of the trial to azacitidine in these patient
populations.

1.2 Secondary Objectives Q

a. To estimate the frequency and severity of toxicities of the re %hese patient
populations. (M

b. To estimate response rates, event-free survival, angyrelagse¥ee survival for these

regimens in these patient populations.

'\'

1.3 Additional Objectives

a. To investigate associations between o@;‘ ic and molecular abnormalities
(including FLT3) and outcomes fo ch Jof Ythe regimens in these patient
populations.

b. To bank specimens for futurg C¥rresgtiPe studies.

|\bjectives Related to Duplex Sequencing for

1.4 Additional Translational C
Determining Measurable jdu sease
a. To perform encing (DS) and to test it against flow cytometry in patients
00 (see Appendix 18.5)

treated UQ

BACKGROUNDQQ)
2.1 G &)

eloid leukemia (AML) primarily affects older adults, for whom outcomes have not

antially improved over the last several decades. Outside of clinical trials, this patient

population commonly receives monotherapy with a DNA-methyltransferase inhibitor such

AS azacitidine or decitabine. However, this treatment option is associated with low

response rates and only modest improvements in overall survival relative to supportive

care alone. The need for new therapies is thus unquestioned. Since the modern era of

drug development brings a rapidly increasing number of novel therapeutics into the clinic,
timely identification of beneficial therapies has never been as important as today.

To this end, a randomized Phase II/1ll trial platform, similar to the United Kingdom’s Medical
Research Council/National Cancer Research Institute (MRC/NCRI) trial, will be conducted
for this AML patient population. (7) The ftrial is not designed as a “pick-the-winner” trial,
but is intended to serve as a versatile drug-testing study that allows a randomized
comparison between a novel therapy and the control (but not between individual novel
therapies), with a design allowing for accrual to one or more experimental arms at any
given time, and the possibility of subsequent addition of new experimental arms and/or
permanent closure of existing experimental arms based on interim results.

Aiiltaa w0
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The initial control arm will be azacitidine monotherapy because of its widespread use and
general acceptance in the United States as a treatment regimen for patients who are
considered unfit for conventional intensive induction chemotherapy. If another regimen is
determined to have improved overall survival (OS) compared to azacitidine, the study will
be modified and the control arm replaced.

bl el
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Arm A

The initial control arm will be azacitidine monotherapy. In a Phase Il study of azacitidine
(with or without valproic acid or all-transretinoic acid) in patients with AML (median age, 74
years), the rate of complete remission, CRi, and partial response was 33%, median
response duration was 6.9 months, median OS was 9.4 months, and 2-year OS was 51%.

(2)

In a study published in 2015, involving nearly 500 patients, azacitidine was compared with
other conventional care regimens in a very similar population. Patients with AML older than
age 65 years (median age, 75 years) with either de-novo or secondary AML (over 30%
marrow blasts) were randomly assigned to receive either azacitidine 75 2/day for 7
days or one of three conventional care regimens: best supportive care, ’T%induction
chemotherapy (i.e., daunorubicin and cytarabine). Of the 488 patients enrdlled®™18% were
assigned to the best supportive care, and 18% to the intensive che r arm. Thirty-
five percent of patients had poor-risk cytogenetics and 32% h aoYysplasia-related
changes. There was a trend for an improved median OS in the'gzacktigine-treated patients
(10.4 vs. 6.5 months), but this did not achieve statisticalysign{icaWe. In a preplanned
sensitivity analysis with censoring for any subsequent A egpy, however, there did
emerge a statistically significant improvement in OS (1 VS. 6
HR 0.76 (log-rank P = 0.0190). (3)

onths) with a stratified

administration and its ability to be given in tpptient setting. If another regimen is
determined to have improved OS compargd ft citidine, the study will be modified and
the control arm replaced. Q)

Experimental Arm B will te ombination of nivolumab and azacitidine. There is
increased expression of gramryed death (PD)-1 receptor in approximately 40% of
patients with AML, a findj s been correlated with poor response to azacitidine (2).
Its ligand, PD-L1, is expressed in AML as it is in many solid tumor and other
hematologic malig i

Additional benefits of this regimen in the target E ioN are a high-level of familiarity with

y that has been widely used in both solid tumors and lymphoid
hematologic . Therefore, utilizing nivolumab may be a rational strategy to
improving AMLC \ Fnsitivity to azacitidine. The dosing scheme for the proposed trial is
derived fremyan oing Phase | study of azacitidine 75 mg/m? daily for 7 days combined
with niyQ % 3 mg/kg every 2 weeks (NCT02397720) that is being conducted at the MD

pCer Center (MDACC). Among approximately 20 patients treated to date, no

un 2
%e a including pneumonitis, nephritis and skin rash have occurred — typically about
eks after treatment initiation — but have responded to steroid therapy, and patients

roids. (4)

\§e been successfully re-challenged with nivolumab while remaining on a low dose of

Arm C

Proposed (Experimental) Arm C will test the combination of azacitidine and midostaurin, a
multi-targeted FMS-like tyrosine kinase 3 receptor (FLT3) kinase inhibitor. Mutations in the
FLT3, either presenting as an internal tandem duplication (ITD) in the juxtamembrane
domain or a point mutation in the activation loop of FLT3, are among the most common
molecular abnormalities found in AML. In particular, for FLT3 ITD abnormalities, numerous
studies have demonstrated adverse prognostic significance. In addition, approximately
80% of AML samples overexpress either FLT3 receptor or FLT3 ligand proteins, which can
confer a proliferative growth signal and aggressive behavior even in the absence of FLT3
ITD mutations. (5) The FLT3 signaling pathway has therefore gained major attention as

bl el
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target for small molecule inhibitors. Stone et al. recently reported the final results of a large,
international, randomized study investigating the addition of midostaurin to conventional
induction and post-remission chemotherapy and, subsequently, as maintenance in patients
with newly diagnosed FLT3-mutated AML and found statistically significantly improved
event-free and overall survival in the experimental arm (abstract #6 [plenary session], 2015
annual meeting of the American Society of Hematology). Of note, the magnitude in
outcome improvement with midostaurin was similar in patients with FLT3 point mutations
or ITD and independent of the ITD allelic burden, suggesting that at least part of the
observed benefit was due to effects on kinases other than FLT3. This possibility is
supported by recent studies demonstrating that kinase inhibitors targeting FLT3 can have
efficacy in patients with wildtype FLT3. (6,7) Together, these observations provide the
rationale for the inclusion of patients into this experimental arm regardless of the FLT3
mutational status. Of note, the combination of azacitidine and midostaurin een tested
in two small, single agent phase | studies. (8,9) Safety has been %ted with
azacitidine given in standard dosing combined with midostaurin adminiSte a dose of
50mg BID beginning on day 8 and continuing until day 21 for a 28-d |

2.5 Arm D (\)

Experimental Arm D is based on a study designed by i Im at the University of

Pittsburgh. Preclinical studies suggest that “epigenetic \iming)using decitabine followed

by cytarabine increases the cytotoxicity of cytarabingy poSgibly due to the reactivation of

genes that have been silenced in AML cells. The ggatiyentScheme will include decitabine
QY

20 mg/m? intravenously (IV) x 5 days followed tqrabine 100 mg/m? continuous IV
infusion x 5 days for 1-2 cycles of induction t{eMpy. Jhistis followed by maintenance with
decitabine monotherapy in patients who gghiewg § complete or partial remission. Results
from the pilot study of this trial show &Jd3.month overall survival of 48% (65% 1 year

survival for those achieving CR/CRi, WNc 67% of all the patients) with encouraging
responses and minimal toxicities j nt over the age of 70 years and patients with
secondary disease (10). (&\

Strict Biologic Rationale: Qg
In attempts to improv icacy of hypomethylating agents in AML, combination

strategies based o tRY/Synergistic mechanisms of action have been explored. The
combination of degjt and cytarabine administered both concurrently and sequentially
xperiments using human leukemic cell lines. It was shown that the
n led to synergistic induction of cell death. (11). Specifically, the

has been studi€d i
sequential ad t
cytotoxi%c abine was increased when given after decitabine, and cytarabine

prefer illed hypomethylated cells. The conclusion was that decitabine-induced
hypoie n sensitizes leukemia cells to the cytotoxicity of cytarabine, with the

hy
Q e been small case series and a Phase 1 study evaluating this strategy of
% ic priming” in AML, MDS, and ALL, showing promising efficacy without a signal
ptreased toxicity. (12,13;14;15)

Q) here is rationale for sequential as opposed to concurrent administration with this

combination. First, both agents are activated by the same enzyme (deoxycytidine kinase),
and thus competition is avoided with sequential use. In addition, both agents are
incorporated into DNA during the S-phase, again with potential for competition if
administered concurrently. Also, cytarabine leads to cell cycle arrest, and decitabine is
only active during the cell cycle, again limiting availability of the drug with concurrent
administration. Finally, it is well understood that adequate hypomethylation and gene re-
expression require time for multiple DNA replication cycles, and thus sequential
administration allows for more time for adequate epigenetic priming.

g(h is dhat this was likely due to reactivation of genes involved in the mechanism.
t

NOTE: Experimental Arm D is planned for activation when experimental Arms B and C
have met Phase Il accrual and Arms B and C are temporarily closed while the data matures
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for the Phase Il analyses. This will allow for the trial to continue to register and randomize
patients even while some arms are temporarily closed.

Inclusion of Women and Minorities

This study was designed to include women and minorities, but was not designed to
measure differences of intervention effects. The anticipated accrual in the ethnicity/race
and sex categories is shown in the table below.

Accrual Targets

The tables below present anticipated accrual based on prior SWOG studies S$0432, S0703,
and S$1117. The tables present anticipated accrual for treatment arms A, d C, based
on the Phase Il total sample size (334 patients per treatment arm). D E% dynamic
nature of this trial, investigators expect to accrue more than 334 patients*tto h ntrol arm,
because only concurrently randomized eligible patients will be used i IWg€s.

DOMESTIC PLANNED ENROLLMENT REPORT (per\éatr\yﬁrm)

. Ethnic Categories \
Racial - - - . - -
Categories Not Hispanic or Latino Hlﬁo\Latmo Total
Female Male Feniyle N Male
American ’N»'
Indian/ Alaska 0 0 0 0
Native
Asian 15 25 (@ 15N 0 45
Native ‘0 °
Hawaiian or 5 0 % 0 0 5
Other Pacific \ )
Islander L
Black or \\
African 25 0 0 85
American mn
White 480 a \; 80 5 20 1385
More Than
One Race f& 0 0 0 ¢
Total 525 915 10 20 1470
Y
INTERNAT (Wrcluding Canadian participants) PLANNED ENROLLMENT REPORT
Raci ) i i i Ethnic Categorie§ i i
Q Not Hispanic or Latino Hispanic or Latino Total
Cat S
Female Male Female Male
Angsri v
[ " :;G‘ka 0 0 0 0 0
iV
sidn 0 5 0 0 5
ive
awaiian or
Other Pacific 0 0 0 0 0
Islander
Black or
African 5 0 0 0 5
American
White 65 120 0 5 190
More Than
One Race 0 0 .
Total 70 125 0 5 200
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DRUG INFORMATION

Investigator Brochures

For information regarding Investigator Brochures, please refer to SWOG Policy 15.

For this study azacitidine, cytarabine, and decitabine are commercially available; therefore,
Investigator Brochures are not applicable to these drugs. Information about commercial drugs is
publicly available in the prescribing information and other resources.

For this study, midostaurin and nivolumab are being provided by and IND held by the National
Cancer Institute. The current versions of the Investigator Brochures for these nts will be
accessible to site investigators and research staff through the PMB Online Agen %ocessing
(OAOP) application. Access to OAOP requires the establishment of a CTEP_| it d Access

Management (IAM) account and the maintenance of an “active” account ¢ a “current”
password. Questions about IB access may be directed to the PMB IB co ia e-mail.
3.1 Azacitidine (Vidaza®) (NSC-102816)

a. PHARMACOLOGY : ,

Azacitidine is believed to exert ntiyeoplastic effects by causing
hypomethylation of DNA and direct ¢ ort abnormal hematopoietic cells in
the bone marrow. The concentratign o itidine required for maximum inhibition
of DNA methylation in vitro do cauSe major suppression of DNA synthesis.
Hypomethylation may restgré\n function to genes that are critical for
differentiation and proliferago totoxic effects of azacitidine cause the death
of rapidly dividing cells w cancer cells that are no longer responsive to
normal growth co e®nhanisms. Non-proliferating cells are relatively
insensitive to azacitifline.

Mechanism of Action: Azacitidine is a imi %cleoside analog of cytidine.
iz ﬁ
ICi

1. sqrP¥Qn: The absorption of azacitidine after subcutaneous injection is
P, with the peak plasma concentration occurring in 0.5 hour. The
VEilability of subcutaneous azacitidine relative to IV azacitidine is

a

oximately 89%, based on area under the curve.

@ Distribution: Mean volume of distribution following IV dosing is 76 + 26 L.

Metabolism: Multiple metabolites have been found with unspecified

activity.

\) 4, Elimination: Primary route of excretion is through the kidney at 85% of the
total dose. The mean elimination half-life of both IV and subcutanous
dosing is 4 hours. Less than 1% of drug is excreted through the feces.

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. In addition to the comprehensive list, a subset, the
Specific Protocol Exceptions to Expedited Reporting (SPEER), appears in
a separate column and is identified with bold and italicized text. This
subset of AEs (SPEER) is a list of events that are protocol specific

bl el
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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 1470 patients.

azacitidine.

Below is the CAEPR for

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 AE
listed on different SPEERSs, use the lower of the grades to determine if

expedited reporting is required.

Version_ﬁ&?, 20171

Adverse Events with Possible
Relationship to Azacitidine

Specific Protocol
Exceptions to Expedited

(CTCAE 4.0 Term) Reporting (SPEER)
[n=1470]
. Less Likely Rare but
0,
I () (<=20%)  |Serious (<3%)

BLOOD AND LYMPHATIC SYSTEM DISORDERS

|
cardhal ‘
Q |

S¥us
( A tachycardia
Q\) Supraventricular
/

Anemia | (\M \ \Anemia (Gr 3)
Febrile w ‘ Febrile neutropenia (Gr 3)
neutrqfria
CARDIAC DISORDERS
LN NIuY Heart failure (Gr 2)
Pericardial effusion (Gr 2)
ffuston

Sinus tachycardia (Gr 2)

Supraventricular
tachycardia (Gr 2)

tachycardia
EYE DISORDERS

R | Conjunctivitis |

Conjunctivitis (Gr 2)

GASTROINTESTINAL DISORDERS

| Abdominal pain | IAbdominal pain (Gr 32)
| Colitis | Colitis (Gr 2)
Constipation | | Constipation (Gr 2)
Diarrhea | | Diarrhea (Gr 3)
| Dyspepsia |
| Esophagitis | Esophagitis (Gr 2)
Gastrointestinal
hemorrhage?
| Mucositis oral | Mucositis oral (Gr 2)
Nausea | | Nausea (Gr 3)
Vomiting | | Vomiting (Gr 3)
GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS
| Chills | Chills (Gr 2)
| Edema limbs | Edema limbs (Gr 2)
Fatigue | | Fatigue (Gr 3)
Fever | | Fever (Gr 3)

e
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Adverse Events with Possible
Relationship to Azacitidine

Specific Protocol
Exceptions to Expedited

(CTCAE 4.0 Term) Reporting (SPEER)
[n=1470]
. Less Likel Rare but
HC ) () (<=20%) 7 |serious (<3%)

Injection site Injection site reaction (Gr
reaction 2)

Malaise

Non-cardiac

chest pain

| Pain |

IMMUNE SYSTEM DISORDERS

Allergic \Allergic reaction (Gr 2)
reaction .
Anaphylaxis
INFECTIONS AND INFESTATIONS
Infection® | | N Infection® (Gr 4)
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS
| Bruising Bruising (Gr 2)
INVESTIGATIONS
Alanine \Alanine aminotransferase
am|n eras increased (Gr 4)
e mc a
& \Alkaline phosphatase
ase increased (Gr 2)
crelised
\% !bartate \IAspartate
aminotransferas aminotransferase
e increased increased (Gr 4)
C\\Q Blood bilirubin Blood bilirubin increased
N increased (Gr 2)
< A | GGT increased | GGT increased (Gr 2)
V Lymphocyte Lymphocyte count
count decreased decreased (Gr 4)
Neutrophil count Neutrophil count
decreased decreased (Gr 4)
Platelet count Platelet count decreased
decreased (Gr 4)
| Weight loss | Weight loss (Gr 2)
White blood cell White blood cell
decreased decreased (Gr 4)
METABOLISM AND NUTRITION DISORDERS
| Acidosis | Acidosis (Gr 2)
Anorexia | | lAnorexia (Gr 2)
| Hypokalemia |
MUSCULOSKELETAL AND CONNECTIVE TISSUE
DISORDERS
| Arthralgia | \Arthralgia (Gr 2)
| Back pain Back pain (Gr 2)

el
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Adverse Events with Possible
Relationship to Azacitidine

Specific Protocol
Exceptions to Expedited

| Pain in extremity

(CTCAE 4.0 Term) Reporting (SPEER)
[n= 1470]
. Less Likel Rare but
Likely (>20%) ‘ (<=20%) Y serious (<3%)
Generalized ‘ Generalized muscle
muscle weakness (Gr 2)
weakness
| Myalgia | Myalgia (Gr 2)
|

Pain in extremity (Gr 2)

NERVOUS SYSTEM DISORDERS

| Dizziness | Dizziness (Gr 2)

| Headache | Headache (Gr 2)
Peripheral motor Peripheral motor
neuropathy neuropathy (Gr 2)

| Somnolence | 2 |Somnolence (Gr 2)

PSYCHIATRIC DISORDERS

| Anxiety BN

| Confusion 1 \ Y |[confusion (Gr2)

| Depression (I N\ \

| Insomnia N )

RENAL AND URINARY DISORDERS

Acute kidney
injury

RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS

Bronchopulmo

nary
AQ N hemorrhage
4 2\ |Cough Cough (Gr 2)
( I ’ Dyspnea Dyspnea (Gr 4)
X 7 Epistaxis Epistaxis (Gr 2)
A4 Pharyngolaryng
eal pain
Postnasal drip Postnasal drip (Gr 2)
Respiratory, Respiratory, thoracic and
thoracic and mediastinal disorders -
mediastinal Other (abnormal breath
disorders - Other sounds)* (Gr 2)
(abnormal
breath sounds)*
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS
| Alopecia | \Alopecia (Gr 2)
| Hyperhidrosis |
| Pruritus | Pruritus (Gr 2)
| Purpura | Purpura (Gr 2)
Rash maculo- Rash maculo-papular (Gr
papular 3)

e
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Adverse Events with Possible Specific Protocol
Relationship to Azacitidine Exceptions to Expedited

(CTCAE 4.0 Term) Reporting (SPEER)
[n=1470]

Less Likely Rare but
(<=20%) Serious (<3%)
Skin and
subcutaneous
tissue disorders
- Other (skin
lesion)

Likely (>20%)

ASCULAR DISORDERS

| Hematoma | Hematoma (Gr 2)
| Hypotension | Hypotension (Gr 3)
Vascular

(pallor)
Updates will be distributed to all nvestigators at the time of
revision. The current versj e obtained by contacting
PIO@CTEP.NCIL.NIH.GOV. Y ar\e, the name of the investigator,

disorders - Other
' This table will be updated as the toxwo e\f the agent is revised.
n

the protocol and the agent intluded in the e-mail.

2 Gastrointestinal hemggrh includes Anal hemorrhage, Cecal
hemorrhage, Coloni orrhage, Duodenal hemorrhage, Esophageal
hemorrhage, Eso rices hemorrhage, Gastric hemorrhage,
Hemorrhoidal hage, lleal hemorrhage, Intra-abdominal
hemorrhage, N morrhage, Lower gastrointestinal hemorrhage,
Oral he e, ¥Pancreatic hemorrhage, Rectal hemorrhage,

Retroperi
under,
3 Infemti

morrhage, and Upper gastrointestinal hemorrhage
SYROINTESTINAL DISORDERS SOC.

y include any of the 75 infection sites under the
IS AND INFESTATIONS SOC.

| breath sounds includes rales and rhonchi.

se events reported on azacitidine trials, but for which there is

%ﬁcient evidence to suggest that there was a reasonable

possibility that azacitidine caused the adverse event:

BLOOD AND LYMPHATIC SYSTEM DISORDERS - Blood and lymphatic
system disorders - Other (agranulocytosis); Blood and lymphatic system
disorders - Other (lymphadenopathy); Blood and lymphatic system
disorders - Other (pancytopenia); Blood and lymphatic system disorders -
Other (splenomegaly); Blood and lymphatic system disorders - Other
(transfusion: platelets); Bone marrow hypocellular; Leukocytosis
CARDIAC DISORDERS - Acute coronary syndrome; Atrial fibrillation;
Atrial flutter; Atrioventricular block complete; Cardiac disorders - Other
(cardiac valve vegetation); Chest pain - cardiac; Myocardial infarction;
Palpitations; Pericarditis; Restrictive cardiomyopathy; Sinus bradycardia;
Ventricular fibrillation; Wolff-Parkinson-White syndrome

EAR AND LABYRINTH DISORDERS - Hearing impaired; Tinnitus

EYE DISORDERS - Eye disorders - Other (eye/conjunctival hemorrhage);
Eye disorders - Other (retina hemorrhage); Papilledema; Uveitis
GASTROINTESTINAL DISORDERS - Abdominal distension; Duodenal
ulcer; Dysphagia; Enterocolitis; Esophageal pain; Esophageal ulcer;
Flatulence; Gastritis; Gastrointestinal disorders - Other (diverticulitis);

e
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Gastrointestinal disorders - Other (inguinal hernia, obstructive);
Gastrointestinal disorders - Other (intestinal ischemia); Gastrointestinal
disorders - Other (intussusception); Hemorrhoids; Pancreatitis;

Periodontal disease; Small intestinal obstruction
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS -
Death NOS; Flu like symptoms; Gait disturbance; General disorders and
administration site conditions - Other (general weakness); General
disorders and administration site conditions - Other (Sweet's Syndrome);
General disorders and administration site conditions - Other (systemic
inflammatory response syndrome); Multi-organ failure; Sudden death
NOS
HEPATOBILIARY DISORDERS - Cholecystitis; Hepatic failure;
Hepatobiliary disorders - Other (bile duct stone); Hepatobil@ disorders -
Other (hepatic cirrhosis) \%
IMMUNE SYSTEM DISORDERS - Autoimmune disord@r
INJURY, POISONING AND PROCEDURAL COM% NS - Burn;
c

Fall; Hip fracture; Injury, poisoning and procedu ations - Other
(excoriation); Postoperative hemorrhage; Inju %ﬂg and procedural
complications - Other (transfusion reaction)\Woj§nd Wehiscence

INVESTIGATIONS - Activated partial t?ﬁ)ﬁo astin time prolonged;
C

Creatinine increased; Electrocardiogra olyecved interval prolonged;
INR increased; Investigations - (blood LDH increased);

Investigations - Other (blood %cre ed); Investigations - Other

(cardiac murmur); Investigation (coagulopathy); Investigations -
Other (protein total decre increased; Serum amylase

increased
METABOLISM AND% ON DISORDERS - Dehydration;
n

Hyperglycemia; H Hyperuricemia;  Hypoalbuminemia;
Hypocalcemia; emia; Hyponatremia; Hypophosphatemia;
Metabolism an |sorders - Other (fluid overload); Metabolism
er¥- Other (hypovolemia); Metabolism and nutrition
carbon dioxide); Tumor lysis syndrome

MUSC TAL AND CONNECTIVE TISSUE DISORDERS -
Arthrijs; ain; Chest wall pain; Flank pain; Muscle weakness lower
limp skeletal and connective tissue disorder - Other (chondritis)

sion); Musculoskeletal and connective tissue disorder - Other

cle spasms); Musculoskeletal and connective tissue disorder - Other

ro
% e cramps); Musculoskeletal and connective tissue disorder - Other
S

&

(musculoskeletal stiffness); Neck pain

NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL
CYSTS AND POLYPS) - Myelodysplastic syndrome; Neoplasms benign,
malignant and unspecified (incl cysts and polyps) - Other (colonic polyp,
vaginal polyp); Treatment related secondary malignancy

NERVOUS SYSTEM DISORDERS - Dysesthesia; Dysgeusia;
Hydrocephalus; Intracranial hemorrhage; Lethargy; Memory impairment;
Nervous system disorders - Other (head injury); Paresthesia; Peripheral
sensory neuropathy; Seizure; Sinus pain; Syncope

PSYCHIATRIC DISORDERS - Psychiatric disorders - Other (mental
status changes)

RENAL AND URINARY DISORDERS - Hematuria; Proteinuria; Renal and
urinary disorders - Other (calculus urinary); Renal calculi; Urinary
frequency; Urinary retention; Urinary tract pain

REPRODUCTIVE SYSTEM AND BREAST DISORDERS - Erectile
dysfunction; Reproductive system and breast disorders - Other (benign
prostatic hyperplasia); Uterine hemorrhage; Vaginal hemorrhage
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS -
Atelectasis; Hypoxia; Nasal congestion; Pleural effusion; Pleuritic pain;

el
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Pneumonitis; Pneumothorax; Productive cough; Pulmonary edema;
Respiratory failure; Respiratory, thoracic and mediastinal disorders - Other
(chronic obstructive pulmonary disease); Respiratory, thoracic and
mediastinal disorders - Other (oropharyngeal pain); Respiratory, thoracic
and mediastinal disorders - Other (pharyngeal erythema); Respiratory,
thoracic and mediastinal disorders - Other (pneumonia legionella);
Wheezing

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Dry skin; Palmar-
plantar erythrodysesthesia syndrome; Skin and subcutaneous tissue
disorders - Other (ecthyma gangrenosum); Skin and subcutaneous tissue
disorders - Other (skin laceration); Skin and subcutaneous tissue
disorders - Other (skin nodule); Skin induration; Urticaria

VASCULAR DISORDERS - Flushing; Hypertension; T boembolic
event; Vascular disorders - Other (poor venous a %asculitis;
Visceral arterial ischemia

Note: Azacitidine in combination with other ould cause an
exacerbation of any adverse event currently Rgown tQ be caused by the
other agent, or the combination may resylt in\evis never previously
associated with either agent.

2. Pregnancy and Lactation: Pregnancy\Catdgosy D. It is not known whether
azacitidine or its metabolites qare\ exereted in human milk and
administration of azacitidine is n@o ended.

3. Drug Interactions: No for%clinical assessments of drug-drug
interactions between aagcijidine and other agents have been conducted.

Refer to the current ved package insert.

d. DOSING & ADMINIST N
See Section 7.1a, Té)&ﬂan.
e. HOW SUPP
Azacitidin% ercially available and will not be supplied. Refer to the current
FDA- oWQd package insert.
f. A REPARATION & STABILITY
ﬁo the current FDA-approved package insert.

-

&

b.

inE (AraC, Cytosine Arabinoside) (NSC-63878)
DESCRIPTION

AraC is chemically 4-amino-1-S-D-arabino-furanosyl-2(1H)-primidinone. AraC is
metabolized to its active form, ara-CTP. The ara-CTP functions as an inhibitor of
DNA polymerase. Ara-C exhibits cell phase specificity, killing cells undergoing
DNA synthesis (S phase) and may also block cells from progressing to S phase
from G1. Extensive chromosomal damage, including chromatid breaks, occurs.
AraC appears to be most effective in tumors with high growth fraction.

TOXICOLOGY

Human Toxicology: Side effects of AraC include myelosuppression, nausea,
vomiting, diarrhea, anorexia, anal ulceration, stomatitis, rash, headache, fever,
myalgia, malaise, bone pain, chest pain, hepatic and renal dysfunction, and
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alopecia. Central nervous system toxicity, i.e., significant cerebral and cerebellar
dysfunction, progression to coma, has been seen with high doses. Severe
cardiomyopathy has been reported with high dose AraC in combination with
cyclophosphamide. Progressive ascending paralysis has occurred in two patients
receiving IV and intrathecal AraC. Marked keratoconjunctivitis has also occurred
with high doses.

The most frequently reported reactions after intrathecal administration were
nausea, vomiting and fever. Paraplegia and meningitis have been reported with
intrathecal administration. AraC given intrathecally may cause systemic toxicity
and careful monitoring of the hemopoietic system is indicated. If used intrathecally
or if high dose therapy is used, do not use a diluent containing benzyl alcohol.
AraC can cause fetal harm when administered to a pregnant woman, however,
there are no adequate and well controlled studies in pregnant women.

PHARMACOLOGY

Kinetics: AraC is metabolized by deoxycytidine kinase and related kinases to
nucleotide triphosphate, which is an active inhibitor of DNA polymerase.
Deoxycytidine prevents or delays cytotoxic activity. The active form is converted
to nontoxic uracil derivatives by pyrimidine nucleoside deaminases. The balance
of kinase and deaminase levels appears to be an important factor in
sensitivity/resistance of the cell to AraC. After IV injection, plasma disappearance
of ara-C is biphasic. Initial half-life is 10 minutes, delayed half-life is 1 - 3 hours.
After 24 hours, 80% is excreted in the urine as its inactive metabolite, Aral. After a
single IV administration of AraC, levels in CSF are low. With intrathecal
administration, half-life is 2 hours. There is little conversion to AraU because of low
CSF levels of deaminase. Drug interaction of AraC has been reported with digoxin,
gentamycin and fluorocytocine.

Formulation: AraC is supplied as a sterile powder in 100 mg and 500 mg vials for
injection. AraC is also available in 1 and 2 gram vials. The drug should be
reconstituted with sterile water for injection.

Storage and Stability: The sterile powder should be stored at room temperature
15° - 30°C (59° - 86°). The resulting solution has a stability of 48 hours if stored at
ROOM TEMPERATURE. Do not use if even a slight haze develops. The
reconstituted solution may be further diluted in 5% Dextrose or sodium chloride
injection.

DOSING & ADMINISTRATION

See Section 7.1d, Treatment Plan.

HOW SUPPLIED

Supplier: AraC is commercially available and therefore should be purchased by a
third party. This drug will NOT be supplied by the NCI.

Please refer to the package insert for complete information.

3.3 Decitabine (Dacogen®, 5-aza-2’-deoxycitidine) (NSC-)

a.

PHARMACOLOGY

Mechanism of Action: After phosphorylation, decitabine is incorporated into DNA
and inhibits DNA methyltransferase. Decitabine causes hypomethylation of DNA
and subsequent cell death. The formation of covalent adducts between DNA
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methyltransferase and decitabine may also contribute to cytotoxicity in rapidly
dividing cells. Decitabine-induced hypomethylation may restore normal function of
genes needed for cell growth.

PHARMACOKINETICS

1.

1.

Absorption: N/A
Distribution: Plasma protein binding of decitabine is less than 1%

Metabolism: The metabolism and route of elimination is unknown. One
possible pathway appears to be deamination by cytidine deaminase,
primarily found in the liver, granulocytes, intestinal epithel“nd whole

blood.
Elimination: The mean half life was 0.62 hr in pati%v‘}received 15

mg/m? of decitabine IV over 3 hr and 0.54 hr in 6Ne ho received 20
mg/m? of decitabine IV over 1 hr.

ADVERSE EFFECTS

1.

Possible Side Effects of Decitabine:\?%o the current FDA-approved

package insert for the most com eNsive’and up to date information on
adverse reactions.

The Comprehensive Ad
provides a single list
associated with an t

e nts and Potential Risks list (CAEPR)
rted and/or potential adverse events (AE)
iR a uniform presentation of events by body

system. Frequen ovided based on 1832 patients. Below is the

CAEPR for Degg2biNg (5-aza-2'-deoxycytidine).

NOTE: Rep onhe SPEER QNLY IF they exceed the grade noted
t

in parenthe§es nex?to the AE in the SPEER. If this CAEPR is part of a

combingfio ol using multiple investigational agents and has an AE
liste nt SPEERSs, use the lower of the grades to determine if
expCI2d rdorting is required.

Version 2.4, January 4, 2017

Adverse Events with Possible
Relationship to Decitabine (5-aza-2'-deoxycytidine)
(CTCAE 4.0 Term)
[n=1832]
Likely (>20%) | Less Likely (<=20%) |Rare but Serious (<3%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS

| Mucositis oral
| Rectal mucositis
Small intestinal

Anemia [Febrile neutropenia |
GASTROINTESTINAL DISORDERS

Nausea | Abdominal pain |

| Anal mucositis |

| Constipation |

| Diarrhea |

|

|

mucositis

e
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Adverse Events with Possible
Relationship to Decitabine (5-aza-2'-deoxycytidine)

(CTCAE 4.0 Term)
[n=1832]
Likely (>20%) | Less Likely (<=20%) |Rare but Serious (<3%)

| Vomiting |
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS
Fatigue | Chills |
Fever | Edema limbs |

| Non-cardiac chest pain | c\

[Pain AN

IMMUNE SYSTEM DISORDERS

| Autoimmune disorder | AN

INFECTIONS AND INFESTATIONS

Infection? | Z N
INJURY, POISONING AND PROCEDURAL COMPLICATIONS
[Bruising  \ N\
INVESTIGATIONS
Neutrophil count gn' g \J) \
decreased aminf ase
4 c;e

Platelet count Aﬁa}ete
decreased mifotransferase
A\Ai creased
Y \ by

White blood Blood bilirubin
decreasga s increased
AN Y Creatinine increased

Y4 Lymphocyte count
Q decreased

METABOLISM AND NUTRITION DISORDERS
| Anorexia |
Hyperglycemia
Hyperuricemia
| Hypoalbuminemia |
Hypocalcemia
Hypokalemia

| Hypomagnesemia |

| Hyponatremia |
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS

| Arthralgia |

| Back pain |

| Bone pain |

| Pain in extremity |
NERVOUS SYSTEM DISORDERS

| Dizziness Intracranial hemorrhage

| Headache |

| Somnolence |

e
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Adverse Events with Possible
Relationship to Decitabine (5-aza-2'-deoxycytidine)
(CTCAE 4.0 Term)

[n=1832]

Likely (>20%) | Less Likely (<=20%) |Rare but Serious (<3%)

PSYCHIATRIC DISORDERS

| Anxiety |
| Insomnia |

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS

[ Cough | QN
[Dyspea AN
Laryngeal mucositis N\ \»
Pharyngeal mucositis  |[fAN) ~
Pharyngolaryngeal

pain \ ‘)
Respiratory \f) \
hemorrhagey, \

| Trachea;m_uc&ﬂm’

SKIN AND SUBCUTANEOUS TISSUE DISORDERS

[AlopdN\ T 7]
RN |

< \X)a |
A NRash maculo-papular |

ASCULAR DISORDERS

'\, THematoma |
2N\ ) |Phlebitis |

Vv Vascular disorders -
Other (hemorrhage
\Q with decreased

platelets)

his 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.NCI.NIH.GOV. Your name, the name of the investigator,
the protocol and the agent should be included in the e-mail.

2 Infection may include any of the 75 infection sites under the
INFECTIONS AND INFESTATIONS SOC.

3 Respiratory hemorrhage includes Bronchopulmonary hemorrhage,
Epistaxis, Laryngeal hemorrhage, Mediastinal hemorrhage, Pharyngeal
hemorrhage, and Pleural hemorrhage under the RESPIRATORY,
THORACIC AND MEDIASTINAL DISORDERS SOC.

4 Gastrointestinal hemorrhage includes Anal hemorrhage, Cecal
hemorrhage, Colonic hemorrhage, Duodenal hemorrhage, Esophageal
hemorrhage, Esophageal varices hemorrhage, Gastric hemorrhage,
Hemorrhoidal hemorrhage, lleal hemorrhage, Intra-abdominal
hemorrhage, Jejunal hemorrhage, Lower gastrointestinal hemorrhage,
Oral hemorrhage, Pancreatic hemorrhage, Rectal hemorrhage,
Retroperitoneal hemorrhage, and Upper gastrointestinal hemorrhage
under the GASTROINTESTINAL DISORDERS SOC.

5 Gastrointestinal obstruction includes Colonic obstruction, Duodenal
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obstruction, Esophageal obstruction, Illeal obstruction, Jejunal
obstruction, Obstruction gastric, Rectal obstruction, and Small intestinal
obstruction under the GASTROINTESTINAL DISORDERS SOC.

Adverse events reported on decitabine (5-aza-2'-deoxycytidine)
trials, but for which there is insufficient evidence to suggest that
there was a reasonable possibility that decitabine (5-aza-2'-
deoxycytidine) caused the adverse event:

BLOOD AND LYMPHATIC SYSTEM DISORDERS - Blood and lymphatic
system disorders - Other (coagulaopathy); Blood and lymphatic system
disorders - Other (lymphadenopathy); Blood and ly tic system
disorders - Other (pancytopenia); Bone marrow hypoc, memolysis;
Leukocytosis; Spleen disorder

CARDIAC DISORDERS - Acute coronary syndr gl fibrillation;
Atrial flutter; Atrioventricular block complete; r arrest; Cardiac
disorders - Other (cardiac murmur); Cardiac \disofdgrs - Other (dilation
atrial); Chest pain - cardiac; Heart failure; MyyocaxdiaMhfarction; Restrictive
cardiomyopathy; Sinus bradycardia; Sin hWeardia; Supraventricular
tachycardia; Ventricular arrhythmia
EAR AND LABYRINTH DISORDER
EYE DISORDERS - Blurred agsio

- in; Vertigo
. E¥e disorders - Other (eye

Dyspepsia; Dysphagia; Eqte is; Esophagitis; Flatulence; Gastritis;
Gastroesophageal refl igease; Gastrointestinal disorders - Other (anal
fissure); Gastrointesti onjlers - Other (diverticulitis); Gastrointestinal
disorders - Other uleration); Gastrointestinal disorders - Other
(oral mucosal %e astrointestinal hemorrhage?; Gastrointestinal
obstruction; troiiestinal pain; Hemorrhoids; lleus; Oral pain;
Periodontal fiseas&yProctitis; Rectal pain; Toothache; Typhlitis

GENE% DERS AND ADMINISTRATION SITE CONDITIONS -

it disturbance; Infusion related reaction; Injection site
ized edema; Malaise; Multi-organ failure
ILIARY DISORDERS - Cholecystitis; Hepatic failure;

NE SYSTEM DISORDERS - Allergic reaction

INJURY, POISONING AND PROCEDURAL COMPLICATIONS - Fall;
Fracture; Injury, poisoning and procedural complications - Other (catheter
site pain); Injury, poisoning and procedural complications - Other (hernia);
Injury, poisoning and procedural complications - Other (procedural pain);
Injury, poisoning and procedural complications - Other (stent occlusion)
INVESTIGATIONS - Activated partial thromboplastin time prolonged;
Alkaline phosphatase increased; CPK increased; Cardiac troponin |
increased; Ejection fraction decreased; Electrocardiogram QT corrected
interval prolonged; Fibrinogen decreased; GGT increased; INR increased,;
Investigations - Other (blood bicarbonate decreased); Investigations -
Other (blood bicarbonate increased); Investigations - Other (blood bilrubin
decreased); Investigations - Other (blood chloride decreased);
Investigations - Other (blood chloride increased); Investigations - Other
(blood lactate dehydrogenase increased); Investigations - Other (blood
urea increased); Investigations - Other (elevated ammonia); Investigations
- Other (eosinophilia); Investigations - Other (platelet count increase);
Investigations - Other (protein total decreased); Lipase increased; Serum
amylase increased; Weight loss

METABOLISM AND NUTRITION DISORDERS - Acidosis; Dehydration;

bl el
Aiiltaa w0
[ry—



&
>

S1612

Page 23
Version Date:
11/16/21

Hypercalcemia; Hyperkalemia; Hypermagnesemia; Hypoglycemia;
Hypophosphatemia; Metabolism and nutrition disorders - Other
(hyperphosphatemia); Metabolism and nutrition disorders - Other
(malnutrition)

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS -
Chest wall pain; Generalized muscle weakness; Musculoskeletal and
connective tissue disorder - Other (muscle spasms); Myalgia
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL
CYSTS AND POLYPS) - Leukemia secondary to oncology chemotherapy;
Tumor pain

NERVOUS SYSTEM DISORDERS - Amnesia; Aphonia; Ataxia; Cognitive
disturbance; Dysesthesia; Dysgeusia; Ischemia cerebrovascular;
Lethargy; Paresthesia; Peripheral sensory neuropathy; re; Stroke;
Syncope; Transient ischemic attacks 5%

PSYCHIATRIC DISORDERS - Confusion; Deli Y pression;

noninfective; Hematuria; Urinary fistula; requency; Urinary
retention; Urinary tract pain; Urinary urgen
REPRODUCTIVE SYSTEM AND BREA
Uterine hemorrhage; Vaginal hemorrha
RESPIRATORY, THORACIC AND NAL DISORDERS - Adult

respiratory  distress  syndrogeg; i rhinitis;  Atelectasis;
Bronchospasm;  Hypoxia; N%J ongestion; Pleural effusion;
Pneumonitis; Postnasal dri ulmpn edema; Respiratory failure;
Respiratory, thoracic angame inal disorders - Other (breath sounds
abnormal/decreased); Mgspiratory, thoracic and mediastinal disorders -
Other (crepitations); {apory, thoracic and mediastinal disorders -
; Sinus disorder; Wheezing

Personality change \
RENAL AND URINARY DISORDERS - Acu injury; Cystitis
na

SQRDERS - Breast pain;

Dry skin; E ltiforme; Hyperhidrosis; Skin and subcutaneous
tissue disorQers - er (hyperkeratosis); Skin and subcutaneous tissue
disorder#™ (Sweet's Syndrome); Skin hyperpigmentation; Skin
hypop# Ion; Skin ulceration; Stevens-Johnson syndrome; Urticaria

DISORDERS - Flushing; Hypertension; Hypotension
mbolic event; Vascular disorders - Other (aortic anyeurism);
lar'disorders - Other (catheter site hemorrhage); Vascular disorders
r (circulatory collapse); Vascular disorders - Other (hemorrhage);

a
v@cular disorders - Other (splenic infarct vs hemorrhage/rupture);

Vascular disorders - Other (veno-occlusive disease); Vasculitis

Note: Decitabine (5-aza-2'-deoxycytidine) 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.

Pregnancy and Lactation: Pregnancy category D. Decitabine can cause
fetal harm when administered to a pregnant woman. There are no
adequate and well-controlled studies of decitabine use in pregnant
women. Adverse events were observed in animal reproduction studies.
Based on the mechanism of action, decitabine may cause fetal harm if
administered during pregnancy. Women of childbearing potential should
be advised to use effective contraception to avoid pregnancy during
treatment and for 1 month after treatment. In addition, males should be
advised to avoid fathering a child while on decitabine therapy and for 2
months after treatment. Because of the potential for serious adverse
reactions in the nursing infant, a decision should be made to discontinue
nursing or the drug, taking into account the importance of treatment to the
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2. Drug Interactions: Drug interaction studies with decitabine have not been

conducted. According to in vitro studies, decitabine is unlikely to inhibit or
induce cytochrome P450 enzymes. In vitro studies also suggested that
decitabine is not a substrate for cytochrome P450 enzymes.

DOSING & ADMINISTRATION

See Section 7.1d, Treatment Plan.

HOW SUPPLIED

Decitabine is commercially available and will not be supplied. %e current

FDA-approved package insert for the most comprehensjye® akd to date

information.

3.4  Midostaurin (NSC-656576) Q

Mechanism of Action: Midostaurin is an inhiltor everal PKC isoforms of the
tyrosine kinase of the VEGF receptor, anmof jimpOrtantly of the Class Il tyrosine
rin

PHARMACOLOGY '§:>

kinase FLT3 and KIT which are involye er\atopoiesis and play a key role in
certain hematopoietic disorders. Mid inds to the catalytic domain of these
kinases and inhibits the mitogenic&ign of the respective growth factors in cells
and results in growth arrest. LT3 signaling pathway is frequently ligand-
independently activated in A tirough point mutation in the catalytic domain
of the receptor or through i Qus N the juxta-membrane (JM) domain. Similarly,
the KIT signaling p %s frequently ligand-independently activated in
neoplastic diseases i Qg AST and mast-cell disease.

1-3 hours post dose in a fasted state. Midostaurin exposure
Mmcidased 1.2-fold when co-administered with a standard meal and
' sed 1.6-fold when co-administered with a high-fat meal compared to

n administered in a fasted state.
Distribution: The estimated mean volume of distribution (% coefficient of

greater than 99.8% bound to plasma protein in vitro.

% variation) is 95.2 L (31%). Midostaurin and its metabolites are distributed
Q mostly in plasma in vitro. Midostaurin, CGP62221, and CGP52421 are

\) 3. Metabolism: Midostaurin is primarily metabolized by CYP3A4. CGP62221
and CPG52424 (mean +/- standard deviation) account for 28 +/- 2.7% and

38 +/- 6.6% of the total circulating radioactivity.

4, Elimination: Fecal excretion accounts for 95% of the recovered dose, with
91% of the recovered dose excreted as metabolites and 4% as unchanged
midostaurin. 5% of the recovered dose was found in the urine. The
geometric mean terminal half-life (% coefficient of variation) is 21 hours
(19%) for midostaurin, 32 hours (31%) for CGP62221, and 482 hours
(25%) for CGP52421.
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ADVERSE EFFECTS

1.

Adverse Effects:

Comprehensive Adverse Events and Potential Risks list (CAEPR) for
Midostaurin (NSC 656576)

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 subsei_the Specific
Protocol Exceptions to Expedited Reporting (SPEER), ars in a
separate column and is identified with bold and italiciz is subset
of AEs (SPEER) is a list of events that are protocol Ci xceptions to
expedited reporting to NCI (except as noted bel o the 'CTEP,
NCI Guidelines:  Adverse Event Requirements'
http://ctep.cancer.gov/protocolDevelopment/ele§romg?applications/docs/
aeguidelines.pdf for further clarification. e IS provided based on
684 patients. Below is the CAEPR for Midostauyin Y\NSC 656576).

NOTE: Report AEs on the SPEE they exceed the grade noted
in parentheses next to the AE i EER. If this CAEPR is part of a

combination protocol using igvedtigational agents and has an AE
listed on different SPEERs, e lower of the grades to determine if

expedited reporting is

Version 2.1, June 28, 2018

Adverse Events with Possible
Relationship to Midostaurin Specific Protocol
(CTCAE 5.0 Term) Exceptions to
[n= 684] Expedited
. Less Likely Rarc'e but | Reporting (SPEER)
Likely (>20%) o Serious
(<=20%) (<3%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS
| Anemia | Anemia (Gr 3)
Febrile
neutropenia
GASTROINTESTINAL DISORDERS
|Abdominal pain
[Constipation
Diarrhea | | Diarrhea (Gr 2)
Nausea Nausea (Gr 2)
Vomiting Vomiting (Gr 2)
GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS
Edema limbs
Fatigue Fatigue (Gr 3)
| Fever |
INFECTIONS AND INFESTATIONS
lInfection? |
INVESTIGATIONS

e
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Alanine
aminotransferase
increased

Lipase increased
Neutrophil count
decreased
Platelet count Platelet count
decreased decreased (Gr 4)

MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS
| Back pain |

NERVOUS SYSTEM DISORDERS -
| Headache | Headache (Gr 2)

RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS

| Dyspnea |

SKIN AND SUBCUTANEOUS TISSUE DISORDERS

| Pruritus | \

' This table will be updated as the toxi '<p’r¢e f the agent is revised.
Updates will be distributed to all Ryinc nvestigators at the time of
revision. The current versigQ ¢ e obtained by contacting
PIO@CTEP.NCIL.NIH.GOV. aiye, the name of the investigator,
the protocol and the agent intluded in the e-mail.

2 |nfection includes all 75ggite nfection under the INFECTIONS AND
INFESTATION SOC

midostaurin th®adverse event:

BLOOD, MPHATIC SYSTEM DISORDERS - Disseminated
intray, Oagulation; Leukocytosis

ORDERS - Atrial fibrillation; Atrial flutter; Atrioventricular
ck cdgplete; Cardiac arrest; Cardiac disorders - Other (cardiomegaly);
jac disorders - Other (ventricular dysfunction); Heart failure; Left
1Bular systolic dysfunction; Mitral valve disease; Myocardial infarction;

Adverse events % midostaurin trials, but for which there is
insufficient ev}@% gest that there was a reasonable possibility that

a
cardial effusion; Sinus bradycardia; Sinus tachycardia; Ventricular

S

arrhythmia

EAR AND LABYRINTH DISORDERS - Ear pain; Vertigo

ENDOCRINE DISORDERS - Endocrine disorders — Other (diabetes
mellitus); Hyperthyroidism

EYE DISORDERS - Blurred vision; Dry eye; Keratitis; Periorbital edema
GASTROINTESTINAL DISORDERS - Abdominal distension; Ascites;
Belching; Bloating; Colitis; Colonic hemorrhage; Dyspepsia; Dysphagia;
Enterocolitis;  Flatulence; Gastric  hemorrhage;  Gastric  ulcer;
Gastrointestinal disorders - Other (anorectal discomfort); Gastrointestinal
disorders - Other (cramping); Gastrointestinal disorders - Other (salivary
hypersecretion); Gingival pain; lleus; Lower gastrointestinal hemorrhage;
Mucositis oral; Oral hemorrhage; Oral pain; Pancreatitis; Rectal
hemorrhage; Rectal pain; Small intestinal obstruction; Stomach pain;
Typhlitis; Upper gastrointestinal hemorrhage; Visceral arterial ischemia
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS -
Chills; Disease progression; Edema face; Flu like symptoms; Malaise;
Multi-organ failure; Non-cardiac chest pain; Pain; Sudden death NOS
HEPATOBILIARY DISORDERS - Hepatic failure; Hepatobiliary disorders
— Other (hepatic cirrhosis); Hepatobiliary disorders - Other (hepatotoxicity)
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IMMUNE SYSTEM DISORDERS - Allergic reaction; Anaphylaxis
INJURY, POISONING AND PROCEDURAL COMPLICATIONS - Fall
INVESTIGATIONS - Activated partial thromboplastin time prolonged;
Alkaline phosphatase increased; Aspartate aminotransferase increased;
Blood bilirubin increased; Ejection fraction decreased; Electrocardiogram
QT corrected interval prolonged; Hemoglobin increased; Investigations -
Other (blast cell count increased); Lymphocyte count decreased; Serum
amylase increased; Weight gain; Weight loss; White blood cell decreased
METABOLISM AND NUTRITION DISORDERS - Anorexia;
Hypercalcemia; Hyperglycemia; Hypernatremia; Hyperuricemia;
Hypoalbuminemia; Hypokalemia; Hyponatremia; Hypophosphatemia;
Metabolism and nutrition disorders - Other (failure to thrive)
MUSCULOSKELETAL AND CONNECTIVE TISSUE RDERS -
Arthralgia; Arthritis; Bone pain; Generalized m Imeakness;
ogte

Musculoskeletal and connective tissue disorder - Othefé( ylitis and
tenosynovitis L hand); Myalgia; Neck pain; Pain in e ity rismus
NEOPLASMS BENIGN, MALIGNANT AND CIFIED (INCL

CYSTS AND POLYPS) - Leukemia secondary §§ ongology chemotherapy;
Myelodysplastic syndrome; Treatment relatgd s8gon¥ary malignancy

NERVOUS SYSTEM DISORDERS n§entration  impairment;
Dizziness; Intracranial hemorrhage; NRethargy; WMemory impairment;
Nervous system disorders - Othey ( IDle neuroleptic malignant

attacks; Tremor

syndrome); Peripheral sensory ngropgthy?Syncope; Transient ischemic
PSYCHIATRIC ISORDERS :a)on, Anxiety; Confusion; Insomnia;

Psychiatric disorders — Ojger (Wte¥ed mental status)

RENAL AND URINARYQIRORDERS - Acute kidney injury; Cystitis
noninfective; Hematyriy and urinary disorders - Other (urinary
bladder hemorrhagg); ary retention

REPRODUCTI % EM AND BREAST DISORDERS -
ind hemorrhage

RESPIRATQRY, RACIC AND MEDIASTINAL DISORDERS - Adult
respirat ishess  syndrome; Allergic rhinitis; Atelectasis;
Bron ary hemorrhage; Cough; Epistaxis; Hiccups; Hypoxia;
La | ma; Oropharyngeal pain; Pharyngolaryngeal pain; Pleural

Pneumonitis; Pulmonary edema; Respiratory failure;
iratory, thoracic and mediastinal disorders - Other (bronchitis);
atory, thoracic and mediastinal disorders - Other (pulmonary

e
n%;ules); Respiratory, thoracic and mediastinal disorders - Other

(tachypnea); Sinus disorder

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Dry skin;
Erythroderma; Hyperhidrosis; Purpura; Rash maculo-papular; Skin and
subcutaneous tissue disorders — Other (toxic skin eruption); Skin
ulceration; Urticaria

VASCULAR DISORDERS - Flushing; Hematoma; Hot flashes;
Hypertension; Hypotension; Thromboembolic event

Note: Midostaurin 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.

Pregnancy and Lactation: Midostaurin may cause fetal harm when
administered to pregnant women. Women must avoid breast-feeding, and
all women of childbearing potential will be required to employ a highly
effective method of birth control, which is defined as a birth control which
results in a low failure rate (i.e. less than 1% per year) when used
consistently and correctly. This has to be employed for the duration of the
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study and for three months post study for women because of the long half-
life (T1/2) of the metabolite, CGP52421 (>1 month). Acceptable methods
of birth control include implants, injectables, and hormonal contraceptives,
some IUDs (Intrauterine Devices), sexual abstinence or vasectomized
partner.

Sexually active males must use a condom during intercourse while taking
drug and for 5 months after stopping midostaurin medication to cover the
half-life of the compound metabolites and spermatogenesis. A condom is
required to be used also by vasectomized men in order to prevent delivery
of the drug via seminal fluid.

Drug Interactions

Midostaurin is a substrate of CYP3A4. Midostaurin its Yretabolites
inhibit CYP1A2, CYP2C8, CYP2C9, CYP2C19, C ,\@fnd CYP2E1.
Avoid concomitant administration of strong or m a 3A4 inhibitors
when possible. Midostaurin and its metabolites\ndu P1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, and CYP3A in\vitr¥ Avoid concomitant
use as strong CYP3A4 inducers decreas sixe to midostaurin and its
active metabolites. Midostaurin inhfjits ™ ofpadic anion transporter
polypeptide (OATP) 1A1 and induce WQ resistant protein (MRP) 1

including midostaurin, shayld reened prior to initiation of and during
treatment with midostayg.soee Section 8.0 Toxicities to be Monitored and
Dosage Modificatiops\Ingdition, refer to the current FDA-approved

in vitro.
Due to potential drug inter% :s’a mplete patient medication list,

See Section 7.1/ Yr&tmpent Plan.
e. HOW SUP

1.

&
>

arance: Midostaurin is currently prepared as 25 mg soft gelatin
e.

Midostaurin will be supplied as soft gelatin capsules to be taken orally. The
study drug will be packed in child resistant blisters. The drug should be
stored in the blister pack until use and no further preparation of the study
drug is needed. Upon opening a blister pack, patients may notice a
pungent odor. The odor is due to ethyl thioglycolate that forms when
ethanol in the capsules interacts with the thermostabilizer in the foil. The
capsules are not affected, and the odor will dissipate. Each capsule
contains 25 mg of midostaurin.

Distributor: Midostaurin is supplied by Novartis and distributed by the
Pharmaceutical Management Branch, CTEP/DCTD/NCI as 25 mg soft
gelatin capsules individually sealed in a blister card. Each blister card
contains 8 capsules and each box contains 8 blister cards for a total of 64
capsules.
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STORAGE, PREPARATION & STABILITY

Storage condition: Soft gelatin capsule: Do not store above 25°C.

DRUG ORDERING & ACCOUNTABILITY

See Section 3.6.

3.5  Nivolumab (BMS-936558, MDX1106, Optivo®) (NSC-748726)

a.

PHARMACOLOGY

Mechanism of Action: Nivolumab is human monoclonal antibod %rgets the
programmed death—1 (PD-1, cluster of differentiation 279 270] Il surface
membrane receptor. PD-1 is a negative regulatory receptor egpN by activated

T and B lymphocytes. Binding of PD-1 to its ligands, pr ey death-ligand 1
(PD-L1) and 2 (PD-L2), results in the down-regulatio %p ocyte activation.
Nivolumab inhibits the binding of PD-1 to PD-L1an\P
interaction between PD-1 and its ligands pro&b|

h

2. Inhibition of the
mune responses and
antigen-specific T-cell responses to both forei men a¥ well as self-antigens.

PHARMACOKINETICS
1. Distribution: Nivolumab has a:r *)h macokinetics after single and
multiple dosing within thg ra 0.1 mg/kg to 10 mg/kg. The volume

distribution (Vd) is 8L.

2. Elimination: Clear, %n ependent of dose in the range 0.1 mg/kg to
10 mg/kg. The M learance is 9.5 mL/hr, and the elimination half-
life of is appr, % 6.7 days. Body weight normalized dosing showed
approximatdly consyant trough concentrations over a wide range of body

weights
ADVERSE

se Effects: The Comprehensive Adverse Events and Potential Risks
EPR) provides a single list of reported and/or potential adverse
ts (AE) associated with an agent using a uniform presentation of

a separate column and is 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
2069 patients. Below is the CAEPR for BMS-936558 (Nivolumab, MDX-
1106).

events by body system. In addition to the comprehensive list, a subset, the
% Specific Protocol Exceptions to Expedited Reporting (SPEER), appears in

NOTE: Report AEs on the SPEER QNLY 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 AE
listed on different SPEERSs, use the lower of the grades to determine if
expedited reporting is required.
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Version 2.3, June 18, 2018%

Adverse Events with Possible
Relationship to BMS-936558 (Nivolumab, MDX-1106)
(CTCAE 5.0 Term)

Specific Protocol
Exceptions to
Expedited Reporting

[n= 2069] (SPEER)
. Less Likel Rare but
SR (R (<=20%) " | soriovs (<3%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS
| Anemia | Anemia (Gr 2)
CARDIAC DISORDERS
Cardiac (
disorders - O,
(cardiomyoﬁm
) >
| MyocKdiag, \
epqsrga?) )
gmp e?
NP&carﬁitis
ENDOCRINE DISORDERS
Adrenal G‘ L
insuffigiéhcy?
| HypdePNisy |
| PRyrMism® |
N Wotoidism® |
EYE DISORDERS
- \ l Yy | Blurred vision
RS | Dry eye
Q\) Eye disorders -
Pal Other (diplopia)?
k& Y Eye disorders -
% Other (Graves
ophthalmopathy)
3
Eye disorders -
Other (optic
neuritis
retrobulbar)?
| Uveitis |
GASTROINTESTINAL DISORDERS
Abdominal pain Abdominal pain (Gr
2)
| Colitis® |
Colonic
perforation®
| Diarrhea | Diarrhea (Gr 3)
| Dry mouth | Dry mouth (Gr 2)
| | Gastritis
| [Mucositis oral
| Nausea | Nausea (Gr 2)

| Pancreatitis* |
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Adverse Events with Possible
Relationship to BMS-936558 (Nivolumab, MDX-1106)
(CTCAE 5.0 Term)

Specific Protocol
Exceptions to
Expedited Reporting

[n= 2069] (SPEER)
: Less Likel Rare but
leely (>20%) (<=20%) J Serious (<3%)
GENERAL DISORDERS AND ADMINISTRATION SITE
CONDITIONS
Fatigue | | Fatigue (Gr 3)

Fever Fever (Gr 2)
Injection site Injection site reaction
reaction (Gr 2)

IMMUNE SYSTEM DISORDERS

| | Allergic reaction |

Autoimmune
disorder® \
Cytokj rek&e
syndr
e sydlem’
ordeye - Other
(GXHD in the
ttyg of
“ llotransplant)®
%\J Immune system
disorders - Other
Q (sarcoid
A granuloma)?
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS
Vﬂfusion related
A \ _ lreaction’
INVESTIGATIONS
~¥\ Alanine \Alanine
aminotransferase aminotransferase
Q DS increased 3 increased® (Gr 3)
Y Aspartate Aspartate
aminotransferase aminotransferase
increased ® increased® (Gr 3)
Blood bilirubin Blood bilirubin
increased ® increased® (Gr 2)
Creatinine
increased
Lipase increased
Lymphocyte count Lymphocyte count
decreased decreased (Gr 2)
Neutrophil count
decreased
Platelet count
decreased
Serum amylase
increased
METABOLISM AND NUTRITION DISORDERS
| Anorexia |
| | Hyperglycemia |Hyperglycemia (Gr 2)
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Adverse Events with Possible
Relationship to BMS-936558 (Nivolumab, MDX-1106)

(CTCAE 5.0 Term)

Specific Protocol
Exceptions to
Expedited Reporting

e (SPEER)
. Less Likely Rare but
ELE (i) (<=20%) Serious (<3%)

Metabolism and
nutrition
disorders - Other
(diabetes
mellitus with
ketoacidosis)?

MUSCULOSKELETAL AND CONNECTIVE TISSUE

DISORDERS

|
|

Arthralgia

] R\abddyolysis
~\U NvXitis

o
Musculosk étal\
and conpnect\e

NERVOUS SYSTEM DISORDERS

Y

>

A Q] Encephalopathy?

RS
~C

<§$<$Q

Yy

Facial nerve
disorder?

Guillain-Barre
syndrome?

Myasthenia
gravis®

Nervous system
disorders - Other
(demyelination
myasthenic
syndrome)

Nervous system
disorders - Other
(encephalitis)®

Nervous system

disorders - Other
(meningoenceph
alitis)

Nervous system
disorders - Other
(meningoradi-
culitis)®

Nervous system
disorders - Other
(myasthenic
syndrome)

Peripheral motor
neuropathy

Peripheral
sensory

neuropathy
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Adverse Events with Possible S;Eecnflct_P rotc:col
Relationship to BMS-936558 (Nivolumab, MDX-1106) xeepions o,
Expedited Reporting
(CTCAE 5.0 Term) (SPEER)
[n=2069]
. 0 Less Likely Rare but
SLey(EAvid) (<=20%) Serious (<3%)
Reversible
posterior
leukoencephalo
pathy syndrome?®
RENAL AND URINARY DISORDERS
Acute kidney
injury®
RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS
| Pleural effusion® | \'
| Pneumonitis® | 2 \
Respi \
ic
cdiaNpal
didprdefrs - Other
%r chiolitis
bliterans with
organizing
‘0 R pneumonia)®
SKIN AND SUBCUTANEOUS TISSUE DISORDERS
A\\ Erythema
multiforme?
~ WNyrifus? | Pruritus® (Gr 2)
VRésh maculo- Rash maculo-
AQ « | papular® papular® (Gr 2)
N Skin and
subcutaneous
» disorders -Other
(bullous
pemphigoid)
Skin and
subcutaneous
disorders - Other
(Sweet's
Syndrome)?
Skin
hypopigmentation
Stevens-
Johnson
syndrome
Toxic epidermal
necrolysis

' 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.NCI.NIH.GOV. Your name, the name of the investigator,
the protocol and the agent should be included in the e-mail.
2 Pericardial tamponade may be related to possible inflammatory reaction

at tumor site.
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3 BMS-936558 (Nivolumab, MDX-1106) being a member of 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. This may result in autoimmune
disorders that can include (but are not limited to) autoimmune hemolytic
anemia, acquired anti-factor VIII immune response, autoimmune aseptic
meningitis, autoimmune hepatitis, autoimmune nephritis, autoimmune
neuropathy, autoimmune thyroiditis, bullous pemphigoid, exacerbation
of Churg-Strauss Syndrome, drug rash with eosinophilia systemic
symptoms [DRESS] syndrome, facial nerve disorder (facial nerve
paralysis), limbic encephalitis, hepatic failure, pure red cell aplasia,
pancreatitis, ulcerative and hemorrhagic colitis, endocrine disorders
(e.g., autoimmune thyroiditis, hyperthyroidism, ggsQthyroidism,
autoimmune hypophysitis/hypopituitarism, thyrotoxicgg g adrenal
insufficiency), sarcoid granuloma, myasthenia gravis? pd pOsitis, and
Guillain-Barre syndrome.

4 Pancreatitis may result in increased serur(\l e and/or more
t s

frequently lipase.

5 Cytokine release syndrome may ni hemophagocytic
lymphohistocytosis with accompanying Rvg&garN pancytopenia.

6 Complications including hyperacute g&aft-verushost disease (GVHD),
some fatal, have occurred in patie %vmg allo stem cell trancplant
(SCT) after receiving BMS-92855& (N#olumab, MDX-1106). These
complications may occur des tel\ening therapy between receiving
BMS-936558 (Nivolumab, -11(6) and allo-SCT.

7 Infusion reactions, inclygjing grade hypersensitivity reactions which
have been observ llowing administration of nivolumab, may
manifest as fever, shakes, itching, rash, hypertension or

hypotension, o, breathing during and immediately after
administratic&\:l

Adverse egents orted on BMS-936558 (Nivolumab, MDX-1106)

ich there is insufficient evidence to suggest that
reasonable possibility that BMS-936558 (Nivolumab,
used the adverse event:

D AND LYMPHATIC SYSTEM DISORDERS - Leukocytosis
AC DISORDERS - Atrial fibrillation; Atrioventricular block

%gplete Heart failure; Ventricular arrhythmia

EAR AND LABYRINTH DISORDERS - Vestibular disorder

EYE DISORDERS - Eye disorders - Other (iridocyclitis); Optic nerve
disorder; Periorbital edema

GASTROINTESTINAL DISORDERS - Constipation; Duodenal ulcer;
Flatulence; Gastrointestinal disorders - Other (mouth sores); Vomiting
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS -
Chills; Edema limbs; Malaise; Pain

HEPATOBILIARY DISORDERS - Bile duct stenosis

IMMUNE SYSTEM DISORDERS - Anaphylaxis; Immune system
disorders - Other (autoimmune thrombotic microangiopathy); Immune
system disorders - Other (limbic encephalitis)

INFECTIONS AND INFESTATIONS - Bronchial infection; Lung infection;
Sepsis; Upper respiratory infection

INVESTIGATIONS - Blood lactate dehydrogenase increased; GGT
increased; Investigations - Other (protein total decreased); Lymphocyte
count increased; Weight loss

METABOLISM AND NUTRITION DISORDERS - Dehydration;
Hyperuricemia; Hypoalbuminemia; Hypocalcemia; Hyponatremia;
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Hypophosphatemia

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS -
Back pain; Musculoskeletal and connective tissue disorder - Other
(musculoskeletal pain); Musculoskeletal and connective tissue disorder -
Other (polymyalgia rheumatica); Myalgia; Pain in extremity
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL
CYSTS AND POLYPS) - Neoplasms benign, malignant and unspecified
(incl cysts and polyps) - Other (histiocytic necrotizing lymphadenitis)
NERVOUS SYSTEM DISORDERS - Dizziness; Headache; Intracranial
hemorrhage

PSYCHIATRIC DISORDERS - Insomnia

RENAL AND URINARY DISORDERS - Hematuria; Renal urinary
disorders - Other (tubulointerstitial nephritis) ﬁ
RESPIRATORY, THORACIC AND MEDIASTINAL DI
Bronchospasm; Cough; Dyspnea; Hypoxia

SKIN AND SUBCUTANEOUS TISSUE DISORD, %1 ecia; Dry
skin; Hyperhidrosis; Pain of skin; Photosensitivigy" cneiform; Skin
and subcutaneous tissue disorders - Other {rosagea

VASCULAR DISORDERS - Flushing; Hyp ior Hypotension; Vasculitis

Note: BMS-936558 (Nivolumab, M in combination with other
agents could cause an exacerbatign oNany Zdverse event currently known
to be caused by the other agen he\combination may result in events
never previously associated gr ayent.

Pregnancy and Lactati

Pregnancy: Adver; s ¥Were observed in animal reproduction studies.

t
Nivolumab may eMed to cross the placenta; effects to the fetus may
be greater in eC and third trimesters. Based on its mechanism of
b

action, nivlumab¥§s expected to cause fetal harm if used during

pregnang® Womgn of reproductive potential should use highly-effective

contr ing therapy and for at least 23 weeks after treatment has

be i jiued. Men receiving nivolumab and who are sexually active
¢ en of child bearing potential should adhere to contraception for a
e of’31 weeks after the last dose of nivolumab.

ation: It is not known if nivolumab is excreted into breast milk. Due to
the potential for serious adverse reactions in the nursing infant, the
manufacturer recommends women to discontinue breastfeeding during
treatment with nivolumab.

Drug Interactions: Nivolumab is not expected to have any effect on
cytochrome P450 or other drug metabolizing enzymes in terms of
inhibition or induction, and is, therefore, not expected to induce these
types of PK-based drug interactions.

DOSING & ADMINISTRATION

See Section 7.1b, Treatment Plan

Nivolumab is to be administered as a 30-60-minute IV infusion through a 0.2
micron to 1.2 micron pore size, low-protein binding polyethersulfone membrane in-
line filter. DO NOT administer as IV push or bolus injection.
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HOW SUPPLIED
1. Nivolumab 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, sodium chloride, mannitol, diethylenetriamine pentacetic acid
(pentetic acid) and polysorbate 80 (Tween® 80), pH 6.0.

2. 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 0.7mL overfill. It is supplied in 10 mL type | flint glass
vials, with butyl rubber stoppers and aluminum seals.

STORAGE, PREPARATION & STABILITY ‘»Q

1. Vials of Nivolumab must be stored at 2°-8°C (36° g’ protected from
light, freezing and shaking. If a storage %ure excursion is
identified, promptly return nivolumab toy 2°-§’C W8nd quarantine the
supplies. Provide a detailed report Qfth& excursion (including
documentation of temperature monitor%\g ulation of the excursion)

e

to PMBAfterHours@mail.nih.gov for gt ion of suitability.

2. Nivolumab can be infused un 0 mg/mL) or diluted with 0.9%
Sodium Chloride Injection, r ¥5% Dextrose, USP to drug
concentrations no less thgg O. ag/mL. Note: Mix gently. Do not shake.

3. Compatibility: Nivol ugions are compatible with polyvinyl chloride
(PVC) or polyolefiX {nePs and infusion sets, and glass bottles.
iM\surveillance of the intact vials is ongoing.

of undiluted and diluted solutions of Nivolumab must
ithin 24 hours of preparation. If not used immediately, the
oyon may be stored up to 24 hours in a refrigerator at 2°-8°C
(&° and a maximum of 4 hours of the total 24 hours can be at room

rature (20°-25°C, 68°-77°F) and room light. The maximum 4-hour
riQ® under room temperature and room light conditions includes the
pyAuct administration period.

preservative or bacteriostatic agent. Therefore, it is advised that the
product be discarded 8 hours after initial entry.

% CAUTION: The single-use dosage form contains no antibacterial

O

DRUG ORDERING & ACCOUNTABILITY

See Section 3.6.

3.6 Drug Ordering and Accountability for NCI-Supplied Agents

a.

Drug Ordering

NCl-supplied agents may be requested by the Principal Investigator (or their
authorized designee) at each participating institution. Pharmaceutical
Management Branch (PMB) policy requires that drug 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 (S1612) must be used for ordering all CTEP
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supplied investigational agents. The responsible investigator at each participating
institution must be registered with CTEP, DCTD through an annual submission of
FDA Form 1572 and a CV. If there are several participating investigators at one
institution, CTEP-supplied investigational agents for the study should be ordered
under the name of one lead investigator at that institution.

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 e-mail
PMB any time. Refer to the PMB’s website for specific policies guidelines
related to agent management. Q

Patients must be randomized to a treatment arm in OPEN .% ering agent.
Agent orders may be expedited overnight Monday-Thu 'en sites provide
expedited courier information. Initiation of treatment Ynus cur no more than

seven working days after patient randomization. :

Drug Handling and Accountability x
1. Drug Accountability: The investigg responsible party designated

by the investigator, must ma careful record of the receipt,

=

dispensing and final dispositi¢ all pgents received from the PMB using
the appropriate NCI Invegti al Agent (Drug) Accountability Record
(DARF) available on t Srms page. Store and maintain separate

NCI Investigational

formulation and OK {nv&stigator on this protocol.
2. i alldwed as long as a print version of the log process is

rance as the current NC| DARF.

rns: All unused drug supplies should be returned to the PMB.
it Is necessary to return study drug (e.g., sealed vials remaining
xpired vials are recalled by the PMB), investigators should return
study drug to the PMB using the NCI Return Agent Form available on

are on-going. Shelf life stability studies of the midostaurin capsules are
on-going.

the NCI home page (http://ctep.cancer.gov)
( :% Drug Expiration: Shelf life stability studies of the intact vials of nivolumab

Questions about drug orders, transfers, returns or accountability should
be addressed to the PMB by calling 240/276-6575 Monday through Friday
between 8:30 am and 4:30 pm Eastern Time.

Useful Links and Contacts

CTEP Forms, Templates, Documents: http://ctep.cancer.gov/forms/
NCI CTEP Investigator Registration: PMBRegPend@ctep.nci.nih.gov
PMB policies and guidelines:
http://ctep.cancer.gov/branches/pmb/agent_management.htm

¢ PMB Online Agent Order Processing (OAOP) application: https://eapps-
ctep.nci.nih.gov/OAOP/pages/login.jspx

e CTEP Identity and Access Management (IAM) account:
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https://eapps-ctep.nci.nih.gov/iam/

e CTEP Associate Registration and IAM account help:
ctepreghelp@ctep.nci.nih.gov
PMB IB Coordinator: IBCoordinator@mail.nih.gov
PMB e-mail: PMBAfterHours@mail.nih.gov

PMB phone and hours of service: (240) 276-6575 Monday through Friday between
8:30 am and 4:30 pm (ET).

4.0 STAGING CRITERIA
in the blood or marrow and MDS (EB-2) is defined by blast counts nd < 20% in

marrow or 5%-19% blasts in peripheral blood (if marrow is not 1) Please refer to
the 2016 updated WHO Classification of Myeloid Neoplasms an§ Ac§tgLeukemia for more

detailed information. (716) (
4.2 Staging Criteria x
Staging criteria are not applicable to this protocolq\

5.0 ELIGIBILITY CRITERIA

4.1 Diagnostic Criteria Q
For purposes of this study Acute Myeloid Leukemia (AML) is defined % eloblasts
o]
| h’

Each of the criteria in the following section must be get\n r for a patient to be considered eligible for
registration. For each criterion requiring test re ates, please record this information on the
Onstudy Form and submit via Medidata Rave eeNgection 14.0). Any potential eligibility issues should
be addressed to the Data Operations CentqﬂS attfe at 206/652-2267 or leukemiaquestion@crab.org

prior to registration. NCI policy dge\ npt” allow for waiver of any eligibility criterion
(http://ctep.cancer.gov/protocolDevelop Gi€s_deviations.htm).

In calculating days of tests and m ents, the day a test or measurement is done is considered Day
0. Therefore, if a test is done o day, the Monday 4 weeks later would be considered Day 28. If Day
28, 42, or 56 falls on a weekeQdyor Ngliday, the limit may be extended to the next working day.

5.1 Registra@p — Specimen Submission
i d Criteria

atients must be suspected to have previously untreated acute myelogenous
leukemia (AML) or myelodysplastic syndrome with excess blasts-2 (MDS-EB-2).

Qy Patients must be = 60 years of age.

c. Patients must not be known to have AML in the CNS.

Specimen Submission Criteria

d. Patients must have specimens submitted for FLT3 testing for randomization
stratification. Collection of pretreatment specimens must be completed within 1
day of registration to Step 1. Specimens must be submitted via the SWOG
Specimen Tracking System as outlined in Section 15.2. FLT3 results will be used
for stratification purposes at the time of randomization. E-mail notification of
randomization assignment must be received prior to Step 2 registration.
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e. Patients must be offered participation in specimen banking as outlined in Section
15.3. With patient consent, pretreatment specimens must be collected and
submitted via the SWOG Specimen Tracking System as outlined in Section 15.3.

Prior/Concurrent Therapy Criteria

f. Patients who have received prior therapy with midostaurin, any anti-PD-1 or anti-
PD-L1 therapy, any DNA-methyltransferase inhibitor (including hypomethylating
agents such as azacitidine, decitabine, or other investigational agent that acts by
inhibiting DNA or RNA methylation) for any condition, or prior intensive cytotoxic
therapy for MDS, are not eligible.

g. Patients must be able to swallow oral medications without crushing@ewing.

Clinical/Laboratory Criteria

h. Prior malignancy is allowed providing it does not reqq)%‘nknt therapy.

Exception: Active hormonal therapy is allowed.

i. Patients must not be pregnant or nursing, due to erytogenic potential of the
drugs used on this study. Women/men of reprofiyctive fotdntial must have agreed
to use an effective contraceptive method. an is considered to be of
"reproductive potential" if she has had s&¢ at/any time in the preceding 12
consecutive months. In addition to r ntraceptive methods, "effective
contraception also includes (but i imited® to) heterosexual celibacy and
surgery intended to prevent prggn (or with a side-effect of pregnancy
prevention) defined as a hys omy, bilateral oophorectomy, bilateral tubal

t any point a previously celibate patient
chooses to become hetggo ally” active during the time period for use of
contraceptive measur we
beginning contraceptj asres.

in the protocol, he/she is responsible for

Women must a
(WOCBP) m 0 use highly effective contraception while receiving study
drug and f i f 31 weeks after the last dose of study drug. Sexually-active

0 use a condom while receiving study drug and for 31 weeks
after la¥% dose of study drug. Vasectomized men must also agree to use a
condo v8id delivering drug in the seminal fluid.

ria

j. apents must be informed of the investigational nature of this study and must sign
d give written informed consent in accordance with institutional and federal
guidelines.

\9 As a part of the OPEN registration process (see Section 13.3 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 for this study

has been entered in the system.

5.2 Registration Step 2 — Randomization

Patients must be registered to Step 2 no more than 42 days after registration to Step 1 and
no more than 42 days after collection of specimens for FLT3 testing.
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Disease Related Criteria

a.

Patients must have morphologically confirmed, previously untreated acute myeloid
leukemia (AML) or MDS with excess blasts-2 (MDS-EB-2).

Patients with acute promyelocytic leukemia (APL), biphenotypic leukemia, blastic
transformation of chronic myelogenous leukemia (CML or BCR/ABL), are not
eligible.

Patients must have disease present in the blood or bone marrow; patients with
only extramedullary disease in the absence of bone marrow or blogd involvement
are not eligible.

All tests for establishing baseline disease status eligibility m ed on blood
and/or bone marrow examination performed within 42 da o andomization

(registration Step 2).

Patients must not be known to have AML in the C%
Patients must be deemed, in the judgment of M‘ physician, to be ineligible
for intensive induction therapy, or must have ¥efus@¥ intensive induction therapy.
Rationale for clinical determination or n€ta¥on Qf patient decision must be made

on the $1612 Onstudy Form.

Pretreatment cytogenetics must erf d on all patients as outlined in Section
15.4. Collection of pretreat imens must be completed within 42 days
prior to randomization (r ratiol?/Step 2). Reports of the results must be

submitted as outlined in ionNy 4.4 and 15.4.

Specimen Submission Criter{e?

e. FLT3 results yg yfor stratification purposes at the time of randomization.
E-mail notifieiyti FLT3 specimens have been processed must be received
prior to r ation (registration Step 2).

Prior/Concurr ey Criteria

f.

N

eatment with hydroxyurea is permitted (see Section 7.2 for information
. g use of hydroxyurea while on protocol therapy). Prior ATRA for

c ugpected APL and prior intrathecal therapy are permitted, but must plan to be

continued prior to initiating protocol therapy. Patients with signs/symptoms of
yperleukocytosis or WBC = 50,000/mcL can be treated with leukapheresis prior
to randomization (registration to Step 2).

Patients may have received non-intensive therapy for antecedent hematologic
disorders, including lenalidomide. Patients may have received prior chemotherapy
for prior cancers. These therapies must be discontinued at least 5 days prior to
randomization (registration to Step 2).

Patients who are transfusion-dependent and patients receiving growth factor
support are eligible. Patients must discontinue growth factor support prior to
initiation of protocol therapy.

Clinical/Laboratory Criteria

The following tests must be performed within 14 days prior to randomization
(registration to Step 2) to establish baseline values:
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Performance Status
CBC/Differential/Platelets

Creatinine Clearance (Cockcroft-Gault)*
Total Bilirubin

AST and ALT

LDH

Albumin

Glucose

Fibrinogen

ECG (see Section 5.3b, Arm C)

*Ccr = (140-age) x wt (kg) x 0.85 (if female)

72 x creatinine (mg/dl)
Patients must have complete history and physical examinatiog witrfn Z8days prior
to randomization (registration to Step 2). History must d&”autoimmune
disease status (to determine whether patient is eligiblq’\) , see Section

5.3a).

infection) that is not controlled (defined as_ e orgoing signs/symptoms
related to the infection and without improvem¥nt ite appropriate antibiotics or
other treatment).

Patients must not have active infection (syst% terial, fungal, or viral
ibiti

Requlatory Criteria Q )

a

Patients must be eligible for one of the currently active investigational
treatment arms (S1612B or the patient does not meet eligibility criteria

for at least one active inve#ig al érm, then the patient is not eligible for $1612.
See Section 5.3 for tre rm specific eligibility criteria.

Patients must be ipfyrmed A'the investigational nature of this study and must sign
and give writteginyf consent in accordance with institutional and federal

guidelines.
Treatment Arm @'c%gibility Criteria for Active Treatment Arms
. Arm B@z)ﬁ dine + Nivolumab)
Q Patients must not have active autoimmune disease that has required
% systemic treatment in past 2 years (i.e., with use of disease modifying
>

agents, corticosteroids or immunosuppressive drugs). Replacement
therapy (e.g., thyroxine, insulin, or physiologic corticosteroid replacement
therapy for adrenal or pituitary insufficiency, etc.) is not considered a form
of systemic treatment.

2. Additional Arm-Specific Laboratory/Treatment Criteria

Patients must have AST and ALT < 2.5 x IULN.
Patients must have total bilirubin < 1.5 x IULN.

e Patients must have baseline troponin test performed for eligibility;
however, no associated values must be met in order for the patient to
be eligible.
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b. Arm C (Azacitidine + Midostaurin)
1. Additional Arm-Specific Laboratory/Treatment Criteria

Patients must have total bilirubin < 2.5 x IULN.
Patients must have creatinine clearance < 2.5 x IULN.
Patients must have QTc interval < 500/msec (by Bazett’s formula) on
baseline ECG.

e Patients must not have any history of hypersensitivity to any drugs or
metabolites of midostaurin.

C. All tests for establishing baseline values must be completed withir@ays prior

to registration to Step 2 (randomization). %
STRATIFICATION FACTORS Q

A dynamic allocation scheme will be used to balance the randomizagon %i ation Step 2) on the
following stratification factors within arms between which a patient isligibl§to be randomized (17):

1. PS (PS 0-1 versus PS 2-4). x
2. FLT3-ITD status (wild type FLT3 versus mutated @\3 versus non-evaluable) based

on central laboratory results.

Baseline blast percentage (MDS-EB-2 [@]} us AML [20% or higher]).

TREATMENT PLAN $

For treatment or dose modification q , please contact the Study Chairs listed for the specific
treatment arm in which the patient i§ enroll®d. For dosing principles or questions, please consult
ﬁngc
3

the SWOG Policy #38 "Dosing for Patients on Clinical Trials" at http://swog.org (then
e "Visitors" menu and choose Policy 38).

click on "Policies and Manual
Treatment may be admi %ﬂ an inpatient or outpatient basis, at the discretion of the treating
physician.

7.1 TreatmeQ
a. % . Azacitidine (Control)

,:or treatment or dose modification questions, please contact Dr. Laura Michaelis
and Dr. Roland Walter (S1612A@swog.org).

Azacitidine may be administered on either a 7-day continuous schedule or a 7-day
interrupted schedule (e.g. 5-2-2: azacitidine administered Days 1-5 followed by 2
days of no treatment followed by 2 days of azacitidine administration). Any
interrupted schedule is allowable, providing the entire 7-day dose is given within a
total of no more than 12 calendar days. The Study Chair(s) should be contacted if
there are questions regarding the dosing schedule.

Patients should continue treatment on protocol as long as they are deriving clinical
benefit in the opinion of the treating physician for up to 5 years from randomization,
or until one of the criteria in Section 7.4 has been met.
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Agent Dose Route Day Schedule*
Azacitidine 75 mg/m?/day SCorlV 1-7# Every 28 days

* One cycle = 28 days.
# Azacitidine may be administered continuously for 7 days (e.g., Days 1-7) or with
breaks (e.g., Days 1-5 and 8-9) within no more than 12 calendar days.

Patients receiving intravenous azacitidine may be switched to subcutaneous
administration if venous access becomes difficult. Patients receiving

subcutaneous azacitidine may be switched to intravenous, at the discretion of the
treating physician. Treatment interruptions should be docun@ on the

appropriate treatment summary form.
For dose delays > 45 days, the Study Chairs should be % to discuss
whether treatment should be continued.

Arm B: Azacitidine + Nivolumab

For treatment or dose modification questlons é’}n ct Dr. Sarit Assouline

and Dr. Annette Hay (S1612B@swog.org).

long as they are deriving clinical
an or ®p to 5 years from randomization,

been met.

Before starting treatment, spould receive baseline ECHO, if clinically
indicated. \

Patients should continue treatment on p
benefit in the opinion of the treating p
or until one of the criteria in Secti

Agent Dos & Route Day Schedule*

Azacitidine rigjday SCorlV 1-7# Every 28 days

Nivolumab g IV over 1and 15 Every 28 days
30-60 mins

8 days.
N may be administered continuously for 7 days (e.g., Days 1-7) or with
% s (e.g., Days 1-5 and 8-9) within no more than 12 calendar days.

ajents receiving intravenous azacitidine may be switched to subcutaneous
ministration if venous access becomes difficult. Patients receiving

asubcutaneous azacitidine may be switched to intravenous, at the discretion of the

treating physician. Treatment interruptions should be documented on the
appropriate treatment summary form.

Arm C: Azacitidine + Midostaurin

For treatment or dose modification questions, please contact Dr. Laura Michaelis
and Dr. Roland Walter (§1612C@swog.org).

Patients should continue treatment on protocol as long as they are deriving clinical
benefit in the opinion of the treating physician for up to 5 years from randomization,
or until one of the criteria in Section 7.4 has been met.
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Agent Dose Route Day Schedule*
Azacitidine 75 mg/m?/day SCor IV 1-7# Every 28 days
Midostaurin 50 mg (twice/day)* orally 8-21 Every 28 days

* One cycle = 28 days.

# Azacitidine may be administered continuously for 7 days (e.g., Days 1-7) or with
breaks (e.g., Days 1-5 and 8-9) within 12 calendar days.

A Administered with water following meals. Doses are to be separated by 12
hours. Total daily intake will be 4 capsules (2 capsules of 25 mg each every 12

hours). %
Patients receiving intravenous azacitidine may be switchag t cutaneous
administration if venous access becomes difficult, % receiving
subcutaneous azacitidine may be switched to intravengus, St Wgldiscretion of the
treating physician. Treatment interruptions should \pe umented on the

appropriate treatment summary form.

Arm D: Decitabine + Cytarabine

For treatment or dose modification questjong, MAease contact Dr. Annie Im and Dr.
James Foran (S1612D@swog.org). :

1. Pre-Medication
Patients will receiveg@n¥anSgi#fon 8 mg PO 30 minutes prior to each dose

of decitabine and4Q0 ™Qutes prior to start of administration of each 24-
hour bag of cy i

Patients rec

admini i

2. Tr %
é Induction

Agent Dose Route Day Schedule*

e dexamethasone 4 mg PO prior to cytarabine

%D Decitabine 20mg/m?/day IV (over 2 hrs) 1-5 Every 28 days
Q% Cytarabine 100 mg/m? IV (cont) 6-11 Every 28 days

&

* One cycle = 28 days.

Patients may receive up to 2 cycles of Induction treatment.
Patients will continue to Maintenance treatment if the patient is
deemed stable, at the discretion of the treating physician. Patients
not deriving clinical benefit in the opinion of the treating physician
within 2 cycles of Induction treatment will be removed from
protocol therapy (see Section 7.4).

bl el
Aiiltaa w0
[ry—



a.

S1612

Page 45
Version Date:
11/16/21
b. Maintenance
Agent Dose Route Day Schedule*

Decitabine 20mg/m?/day IV (over 2 hrs) 1-5 Every 28 days

* One cycle = 28 days.

During Maintenance, patients experiencing treatment delay > 8
weeks with delay in count recovery should be assessed for
relapse, with bone marrow examination at the discretion of the
treating physician. Patients should continue Maint ce therapy
as long as they are deriving clinical benefit in %‘r‘on of the
treating physician for up to 5 years from ran jz , or until
one of the criteria in Section 7.4 is met.

Supportive Therapies

7.2 Concomitant Therapies (\)

1. Antiemetic and antidiarrheal medcati will be used per standard
practices. It is recommended thgiger®onid (5-HT3) receptor antagonists
should be administered approxikgaip 0 minutes prior to subcutaneous
administration of azacitidine.

2. Antibiotic prophylaxis: Kgtignts mMay receive prophylaxis directed against

gram-negative gasffoteNny infections, candidiasis, and/or herpes

simplex virus, per\ al Mstitutional practices.
3. See Section &a ing use of growth factors.
d .

4, Bloo t)ansfusions and related supportive care should be

admi er local institutional standards.
Prohibite%%}es

Prohib comitant therapies include investigational agents, androgens,
S hy$dlogic doses of corticosteroids, erythropoietin, or chemotherapeutic
a active against MDS.

C. C opcomitant Therapy
Q 1. Concomitant Anti-Infective Prophylaxis and Treatment

&

It is highly recommended to avoid concomitant strong CYP3A4 inhibitors (e.g.,
ketoconazole, itraconazole, voriconazole, posaconazole). The suggested
antifungal regimens from a drug metabolism perspective are described below:

Prophylaxis
a. Fluconazole (moderate CYP3A4 inhibitor)
b. Micafungin

If a patient requires active treatment for a fungal or mold infection and the only
treatment options is an azole that is a strong CYP3A4 inhibitor, then the suggested
agents from a drug metabolism and safety perspective include:
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Treatment

c. Isavuconazole
or

d. Voriconazole

e. Posaconazole

2. CYP Metabolization
a. General

Isavuconazole is a moderate inhibitor of CYP34A other two
are both strong CYP3A4 inhibitors and wj increase
midostaurin concentrations. With intra-patieht

h

ility with
regard to CYP3A4 inhibition and midosta acokinetics,

the suggested approach is to avoid 3A4 inhibitors
unless there are no treatment alternavesy | P24A inhibitors
are used, monitor patients closely fgr to 'citSélderly patients may
be particularly prone to toxicitieg, Appendix 18.2, Drugs
Known to be Metabolized by CK Igoedzymes 2D6 and 3A4.)

b. Arm C (Azacitidine + Mi ta\%
Patients in Arm C sh ave ndn-essential medications that are

ib%discontinued (see Appendix 18.4). If
ust be continued, then Patients in Arm C

should be mo\to r adverse reactions with medications that
are stronx A Thibitors, especially during the first week of
i in

tredtment, according to the package insert.
reyarding concurrent administration of midostaurin
inhibitors must be documented (dates of

istption, the specific CYP3A inhibitor(s), duration of

rent administration) and the adverse event (onset of event,

eWpty, duration, and details regarding PK [as available]) must

%% captured in the comments section of the $1612 Adverse

vents Form.

oxyurea within 14 days of initiation of protocol therapy. It is recommended
t leukocytosis be controlled, in the judgment of the treating physician, prior to

Q Dlnitiation of protocol therapy.

&

Supportive care will be given to each patient per local institutional guidelines,
unless otherwise specified for a specific treatment arm.

White Blood Cell Growth Factors

If used, white blood cell growth factors, including biosimilars, must be used per
ASCO guidelines (http://jco.ascopubs.org/content/24/19/3187.full) and NCCN
Guidelines® Myeloid Growth Factors
(http://www.nccn.org/professionals/physician_gls/pdf/myeloid_growth.pdf).
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Criteria for Removal from Protocol Treatment

a. Unacceptable toxicity.

b. The patients may withdraw from the study at any time for any reason.

C. The treating physician may remove the patient for treatment failure, progressive
disease, or relapse, at their discretion; however, it is not required that patients be
removed from protocol therapy for disease progression or relapse, if, in the opinion
of the treating physician, remaining on protocol therapy is in the patient’s best

interest. Information regarding disease progression and relapse will be reported
in the 81612 Disease Assessment Form, per the requirements in S n 14.0.

d. Patient becomes pregnant. %
Discontinuation of Treatment (\?

All reasons for discontinuation of treatment must be doc \ the Off Treatment
Notice.

Follow-Up Period

All patients will be followed until death or 5 year ﬁv N ndomlzat|on (registration to Step
2), whichever occurs first. Patients not reg|s e 10)Step 2 will not be followed beyond
documentation of reason for not belng ra om hedYsee Section 14.4b)

—

TOXICITIES TO BE MONITORED AND D ICATIONS

8.1

8.2

NCI Common Terminology C verse Events

This study will utilize th Cl Common Terminology Criteria for Adverse Events)
Version 5.0 for tOXICIty us Adverse Event reporting. A copy of the CTCAE Version
5.0 can be downlo CTEP home page (http://ctep.cancer.gov). All appropriate
treatment areas e access to a copy of the CTCAE Version 5.0.

Toxicity Momto Dose Maodification Information

reduction.

w | Considerations
( :% Dose modifications will be based on the toxicity requiring the largest dose

the treating physician, the toxicity is attributable to one drug.

\) Dose modifications may be made for individual drugs if, in the judgment of

3. For Arm C (azacitidine + midostaurin), if patients must permanently
discontinue treatment with azacitidine, the patient must be removed from
protocol therapy; continued monotherapy with midostaurin will not be
permitted. For all other arms with multiple drugs, if either drug must be
permanently discontinued, the patient may remain on protocol treatment
with the remaining drug, at the discretion of the treating physician.
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b. Azacitidine (Arm A, Arm B, and Arm C)
1. General Considerations
a. Both subcutaneous and IV administered azacitidine will follow the

same dose reduction schema.

Each treatment cycle will be 28 calendar days, regardless of
whether treatment is held during a cycle. As needed, delays are
allowed between the end of one treatment cycle and the start of
the next treatment cycle.

Dose Re-Escalation Q
If a patient has undergone dose reduction % an adverse
event, and the adverse event doe 0 ur during the
subsequent cycle, the dose may be %ated to the dose
administered when the event occygred\Pa¥ents may have their
dose re-escalated because initfgl rse events commonly

associated with azacitidine may not gcc as patients begin to
respond to therapy, and coNtin

ose reduction may impact
long-term efficacy. Howegxgr, Kthe/Mose of azacitidine is modified
during the course of the aNd the investigator believes benefit
is demonstrated at Igwed than 75 mg/m2, that dose may
be maintained dyin equent cycles that are given (unless
toxicity develo

2. Toxicity Monitorin s& Modification Information

a.

<§§

.
(}9

Dos tm®¥nts: General
gg}utaneous and IV administered azacitidine will follow the

ose reduction schema.
dose adjustments will be allowed during Cycle 1.

After Cycle 1, azacitidine dose should be adjusted per the
guidelines below for non-hematologic toxicities. After cycle 2,
azacitidine dose should be adjusted per the guidelines below for
hematologic toxicities

Dose Adjustment Based on Hematology Laboratory Values

Hematologic toxicity, including anemia, neutropenia, and
thrombocytopenia, can occur with azacitidine therapy, particularly
during the first 2 cycles. Complete blood counts should be
performed per local institutional standards.

If a patient, prior to protocol treatment, does not have reduced
blood counts, (i.e. WBC is > 3.0 x 109, ANC > 1.5 x 109/L, and
platelets > 75.0 x 109/L), then the platelet count and ANC should
recover prior to the next cycle. Recovery is defined as an increase
of cell line(s) where hematological toxicity was observed of at least
half of the difference of nadir and the baseline count plus the nadir
count (i.e., blood count at recovery = nadir count + (0.5 x [baseline
count — nadir count]). If recovery is achieved within 14 days, no
dose adjustment is necessary. However, if recovery has not been
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achieved within 14 days, the dose should be reduced per the table
below. Following dose modifications, the cycle duration should
return to 28 days. The reduced dose should be maintained during
subsequent cycles that are given (unless toxicity develops).

% Dose in the next
Cycle if recovery'is

Nadir Counts not achieved in next

14 days
ANC (x 10%L) Platelets (x 10%/L)
<1.0 <50.0 50%
>1.0 > 50.0 100%
1 Recovery = counts = Nadir Count + (0.5 x [baselin nt — nadir

count]). %
For subjects with reduced baseline blood co%. f, WBC count
< 3.0 x 109/L or ANC < 1.5 x 109/L Qr{plqte < 75.0 x 109/L)
prior to treatment, if the decrease in Cl/ /platelets from that
prior to treatment is < 50%, or > 58% b wikh an improvement in
|

a different cell line, the next cycle ot be delayed and no
dose adjustment made.

If the decrease in WBC/ /Natelets is > 50% from that prior to
treatment, with no imp %ﬂt \O cell line differentiation, the next
cycle of azacitidine y holld be delayed until the platelet
count and the AYS haWwgcovered, as defined above. If recovery
is achieved w4\ days, bone marrow cellularity should be
determined (f e e marrow cellularity is > 50%, no dose

adjustmemg SNId be made. If bone marrow cellularity is < 50%,
treatm sMuld” be delayed and the dose reduced per the

% Dose in the next Cycle if recovery' is
not achieved in next 14 days

Recovery < 21 Recovery > 21
days days

15-50% 100% 50%

<15% 100% 33%

1 Recovery = counts = nadir count + (0.5 x [baseline count — nadir
count]).

Following dose modifications, the cycle duration should return to
28 days. The reduced dose should be maintained during
subsequent cycles that are given (unless toxicity develops).

Dose Adjustment Based on Renal Function:

If creatinine clearance is > 1.5 x IULN, the azacitidine dose may
be reduced by up to 50%. Renal abnormalities ranging from
elevated creatinine clearance to renal failure and death were
reported rarely in subjects treated with intravenous azacitidine in
combination with other chemotherapeutic agents. In addition,
renal tubular acidosis, defined as a fall in serum bicarbonate to <
20 mmol/L in association with an alkaline urine and hypokalemia
(serum potassium < 3 mmol/L) developed in 5 subjects with
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chronic myelogenous leukemia (CML) treated with azacitidine and
etoposide.

If unexplained reductions in serum bicarbonate (< 20 mmol/L)
occur, the dose should be reduced by 50% on the next course.
Similarly, if unexplained elevations in creatinine clearance or
blood urea nitrogen (BUN) to = 2-fold above baseline values and
above ULN occur, the next cycle should be delayed until values
return to normal or baseline and the dose should be reduced by
50% on the next treatment cycle. The reduced dose should be
maintained during subsequent cycles that are ,given (unless
toxicity develops). Q

Additional Azacitidine Dose Modification Q‘»

AN
Toxicity Modificatiyn |
Grade 3 or 4 Non- Hold agacitic§ eﬁtil toxicity
Hematologic resol < §rade 2 (or baseline).
Toxicity (possibly, If togity s wot resolve within 3
probably, or eks\ggmove patient from protocol

definitely related to trextment.

azacitidine) A(Q

Creatinine Q REdute azacitidine dose by 50%
X

Clearance > until resolved to < 1.5 x IULN, then
resume full dose.

experiencing < Grade 2 adverse event related to

ajie
%ab may receive pre-medications at the discretion of the
ealing investigator, per local institutional guidelines.

No dose modifications of nivolumab will be allowed, except as
outlined below. Adverse events will be managed per the
guidelines below. See Section 8.2c.4c for dose modification and
management for cardiomyopathy myocarditis.

Dose interruptions will be based on adverse event severity on the
day of planned therapy.

Treatment with nivolumab may be delayed for up to 56 days.
During this time, patients may continue to receive azacitidine at
the discretion of the treating physician/local investigator.

Management Algorithms for Immuno-Oncology Agents

Immuno-oncology agents such as nivolumab are associated with AEs that
can differ in severity and duration than AEs caused by other therapeutic
classes. Early recognition and management of AEs associated with
immuno- oncology agents may mitigate severe toxicity. Management
Algorithms have been developed to assist investigators in assessing and
managing the following groups of AEs: (I-O).

See Section 8.2g for toxicity management and follow-up algorithms for
endocrinopathy, gastrointestinal, hepatic, neurological, pulmonary, renal,
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and skin adverse events. Note: Per the link below, Prednisone PO, or
other equipotent steroid, may be utilized in place of methylprednisolone

V.

Concomitant Corticosteroid Treatment for Management of Immune-

Related Reactions

For guidance on allowable concomitant corticosteroid treatment and
tapering of steroids, please see:
http://www.accessdata.fda.gov/drugsatfda_docs/rems/Yervoy 2012-02-

16_Full.pdf.

Dose Delays

a. In addition to the AEs identified in the tables* bdloyw™hivolumab
dose should be delayed for any AE, lab normality or

b. Patients requiring a delay of

s, or who experience

inter-current illness which, in the jud he investigator,
warrants delaying the dose of study nfedicgtign.
e

iscontinue nivolumab.

immune-related toxicity with in%to edrease with prednisone
ne

< 10mg PO daily, must per

Patients who received %ﬂl corticosteroids for management
|

of any drug-relat

undlogic toxicity must be off

corticosteroids ogha ered down to an equivalent dose of
prednisone 10 ag/slay

1.

s&evl s to manage drug-related adverse events,
&\:s olonged steroid tapers, are allowed.
As

ssments should continue as per protocol even if
sing is delayed.

rug will be held for Grade 2 cardiac dysfunction pending evaluation

e  Drug will be permanently discontinued for Grade 3 or 4 cardiac
dysfunction and Grade 2 events that do not recover to baseline or

that reoccur

e Treatment with steroids as clinically indicated

Management/Next Dose for BMS-936558

Cardiac * (Nivolumab) Cardiac Toxicities
< Grade 1 Hold dose pending evaluation and observation.**
Evaluate for signs and symptoms of CHF, ischemia,
arrhythmia or myositis. Obtain history EKG, CK (for
concomitant myositis), CK-MB. Repeat troponin, CK
and EKG 2-3 days. If troponin and labs normalize
may resume therapy. If labs worsen or symptoms
develop then treat as below. Hold pending
evaluation.
Grade >2 with Hold dose.** Admit to hospital. Cardiology consult.
suspected Rule out MI and other causes of cardiac disease.
myocarditis Cardiac Monitoring. Cardiac Echo. Consider
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Cardiac *

Management/Next Dose for BMS-936558
(Nivolumab) Cardiac Toxicities

cardiac MRI and cardiac biopsy. Initiate high dose
methylprednisolone. If no improvement within 24
hours, add either infliximab, ATG or tacrolimus.
Resume therapy if there is a return to baseline and
myocarditis is excluded or considered unlikely.

Grade >2 with

Off protocol therapy. Admit to CCU (consider

confirmed transfer to nearest Cardiac Transplant Unit, if
myocarditis appropriate). Treat as above. Consider high dose
methylprednisolone.
Add ATG or tacrolimus if no improvememg, Off
treatment. \
* Including CHF, LV systolic dysfunction, Myocar &
troponin.
**  Patients with evidence of myositis W/thou may be
treated according as “other event”.
Note: The optimal treatment reg|men med|ated

myocarditis has not been establlshe
caused patient deaths, an aggrqs

h|s toxicity has
is recommended.

2. Dose Modification and Manage fo OtHer Adverse Events
Treatment-related G ofJ |* Management/Next Dose for
Adverse Event E Nivolumab
Nephritis ade 1 No change.
de 2 Hold nivolumab until < Grade 2.
Grade 3 Hold nivolumab until < Grade 2.
Grade 4 Off protocol therapy.
< Grade 1 No change.
Grade 2 Hold until < Grade 2
Grade 3 Hold nivolumab until < Grade 2.
Grade 4 Off protocol therapy.
< Grade 1 No change.
Grade 2 Hold until < Grade 2.
Grade 3 Hold until < Grade 2.
ff|C|ency, Type 1 Grade 4 Off protocol therapy.
diabetes (Note: Asymptomatic hypothyroidism does
not require dose modification.)
Neuropathy (new, < Grade 1 No change.
: > motor, sensory, Grade 2 Hold nivolumab until < Grade 2.
encephalitis) Grade 3 Off protocol therapy.
Grade 4 Off protocol therapy.
Drug-related uveitis, < Grade 1 No change.
eye pain, or blurred Hold nivolumab until < Grade 1.
vision If Grade 2 event does not
respond to topical therapy and
does not improved to Grade 1
Grade 2 within the re-treatment period,
patient must go off protocol
therapy.
Grade 3 Off protocol therapy.
Grade 4 Off protocol therapy.
< Grade 1 No change.
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Treatment-related Grade of Management/Next Dose for
Adverse Event Event Nivolumab
Skin drug-related Grade 2 No change.
AE Grade 3 Hold nivolumab until < Grade
3.
Grade 4 Off protocol therapy.
Pneumo-nitis, < Grade 1 No change.
broncho-spasm, Hold nivolumab until event
pulmonary toxicity Grade 2 resolves to baseline.
or interstitial lung
disease Grade 3 | Off protocol therapy.

Grade 4

also: Appendix

18.3.

Other, Non-skin,
drug-related adverse
events

Off protocol thera
Above does not include infusig ns. See

< Grade 1

Grade 2

No change!
Hold gidol§m ntil < Grade 2.

Grade 3

U until < Grade 2.

Grade 4

Above does noncidd inNusion/
hypersensiti\ty rdgctibns, laboratory
ifi rA

abnorma

om protocol therapy.

Hald n\ol
(ﬁ JB‘iot&;ol therapy.

otherwise indicated in this

S
>

&

Infusion / hypersep-
sitivity reactio
(manifestatio
include:
chills

hea agh,
pruck ralgia,
ion,
9)
n

t i
en-sion,
cho-spasm)

ade 1

Remain at bedside and
monitor subject until recovery
from symptoms. Following
prophylactic premedication is
recommended for future
infusions: diphenhydramine 50
mg (or equivalent) and/or
acetaminophen/ paracetamol
325 to 1000 mg at least 30
minutes before additional
administration. No change in
dose for future administration.

Grade 2

» Stop infusion, begin an IV
infusion of normal saline,
and treat the subject with
diphenhydramine 50 mg IV
(or equivalent) and/or
acetaminophen/paracetam
ol 325 to 1000 mg; remain
at bedside and monitor
subject until resolution of
symptoms. Corticosteroid
(e.g. hydrocortisone 50-
100mg) and/or
bronchodilator therapy may
also be administered as
appropriate if reaction is
severe or patient not
responding to
diphenhydramine or
acetaminophen.

e
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Treatment-related
Adverse Event

Grade of
Event

Management/Next Dose for
Nivolumab

\
Q)

./

i
motorthe subject until
ol\tion of symptoms.

amount of study drug

If the infusion is
interrupted, then restart the
infusion at 50% of the
original infusion rate when
symptoms resolve; if no
further complications ensue
after 30 minutes, the rate
may be increased to 100%
of the original infusion rate.

Monitor subjecf closely. If
symptoms re en no
further dr i

admini ug:j‘?hat visit.
Adm i%ﬁ

di ine 50 mg IV,
a pn at bedside and

]
re

mfused must be recorded
on the electronic case
report form (eCRF).

For future infusions,
following prophylactic pre-
medications are
recommended:
diphenhydramine 50 mg (or
equivalent) and/or
acetaminophen
/paracetamol 325 to 1000
mg should be administered
at least 30 minutes before
nivolumab infusions. If
necessary, corticosteroids
(up to 25 mg of
hydrocortisone or
equivalent) may be used if
premedication with
diphenhydramine and
acetaminophen is not
sufficient to prevent
infusion reactions.

Infusion / hypersen-
sitivity reactions
(manifest-ation may
include: fever, chills,
rigors, headache,
rash, pruritus,
arthralgia, hypoten-
sion, hypertension,
broncho-spasm)

Grade 3 or
Grade 4

Immediately discontinue
infusion. Begin an IV
infusion of normal saline
and treat the subject as
follows: Recommend
bronchodilators,
epinephrine 0.2 to 1 mg of a
1:1000 solution for
subcutaneous
administration or 0.1 to 0.25
mg of a 1:10,000 solution
injected slowly for IV
administration, and/or
diphenhydramine 50 mg IV

e
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Treatment-related
Adverse Event

Grade of
Event

Management/Next Dose for
Nivolumab

with methylprednisolone
100 mg IV (or equivalent),
as needed. Subject should
be monitored until the
investigator is comfortable
that the symptoms will not
recur.

* Permanently discontinue
drug. Investigators should
follow their institutional

guidelines for eatment
of anaphyl . ain at
bedside %oﬂ or subject
until reu% he

Sy,

ate-occurring

ntihistamine or
orticosteroids).

hyp&rseWisitivity symptoms,
pypmatic treatment may
W ivén (e.g., oral
c

All Q
repo ithin

infusion reactions should be
4 hours to the Arm B Study

airs S1612B@swog.org AND reported as

&

E if criteria are met. Infusion reactions
be graded according to NCI CTCAE

ersion 4.0) guidelines.

Note: Treatment guidelines may be modified
based upon local SOPs, as appropriate.

S

L N
Thro t hia* < Grade 1 No change.
Grade 2 Hold nivolumab until < Grade 2.
Hold nivolumab until < Grade 2.
A& Grade 3 drug-related
thrombocytopenia > 7 days and
k} Grade 3 associate)(; Writh bleeding Y
requires discontinuation from
protocol.
Grade 4 Off protocol therapy.
Neutropenia* < Grade 1 No change.
Grade 2 Hold nivolumab until < Grade 2.
Grade 3 Hold nivolumab until < Grade 2.
Grade 4 Off protocol therapy.
Abnormal liver < Grade 1 No change.
function (AST/ALT, Grade 2 No change
Total bilirubin, Hold nivolumab until < Grade 3.
immune-related Grade 3 If AST/ALT>8x ULN or bilirubin
hepatitis) >5x ULN, off protocol therapy
Grade 4 Off protocol therapy.
Amylase or lipase, < Grade 1 No change.
associated with GI Grade 2 No change.
symptoms Grade 3 No change if asymptomatic. If

Gl symptoms, hold nivolumab

e
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Treatment-related Grade of Management/Next Dose for
Adverse Event Event Nivolumab
until asymptomatic and <
Grade 3.

Off protocol therapy.

Note: Isolated Grade 4
abnormalities that are not
associated with symptoms or
Grade 4 clinical manifestations of
pancreatitis and decrease to <
Grade 4 within 1 week of onset,
do not require permanent
discontinuation. '

T Contact the Arm B Study C \)
S1612B@swog.org for corgultXign on Grade
\[i

4 amylase or lipase abno

e. Midostaurin (Arm C)

f due to leukemia infiltgaio uss with Study

&

Toxicity

Missed doses of midostaurin will not be made\

| Modi

p.
\

Hemat&oN¢ Foxicity

Grade 4 Neutropenia

modifications

quent cycles: Hold midostaurin until ANC

1,000/mcL, then resume midostaurin at full

ose. If neutropenia persists for more than 2
weeks, discontinue midostaurin.

Pulmonary Toxicity

Hold midostaurin until infiltrates resolve to <
Grade 1, then resume midostaurin at full dose.

Cardiac Toxicity

“tt’s formula)

> 450 msec

70 msec (by

Check magnesium and potassium levels and
correct any abnormalities. If possible, stop any
medication which may prolong QTc interval. No
dose reduction.

nd <

Tc interval > 470 msec

500 msec (by

Bazett's formula)

Check magnesium and potassium levels and
correct any abnormalities. If possible, stop any
medication which may prolong QTc interval.
Decrease midostaurin to 50 mg once daily until
QTc improves to < 470 msec, then resume
midostaurin at full dose.

QTc interval > 500 msec
(by Bazett’s formula)

Immediately hold midostaurin. Check
magnesium and potassium levels and correct
any abnormalities. If possible, stop any
medication which may prolong QTc interval.

If QTc interval improves to between > 470 msec
and < 500 msec, restart midostaurin at 50 mg
once daily

Once QTc interval improves to < 470 msec,
resume midostaurin at full dose.
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Toxicity | Modification
Hematologic Toxicity

If QTc remains > 470 for more than 3 weeks, hold
midostaurin until QTc interval improves to < 470,
then resume midostaurin at full dose.

Other Non-Hematologic Toxicity
Grade 3 or Grade 4 non- | Hold midostaurin until toxicity resumes to <
hematologic toxicity, at | Grade 1, then resume midostaurin at full dose.
least possibly related to
midostaurin

Cytarabine and Decitabine (Arm D)

INDUCTION

Dose Modifications and Delays QQ

ed to baseline
her), then restart

Creatinine increase > 2.0 x Delay treatment ufiti
baseline or ULN (whichever is or IULN (whichewgr is

higher) treatment; ng?dose\reduction required
(unless there is a reversible
etiology, e.g., no count recovery) 4

ALT, AST, or total bilirubin > 5 x Delay tfﬁl{n)ﬁ until resolved to IULN,

ULN th stqt treatment; no dose reduction
MAINE NMCE

At the start of a new cycle, any, treatment until resolved to < Grade
Grade 3 or 4 non-hematologi )” or baseline (whichever is higher), then
toxicity that is possibly, pr: restart treatment; no dose reduction is

or definitely related to required

Dose modifications gutsideNgf those outlined above will be allowed, but should first
be discussed wi apyroved by the Study Chairs.

ManagemepRAlgio s for Immuno-Oncology Agents

Immu og¥ agents such as nivolumab are associated with AEs that can
differ and duration than AEs caused by other therapeutic classes. Early

iti nd management of AEs associated with immuno-oncology agents
itigate severe toxicity. Management Algorithms have been developed to

n
@nvestigators in asseséing and managing the following groups of AEs: (I-

Pulmonary Adverse Event Management

Toxicity Toxicity Management and Follow-up

Pulmonary (i.e., Pneumonitis)

Patients should be thoroughly evaluated to rule out

non-inflammatory causes. If non-inflammatory cause

treat accordingly. Evaluate with imaging and

pulmonary consultation.

- Monitor for symptoms every 2-3 days

- Consider Pulmonary and Infectious Disease (ID)
consults

- Re-image at least every 3 weeks

If worsens:

— Treat as Grade 2 or 3-4

Any Grade

Grade 1
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Toxicity Toxicity Management and Follow-up

Pulmonary (i.e., Pneumonitis)

- Consider Pulmonary and ID consults

- Monitor symptoms daily, consider hospitalization

- 1.0 mg/kg/day methylprednisolone IV or oral
equivalent

- Consider bronchoscopy, lung biopsy

- Re-image every 1-3 days

If improves:

- When symptoms return to near baseline, taper
steroids over at least 1 month, consider prophylactic

antibiotics

If not improving after 2 weeks or wor

- Treat as Grade 3-4

> Grade 3 - Hospitalize V

- Pulmonary and ID consult

- 2-4 mg/kg/day methylpri W IV or oral
equivalent

- Add prophylactic an®igligs Wr opportunistic

infections
- Consider bron&hos , lung biopsy
If improves asqline:

- Taper st OVRr at least 6 weeks

If not i g ter¥8 hours or worsening:
- Add adNjtidyal immunosuppression (e.g., infliximab,
cpphosPhamide, intravenous immunoglobulin

(I ))or mycophenolate mofetil)
4

Gastrointestinz%ﬁw\e vent Management
A

Toxicity Toxicity Management and Follow-up
Gastrointestinal (i.e., Diarrhea/Colitis)

Grade 2

v Patients should be thoroughly evaluated to rule out
non-inflammatory causes. If non-inflammatory cause
N nW\Grade treat accordingly. Opiates/narcotics may mask
symptoms of perforation. Infliximab should not be
used in cases of perforation or sepsis.

- Close monitoring for worsening symptoms.
- Educate patient to report worsening immediately
- Consider symptomatic treatment including
hydration, electrolyte replacement, dietary changes
(e.g., American Dietetic Association colitis diet), and
loperamide.
If worsens:
- Treat as Grade 2 or 3/4
— Consider symptomatic treatment including
hydration, electrolyte replacement, dietary changes
(e.g., American Dietetic Association colitis diet),
and loperamide.

Grade 1

Grade 2 If persists > 5-7 days or recurs:

- 0.5-1.0 mg/kg/day methylprednisolone IV or oral
equivalent

- When symptoms improve to grade 1, taper steroids
over at least 1 month, consider prophylactic
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Toxicity

Toxicity Management and Follow-up

Gastrointestinal (i.e., Diarrhea/Colitis)

antibiotics for opportunistic infections
If worsens or persists > 3-5 days with oral steroids:
- Treat as Grade 3/4

> Grade 3

- 1.0 to 2.0 mg/kg/day methylprednisolone IV or oral
equivalent

- Add prophylactic antibiotics for opportunistic
infections

- Consider lower endoscopy

If improves:
- Continue steroids until grade 1, then t over at
least 1 month

If persists > 3-5 days, or recurs afte¥imiro ent:

- Add infliximab 5 mg/kg (if no c ion).
Note: Infliximab should not b ses of
perforation or sepsis
Hepatic Adverse Event Management (,)\
Toxicity Tox|c|ty Management
Hepatic (Elevated LFTs — ALT, AST, Total Bilirubin)
Patl OL)d b thoroughly evaluated to rule out
atory causes. If non-inflammatory
A
ny Grade treat accordingly. Consider imaging for
\ 9) ction.
ontlnue liver function tests (LFT) monitoring per
rotocol
Grade 1 »f P
worsens:

- Treat as Grade 2 or 3/4

G

- Increase frequency of LFT monitoring to every 3
days until resolution to baseline. Resume routine
monitoring

If elevations persist > 5-7 days or worsen:

- 0.5-1 mg/kg/day methylprednisolone IV or oral
equivalent and when LFT returns to grade 1 or
baseline, taper steroids over at least 1 month,
consider prophylactic antibiotics for opportunistic
infections

> Grade 3

- Increase frequency of LFT monitoring to every 1-2
days

- 1.0 to 2.0 mg/kg/day methylprednisolone IV or oral
equivalent. The recommended starting dose for
Grade 4 hepatitis is 2 mg/kg/day
methylprednisolone IV.

- Add prophylactic antibiotics for opportunistic
infections

- Consult gastroenterologist

If returns to Grade 2:

- Taper steroids over at least 1 month

If does not improve in >3-5 days, worsens or

rebounds:

- Add mycophenolate mofetil 1 gram (g) twice daily
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Toxicity

Toxicity Management

(BID)

- If no response within an additional 3-5 days,
consider other immunosuppressants per local
guidelines

Renal Adverse Event Management

Toxicity

Toxicity Management

Renal (i.e., Creatinine Increased)

Any Grade

Patients should be thoroughly evalua rule out
non-inflammatory causes. If non- ry
cause treat accordingly.

Grade 1

- Monitor creatinine weekly untiyeu to
baseline; resume routine ti onitoring per
protocol

If worsens:
- Treat as Grade 2

Grade 2-3

eve@-3‘days

ethylprednisolone [V or oral

- Monitor creaini

hylactic antibiotics for opportunistic infections
a utine creatinine monitoring per protocol
levations persist > 7 days or worsen:
reat as Grade 4

- Monitor creatinine daily

- 1.0-2.0 mg/kg/day methylprednisolone IV or oral
equivalent

- Consult nephrologist

- Consider renal biopsy

If returns to Grade 1:

- Taper steroids over at least 1 month and add

prophylactic antibiotics for opportunistic infections

Skin Adverse Event Management

Toxicity

Toxicity Management

Skin (i.e., Rash, Macula-papular)

&
>

Patients should be thoroughly evaluated to rule out

Any Grade non-inflammatory causes. If non-inflammatory
cause treat accordingly.
Consider symptomatic treatment including oral
Grade 1 antiprurities (e.g., diphenhydramine or hydrolyzine)

and topical therapy (e.g., urea cream).
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Toxicity

Toxicity Management

Skin (i.e., Rash, Macula-papular)

Grade 2

Consider symptomatic treatment including oral
antiprurities (e.g., diphenhydramine or hydrolyzine)
and topical therapy (e.g., urea cream).

If persists > 1-2 weeks or recurs:

- Consider skin biopsy

- Consider 0.5-1.0 mg/kg/day methylprednisolone IV
or oral equivalent. Once improving, taper steroids
over at least 1 month, consider prophylactic
antibiotics for opportunistic infections

Grade 3

- Consider skin biopsy

If worsens:
- Treat as Grade 3/4 ~
) b

- Dermatology Consult

- 1.0-2.0 mg/kg/day methyl %e IV or oral
equivalent
If improves to Grade 1
a

- Taper steroids ové\a 1 month and add
prophylactic anf§jotiCs fgr oMportunistic infections

Grade 4

- Consider ski io%
- Dermat nsuft

- 1.0-20 ddy methylprednisolone IV or oral

p Grade 1:
per steroids over at least 1 month and add
RPoWlactic antibiotics for opportunistic infections

Endocrinopath

A

AN
x\event Management

Toxicity

Toxicity Management

S
S

Endocrinopathy (Endocrine Disorders - adrenal insufficiency, ACTH
deficiency, hyper- or hypothyroidism, or glucose intolerance)

A

"%

Any Grade

- Patients should be thoroughly evaluated to rule out
non-inflammatory causes. If non-inflammatory
cause treat accordingly. Consider visual field testing,
endocrinology consultation, and imaging.

- Monitor patients for signs and symptoms of
endocrinopathies. Non-specific symptoms include
headache, fatigue, behavior changes, changed
mental status, vertigo, abdominal pain, unusual
bowel habits, hypotension and weakness.

- Patients should be thoroughly evaluated to rule out
any alternative etiology (e.g., disease progression
including brain metastases, infections, etc.)

- If a patient experiences an AE that is thought to be
possibly of autoimmune nature (e.g., thyroiditis,
pancreatitis, hypophysitis, diabetes insipidus), the
investigator should send a blood sample for
appropriate autoimmune antibody testing

Grade 1

(including those with asymptomatic TSH elevation)

Monitor patient with appropriate endocrine function test

- If TSH < 0.5X LLN, or TSH >2X ULN or consistently
out of range in 2 subsequent measurements, include
FT4 at subsequent cycles as clinically indicated and
consider Endocrinology Consult.
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Toxicity

Toxicity Management

Grade 2

Grade 3

\Initiate empiric IV corticosteroids (e.g.,

(including those with symptomatic endocrinopathy)

— Discuss with Study Chair

— Initiate hormone replacement as needed for
management

— Evaluate endocrine function, and as clinically
indicated, consider pituitary scan

— For patients with abnormal lab/pituitary scan work
up, consider short-term,1-2 mg/kg/day
methylprednisolone IV or oral equivalent with
relevant hormone therapy

- For patients with normal endocrine work up (lab or
MRI scans), repeat labs in 1-3 week/ & 1 month.

- If improves (with or without hormo ment):
- Taper steroids over at least 1 n‘% consider
prophylactic antibiotics for o un infections
- Patients with adrenal in '%may need to
continue steroids with ekl icoid component
- Suspicion of adrenal crisi(e. evere dehydration,
hypotension, shoc

illness)
- Discuss wi

cog F%/
- Ad r IV fluids
ons ndocrinologist

ayrenal crisis ruled out, then treat as above for
ptomatic endocrinopathy

ut of pyoportion to current

—D¥%scuss with Study Chair

methylprednisolone IV or oral equivalent) at 1 to 2
mg/kg/day

—Administer hormone replacement therapy as
necessary

—For adrenal crisis, severe dehydration, hypotension,
or shock: immediately initiate intravenous
corticosteroids with mineralocorticoid activity

—Consult endocrinologist

- Once improving, gradually taper immunosuppressive
steroids over 24 weeks

®“§>

Neurological Adverse

Event Management

Toxicity

Dose Modification Toxicity Management

Neurological Toxicity (Nervous System Disorders)

Any Grade

Patients should be thoroughly evaluated to rule out
non-inflammatory causes. If non-inflammatory
cause treat accordingly.

Grade 1

—-Continue to monitor the patient.
If worsens:
-Treat as Grade 2 or 3/4

Grade 2

—-Treat symptoms per local guidelines

—Consider 0.5 to 1.0 mg/kg/day methylprednisolone
IV or oral equivalent

If worsens:

—-Treat as Grade 3/4

> Grade 3

—Obtain Neurology Consult
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Toxicity Dose Modification Toxicity Management

—Treat symptoms per local guidelines

-1.0-2.0 mg/kg/day methylprednisolone IV or oral
equivalent

—-Add prophylactic antibiotics for opportunistic
infections

If improves to Grade 2:

—Taper steroids over at least 1 month

If worsens or atypical presentation:

—Consider IVIG or other immunosuppressive therapies
per local guidelines

Glucocorticosteroids should be used for the ement of
autoimmune complications related to nivolumgf®® ent with
prednisone 1 mg/kg equivalent daily (minim % aily) with a
taper when symptoms and signs have re LIA%1 commended.
Please refer to the product monogr r her details, or

Appendix 3 from the Investigator Brochu\e.

Adverse Event Reporting (’)

Toxicities (including suspected reactions) that meet tNe eXypedited reporting criteria must
be reported to the Operations Office, Study Chair, | via CTEP-AERS, and to the IRB
per local IRB requirements.

All adverse events, regardless of grade usp%d relationship to study drug, should be
collected and analyzed per the standa e event reporting mechanism (see Section
14.0).

STUDY CALENDARS Q‘$\
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9.1 STUDY CALENDAR — ARM A: AZACITIDINE (CONTROL)
REQUIRED STUDIES | L& Cycle 1 C2 | c3 | c4 | 5 | Subsequent | Off | Follow
Reg Cycles TX Up
W1 | W2 | W3 | W4
History and Physical X X x | x| x| x X X X
Exam
Weight and
Performance Status ® X X XX XX X X X
Toxicity Notation X X X X X X X X | X X X X
LABORATORY
STUDIES
Bone Marrow
Aspirate/Biopsy’ X X X Xt
CBC, Diff, Platelets X X7 X X X X X X
Direct Bilirubin X6 N ?
Creatinine Clearance xs | X X | X [ X[ X \ X
Total bilirubin X | X X | X [ x| x N (ﬁ X X
AST and ALT Xs | X7 X | X[ x]x \ X V
LDH X8 \
Albumin X8 \
Glucose X8 \V
Fibrinogen X8 |
Troponin X8 \
Autoimmune Status X6 Q \
Clinical Assessment -~ \
SCANS >~
ECG X® AX)
SPECIMEN ‘\*
SUBMISSION A\
FLT32 X 4(\
Cytogenetics X Y
>
and FISH 2 Va
Translational Medicine X X X

a s wWwN

D

8

TREATMENT R
Azacitidine X X X X X
Bone marrow biopsy will be perNgm¥d at diagnosis, and after Cycles 2 and 4. Note that the Cycle 2 bone marrow
|

See Section 15.2.
See Section 15.4,
See Section 15.

After disconn oy protocol therapy, patients will be followed every 3 months for the first year, every 6 months
heds

biopsy does not affect %tre ment decisions. Additional biopsies may be performed as clinically indicated.

for the secorR an§tfMrd years, and then annually until 5 years after randomization.

t ests do not determine eligibility but are performed prior to randomization in order to obtain
baseffne m ements.

stration test is performed within 7 days prior to starting treatment, the test need NOT be repeated on
Cycle 1, Day 1.

As clinically indicated.

NOTE: Forms are found on the protocol abstract page of the SWOG website (www.swog.org). Forms submission
guidelines are found in Section 14.0.

NOTE: Unless indicated otherwise in the protocol, scheduled procedures and assessments (treatment administration,
toxicity assessment for continuous treatment, disease assessment, specimen collection and follow-up activities) must
follow the established SWOG guidelines as outlined in
https://swog.org/Visitors/Download/QA/Best%20Practices%20update.pdf.
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9.2 STUDY CALENDAR — ARM B: AZACITIDINE + NIVOLUMAB
REQUIRED STUDIES | Pre- Cydle 1 c2lcalcalcs Subsequent | Off Follosw
Reg Cycles Tx Up
W1 | W2 | W3 | W4
History and Physical X X x | x| x| x X X X
Exam
Weight and
Performance Status © X X XX XX X X X
Toxicity Notation X X X X X X X X X X X
LABORATORY
STUDIES
Bone Marrow
Aspirate/Biopsy’ X X X Xt
CBC, Diff, Platelets X X7 X X X X X X
Direct Bilirubin X | x X [ X [ x[X X N ?
Creatinine Clearance xs | X X | X [ X[ X \ X
Total bilirubin X | X X | X [ x| x N (ﬁ X X
AST and ALT X | X X | X[ x]x \ X V
LDH X8 \
Albumin X8 \
Glucose X6 \V
Fibrinogen X®
Amylase and Lipase xe | X7 X | X X
Troponin X6 \
Autoimmune Status X6 Q}
Clinical Assessment (
SCANS >
ECG X8 \d
ECHO X A
SPECIMEN (\V
SUBMISSION C
FLT3? X
Cytogenetics X
and FISH ¥ A
Translational Medicine
and Banking # X x X X
TREATMENT v
Azacitidine X X X X X
Nivolumab N X X X | X | X | X X

a b wN

»

7

8

Bone marrow bio
biopsy does not

See SectionfOW
See Section

Mbe Yerformed at diagnosis, and after Cycles 2 and 4. Note that the Cycle 2 bone marrow
col treatment decisions. Additional biopsies may be performed as clinically indicated.

Results of these tests do not determine eligibility but are performed prior to randomization in order to obtain
baseline measurements.
If the pre-registration test is performed within 7 days prior to starting treatment, the test need NOT be repeated on

Cycle 1, Day 1.

As clinically indicated.

NOTE: Forms are found on the protocol abstract page of the SWOG website (www.swog.org). Forms submission
guidelines are found in Section 14.0.
NOTE: Unless indicated otherwise in the protocol, scheduled procedures and assessments (treatment administration,
toxicity assessment for continuous treatment, disease assessment, specimen collection and follow-up activities) must
follow the established SWOG guidelines as outlined in

https://swog.org/Visitors/Download/QA/Best%20Practices%20update.pdf.
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9.3 STUDY CALENDAR — ARM C — AZACITIDINE + MIDOSTAURIN
REQUIRED STUDIES Pre- Cycle 1 c2lc3lcalcs Subsequent | Off | Follow
Reg Cycles TX Up®
W1 | W2 | W3 | W4
History and Physical Exam X X X X X X X X X
We|ght‘S and Performance X X x | x | x X X X
Status
Toxicity Notation X X X X X X | X | X | X X X X
LABORATORY STUDIES
Bone Marrow
Aspirate/Biopsy’ X X X Xt <
CBC, Diff, Platelets X X7 X X X X X X
Direct Bilirubin X | x X | X [ X[ X W X X
Creatinine Clearance X | X X | X [ X [X \&J X X
Total bilirubin X X7 X X X X s { X X
AST and ALT xs | x X | x [ x [ x I\ v
LDH X8 g |\
Albumin X6 VNN
Glucose X6 \ v
Fibrinogen X8 \NlY
Troponin X6 \
Autoimmune Status X6 Q ) )
Clinical Assessment®
SCANS N
ECG X X9 X9 o) Xo | X0 | Xxo X9
SPECIMEN SUBMISSION
FLT3? X A
Cytogenetics X S\V
and FISH 3
Translational Medicine
and Banking 4 X N X X
TREATMENT A Y
Azacitidine R % X | X[ X[ X X
Midostaurin X X X X X X X

1 Bone marrow biopsy will be pe&)cr
biopsy does not affect @

2 See Section 15.2.
3 See Section 15.4
4  See Section 15.
5 -

6

7

Cycle 1, Day 1.
8 As clinically indicated.
9 To be performed on Days 1 and 8 of Cycle 1 (prior to initiation of treatment) and on Day 1 of each subsequent
cycle (prior to initiation of treatment).

myd a

t diagnosis and after Cycles 2 and 4. Note that the Cycle 2 bone marrow

trement decisions. Additional biopsies may be performed as clinically indicated.

NOTE: Forms are found on the protocol abstract page of the SWOG website (www.swog.org). Forms submission
guidelines are found in Section 14.0.

NOTE: Unless indicated otherwise in the protocol, scheduled procedures and assessments (treatment administration,
toxicity assessment for continuous treatment, disease assessment, specimen collection and follow-up activities) must
follow the established SWOG guidelines as outlined in
https://swgo.org/Visitors/Download/QA/Best%20Practices%20update.pdf.
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9.4 STUDY CALENDAR — ARM D: DECITABINE + CYTARABINE
INDUCTION? MAINTENANCE
REQUIRED STUDIES lsgz g Cycle 1 c2 Cycle 1 c2 | c3 Sugili?eusent ?if FSFI)ISOW
W W W|[W W|iW|W[W
1712|1314 11234

History and Physical Exam X X X X X X X

Welghtﬁand Performance X X X X

Status

Toxicity Notation X X [ X[ X]|X]| X X X X X

LABORATORY STUDIES

Bone Marrow

Aspirate/Biopsy' X X X Xg“ Xe

CBC, Diff, Platelets X | X X [ X X | X XN\ X X

Creatinine Clearance X6 X X | X X | X X X

Direct Bilirubin X6 X X a\\k

Total bilirubin X6 X X | X X QG X X

AST and ALT X6 X X | X V X

LDH X8 X F AN X

Albumin X6 X A X

Glucose X8 X \ X

Fibrinogen X8 X |\ X X

Troponin X8 \

Autoimmune Status Clinical X6 Q‘\ )

Assessment -~

SCANS £

ECG X )

SPECIMEN SUBMISSION

FLT3? X N

Cytogenetics

and FISH 3 X c »

'érans_.latlgnal Medicine and X \J X X

anking 7
TREATMENT \Q Y
Decitabine A& X | X X X
Cytarabine L X X

1 Bone marrow biopsy will be peWat diagnosis and after Cycles 2 and 4. Note that the Cycle 2 bone marrow biopsy
does not affect protoco ent ecisions. Additional biopsies may be performed as clinically indicated.

2 See Section 15.2.
3 See Section 15.4
4  See Section 15.

5 5 :
6

7

8 Patients may receive up to 2 cycles of Induction treatment. Patients deriving clinical benefit within 2 cycles will continue
to Maintenance treatment. Patients not deriving clinical benefit within 2 cycles of Induction treatment will be removed
from protocol therapy (see Section 7.1d).

9 As clinically indicated.

NOTE: Forms are found on the protocol abstract page of the SWOG website (www.swog.org). Forms submission guidelines

are found in Section 14.0.

NOTE: Unless indicated otherwise in the protocol, scheduled procedures and assessments (treatment administration, toxicity

assessment for continuous treatment, disease assessment, specimen collection and follow-up activities) must follow the

established SWOG guidelines as outlined in

https://swgo.org/Visitors/Download/QA/Best%20Practices%20update.pdf.
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10.0 CRITERIA FOR EVALUATION AND ENDPOINT ANALYSIS

10.1  Remission Definitions (718)

a.

&

Morphologic complete remission (CR): Bone marrow blasts < 5%; absence of
circulating blasts and blasts with Auer rods; absence of extramedullary disease;
absolute neutrophil count = 1.0 x 10%L (1,000/mcL); platelet count = 100 x 10%L
(100,000/mcL).

Morphologic complete remission with incomplete blood count recovery (CRi): All
CR criteria except for residual neutropenia [< 1.0 x 10%L (1,000/mcL)] OR

thrombocytopenia [< 100 x 10%L (100,000/mcL)]. %
f e marrow

Partial Remission (PR): All hematologic criteria of CR; decr
gfsn

blast percentage to 5% to 25%; and decrease from pretr
blast percentage by at least 50%.

Morphologic leukemia-free state (MLFS): Bone m ro&&< 5%; absence of
d

one marrow

blasts with Auer rods; absence of extramed ease; no hematologic
recovery required

Marrow CR (CRm): The patient must sajsfy\the “definition of CR for the bone
marrow examination (£ 5% myeloblasts tig marrow myeloblasts must have
decreased by = 50% from pretreat E® CRm may be achieved with or

ith ematologic improvement (see Section

without improved blood counts,

10.3) noted separately.

Stable disease (SD): Fai &1‘: leve at least a PR, but with no evidence of
ion

progression as definecgiO 0.3 for at least 8 weeks.

Refractory disease:{ failure achieve CR, CRi, PR, MLFS, or SD, excluding
patients with de% I¥sia or death due to indeterminate cause.

Deathin a i s occurring = 7 days following completion of initial treatment
while cyt jcCNWith an aplastic or hypoplastic bone marrow obtained within 7
without evidence of persistent leukemia.

days following its completion; or deaths occurring = 7 days following

days %
%ro indeterminate cause: Deaths occurring before completion of therapy,

tion of initial therapy with no blasts in the blood, but no bone marrow

( %’nination available.

ent of Transfusion Dependency, Hemoglobin, and Platelet Counts

Accurate counts of RBC units and platelet transfusions received before and after
starting protocol treatment are necessary to determine patients’ responses to
therapy. The numbers of RBC units and platelet transfusions during the 8 weeks
before randomization will be recorded for use as baselines. Only RBC transfusions
given for hemoglobin < 9 g/dL or platelet transfusions for platelets < 50,000/mm?
before randomization will be considered in the RBC/platelet transfusion response
evaluation.

1. Transfusion dependence: Patients who receive one or more RBC or
platelet transfusions will be considered RBC or platelet transfusion
dependent, respectively, in the absence of another explanation such as
gastrointestinal bleeding, hemolysis, etc.
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2. Relevant reduction in RBC transfusion requirement: This is defined for
patients who were RBC transfusion dependent and received = 4 units
during the 8 weeks before randomization. If, during the 8-week period after
randomization, the total number of RBC units transfused has decreased
by at least 4 units compared to the number transfused during the 8 weeks
before randomization, then the patient will have a relevant reduction in
RBC transfusion requirement.

3. Transfusion independence: For assessment of response, RBC or platelet
transfusion independence requires that the patient receive no RBC or
platelet transfusions, respectively, for a period of at least 8 weeks.

b. Accurate measurements of hemoglobin (Hgb), platelet (PLT), a
before and after starting protocol treatment are also necesgag
patients’ responses to therapy. Whenever patients are trapnsfusjon eependent,
Hgb, PLT, and ANC counts must be measured immediatel ofgtransfusions,
to ensure that they reflect the patient’s true hematologic

Hematologic Improvement (HI) \
Hematologic Improvement (HI) is assessed separatel %ﬁr id cells, platelets, and

re
neutrophils. For each type of response, the crite % be satisfied for all blood
examinations performed during a period of at lea wageks
0

a. Erythroid response (HI-E): is defined
prior to treatment.

pattents with hemoglobin < 11 g/dL

1. Response: At least increase in hemoglobin from pretreatment;
and, for RBC tra W\ dePendent patients, achievement of transfusion

independence& vant reduction in the RBC transfusion requirement.

2. Progr&ssion/r®apse following HI-E: Reduction in hemoglobin
concen t least 1.5 g/dL from maximum level during HI-E, or
becopM transfusion dependent, in the absence of another

) Response: An absolute increase of = 30,000/mm?3 from pretreatment for
patients with a platelet count > 20,000/mm? at pretreatment. For patients
with a platelet count < 20,000/mm? at pretreatment, an increase of at least
100% from pretreatment counts to a platelet count > 20,000/mm?3. For

Q platelet transfusion-dependent patients, platelet transfusion independence
is also required.
2. Progression/relapse following HI-P: 50% or greater decrement from
maximum platelet count achieved while HI-P, in the absence of another
explanation such as gastrointestinal bleeding or hemolysis.

C. Neutrophil response (HI-N): is defined only for patients with ANC < 1,000/mm? prior
to treatment.

d. Response: ANC increase from pretreatment of at least 100%, and an absolute
increase of > 500/mm?3 from pretreatment.
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e. Progression/relapse following HI-N: 50% or greater decrement from maximum
ANC achieved while HI-N, in the absence of another explanation such as acute
infection.

Cytogenetic Response

Cytogenetic response is based on cytogenetic studies performed at local CLIA-approved
laboratories

a. Complete cytogenetic response: is defined only for patients with preexisting clonal
cytogenetic abnormalities, and requires (1) no detection of any preexisting clonal
or nonclonal abnormality(ies) and (2) no cytogenetic evidence of any additional
clonal populations, based on a study of at least 20 metaphases. FI ay be used
as a supplement to follow a specifically defined cytogenetic abn S%

b. Partial cytogenetic response: is defined as a 50% reductio rggisting clonal
cytogenetic abnormalities without evidence of any new c% rmalities.

C. Cytogenetic relapse: is defined as the detection gf any cl¥fal abnormality in a
patient who previously achieved a complete cytog i rdsponse.

Disease Progression: x

a. Evidence for an increase in bone mar la\t percentage and/or increase of

absolute blast counts in the blood:

1. > 50% increase in mar, Jasts Over baseline (a minimum 15% increase
is required in cases, WXh o blasts at baseline; or persistent marrow
blast percentage oVer at least 3 months; without at least a 100%
improvement i Nf eutrophil count (ANC) to an absolute level [>
0.5 x 109/L cL)¥and/or platelet count to >50 x 109/L (50,000/mcL)
non-transfuged]; or

2. > 509 e in peripheral blasts (WBC x % blasts) to >25 x 109/L
(>3 (in the absence of differentiation syndrome)

b. New ullary disease

Note: Trgemsignt &ytopenias during chemotherapy courses should not be considered

disea % ession, as long as they recover to the previous levels. Progression

bas 0d values should not be considered at all until after the post-Cycle 4
oVIRdrw.

m

%-Q-Event Outcomes

\? Overall survival: Defined for all patients; measured from day of randomization on
study until death from any cause with observations censored on the day of last

contact for patients not known to have died.

b. Relapse-free survival: Defined only for patients achieving complete remission
(CR), or CR with incomplete hematologic recovery (CRi); measured from the date
of achievement of a remission until the date of relapse or death from any cause;
patients not known to have relapsed or died at last follow-up are censored on the
date of last contact.

c. Event-free survival: Defined for all patients; measured from the date of
randomization to the first of: date of primary refractory disease; date of progressive
disease; date off protocol therapy without CR or CRi; date of relapse from CR or
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CRIi, or death from any cause; patients not known to have any of these events are
censored on the date of last contact.

d. Cumulative incidence of relapse: Defined for all patients achieving CR or CRi;
measured from the date of achievement of a remission until the date of relapse or
death; patients not known to have relapsed or died are censored on the date of
last contact; patients who died without relapse have death considered a competing
cause of failure.

Performance Status

Patients will be graded according to the Zubrod performance status scale. Q

POINT DESCRIPTION %
0 Fully active, able to carry on all pre-disease peﬁormanc%y restriction.

1 Restricted in physically strenuous activity but ambuljto d able to carry out
work of a light or sedentary nature, e.g., light )-(4’35' rk, office work.

2 Ambulatory and capable of self-care but to eeffry out any work activities;
up and about more than 50% of waking hoyrs.

3 Capable of limited self-care, conﬁ chair more than 50% of waking
hours.

4 Completely disabled; canno@wy self-care; totally confined to bed or chai.

STATISTICAL CONSIDERATIONS

11.1

Sample Size and Accrual

Based on 594_32 d §]]]Z the anticipated accrual is approximately 40
patients/month.

Only contem Iy randomized and eligible patients will be evaluated for each
compariso

talled below requwes up to 300 eligible patients per arm. The earliest
? stopping an arm is at 100 patients per arm (33% accrual, expected
ely one year into a three-arm study). If 10% of patients are not eligible, the
accrual for an experimental arm is 334 patients. Because of staggered entry

addition, it is expected that up to 5% of patients registered to Step 1 (specimen

I
\zbmission for FLT3 testing) will not be randomized (Step 2 registration).

Design and Analyses Assumptions and Parameters

The primary objective of the Phase |l study is to determine based on OS which if any of
the experimental regimens should be tested further against the control regimen
(azacitidine). Any regimen that passes the Phase Il threshold will be taken forward for
Phase Il testing. The Phase Il analysis will not select among experimental regimens.

The primary objective of the Phase Il study is to compare OS between the control arm and
experimental arm(s) selected in the Phase Il study. Patients accrued during the Phase I
portion of the trial will be used in the Phase lll analysis. For all analyses, only concurrently
randomized, eligible patients will be compared.
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Based on data from the French study of azacitidine in older patients with hyper-proliferative
AML, the study assumes that OS with azacitidine follows an exponential distribution with a
median OS of 10.4 months (null hypothesis). (19) The study is powered for exponential OS
in the experimental arms with a median OS of 15.6 months (corresponds to hazard ratio =
0.67, alternative hypothesis).

All testing will be stratified by the randomization stratification factors: age = 70 AND PS 2-
4 versus age < 70 OR PS 0-1; wild type FLT3-ITD versus mutated FLT3-ITD versus
indeterminate FLT3-ITD; baseline blasts percentage (< 20% versus = 20%).

For each experimental arm comparison versus the control arm, the study assumes equal
randomization across arms, three years of accrual, and one year of follow- fter accrual
completes. Analysis timing is event-based, so timing will adapt appropri t%the study
progresses. For each experimental arm comparison versus the cont§o he study
assumes a two-sided alpha of 5% or less.

113 Phase Il Analyses fX(Q
I

Up to 100 eligible patients will be enrolled to each arm for J$has alysis. The Phase I
analysis will be done at 104 pooled-arm deaths (deaths ti\control + experimental

arms). Accrual to experimental arms is expected to t arilgLlose to allow the OS data
to mature. The length of the temporary closure will dgpe n accrual; it is expected an
d

arm may need to be closed for up to 10 months vyt ta mature. A stratified log-rank
test of the null hypothesis (HR=1) with a one,gj IpAa of 15% will be used to test an
experimental arm versus azacitidine for fuh se 'l testing. This corresponds to

HR) favoring an experimental arm versus

continuing to Phase Il testing arms witpaHR D.87 favoring the experimental arm. A
Phase Il interim analysis for futility is s, d for when there are 52 pooled-arm deaths.
An experimental arm that has a hagary ro¥

azacitidine will continue accrual. Ax ill hot be held for the interim analysis.

11.4  Phase Ill Analyses
Up to 200 additional eligj %e"ts will be enrolled to each arm for Phase Il analysis (for
a total of 300 eligible arm). 100% of expected pooled-arm events for Phase |l
analysis is 414 dea yial Phase Il analysis at 104 pooled-arm deaths corresponds
to 25% of the ful Il control arm OS events. For arms carried forward for Phase lI
testing, two adgfoMg interim analyses will be performed at 50% and 75% pooled-arm OS
deaths (at 20 deaths). At each interim analysis an efficacy test will be done (test
of the nul othdp#S HR=1) using a stratified log-rank test with a one-sided alpha of 0.5%.
At eac analysis a futility test (test of the alternative hypothesis HR=0.67) will be
doneqlsig ratified log-rank test (modified to test the alternative HR) with a one-sided
al Y% at the first interim analysis and a one-sided alpha of 1.0% at the second

lysis. The final analysis will occur at 100% pooled-arm OS deaths (414 deaths,
N
)

at 6 months after accrual completes), or 1.5 years after accrual to an
rimental arm completes, whichever occurs first. In order to account for interim
\?alyses, each final test (stratified log-rank test of the null hypothesis HR=1) of an
Q) xperimental arm versus azacitidine will be done with a two-sided alpha of 4.5%. This
design has a power of 83% for each experimental arm. The table below summarizes
properties of the design. If the event rate in the control arm is much slower than anticipated
and the final analysis occurs at 1.5 years after completion of the accrual to an experimental
arm, the power to detect the same effect size might be slightly different among the
experimental arms, as the accrual duration may differ (depending on the accrual dynamics

and how many arms are open at the same time).

If at any point an experimental arm has a positive interim or final analysis, accrual to the
study will be terminated. Pending approval by the SWOG DSMC and CTEP, all study data
will be released to the investigators.
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Table 1. Characteristics of Analysis Plan (for each experimental regimen comparison versus
azacitidine)

Probability | Probability
OS Scenario Under Under Null
Alternative
Probability stop for futility at Phase Il interim analysis 7% 50%
Probability continue to Phase Ill accrual based on Phase Il analysis 84% 15%
Probability stop for futility at first Phase Ill interim analysis 3% 4%
Probability stop for efficacy at first Phase Il interim analysis 40% <1%
Probability stop for futility at second Phase lll interim analysis <1% 5%
Probability stop for efficacy at second Phase lll interim analysis 25% <1%
Probability stop early for futility 19% 94%
Probability stop early for efficacy 64% < 1%
Probability of positive result 83% _ Q
Probability of positive result ignoring futility monitoring 98% £ \ &S
Table 2. Additional Characteristics of Interim and Final Analyses V
Analysis N Deaths Alpha Level HR bsO¥dte Difference in
across Threshol\ onth OS (Aza vs.
Pooled Arms xperimental Arm)
Phase Il \
Analyses N
Interim futility 52 N/A %’ 45% v. 45%
Final Phase I 104 One-sided 15N, '\ 0.84 45% v. 51%
Phase llI 03 \
Analyses
First interim 207 One-g# d% 0.64 45% v. 60%
efficacy 4%
First interim 207 i 5% 0.90 45% v. 49%
futility
Second interim 311 & e-sided 0.5% 0.65 45% v. 60%
efficacy A' N\
Second interim 311 “Wne-sided 1.0% 0.90 45% v. 49%
futility Vo
Final efficacy N | Two-sided 4.5% 0.82 45% v. 52%
%V
Analysis of Other: s
Toxicities: For , three hundred eligible patients will be sufficient to estimate toxicity

—

rates to ytg + @ (95% confidence interval). Any toxicity occurring with at least 1.5%
proba Iy to be seen at least once (99% probability).

am (Study Chairs, Study Statisticians, and Committee Chair) will review the

le 1)and Cycle 2 toxicity data on the first 10 patients enrolled on the study (to any arm)

Performance Status 4. If the study team has concerns about excess toxicity among

&%e patients, they will decide to continue to intensively monitor additional patients, or, in

gonjunction with the NCI, whether to modify the eligibility criteria.

Response and time-to-event endpoints: Remission rates will be tabulated. Time-to-event
endpoints will be estimated using the Kaplan-Meier method or cumulative incident
endpoints and associations with time-to-event outcomes will be assessed using Cox
regression models (for cause-specific hazards as appropriate). Landmark analyses of
different response categories will be evaluated based on dates at which 75% and 90% of
patients have achieved a response (with other quantiles analyzed as needed.)

Analyses of FLT3-ITD and overall survival:
The prognostic effect of FLT3-ITD (positive versus negative or non-evaluable) with respect
to the outcome OS will be evaluated using Cox regression models. We assume accrual
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and follow-up as indicated above. Under the null hypothesis assumptions (OS following
an exponential distribution with a median of 10.4 months), if 20% of patients are FLT3-ITD
positive, each Phase 3 arm (300 patients) will have 87% power to detect a hazard ratio of
1.6 (corresponds to median OS among FLT3-ITD positive patients of 7 months and median
OS among FLT3-ITD negative/non-evaluable patients of 11.2 months) with a two-sided
alpha of 5%. The prognostic association will also be evaluable across all the arms and will
have increased power with the increased sample size.

The predictive effect of FLT3-ITD (positive versus negative/non-evaluable) with respect to
the outcome of OS and the treatments of azacitdine+midostaurin versus azacitidine will be
evaluated using a Cox regression model with treatment arm and FLT3-ITD as covariates
and including the interaction between the two covariates. If 20% of patientgegre FLT3-ITD
positive on each arm and OS follows an exponential distribution, 600 pat (300/arm)
will have 84% power to detect an interaction hazard ratio of 2 ( corresﬂ:&e median

OS of 7 months among FLT3-ITD positive patients treated with aza dian OS of
14 months among FLT3-ITD positive patients treated with azaciti aurin, median
OS of 11.2 months among FLT3-ITD negative patients on bt |th a two-sided
alpha of 5%.

As a sensitivity analysis, the same analyses as above nd but excluding patients
who were non-evaluable for FLT3-ITD (expected to b < patients).

As additional sensitivity analyses, the investiga valuate regression models with
treatment arm, FLT3-ITD allelic ratio, and FL ut ion status.

Associations between outcomes and etic abnormalities and risk categories and
mutations: Univariate and multivari ion models will be used assess potential

associations between outcomes ) S, and RFS) and cytogenetic abnormalities
and mutation status (including %D). Regression models including interaction terms
with treatment arm will be fjisIn%ddition to analyzing FLT3-ITD as categorical variable
used in randomization st t%{, we will analyze FLT3-TKD also and evaluate FLT3-

ariable and as a binary variable using the threshold of

ITD allelic ratio as a
0.50.

Potential contr %;/ ” Given the dynamic nature of the trial design it is possible that
the prognosti f randomized patients will change over time. To control for this

ial isgue, concurrently randomized patients will be evaluated in comparisons
In "addition, the patient characteristics table provided for the Data and
g Committee twice a year will summarize by 6-month or 12-month intervals

domization date.

ba%d
Safety Monitoring Committee

ommittee consists of four members from outside of SWOG, three SWOG members, three

Q@Data and Safety Monitoring Committee will oversee the conduct of the study. The

non-voting representatives from the National Cancer Institute (NCI), and the Group
Statistician (non-voting). The members of this Committee will receive confidential reports
every six months from the SWOG Statistical Center, and will meet at the Group's bi-annual
meetings as necessary. The Committee will be responsible for decisions regarding
possible termination and/or early reporting of the study.

DISCIPLINE REVIEW

Discipline review is not necessary for this study.
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13.0 REGISTRATION GUIDELINES

13.1

13.2

Registration Timing

Specimens for FLT3 testing must be submitted at the time of registration to Step 1 using
the SWOG Specimen Tracking System (see Section 15.2) (within 1 day of Step 1
registration and within 42 days prior to randomization [Step 2]). FLT3 results will be used
for stratification purposes at the time of randomization. Upon receipt of e-mail notification
of randomization assignment, the patient must be registered to Step 2 prior to initiation of
treatment (no more than seven working days prior to planned start of treatment).

Investigator/Site Registration

Prior to the recruitment of a patient for this study, investigators must be rges members
of a Cooperative Group. Each investigator must have an NCI invegtyatbr, Mfmber and
must maintain an “active” investigator registration status through the ubmission of
a complete investigator registration packet to CTEP.

a. CTEP Investigator Registration Procedures (
Food and Drug Administration (FDA) regulgti ang/National Cancer Institute
(NCI) policy require all investigators participatig in'§ty NCl-sponsored clinical trial
to register and to renew their registrationm

Registration requires the submission Q

e acompleted Staten% estigator Form (FDA Form 1572) with an
original signature

e acurrent Curric N (CV)

e acompleted ign® Supplemental Investigator Data Form (IDF)

o acompleted Finan®al Disclosure Form (FDF) with an original signature

lease contact the CTEP Investigator Registration Help Desk by
regpend@ctep.nci.nih.gov>.

b. %\ssociate Registration Procedures
Cancer Therapy Evaluation Program (CTEP) Identity and Access

Investigators (i.e., all physicians involved in the conduct of NCl-sponsored clinical
trials) and Associates (i.e., all staff involved in the conduct of NCl-sponsored

Q anagement (IAM) application is a web-based application intended for use by both

@ clinical trials).

Associates will use the CTEP-IAM application to register (both initial registration
and annual re-registration) with CTEP and to obtain a user account.

Investigators will use the CTEP-IAM application to obtain a user account only. (See
CTEP Investigator Registration Procedures above for information on registering
with CTEP as an Investigator, which must be completed before a CTEP-IAM
account can be requested.)
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An active CTEP-IAM user account will be needed to access all CTEP and CTSU
(Cancer Trials Support Unit) websites and applications, including the CTSU
members’ website.

Additional information can be found on the CTEP website at
<http://ctep.cancer.gov/branches/pmb/associate_registration.htm>. For
questions, please contact the CTEP Associate Registration Help Desk by e-mail
at <ctepreghelp@ctep.nci.nih.gov>.

CTSU Registration Procedures

approval for this protocol and submit IRB approval and supporting §o&mentation

to the CTSU Regulatory Office before they can be approved{to\eM@l patients.

Study centers can check the status of their registration efsdby querying

the Regulatory Support System (RSS) site registration s@% of the CTSU
tsy.

Each investigator or group of investigators at a clinical site m*btain IRB

members’ website by entering credentials at https:// ”For sites under

the CIRB initiative, IRB data will automatically load tp R

Note: Sites participating on the NCI CIRB initigkye ‘and ad&epting CIRB approval
for the study are not required to submit sepXate approval documentation to
the CTSU Regulatory Office for initial, ,g@ntiNuing or amendment review. This
information will be provided to the CTS@U tory Office from the CIRB at the
time the site’s Signatory Institution a % thg CRB approval. The Signatory site
may be contacted by the CTSU

verifying the participating in

ulaxgy)Office or asked to complete information
s on the study. Other site registration
requirements (i.e., laboratorg ¢ ns, protocol-specific training certifications,

e submitted to the CTSU Regulatory Office or

or modality credentialing)4gu
compliance communic pd protocol instructions.

i %e)R gistration Documents:

Site sigtign forms may be downloaded from the S1612 protocol page
log2ie¥bn "the CTSU members’ website. Add if a restricted access
ol¥Permission to view and download this protocol and its supporting

C nts is restricted and is based on person and site roster assignment

ed in the CTSU RSS.

Go to https://www.ctsu.org and log in to the members’ area using

1. Downloa

Click on the SWOG link to expand, then select $1612. Click on
the Site Registration Documents link.

Q your CTEP-IAM username and password
c . Click on the Protocols tab in the upper left of your screen

2. Requirements for $1612 Site Registration:
" CTSU IRB Certification (for sites not participating via the NCI
CIRB)
" CTSU IRB/Regulatory Approval Transmittal Sheet (for sites not

participating via the NCI CIRB)
3. Submitting Regulatory Documents:

Submit completed forms along with a copy of your IRB Approval and
Model Informed Consent to the CTSU Regulatory Office, where they will
be entered and tracked in the CTSU RSS.
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Regulatory Submission Portal:  www.ctsu.org (members’ area) —
Regulatory Tab — Regulatory Submission

When applicable, original documents should be mailed to:

CTSU Regulatory Office
1818 Market Street, Suite 1100
Philadelphia, PA 19103

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

4. Checking Your Site’s Registration Status: (&Q
Check the status of your site’s registration pack % ing the RSS
site registration status page of the membgr® 3e of the CTSU
website. (Note: Sites will not receive for, % igation of regulatory

approval from the CTSU Regulatory Offic

" Go to https://www.ctsu.org andpog M t0)th§ members’ area using
your CTEP-IAM username ad pagsword

" Click on the Regulatory tgh at\he t&p of your screen

. Click on the Site Regist % ta

= Enter your 5-charact€r W] EP)Ins¥tution Code and click on Go

Note: the status give Iy reflects compliance with IRB documentation

and institutional cogaphgn ith protocol-specific requirements outlined

requirements f; jduals participating on the protocol or the enrolling
investigator'sesta the NCI or their affiliated networks.

13.3  OPEN Registration Req%
The individual regieidg e patient must have completed the appropriate SWOG

Registration Wq t§Fhe completed form must be referred to during the registration
but should noie,s itted as part of the patient data.

by the Lead Neth o€s not reflect compliance with protocol specific
wi

Patient en¥will be facilitated using the Oncology Patient Enroliment Network
(OPE is a web-based registration system available on a 24/7 basis. To access
OP user must have an active CTEP-IAM account (check at < https://eapps-

ctdp.ncINY’gov/iam/index.jsp >) and a 'Registrar' role on either the LPO or participating
nizytion roster.

will also ask additional questions that are not present on the SWOG Registration
orksheet. The individual registering the patient must be prepared to provide answers to
the following questions:

a. Institution CTEP ID
b. Protocol Number

C. Registration Step

d. Treating Investigator
e. Credit Investigator
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Patient Initials

Patient’s Date of Birth

Patient SSN (SSN is desired, but optional. Do not enter invalid numbers.)
Country of Residence

ZIP Code

Gender (select one):
e Female Gender
e Male Gender

Ethnicity (select one): Q
e Hispanic or Latino
¢ Not Hispanic or Latino
e Unknown (\)
Method of Payment (select one):
Private Insurance x

Medicare
Medicare and Private Insurance

Medicaid

Medicaid and Medicare
Military or Veterans Sponsoreg N
Military Sponsored (Includi ampUs & Tricare)

Veterans Sponsored
Self Pay (No Insuranc

No Means of Paym IN®urance)
Other
Unknown QR

Race (select
Americ
Asia
Bl 0
Na

hit
nown

y):
jaygr Alaska Native

frican American
aiian or other Pacific Islander

13.4 R%' Procedures
Q All site staff will use OPEN to enroll patients to this study. OPEN is integrated with

&

the CTSU Enterprise System for regulatory and roster data and, upon enroliment,
initializes the patient in the Rave® database. OPEN can be accessed at
https://open.ctsu.org, from the OPEN tab on the CTSU members’ side of the
website at https://www.ctsu.org, or from the OPEN Patient Registration link on the
SWOG CRA Workbench.

Prior to accessing OPEN site staff should verify the following:

° All eligibility criteria have been met within the protocol stated timeframes
and the affirmation of eligibility on the Registration Worksheet has been
signed by the registering investigator or another investigator designate.
Site staff should refer to Section 5.0 to verify eligibility.

bl el
Aiiltaa w0
[ry—



14.0

S1612

Page 79
Version Date:
11/16/21
° All patients have signed an appropriate consent form and HIPAA
authorization form (if applicable).
C. The OPEN system will provide the site with a printable confirmation of registration

and treatment information. Please print this confirmation for your records.

d. Further instructional information is provided on the OPEN tab on the CTSU
members’ side of the website at https://www.ctsu.org or at https://open.ctsu.org.
For any additional questions contact the CTSU Help Desk at 1-888-823-5923 or
ctsucontact@westat.com.

13.5  Exceptions to SWOG registration policies will not be permitted.

a. Patients must meet all eligibility requirements. Q
b. Institutions must be identified as approved for registration. Q‘»

C. Registrations may not be cancelled.
d. Late registrations (after initiation of treatment) will (],3 cepted.
DATA SUBMISSION SCHEDULE
14.1 Data Submission Requirements 03
Data must be submitted according to th col requirements for ALL patients registered,
whether or not assigned treatmeni, iS\adgipistered, including patients deemed to be

ineligible. Patients for whom dor\ tion is inadequate to determine eligibility will

generally be deemed ineligible&
14.2  Master Forms Q)

Master forms can %on the protocol abstract page on the SWOG website
(www.swog.org) a tNe exception of the sample consent form and the Registration
Worksheet) must uzgitted on-line via the Web; see Section 14.3 for details.

14.3 Data Submissi edures

llection for this study will be done exclusively through the Medidata Rave®
data management system. Access to the trial in Rave® is granted through
iMedidata application to all persons with the appropriate roles assigned in
egulatory Support System (RSS). To access Rave® via iMedidata, you must
Q have an active CTEP-IAM  account (check at https://eapps-
ctep.nci.nih.gov/iam/index.jsp) and the appropriate Rave® role (Rave® CRA,
Read-Only, Site Investigator) on either the LPO or participating organization roster

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 invitation e-mail from
iMedidata. To accept the invitation, site users must log into 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-corner of the iMedidata
page. Please note, site users will not be able to access the study in Rave® until all
required Medidata and study specific trainings are completed. Trainings will be in
the form of electronic learnings (eLearnings), and can be accessed by clicking on
the link in the upper right pane of the iMedidata screen.
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Users that have not previously activated their iMedidata/ Rave® account at the
time of initial registration approval for the study in RSS will also receive a separate
invitation from iMedidata to activate their account. Account activation instructions
are located on the CTSU website, Rave® tab under the Rave® resource materials
(Medidata Account Activation and Study Invitation Acceptance). Additional
information on iMedidata/ Rave® is available on the CTSU members’ 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 ctsucontact@westat.com

You may also access Rave® via the SWOG CRA Workbench. Go to the SWOG
web site (http://swog.org) and logon to the Members Area using your SWOG
Roster ID Number and password. After you have logged on, click on Workbenches,
then CRA Workbench to access the home page for the CRA Workb and follow
the link to Rave® provided in the left-hand navigation panel.

To access the CRA Workbench the following must be do @
?X)SWOG Roster ID

1. You are entered into the SWOG Roster and is\ue
Number,

2. You are associated as an investigator og C t the institution where
the patient is being treated or followeg,

3. Your Web User Administrator has add&d yoyas a web user and has given

you the appropriate system per% to view data for that institution.

For assistance with points 1 and 2 ca%) rations Office at 210/614-8808. For
point 3, contact your local Web ¢ser AOmnistrator (refer to the "Who is my Web
User Administrator?" functio% syog.org Members logon page).

o)

For difficulties with the
technicalquestion@ct,

ench, please e-mail

Institutions partigf
refer to the C

tprough the Cancer Trials Support Unit (CTSU), please

14.4 Data Submission

a.

b.

&

% and Timepoints
WIT AFTER REGISTRATION TO STEP 1:

specimens for FLT3 testing as outlined in Section 15.2.

IPHIN 7 DAYS OF DECISION NOT TO RANDOMIZE PATIENT:

Submit the $1612 Notice of intention Not to Randomize

WITHIN 7 DAYS AFTER RANDOMIZATION (STEP 2 REGISTRATION):

Submit the following:
$1612 Onstudy Form

$1612 Transfusion Log

Pathology Report (upload reports via the Source Documentation: Baseline form in
Rave®
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WITHIN 28 DAYS AFTER RANDOMIZATION (STEP 2 REGISTRATION):

Submit the following:

S$1612 Mutational Analysis and Cytogenetics Report Form

Pretreatment cytogenetics mutational analysis, FISH, and flow cytometry reports
(whichever are performed). Upload reports via the Source Documentation:

Baseline form in Rave®.

WITHIN 14 DAYS AFTER EACH CYCLE OF TREATMENT:

Submit the following: Q
S$1612 Arm-Specific Treatment Form Q‘»

$1612 Adverse Event Form* (\)
$1612 Disease Assessment Form (,D

If applicable, $1612 Fungal Infections Form

If applicable, $1612 Mutational Analysis yRgenetics Report Form

If applicable, $1612 Transfusion LQg
Bone marrow exam, pathol C netics and mutational analysis, FISH, and
a
I

flow cytometry reports (Wh{C performed). Upload reports via the Source
Documentation: Follows- ave®.

WITHIN 14 DAYS DISC®NTINUATION OF TREATMENT:

Submit the fo \)
$1612 O I'ieawgent Notice

Final m-Specific Treatment Form

'S1612 Disease Assessment Form

@]ﬂLAdverse Event Form*
i

Q le applicable, $1612 Mutational Analysis and Cytogenetics Report Form

&

If applicable, $1612 Transfusion Log

Bone marrow exam, pathology, cytogenetics and mutational analysis, FISH, and
flow cytometry reports (whichever are performed). Upload reports via the Source
Documentation: Follow-up form in Rave®.

*All adverse events, regardless of grade or suspected relationship to study drug,
should be collected and analyzed on the study.
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g. AFTER THE PATIENT IS OFF TREATMENT, EVERY 3 MONTHS FOR THE
FIRST YEAR, EVERY 6 MONTHS FOR THE SECOND AND THIRD YEARS,
THEN ANNUALLY UNTIL FIVE YEARS FROM RANDOMIZATION (STEP 2
REGISTRATION) AND WITHIN 28 DAYS OF KNOWLEDGE OF RELAPSE,
PROGRESSION, OR DEATH:

Submit the following:

$1612 Follow Up Form

Late Effects Form (if prior to treatment for progression or relapse or a second
primary, and prior to non-protocol treatment, the patient experien ny severe

[Grade = 3] long term toxicity that has not been previously repo
h. WITHIN 28 DAYS OF KNOWLEDGE OF DEATH:

Submit the following: (\)

Notice of Death <’>

Forms listed in Section 14.4e (if the patien w on protocol treatment) or
pNptocdl

$1612 Follow Up Form (if the patient wa treatment).

15.0 SPECIAL INSTRUCTIONS
. SWOG Specimen Tracking System &)

Patients must be registered to Ne re their specimens are entered into the SWOG
Specimen Tracking System.

All specimen submissiags {ONQ® study must be entered and tracked using the online
[ tem (STS). SWOG members may log on to STS via the
cc¥ss the CRA Workbench, go to the SWOG Web site
to the Members Area. After you have logged on using your
er and password, click on the CRA Workbench link to access the

(http://swog.org
SWOG roster:

home page fo CRA Workbench website. Non-SWOG members may access
SpecTr \g their CTSU UserlD and password on the SpecTrack login page located
at htggSY// .crab.org/SpecTrack/Logon.aspx (select the option "SWOG - SWOG -
CT

%: f the Shipment Packing List produced by the online Specimen Tracking system
boJld be printed and placed in the pocket of the specimen bag if it has one, or in a

\?parate resealable bag. STS laboratory IDs are used to identify laboratories to which

C

pecimens are shipped.

ALL SPECIMENS MUST BE LOGGED VIA THIS SYSTEM; THERE ARE NO
EXCEPTIONS.

To report technical problems with Specimen Tracking, such as database errors or
connectivity issues, please send an e-mail to technicalquestion@crab.org. For procedural
help with logging and shipping specimens, there is an introduction to the system on the
Specimen Tracking main page
(https://crawb.crab.org/SpecTrack/Documents/Instructions.pdf); or contact the Data
Operations Center at 206/652-2267 to be routed to the Data Coordinator for further
assistance.
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FLT3 Testing (REQUIRED)

Specimens for FLT3 screening testing (submitted to the Radich Laboratory [Lab #93]):

Note: Previous FLT3 testing performed outside of this study must be repeated for study
stratification.

a.

Specimen Collection and Submission Timepoints:

Specimens for FLT3 testing must be collected and submitted within 1 day of
registration to Step 1 and within 42 days prior to randomization (registration
to Step 2). FLT3 results will be used for stratification purposes gt the time of
randomization. E-mail notification of randomization assignment m%received
by the site prior to patient randomization (see Section 5.2e). il ication of
randomization assignment is expected within 2-3 business fi the date of
specimen receipt. %

3 mL of bone marrow aspirate and 10 mL of peripheral¥lo ust be collected
per local institutional procedures into EDTA/ ple p tubes. No onsite
processing is required.

regardless of peripheral blast count. If b row aspiration is not obtainable
for other logistical reasons, and_the p peNipheral blood demonstrates at
least 25% circulating blasts, the pen g ood submission will complete the
requirement for FLT3 specimen

If marrow is inaspirable (dry tap), the periph d submission is sufficient,
I 5

Specimen Submission Instru&oRs

Specimens must be ittagd within 24 hours of collection. Note that Lab
#93 does not acc S ay deliveries. Arrangements should be made to
ensure that specj will be delivered Monday-Saturday.

Specimen c%c; submission instructions can be accessed on the SWOG
bNss

specime ioh webpage
(https:/, orgMhembers/clinicaltrials/specimens/LeuSpecimens.asp).
Plgase e that specimens are labeled correctly per the online instructions,

gat information in the sample submission form exactly matches the

Specimen collection kits are not being provided for this submission; sites will use
institutional supplies.

Laboratory Controls and Results

The laboratory will use 4 controls in every FLT3-ITD run: 2 positive (high and low),
1 wt and 1 ntc. The positive controls are previously validated patient samples.
Both controls must be within the laboratory’s established acceptability range
before a patient’s allelic ratio will be reported.

Interpreting FLT3 Results:
e FLT3 wtband at 328 bp = NEGATIVE
e FLT3 wt band at 328 AND one or more FLT3 ITD bands > 328 bp =
POSITIVE
e Allelic ratio calculation: total ITD peak height/wt peak height
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e Duplicate samples must have allelic ratios agreeing within 10%.
e The laboratory can detect and report any ITDs will an allelic ratio down to
0.01.

Translational Medicine and Banking (Optional for Patient — Required if Patient Consents)

Specimens for translational medicine and banking (submitted to the SWOG Specimen
Repository — Leukemia Division, Lab #200):

a. With patient’s consent, specimens must be submitted as follows:

1. 3 mL of bone marrow aspirate and 10 mL of peripheral blood must be
collected per local institutional procedures into EDTA/purpl tubes. No
onsite processing is required. ‘»

If marrow is inaspirable (dry tap), submission of the al blood will
suffice.

2. Specimens must be submitted at the folloQngi e points:
ors

e Prior to randomization (within 4 ON
— required

e After Cycle 2 (prior to treat nycle 3)

e After Cycle 4 (prior to tre% cle 5)

b. Specimen collection and submi@s ctions can be accessed on the SWOG

to registration to Step 2)

Specimen Submission webp
(https://swog.org/member\ |trifls/specimens/LeuSpecimens.asp).

C. Specimen collection ki e n®t being provided for this submission; sites will use
institutional supplie

for future, currently unspecified translational medicine
p&y¥ant biologic markers and assays are identified. Future
appropriate NCI/CTEP review process before specimens are
r testing. Specimen banking is an important component of the
at appropriate specimens are available for future research.

Banked specimens wj
studies, as new i
research will un
released and
clinical trial to r

Cytog;%nd FISH (REQUIRED)

S%‘ s)for cytogenetic and FISH analysis must be performed at each institution’s

LIA-approved laboratory as outlined below. If FISH analysis is not possible,
ay still be eligible based on cytogenetics; the reason for not performing FISH

Specimen Collection and Submission Timepoints

02N
be noted on the $1612 Cytogenetics and FISH Analysis Form.

e  Prior to randomization (within 42 days prior to registration to Step 2) — required

e Any other time bone marrow exam is performed cytogenetic and FISH testing
are encouraged, but not mandatory. However, if cytogenetics/FISH are
performed, then results must be submitted as outlined below.

b. Result Reporting

The $1612 Cytogenetics Lab Report Form must be submitted to the
laboratory along with the specimen. The laboratory will then return the
completed form with the results. E-mail contact information for the Data
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Manager at the site must be provided to the lab performing cytogenetic
studies. The institution will complete the $1612 Cytogenetics and FISH
Analysis Form in Medidata Rave® using the information provided by the
lab.

ETHICAL AND REGULATORY CONSIDERATIONS

The following must be observed to comply with Food and Drug Administration regulations for the
conduct and monitoring of clinical investigations; they also represent sound research practice:

Informed Consent

The principles of informed consent are described by Federal Regulatory G (Federal
Register Vol. 46, No. 17, January 27, 1981, part 50) and the Office for Protecfton\froM”Research
Risks Reports: Protection of Human Subjects (Code of Federal Regulatio 46). They

must be followed to comply with FDA regulations for the conduct ring of clinical
investigations. \

Institutional Review

This study must be approved by an appropriate institutional rew w ittee as defined by Federal
Regulatory Guidelines (Ref. Federal Register Vol. 46, No=l7, Nanuary 27, 1981, part 56) and the
Office for Protection from Research Risks Reports: Prote ofluman Subjects (Code of Federal

Regulations 45 CFR 46). Q

Drug Accountability

An investigator is required to maintain ade &ceo ds of the disposition of investigational drugs
per procedures and requirements gover, &u of investigational new drugs as described in
2.

the Code of Federal Regulations 21

Publication and Industry Contactf

X& NCI used in this protocol is/are provided to the NCI under

A, CTA, CSA) between the Pharmaceutical Company(ies)
(hereinafter referred ollaborator(s)") and the NCI Division of Cancer Treatment and
Diagnosis. Therefore, owing obligations/guidelines in addition to the provisions in the

"Intellectual PropgrBaQptid¥’to Collaborator”
(http://ctep.ca dustryCollaborations2/intellectual_property.htm) contained within the
terms of awg RIWO the use of the Agent in this study.

The agent(s) supplied by C
a Collaborative Agree

ay not be used outside the scope of this protocol, nor can Agent(s) be
¥red or licensed to any party not participating in the clinical study. Collaborator(s)
ami¥for Agent(s) are confidential and proprietary to Collaborator(s) and shall be maintained

such by the investigators. 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 is requested by a patient or patient’s family member

participating on the study, the individual 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 investigational Agent(s), each the subject of different Collaborative Agreements,
the access to and use of data by each Collaborator shall be as follows (data pertaining to
such combination use shall hereinafter be referred to as "Multi-Party Data"):

3. NCI will provide all Collaborators with written notice regarding the existence and nature of
any agreements governing their collaboration with NCI, the design of the proposed
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combination protocol, and the existence of any obligations which would tend to restrict
NCl's participation in the proposed combination protocol.

a. 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
investigational Agent.

b. 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.

4. Clinical Trial Data and Results and Raw Data developed under a Collab %eement
will be made available exclusively to Collaborator(s), the NCI, and the FDA Yas ropriate
and unless additional disclosure is required by law or court order a chged in the IP

Option to Collaborator

(http://ctep.cancer.gov/industryCollaborations2/intellectual_pro W Additionally, all
Clinical Data and Results and Raw Data will be collected, ndWisclosed consistent
with all applicable federal statutes and regulations for th c' n of human subjects,
including, if applicable, the Standards for Privacy c%w aNy lIdentifiable Health

Information set forth in 45 C.F.R. Part 164.

5. When a Collaborator wishes to initiate a data r t, e request should first be sent to
the NCI, who will then notify the appropnat t| ato¥s (Group Chair for Cooperative
Group studies, or PI for other studies) of IIa Yor's wish to contact them.

6. Any data provided to the Collabora Phase Il studies must be in accordance with
the guidelines and policies of the |b Data Monitoring Committee (DMC), if there
is a DMC for this clinical trial. ﬂ

7. Any manuscripts reporting ti{e resul of this clinical trial must be provided to CTEP by the

Group office for Coop
Cooperative Gro_up S

up studies or by the principal investigator for non-
|mmed|ate delivery to Collaborator(s) for advisory review
ion for publication. Collaborator(s) will have 30 days from
iew. Collaborator shall have the right to request that publication

and comment prior,
the date of receipf
be delayed for AP tOQn additional 30 days in order to ensure that Collaborator's confidential
t
e

and proprieta n addition to the Collaborator(s)'s intellectual property rights, are
i abstracts must be provided to CTEP for forwarding to Collaborator(s)
for co view as soon as possible and preferably at least three (3) days prior to
[ t in any case, prior to presentation at the meeting or publication in the
. Press releases and other media presentations must also be forwarded to
1®r to release. Copies of any manuscript, abstract and/or press release/media
tion should be sent to:

@ E-mail: ncicteppubs@mail.nih.gov
8.

The Regulatory Affairs Branch will then distribute them to the Collaborator(s). No
publication, manuscript or other form of public disclosure shall contain any of the
Collaborator's confidential/proprietary information.

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.
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Instructions for submitting data using the CDUS can be found on the CTEP Web site
(http://ctep.cancer.gov/reporting/cdus.html).

Confidentiality
Please note that the information contained in this protocol is considered confidential and should
not be used or shared beyond the purposes of completing protocol requirements until or unless
additional permission is obtained.
16.1 Adverse Event Reporting Requirements
a. Purpose
Adverse event data collection and reporting, which are required % every
clinical trial, are done to ensure the safety of patients enrolled it t ies as
well as those who will enroll in future studies using simil ? Adverse

events are reported in a routine manner at schedule uring a trial.
(Directions for routine reporting are provided in Secjon Additionally,

certain adverse events must be reported in an expedit ner to allow for
more timely monitoring of patient safety and cafg.
is projbc

following guidelines
prescribe expedited adverse event reporting for,

b. Reporting method \
This study requires that expedited a%: e}en be reported using the Cancer
S

Therapy Evaluation Program Adygr nt Reporting System (CTEP-AERS).

CTEP's guidelines for CTEP- can be found at http://ctep.cancer.gov. A
CTEP-AERS report must b ited to the SWOG Operations Office
electronically via the CTER, b-based application located at:
http://ctep.cancer.gov/p, DeYelopment/electronic_applications/adverse
events.htm.

C. When to report%t iy an expedited manner
Some adv WEWS require 24-hour notification (refer to Table 16.1) via
CTEP-

When ayverse event requires expedited reporting, submit the report within
‘Q’\b of calendar days of learning of the event, as specified in Table 16.1.

rare event when internet connectivity is disrupted a 24-hour notification
ade to NCI by telephone at 301-897-7497. An electronic report MUST be
ubmitted immediately upon re-establishment of internet connection.

guidelines for AE reporting located at:
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeg
uidelines.pdf.

Q})Q Any supporting documentation should be submitted to CTEP per NCI

d. Other recipients of adverse event reports

The SWOG Operations Office will forward reports and documentation to the
appropriate regulatory agencies and drug companies as required.

Adverse events determined to be reportable to the Institutional Review Board
responsible for oversight of the patient must be reported according to local
policy and procedures.

bl el
Aiiltaa w0
[ry—



Page 88
Version Date:
11/16/21

Expedited reporting for jnvestigational agents

Expedited reporting is required if the patient has received at least one dose of the
investigational agent(s) as part of the trial. Reporting requirements are provided in
Table 16.1. The investigational agents used in this study are midostaurin and
nivolumab. If there is any question about the reportability of an adverse event or if
on-line CTEP-AERS cannot be used, please telephone or e-mail the SAE
Specialist at the Operations Office, 210/614-8808 or adr@swog.org, before
preparing the report

For this study, ALL study arms will utilize the SAE reporting rules for
investigational agents outlined in Table 16.1.

e
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Table 16.1:

Late Phase 2 and Phase 3 Studies: Expedited Reporting Requirements for Adverse Events
that Occur on Studies under a CTEP IND within 30 Days of the Last Administration of the
Investigational Ag_jentllntervention1 Midostaurin or Nivolumab

FDA REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS (21 CFR Part 312)
NOTE: Investigators MUST immediately report to the sponsor (NCI) ANY Serious 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 in ANY of the following outcomes:
1) Death
2) Alife-threatening adverse event
3) An adverse event that results in inpatient hospitalization or prolongation of existing hospit on for
= 24 hours
4) A persistent or significant incapacity or substantial disruption of the ability to condu rrial i
functions

5) A congenital anomaly/birth defect.
6) Important Medical Events (IME) that may not result in death, be life threatenif\g, orfeguire
hospitalization may be considered serious when, based upon medical judggmeN, th§f may jeopardize

the patient or subject and may require medical or surgical intervention t€prgver§ one of the outcomes
listed in this definition. (FDA, 21 CFR 312.32; ICH E2A and ICH EB).

\
ALL SERIOUS adverse events that meet the above criteria MUST be jmaged\ately reported to the NCI via
CTEP-AERS within the timeframes detailed in the table below. &
Hospitalization _Grade : . Sl Grade 3 Timeframes G_rade e
Timeframes Timeframes Timeframes
Resulting in
Hospitalization 10C D
> 24 hrs 24-Hour 5
Calendar
Not resulting in Days
Hospitalization 10 Calendar Days
=24 hrs

” - A complete expedited report on the AE must be submitted within 10 calendar
of the AE.

Serious er gents that occur more than 30 days after the last administration of investigational
a \nte on and have an attribution of possible, probable, or definite require reporting as follows:

ExPagdifed 24-hour notification followed by complete report within 5 calendar days for:
e All Grade 4, and Grade 5 AEs

Expedited 10 calendar day reports for:
e Grade 2 adverse events resulting in hospitalization or prolongation of hospitalization
e Grade 3 adverse events

May 5, 2011
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f. Additional Instructions or Exceptions to CTEP-AERS Expedited Reporting
Requirements for Late Phase 2 and Phase 3 Studies Utilizing an Agent under
a CTEP IND:

1.

g. Reporting Secondary Malignancy, includin A

1.

<
(}9

Group-specific instructions

Submission of the on-line CTEP-AERS report plus any necessary
amendments generally completes the reporting requirements. In
addition, you may be asked to submit supporting clinical data to the
Operations Offices in order to complete the evaluation of the event.
If requested, the supporting data should be sent within 5 calendar
days by fax to 210-614-0006. Supporting clinical dat bmitted

should include:
e Printed copy of the first page of the CTER-AE port.
e Copies of clinical sourced documentati h&g€vent.
o If applicable, and they have not yet n mitted to the
SWOG Data Operations Center cgpie Off Treatment
Notice and/or Notice of Death,
MDS

ifvestigational agent/intervention,
radiation or chemotherapy). ary malignancy is not considered a

metastasis of the initial ng&pla
CTEP requires all s% malignancies that occur following

treatment with an nder an NCI IND to be reported via CTEP-
AERS. Threeigs are’available to describe the event.
o | QukemiPsecondary to oncology chemotherapy (e.g., Acute

tic Leukemia [AML])

A secondary malignancy is a ¢ r &auséd by treatment for a previous
malignancy (e.g., treatmen % i
0

Q lodysplastic syndrome (MDS)
% Treatment-related secondary malignancy
A

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 malignancy). Second malignancies require ONLY routine
reporting via CDUS unless otherwise specified.

For more information see:
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/d
ocs/aeguidelines.pdf

Any supporting documentation should be submitted to CTEP per NCI
guideline s for AE reporting located at:
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/d
ocs/aeguidelines.pdf
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A copy of the report and the following supporting documentation must
also be submitted to SWOG Operations Office within 30 days by fax to
210-614-0006 or mail to the address below:

e a copy of the pathology report confirming the AML/ALL
/MDS diagnosis
e (if available) a copy of the cytogenetics report

SWOG

ATTN: SAE Program

4201 Medical Drive, Suite 250
San Antonio, Texas 78229

NOTE: If a patient has been enrolled in more than one N %sored
study, the report must be submitted for the most recent rny.

Reporting Pregnancy, Fetal Death, and Death Neonat
1. Pregnancy Study participants who becomg pregna hile on study; that

pregnancy should be reported in an exp anner via CTEP-AERS
as Grade 3 “Pregnancy, puerperlum d | conditions — Other
(pregnancy)” under the Pregn rperlum and perinatal
conditions SOC.

Add/t/ona/ly, the pregnancy patients on study should be
reported via CTEP-AER Ime the outcome becomes known,
accompanied by the S Pre®riancy Report Form used for the initial
report.

2. Pregnancy Lo n cy loss is defined in CTCAE as “Death in utero.”

Pregnancy | e reported expeditiously as Grade 4 “Pregnancy

loss” unddr the egnancy, puerperium and perinatal conditions

SOC
oss should NOT be reported as a Grade 5 event under the

puerperlum and perinatal conditions SOC, as currently CTEP-
ecogmzes this event as a patient death.

th Neonatal Death neonatal is defined in CTCAE as “Newborn death

disorders and administration SOC.

Q occurring during the first 28 days after birth A neonatal death should be
:% reported expeditiously as Grade 4 “Death neonatal” under the General

Neonatal death should NOT be reported as a Grade 5 event under the
General disorders and administration SOC as currently CTEP-AERS
recognizes this event as a patient death.

Fetal death and neonatal death should NOT be reported as a Grade 5 event. If
reported as such, the CTEP-AERS interprets this as a death of the patient being
treated.

NOTE: When submitting CTEP-AERS reports for “Pregnancy, “Pregnancy loss”,
or “Neonatal loss”, the Pregnancy Information Form should also be completed and
faxed with any additional medical information to 301-230-0159. The potential risk
of exposure of the fetus to the investigational agent(s) or chemotherapy agent(s)
should be documented in the “Description of Event” section of the CTEP-AERS
report.

The Pregnancy Information Form is available at:
http://ctep.cancer.gov/protocolDevelopment/adverse_effects.htm.
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18.1 Midostaurin Patient Drug Information Handout and Wallet Card

Information for Patients, Their Caregivers and Non-Study Healthcare Team on Possible
Interactions with Other Drugs and Herbal Supplements

The patient is enrolled on a clinical trial using the experimental
study drug, midostaurin. This clinical trial is sponsored by the National Cancer Institute. This form
is addressed to the patient, but includes important information for others who care for this patient.

These are the things that you as a healthcare provider need to know:

Midostaurin may interact with certain specific enzymes in your liver and certain tr: rt proteins
that help move drugs in and out of cells.

e The enzymes in question are CYP 3A4/5, 1A2, 2C8, 2C9, 2C19, 2D6 and%}d . Midostaurin
is a substrate for CYP3A4/5 and may be affected by other drugs t € erate or strong
inhibitors or inducers of this enzyme. Midostaurin is an inhibitor of QYP\3)4/5, 1A2, 2C9 and
an inducer of CYP 1A2, 2B6, 2C8, 2C9, 2C19, 3A4/5 an GT{A1¥and may affect the
clearance of other drugs that are sensitive substrates for these pathways.

e The proteins in question are P-gp, OATP1B1, OATP1B3, 1, TE2K, BCRP and MRP2.

Midostaurin is an inhibitor of P-gp, OATP1B1, OATP1B{ M 1, MATE2K, BCRP and an

inducer of MRP2. Midostaurin has the potential to aff anyport of other drugs that are moved
in and out of cells by these transporters. m

To the patient: Take this paper with you to yo@appointments and keep the attached

information card in your wallet.
Midostaurin may interact with other drugs &zn cause side effects. For this reason, it is very

important to tell your study doctors of %ﬂicmes you are taking before you enroll onto this
clinical trial. It is also very important a&MeMNyouT doctors if you stop taking any regular medicines,
or if you start taking a new medicj Swhige ou take part in this study. When you talk about your
current medications with your tqrsNg#lude medicine you buy without a prescription (over-the-
counter remedy), or any herp@* s ments such as St. John’s Wort. It is helpful to bring your
medication bottles or an u e¥ication list with you.

Many health care prow e& write prescriptions. You must tell all of your health care providers
(doctors, physician assi™@nys, nurse practitioners, pharmacists) you are taking part in a clinical

trial.

These are hat you and they need to know:

™ your study doctor will work with your regular health care providers to review any
® and herbal supplements that are considered “strong inducers/inhibitors of CYP3A4/5.”

MAYE2K and BCRP and induces CYP 1A2, 2B6, 2C8, 2C9, 2C19, 3A4/5, UGT1A1 and MRP2.
These characteristics may change how other medicine works in your body.

e Please be very carefull Over-the-counter drugs (including herbal supplements) may contain
ingredients that could interact with your study drug. Speak to your doctors or pharmacist to
determine if there could be any side effects.

Avoid ingesting grapefruit juice, grapefruit and Seville oranges while taking midostaurin.

e Your regular health care provider should check a frequently updated medical reference or call
your study doctor before prescribing any new medicine or discontinuing any medicine. Your
study doctor’'s name is and he or she can be
contacted at
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March 2017

STUDY DRUG INFORMATION WALLET CARD

You are enrolled on a clinical trial using the experimental
study drug midostaurin. This clinical trial is sponsored by
the NCI. Midostaurin may interact with drugs that are
processed by your liver, or use certain transport proteins in
your body. Because of this, it is very important to:

> Tellyour doctors if you stop taking any medicines or if you
start taking any new medicines.

» Tell all of your health care providers (doctors, physician
assistants, nurse practitioners, or pharmacists) that you are
taking part in a clinical trial.

» Avoid ingesting grapefruit, grapefruit juice and Seville
oranges.

» Check with your doctor or pharmacist whenever you need
to use an over-the-counter medicine or herbal supplement.
Midostaurin interacts with CYP 3A4/5, 1A2, 2B6, 2C8, 2C9,
2C19, UGT1A1, P-gp, MRP2, OATP1B1, OATP1B3, MATE1,
MATE2K and

BCRP and must be used very carefully with other medicines
that interact with these enzymes and transporters.

> Before you enroll onto the clinical trial, your study doctor

will work with your regular health care providers to review
any medicines and herbal supplements that are considered
“strong inducers/inhibitors of CYP3A4/5.” Midostaurin
inhibits CYP 3A4/5, 1A2, 2C9, P-gp, OATP1B1, OATP1B3,
MATE1, MATE2K and BCRP and induces CYP 1A2, 2B6, 2C8,
2C9, 2C19, 3A4/5, UGT1A1 and MRP2
other medicine works in your bod

ay change how

> Before prescribing new mediciges, yaur reBular health care

doctor.
» Your study doct

and can be contacted
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Drugs Known to be Metabolized by CYP450 Isoenzymes 2D6 and 3A4

Because the lists of these agents are constantly changing, it is important to regularly consult a
frequently-updated list such as http://medicine.iupui.edu/clinpharm/ddis/; medical reference texts
such as the Physicians’ Desk Reference may also provide this information.

CYP2D6 Substrates

Amitriptyline (hydroxylation) Methamphetamine
Amphetamine Metoclopramide
Betaxolol Metoprolol
Bisoprolol Mexitetine
Brofaromine Mianserin Q
Buturolol Mirtazapine (hydroxylation)
Bupropion Molindone
Captopril Morphine
Carvedilol Nortriptyline (hydro %
Cevimeline Olanzapine{minyr, roxymethylation)
Chlorpheniramine Ondansetron
Chlorpromazine Orphenadrin
Cinnarizine Oxycodon x
Clomipramine (hydroxylation) Papavyegne
Clozapine (minor pathway) Parg (n\\nor pathway)
Codeine (hydroxylation, o-demelhylation) Plo
Cyclobenzaprine (hydroxylation) aPenWyzdcine
Cyclophosphamide < exiline
Debrisoquin henazine
Delavirdine Phenformin
Desipramine Pindolol
Dexfenfluramine Promethazine
Dextromethorphan (o-demethy iQ) Propafenone
Dihydrocodeine Propranolol
Diphenhydramine Quetiapine
Dolasetron Remoxipride
Donepezil Risperidone
Doxepin Ritonavir (minor)
Encainide Ropivacaine
Fenlluramin Selegiline
Flecainid Sertindole
Fluosetiffe (go)y pathway) Sertratine (minor pathway)
Flup Sparteine
Hai Tamoxifen

iop | (minor pathway) Thioridazine
~I‘ﬁ>)1done Tiagabine
Hygrocortisone Timolol

droxyamphetamine Tolterodine
Imipramine (hydroxylation) Tramadol
Labetalol Trazodone
Loratadine Trimipramine
Maprotiline Tropisetron
m-Chlorophenylpiperazine (m-CPP) Venlafaxine (o-desmethylation)
Meperidine Yohimbine
Methadone
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CYP2D6 Inhibitors

Amiodarone
Celecoxib
Chloroquine
Chlorpromazine
Cimelidine
Citalopram
Clomipramine
Codeine
Deiavirdine
Desipramine
Dextropropoxyphene
Diitiazem
Doxorubicin
Entacapone (high dose)
Fluoxetine
Fluphenazine
Fluvoxamine
Haloperidol
Labetalol
Lobeline
Lomustine

Methadone
Mibefradil
Moclobemide
Nortluoxeline
Paroxetine
Perphenazine
Propafenone
Quinacrine
Quinidine
Ranitidine
Risperidone (weak)
Ritonavir
Sertindole
Sertraline (weak)

Thioridazine %
Vaiprolc acid (\)
Venlafaxine (wgak

Vinblastine

Vincristine

VinorelbNe

SR\
\

N

CYP3A3/4#Subshales
Acetaminophen conazole
Aifentanil soprazole (minor)
Alosetron \ Letrozole
Alprazolam Levobupivicaine
Amiodarone Lidocaine
Amitriptyline (minor) Loratadine
Amlodipine Losartan
Anastrozole Lovastatin
Androsterone Methadone
Antipyrine Mibefradil
Astemizole Miconazole
Atorvastatin Midazolam
Benzpheta Q Mifepristone
Bepridil Mirtazapine (N-demethylation)
Bexarot Montelukast
ANQDa Navelbine
%' e Nefazodone
desOMile Nelfinavir
BupNgion (minor) Nevirapine
Qugpirone Nicardipine
Busutfan Nifedipine
Caffeine Niludipine
Cannabinoids Nimodipine
Carbamazepine Nisoldipine
Cevimeline Nitrendipine
Cerivastatin Omeprazole (sulfonation)
Chlorpromazine Ondansetron
Cimetidine Oral contraceptives
Cisapride Orphenadrine
Citatopram Paclitaxel
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Clarithromycin
Clindamycin
Clomipramine
Clonazepam

Clozapine

Cocaine

Codeine (demethylation)
Cortisol

Cortisone
Cyclobenzaprine (demethylation)
Cyclophosphamide

Cyclosporine

Dapsone

Dehydroepiandrostendione

Delavirdine

Desmethyldiazepam

Dexamethasone

Dextromethorphan (minor, N-demethylation)
Diazepam (minor; hydroxylation, N-
demethylation)
Digitoxin
Diltiazem
Disopyramide
Docetaxel
Dolasetron
Donepezil
Doxorubicin
Doxycycline
Dronabinol
Enalapril
Erylhromycin
Estradiol
Ethinyl estradiol

Ethosuximide ®
Etoposide

Exemestene

Dofetilide (minot

Felodipine
Fentanyl
Fexotenddin

Fma

Hydrocortixone
Hydroxyarginine
[fosfamide
Imipramine
Indinavir
Isradipine
ltraconazole

Pantoprazole
Pimozide
Pioglitazone
Pravastatin
Prednisone
Progesterone
Proguanil
Propafenone
Quercetin
Quetiapine
Quinidine
Quinine
Repaglinide
Retinoic acid
Rifampin
Risperidone
Ritonavir
Salmeterol
Saquinavir
Sertindole
Sertraline

S

(\)
5% @f;% te

ASir

entanil

rolimus

amoxifen

Temazepam
Teniposide
Terfenadine
Testosterone
Tetrahydrocannabinol
Theophylline
Tiagabine
Tolterodine
Toremifene
Trazodone
Tretinoin
Triazolam
Troglitazone
Troleandomycin
Venlafaxine (N-demethylation)
Verapamil
Vinblastine
Vincristine
Warfarin (R-warfarin)
Yohimbine
Zaleplon (minor pathway)
Zatoestron
Zileuton
Ziprasidone
Zolpidem
Zonisamide
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CYP3A3/4 Inducers

Carbamazepine
Dexamethasone
Ethosuximide
Glucocorticoids
Griseofulvin
Nafcillin
Nelfinavir
Nevirapine
Oxcarbazepine
Phenobarbital
Phenylbutazone

Phenytoin
Primidone
Progesterone
Rifabutin
Rifampin
Rofecoxib (mild)
St John’s wort
Sulfadimidine
Sulfinpyrazone
Troglitazone

Diltiazem Dirithromycin
Disulfiram

Entacapone (high dose)
Erythromycin

Ethinyl estradiol
Fluconazole (weak)
Fluoxetine
Fluvoxamine

Gestodene

Grapefruit juice

Indinavir

Isoniazid Q
Itraconaifv%

\

&

CYP3A3/4 Inhibitors s
Amiodarone Ketoconazole
Anastrozole Metronidazole
Azithromycin Mibefradil
Cannabinoids Miconazole (mo
Cimetidine Nefazodone
Clarithromycin Nelfinavir
Clotrimazole Nevirapine
Cyclosporine Norfloﬁ
Danazol
Delavirdine oI (weak)
Dexamethasone
Diethyldithiocarbamate

ole
etme (weak)
% oxyphene
uinidine

\ Quinine

Quinupristin and dalfopristin
Ranitidine

Ritonavir

Saquinavir

Sertindole

Sertraline

Troglitazone
Troleandomycin

Valproic acid (weak)
Verapamil

Zafirlukast

Zileuton

n MP, Lance LL eds. Drug Information Handbook 8™ ed. Hudson, OH; LexiComp Inc. 2000:

dap rom Cytochrome P-450 Enzymes and Drug metabolism. In : Lacy CF, Armstrong LL,
&d@a
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18.3  Management Algorithms for Immuno-Oncology (I-O) Therapy for Endocrinopathy,
Gastrointestinal, Hepatic, Neurological, Pulmonary, Renal and Skin Adverse Events for

Nivolumab (Arm B) Adverse Event Management

Note:  For the following algorithms, prednisone PO may be utilized in place of
methylprednisone IV.

Please see below.
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a. Endocrinopathy Management Algorithm

~Q\

Endocrinopathy Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue immuno-oncology (I-O) therapy.
Consider visual field testing, endocrinology consultation, and imaging.

Asymptomatic
thyroid * Continue I-O therapy per protocol
ti ot = If TSH < 0.5 x lower limit of normal (LLN), or TSH > 2 x ULN, or consistently out of range in 2 subsequent
stimulating measurements: include free thyroxine (fT4) at subsequent cycles as clinically indicated; consider

hormone (TSH) endocrinology consult

|____elevation |

: 5 If improves (with or without
+ Evaluate endocrine function
* Consider pituitary scan hormone replacementl:
p Y * Taper steroids over at least 1
month and consider prophylactic
. Symptomatic with abnormal lab/pituitary scan: ontihicticsfor orfuni':ti:
Symptomatic * Delay I-O therapy per protocol rifeictinna PR
endocrinopathy + 1-2 mg/kg/day methylprednisolone IV or by mouth (PO)
- * Resume I-O therapy per protocol
equivalent ;i %
* Initiate appropriate hormone therapy f Rt e
insufficiency may need to
ti T id ith
No abnormal lab/pituitary MRI scan but symptoms persist: :l‘:‘i:l;:‘aul‘z:o:i?:laiz:zm orent
* Repeat labs in 1-3 weeks /MRI in 1 month P
Suspicion of * Delay or discontinue I-O therapy per protocol

Rule out sepsis
Stress dose of IV steroids with mineralocorticoid activity
IV fluids

adrenal crisis (e.g.
severe dehydration,
hypotension, shock Consult endocrinologist
out of proportion to If adrenal crisis ruled out, then treat as above for symptomatic

currentillness endocrinopathy

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 taken into account when
switching to the equivalent dose of oral corticosteroids.
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Gl Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause is identified, treat accordingly and continue |-O therapy. Opiates/narcotics
may mask symptoms of perforation. Infliximab should not be used in cases of perforation or sepsis.

Grade of Diarrhea/
Colitis Management Follow-up
(NCI CTCAE va)
Grade 1 * Close monitoring for worsening symptoms.

Diarrhea:< 4 stools/day over baseline;
Colitis: asymptomatic

Continue 1-O therapy per
protocol
Symptomatic treatment

* Educate patient to report worsening immediately
If worsens:

+ Treat as Grade (G) 2 or3/4

Grade 2
Diarrhea: 4-6 stools per day over
baseline; IV fluids indicated <24 hours
(hrs); not interfering with ADL
Colitis: abdominal pain; blood in stool

Delay I-O therapy per protocol
Symptomatic treatment

|fimproves to grade 1:

* Resume I-O therapy per protocol

If persists > 5.7 days or recur:

* 0.5-1.0 mg/kg/day methylprednisolone or oral equivalent

* When symptoms improve to grade 1, taper steroids over
at least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume |-O therapy per
protocol.

i >
+ Treat as grade 3/4

Grade 3-4
Diarrhea (G3): 27 stools per day over
baseline; incontinence; IV fluids 224
hrs; interfering with activities of daily
living (ADL)

Colitis [G3): severe abdominal pain,
medical intervention indicated,
peritoneal signs
G4: life-threatening, perforation

Discontinue I-O therapy per
protocol

1.0 to 2.0 mg/kg/day
methylprednisolone IV or IV
equivalent

Add prophylactic antibiotics for
opportunistic infections
Consider lower endoscopy

If improves:

* Continue steroids until grade 1, then taper over at
least 1 month

If persists > 3-5 days, or recurs after improvement:

+ Add infliximab 5 mg/kg (if no contraindication).
Note: Infliximab should not be used in cases of
perforation or sepsis

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 taken into account when switching to the equivalent dose of oral

corticosteroids.

&
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Hepatic Adverse Event Management Algorithm

Hepatic Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy. Consider imaging for

obstruction.

Grade of Liver

Test Elevation
(NCI CTCAE v4)

Management

Follow-up

Grade 1
AST or ALT > ULN to 3.0 x
ULN and/or Total
bilirubin (T. bili) > ULN -
1.5 x ULN

Continue I-O therapy per protocol

+ Continue liver function tests (LFT) monitoring per protocol
If worsens:
* Treat as Grade 2 or 3-4

Grade 2
ASTor ALT>3.0to £5x
ULN and/or T. bili > 1.5

Delay I-O therapy per protocol
Increase frequency of monitoring
to every 3 days

If returns to baseline:
*Resume routine monitoring, resume 1-O therapy per protocol

If elevations persist > 5-7 days or worsen :
+ 0.5-1 mg/kg/day methylprednisolone or oral equivalent and

when LFT returns to grade 1 or baseline, taper steroids over at

to<3x ULN
least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume I-O therapy per protocol
+ Discontinue I-O therapy*
* Increase frequency of monitoring If returns to grade 2:
to every 1-2 days * Taper steroids over at least 1 month
Grade 3-4 + 1.0to 2.0 mg/kg/day

AST or ALT>5 x ULN
and for T.hili >3 x ULN

methylprednisolone IV or IV
equivalent**

Add prophylactic antibiotics for
opportunistic infections
Consult gastroenterologist

If does not improve in >3-5 days, worsens or rebounds:

+ Add mycophenclate mofetil 1 gram (g) twice daily (BID)

+ If no response within an additional 3-5 days, consider other
immunosuppressants per local guidelines

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 taken into account when switching to the equivalent dose of oral corticosteroids.
*]-0 therapy may be delayed rather than discontinued if AST/ALT < 8 x ULN and T.bili < 5 x ULN.

**The recommended starting dose for grade 4 hepatitis is 2 mg/kg/day methylprednisolone IV.

S
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d. Neurological Adverse Event Management Algorithm

Neurological Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue |-O therapy.

Grade of
Neurological
S _fv Management Follow-up
OXICI
(NCI CTCAE v4)
Grade 1
Asymptomatic or Continue to monitor the patient.
mild symptoms; * Continue I-O therapy per protocol If worsens:
Intervention hot * Treatas Grade 2 or 3-4
indicated
Grade 2 ji D= D Gy e protoc_ol : If improves to baseline:
* Treat symptoms per local guidelines . 3
Moderate symptoms; + Coinalidar 0,50 1.0 e /v *Resume |-O therapy per protocol when improved to baseline
Limiting instrumental methylprednisolone IV or PO H worsens:
ADL sciilvelEnt * Treat as Grade 3-4
+ Discontinue I-O therapy per protocol i inneoues fo Grade
Grade 3-4 * Optain hodralagy concyt o * Taper steroids over at least 1 month
Severe symptoms; * Treat symptoms per local guidelines
Limiting self-care i mglk_g/day . ) If worsens or atypical presentation:
ADL: methylprednisclone IV or IV equivalent z = : 2
. £ DA L e ohvIRCtiC SrEBIOtES ot * Consider IVIG or other immunosuppressive therapies per
Life-threatening p p‘ "r_ K : local guidelines
opportunistic infections

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 taken into account when
switching to the equivalent dose of oral corticosteroids.

C§V
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e. Pulmonary Adverse Event Management Algorithm

Pulmonary Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue I-O therapy. Evaluate with imaging

and pulmonary consultation.

Grade of
Pneumonitis Management Follow-up
(NCI CTCAE v4)
* Consider delay of I-O therapy .
Grade 1 * Monitor for symptoms every 2-3 * Re-image at least every 3 weeks

Radiographic changes only

days
Consider Pulmonary and
Infectious Disease (1D} consults

If worsens:
* Treat as Grade 2 or 3-4

Delay I-O therapy per protocol
Pulmonary and ID consults
Meonitor symptoms daily, consider

* Re-image every 1-3 days
If improves:
* When symptoms return to near baseline, taper steroids over

: Grade 2 hospitalization at least 1 month and then resume 1-O therapy per protocol
Mild to moderate new * 1.0 mg/kg/day methyl- and consider prophylactic antibiotics
SYLTRLRIS prednisolone IV or oral equivalent If not improving after 2 weeks or worsening:
* Consider bronchoscopy, lung * Treat as Grade 3-4
biopsy
* Discontinue I-O therapy per
protocol
+ Hospitalize If improves to baseline:
+ Pulmonary and ID consults * Taper steroids over at least 6 weeks
Grade 3-4 _ If not improving after 48 hours or worsening:

Severe new symptoms;
New/worsening hypoxia;
Life-threatening

Patients on IV steroids may be swi

2-4 mg/kg/day
methylprednisolone IV or IV
equivalent

Add prophylactic antibiotics for
opportunistic infections
Consider bronchoscopy, lung

* Add additional immunosuppression (e.g. infliximab,
cyclophosphamide, intravenous immunoglobulin (IVIG), or
mycophenolate mofetil)

biopsy
che 0 an equivaien 0Se Of oral COrticos

eroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical

improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral

C§V

corticosteroids.
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f. Renal Adverse Event Management Algorithm

Renal Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue 1-O therapy

Grade of Creatinine

Elevation Management Follow-up
(NCI CTCAE v4)
3 F;rade - N If returns to baseline:
Creatmlm: > upper limit + Continue I-O therapy per protocol *Resume routine creatinine monitoring per protocol
8 notmal (F N and * Monitor creatinine weekly If worsens:

Hheirs haselimie b =i 2 *Treat as Grade 2 or 3/4

baseline
* Delay I-O thera er protocol e
i Mon\irtor e tinl:'m:ev: >3 davs *Taper steroids over at least 1 month, consider prophylactic
Grade 2-3 «/0.5:t6 1.0 me/Ng/day 1y ¥ antibiotics for opportunistic infections, and resume I-O therapy
Creatinine > 1.5x baseline mlEthvl;;rednisolone IV orofal and routine creatinine monitoring per protocol
oS 6x ULN equivalent ; .
R s If elevations persist > 7 davs or worsen:
B *Treat as Grade 4
* Discontinue I-O therapy per
2 E:I'za?:c?rlcreatinine dail If returns to Grade 1 : Taper steroids over at least 1 month and
Grade 4 + 1.0-2.0 mg/kg/day v add prophylactic antibiotics for opportunistic infections
Creatinine > 6x ULN methylprednisolone IV or IV

equivalent
Consult nephrologist
Consider renal biopsy

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 taken into account when switching to the equivalent dose of oral

S
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Skin Adverse Event Management Algorithm

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and continue 1-O therapy.

Grade of
Rash

(NCI CTCAE v4)

Management

Follow-up

Grade 1-2

Covering = 30%
body surface area
(BSA)*

Symptomatic therapy (e.g. antihistamines,
topical steroids)
Continue I-O therapy per protocol

Grade 3-4
Covering >30% BSA;
Life threatening
consequences™

If persists > 1-2 weeks or recurs:
» Consider skin biopsy
+ Delay I-O therapy per protocol

* Consider 0.5-1.0 mg/kg/day methylprednisolone IV or
oral equivalent. Once improving , taper steroids over
at least 1 month, consider prophylactic antibiotics for
opportunistic infections, and resume 1-O therapy per

protocol
If worsens:
* Treat as Grade 3-4

Delay or discontinue I-O therapy per
protocol

Consider skin biopsy

Dermatology consult

1.0-2.0 mg/kg/day IV methylprednisolone
IV or IV equivalent

If improves to Grade 1:
* Taper steroids over at least 1 month and add

prophylactic antibiotics for opportunistic infections

* Resume |-O therapy per protocol

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 taken into account when switching to the equivalent dose of oral corticosteroids.

*Refer to NCI CTCAE v4 for term-specific grading criteria.
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Drugs Known to be Metabolized by CYP450 Isoenzymes 2D6 and 3A4

Because the lists of these agents are constantly changing, it is important to regularly
consult a frequently-updated list such as http://medicine.iupui.edu/clinpharm/ddis/; medical
reference texts such as the Physicians’ Desk Reference may also provide this information.

CYP2D6

SUBSTRATES

Amitriptyline (hydroxylation)
Amphetamine

Betaxolol

Bisoprolol

Brofaromine

Buturolol

Bupropion

Captopril

Carvedilol

Cevimeline
Chlorpheniramine
Chlorpromazine

Cinnarizine

Clomipramine (hydroxylation)
Clozapine (minor pathway)
Codeine (hydroxylation, o-demelhylation)
Cyclobenzaprine (hydroxylation)
Cyclophosphamide

Debrisoquin

Delavirdine

Desipramine

Dexfenfluramine &

Dextromethorphan (o-deme hON

Dihydrocodeine
Diphenhydramine %

Dolasetron
jrfor pathway)

Donepezil
Doxepin
Encainide
Fenllurami
c e
MHA idol (minor pathway)
codone
drocortisone
Hydroxyamphetamine
Imipramine (hydroxylation)
Labetalol
Loratadine
Maprotiline
m-Chlorophenylpiperazine (m-CPP)
Meperidine
Methadone

£

a

N4

Methamphetamine
Metoclopramide

Metoprolol

Mexitetine Q
Mianserin

Mirtazapine (hydrox )
Molindone

Morphine

Nortriptylingy(hydxoxwétion)
Olanzapin QoN hydroxymethylation)

Ondanspion
Orpheyad
odagne
eriye

ox&tine (minor pathway)
butolol
Pentazocine
Perhexiline
Perphenazine
Phenformin
Pindolol
Promethazine
Propafenone
Propranolol
Quetiapine
Remoxipride
Risperidone
Ritonavir (minor)
Ropivacaine
Selegiline
Sertindole
Sertratine (minor pathway)
Sparteine
Tamoxifen
Thioridazine
Tiagabine
Timolol
Tolterodine
Tramadol
Trazodone
Trimipramine
Tropisetron
Venlafaxine (o-desmethylation)
Yohimbine
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INHIBITORS

Amiodarone Methadone

Celecoxib Mibefradil

Chloroquine Moclobemide

Chlorpromazine Nortluoxeline

Cimelidine Paroxetine

Citalopram Perphenazine

Clomipramine Propafenone

Codeine Quinacrine

Deiavirdine Quinidine

Desipramine Ranitidine

Dextropropoxyphene Risperidone (weak)

Diitiazem Ritonavir Q

Doxorubicin Sertindole

Entacapone (high dose) Sertraline (weak)

Fluoxetine Thioridazine

Fluphenazine Vaiprolc acid (\)

Fluvoxamine Venlafaxine (yvea

Haloperidol Vinblastine

Labetalol Vincristin

Lobeline Vinorel§jne

Lomustine Yogbi

cYP3AR N ) Y

SubsifatesN\.)

Acetaminophen Chlorpromazine

Aifentanil Cimetidine

Alosetron Cisapride

Alprazolam Citatopram

Amiodarone Clarithromycin
Amitriptyline (minor) Clindamycin

Amlodipine Clomipramine

Anastrozole Clonazepam

Androsterone Clozapine

Antipyrine Cocaine

Astemizole Codeine (demethylation)
Atorvastatin Cortisol

Benzphetamj Cortisone

Bepridil Cyclobenzaprine (demethylation)
Bexarotén Cyclophosphamide
Brorgemg Cyclosporine

Bro Dapsone

desdwe Dehydroepiandrostendione
~Bu on (minor) Delavirdine
udpirone Desmethyldiazepam
usutfan Dexamethasone

Caffeine Dextromethorphan (minor, N-
Cannabinoids demethylation)
Carbamazepine Diazepam (minor; hydroxylation, N-
Cevimeline demethylation)
Cerivastatin

Digitoxin Nefazodone

Diltiazem Nelfinavir

Disopyramide Nevirapine

Docetaxel Nicardipine

Dolasetron Nifedipine
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Granisetron
Halofantrine
Hydrocortixone
Hydroxyarginine
Ifosfamide
Imipramine
Indinavir
Isradipine
ltraconazole
Ketoconazole
Lansoprazole (minor)
Letrozole
Levobupivicaine
Lidocaine
Loratadine
Losartan

Lovastatin
Methadon
Mibefradi
Micop
Ni nz2pine (N-demethylation)
optelukast
velbine

Toremifene

Trazodone

Tretinoin

Triazolam

Troglitazone

Troleandomycin

Venlafaxine (N-demethylation)
Verapamil

Vinblastine

NI
Quercet y
Q i
inidjhe
ine
Repaglinide
etinoic acid
Rifampin
Risperidone
Ritonavir
Salmeterol
Saquinavir
Sertindole
Sertraline
Sibutramine
Sildenafil citrate
Simvastatin
Sirolimus
Sufentanil
Tacrolimus
Tamoxifen
Temazepam
Teniposide
Terfenadine
Testosterone
Tetrahydrocannabinol
Theophylline
Tiagabine
Tolterodine
Vincristine
Warfarin (R-warfarin)
Yohimbine
Zaleplon (minor pathway)
Zatoestron
Zileuton
Ziprasidone
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Donepezil Niludipine

Doxorubicin Nimodipine

Doxycycline Nisoldipine

Dronabinol Nitrendipine

Enalapril Omeprazole (sulfonation)

Erylhromycin Ondansetron

Estradiol Oral contraceptives

Ethinyl estradiol Orphenadrine

Ethosuximide Paclitaxel

Etoposide Pantoprazole

Exemestene Pimozide

Dofetilide (minor) Pioglitazone

Felodipine Pravastatin Q

Fentanyl Prednisone

Fexotenadine Progesterone

Finaxteride Proguanil

Fluoxetine Propafenone \(\)

FLUTAMIDE ( \
Substrates
Glyburide
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Zolpidem
Zonisamide
INDUCERS
Carbamazepine Phenytoin
Dexamethasone Primidone
Ethosuximide Progesterone
Glucocorticoids Rifabutin
Griseofulvin Rifampin
Nafcillin Rofecoxib (mild)
Nelfinavir St John’s wort
Nevirapine Sulfadimidine
Oxcarbazepine Sulfinpyrazone Q
Phenobarbital Troglitazone %

Diltiazem Dirithromycin
Disulfiram

Erythromycin
Ethinyl estradiol
Fluconazole (weak)
Fluoxetine
Fluvoxamine
Gestodene

Grapefruit juj
Indinavir %

Isoniazi

ltrac %
N

Entacapone (high dose)

<§§

&

INHIBITORS f\\\
Amiodarone Ketoconazole \)v
Anastrozole Metronidazole
Azithromycin Mibefradil
Cannabinoids Miconazole, (
Cimetidine Nefazodon
Clarithromycin Nelfin
Clotrimazole Nevj
Cyclosporine No in
Danazol rfl tine
Delavirdine razole (weak)
Dexamethasone 4%(3) yZonazole
Diethyldithiocarbamate \ aroxetine (weak)

\ Propoxyphene
Quinidine

Quinine
Quinupristin and dalfopristin
Ranitidine

Ritonavir
Saquinavir
Sertindole
Sertraline
Troglitazone
Troleandomycin
Valproic acid (weak)
Verapamil
Zafirlukast

Zileuton

O

(Adapted from Cytochrome P-450 Enzymes and Drug metabolism. In

: Lacy CF, Armstrong LL,

Goldman MP, Lance LL eds. Drug Information Handbook 8™ ed. Hudson, OH; LexiComp Inc. 2000:

1364-1371)
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Translational Medicine — Duplex Sequencing for Determining Measurable Residual Disease

Objective
1. To test duplex sequencing (DS) against flow cytometry in patients treated
under S0106.

Hypothesis

That ultrasensitive mutation detection by duplex sequencing (DS) will bedb &t
predicting relapse than the conventional method of flow cytometry. Our gd t ish
this proposal with a locked down model of MRD prediction of relapseiNQJy in the
end include only one parameter (e.g., DS) or a combination of par % e.g., DS,
flow, and clinical variables). This MRD metric will then be emplgged i\ th&prospective
myeloMATCH ftrials for validation (note, flow will still initially be RR endpoint until
“beaten” by another metric prospectively).

Background and Rationale Q\
1. Preliminary Data and Study Justification Q

Relapse is the primary obstacle,t i acute and chronic leukemia. The
detection of measurable resid se”(MRD) is a direct measure of disease

burden (and thus, treatment g®i ), &nd is the strongest predictor of relapse.
MRD guides treatments Ixan stablished trial endpoint in chronic myeloid
coll

leukemia (CML). Recegt orative efforts by the FNIH, NCI, FDA,
academia, and ind further demonstrated the importance in acute
lymphoblastic leu ). Our labs have played a major role is establishing
MRD as a st f ¥are procedure, as a measurement of outcomes in

LM¥and ALL. MRD measurement in AML is associated with
hnically more difficult to perform and standardize and has

clinical trials,i

] @ationale to Test Duplex Sequencing (DS) Against Flow Cytometry in

Patients
The need for more accurate MRD assessment is shown in Figure 1, which is

from a recently published metaanalysis of MRD and outcomes in adult AML (1).
The results show that a substantial number of patients with MRD positivity do
not relapse, while a substantial number of those that are MRD negative do .
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08 for ANML: 61 studies with 9358 patients

1.0

0.8

Survival Probahility
0.4

oo o0z

Figure 1. Meta-analysis of nearly
Yy MRD- 10,000 AML cases with MRD

h"‘——-—m__ assessment. In the vast majority af
\ e cases, flow cytometry was the
assay used for MRD detection. As
\_\ such, flow will be used as the
benchmark against which we will
measure genomic assessments of
MRD. {(Short et al. JAMA Oncolagy
2020)

—t

—_
MRD+ T

C'D
N

Time {in years}

Quantitative genetic testing of MRD may eventually 1) be used as an early
indication of novel drug efficacy, 2) serve as a reliable early endpoint in phase
2 clinical trials 3) guide targeted drug therapy, and 4) yield understanding of
tumor response issues such as clonal competition, selection, and evolution.
However, an improved measurement of MRD would be an important, if not
essential, development to best harness the

predictive potential of MRD.

The NCI is launching a precision medicine initiative in AML (“myeloMATCH”).
The initiative will use rapid NGS to identify mutations and wil ferentially
enter patients onto trials where targeted agents exist to the d %\utation.
These phase Il trials will be use flow cytometry as a measuré& o and will
use the achievement of MRD as an endpoint. Further, ther b set of trials
based on “erasing” MRD. Thus, a more accurate nt of MRD is
needed to better predict long term outcomes (essenti§lly, gulling the two curves

cytometry. This proposal intends to t ainst flow cytometry in patients
from S016, where outcome results oy cytometry measurements already
exist. This will allow for amo fficient integration into prospective
myeloMATCH trials, where be compared in real time to flow cytometry.
Note that initially flow cy tr be the assay study of choice for MRD
assessments until prospc omparisons are complete.

Expected Distributi D x Sequencing (DS) Against Flow Cytometry in

Patients
We have jus%et DS on 69 diagnostic and remission samples from

in Figure 1 farther apart).
MyeloMATCH has identified duplex seque @s a highly sensitive NGS
method that may supplant, or coz!e nt, ’MRD assessment by flow

S0106. Of cytometry detected MRD in 10 pts, while 59 were MRD
negative ed more MRD, with MRD positive in 42 cases, and MRD
negatj UNg. in 27 cases (p<0.001).

-po Used

tometry or DS. From a practical standpoint, the limits of detection of flow
cytometry is ~0.01%, and this can vary from patient to patient, both from
disease and sample effects (many studies will define any MRD <0.1% as

% optimal cutoffs for outcome prediction are not known for either flow
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negative). The detection limit for DS is ~0.001%, but again this limit is influence
by sample input, quality, and perhaps even specific mutation (e.g., FLT3ITD v.
NPM1). One of the goals of this proposal is to have enough samples with both
flow and DS data to more precisely define cut-offs for the prospective

myeloMATCH ftrial tests.

Note in the above distribution counts any MRD counted as positive.

Experimental Design and Methods

1.

Description of Duplex Sequencing (DS)

rate below one-in-ten-million (Schmmidt et al. Nature Methods 2015 iS
highly effective for high-resolution MRD detection through digital tal§ul§ti
tens of millions of individual DNA molecules to assess the propo cargying

Duplex Sequencing (DS) is an ultra-high accuracy NGS method with aﬁrror

AML-associated mutations. The principal of DS is that sequengi i€s are
made from both sides of the DNA molecule. Mutation calls aggon e when
there are changes to complementary base pairs (e.g. G any G the same
base pair address. Thus, the limitation of conventional régted by random

errors made in the process of library preparation jg cOrre}teN by including
second strand information. We have used this e% great success in
detecting BCR-ABL kinase domain mutationsin §ML7%and Ph+ ALL (refs).
Results shown from a spike in experiment%A L mutation cell lines is
shown below. DS has the benefit of fully cti D quantification using
gho need for expert interpretation
~60,000 BP panel comprising a
tated in >95% of adult AMLs. We
standard NGS in the time-of-diagnosis

will use this panel to carry out |
samples and very deep (204U,0 S at the MRD time points and look for
low frequency mutationsm*thJatter that were found clonally in the former.

This approach has th %g of being fairly simple, quite sensitive.

any standard lllumina sequencer and
of results. We will use a standgy&
collection of genes and hotspotsgha\a

Analytic Perfor plex Sequencing (DS)

The TwinSjmsn upfex Sequencing AML MRD assay consists of a panel
designed cW»29 genes or gene regions that are recurrently mutated in
AML pai 70-95% of adult AML patients carry a mutation in at least one

ased sensitivity and applicability, to add new therapeutically-relevant

ﬁ{i
Q ts as they are discovered, and to eventually develop patient-specific

ssays for sub one-in-one million sensitivity. The first part of this document
describes the scientific and technical approaches designed to address the
seven individual Project Activities identified in the SOW as necessary to support
the NCI's MyeloMATCH Precision Medicine Initiative. The second part of the
document explains the technical approach to accomplish the Example Project:
Expansion of the AMLMRD panel by incorporating additional genes that are
covered in the Oncomine Myeloid Research Assay.

Analytical Validation of the AML MRD Assay

The development and analytical validation of the AML MRD assay was the
main goal of Phase | of our NCI-funded AML SBIR grant (R44CA233381, Pls
J. Salk, J. Radich, PO Greg Evans), which we successfully accomplished a
year ago. The assay was exhaustively validated using a mutation standard
built with DNA from cell lines with known AML mutations spiked into peripheral
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blood DNA from a healthy young donor. The Mutant Allele Frequency (MAF)
ranged from 10-2 to 10-5 (Fig. 1). The mutation standard was sequenced in
triplicate to test precision in addition to sensitivity and specificity of the AML
MRD assay. All mutations, including mutations with the lowest MAF, were
consistently detected, demonstrating the sensitivity of the assay to detect
mutations at frequencies of at least 1x10-5. The Duplex Sequencing MAF
closely correlated with the expected MAF in the 3 replicates (r2 values of 0.98,
0.96 and 0.95 for replicates, 1, 2, and 3, respectively), demonstrating high
concordance between predicted and obtained MAF and precision
(reproducibility) within the intended range of detection (Fig. 1). The specificity

of the assay for a limit of detection (LOD) of 10-5 was 100%.

To further validate technical performance of the assay we spiked DNA from an
AML patient, containing five previously characterized AML mutations, into
peripheral blood DNA from a healthy young donor.

This experiment mimics the detection of a low frequency AML clone, simulating
the real clinical scenario of MRD in AML patients with multiple mutations.

Dilutions ranged from 1:100 to 1:10,000 to test our goal of detectin a%
clone with an LOD of 0.01% (1:10,000). Predicted and Duplex
highly correlated (r2=0.92). Most of the mutations in the dilutio ie re
detected for all genes, with all single mutations = 0.01% dete % . The
combined information from the 5 mutations enabled the rob %

)

n of the
AML clone across every dilution tested (100% sengitivi .

ne of the
mutations were detectable in normal DNA (100% sp&ifigity\ indicating low
background and lack of contamination.
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Specimens, Acquisition of Specimens and Data Scoring Measures

Frozen cells will be shipped the Radich Lab. The primary source of samples will be from
bone marrow, but where there are concurrent bone marrow and peripheral blood
samples, we will perform DS on both, as we wish to determine if peripheral blood in the
future can be used to measure MRD rather than bone marrow (as is now the

standard of care in CML).

Mutations will be assessed as a continuous variable VAF. This will allow a direct
comparison to the continuous variable of flow cytometry (e.g., a X-Y plot), as well as
comparisons based on arbitrary categorical cutoffs.

Statistical Design

1.

Clinical Endpoints

The primary clinical endpoints are time to relapse (TTR), relapse-free survival
(RFS), and overall survival (OS). TTR is measured from date of CR to date of
relapse, with patients last known to be alive without relapse censored at date
of last contact; death without relapse is considered a competing event. RFS is
measured from date of CR to first of date of death or relapse, with patients last
known to be alive without relapse censored at date of last contact. OS is
measured from date of CR to date of death from any cause, with patient last
known to be alive censored at date of last contact.

MRD by flow is measured both quantitatively (percent of cells with MRD) and
as a binary variable (no MRD observed versus any MRD observed). MRD by
DS is measured as a sequence of binary variables (marker present/absent for
all markers evaluated; marker at baseline still present at remission; new marker
at remission; any marker observed at remission).

Sample Size Estimate

We request BM samples among 200 patients who achieved complete remission
from S0106. 101 will be selected based on having flow data available (170
patients from S0106 have flow data; 69 have already been analyzed; this
project requests BM samples from the remaining 101). An additional 99 patients
without flow data but with baseline and remission BM samples will be
requested; those 99 patients will be selected randomly from all patients
available. In addition, we will request blood samples from 100 patients who
have flow data available. We will randomly select the 100 from among the 170
with flow results; we will stratify the random selection to maintain the percent of
patients who are Flow MRD positive and negative in the sub-sample and full
sample.

Statistical Justification for Sample Size Estimate

BM samples: The S0106 trial has flow outcome data on 170. We have DS
completed on 69 of these patients. We request an addition 101 samples to have
paired DS and flow data on all 170 patients to maximize the precision in
characterizing these paired samples and comparing flow and DS. We request
BM from an additional 99 patients to improve the precision of hazard ratios for
DS.

Blood samples: We request blood samples from 100 patients with flow data
available. All 100 will have DS from marrow available through this proposal and
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prior work. 100 samples will allow us to compare and characterize differences
in using blood versus marrow for DS evaluation and blood DS versus flow.

Statistical Analysis Methodology

McNemar’s test will be used to evaluate concordance of MRD measurements
on paired samples (Flow versus BM DS; BM DS versus blood DS; Flow versus
blood DS).

Cox regression models will be used to evaluate associations with RFS and OS.
Cause-specific Cox regression models and Fine and Gray subdistribution
hazard models will be used to evaluate TTR.

Hazard ratios and 95% confidence intervals and C-statistics will be reported.

Event-rate assumptions for power calculation are based on the observed
S0106 data and are detailed in the following section.

Power Calculations for Statistical Tests
For McNemar’s test to describe the power available we follow the methodology
of Connor (Connor et al.
Biometrics 1987).

To compare flow versus BM DS MRD: with n=170 paired samples and using a
two-sided test with alpha=0.05, we will have 90% power if the proportion Flow
positive and DS negative is 3% and the proportion Flow negative and DS
positive is 18%.

To compare flow versus blood DS MRD: with n=100 paired samples and using
a two-sided test with alpha=0.05, we will have 87% power if the proportion Flow
positive and DS negative is 3% and the proportion Flow negative and DS
positive is 24%.

To compare BM DS MRD versus blood DS MRD: we are interested in
characterizing the concordance. It is possible that there will not be any patients
who are discordant with DS MRD negative in BM but positive in blood, in which
case McNemar’s odds ratio and confidence interval may not be well-defined. In
this case we will calculate the proportion of patients who are MRD positive by
DS in both blood and marrow and calculate an exact binomial confidence
interval. The width of the interval will depend on the proportion. With n=100, if
the proportion is 0.50 the exact confidence interval will be (0.40, 0.60); if the
proportion is 0.80 the exact confidence interval will be (0.71, 0.87); if the
proportion is 0.90 the exact confidence interval will be (0.82, 0.95).

Power for the Cox regression models is characterized by the number of events
observed: among the 170 patients with flow data, there have been 74 deaths
and 66 relapses; 23 patients died without prior relapse and 15 patients who
have relapsed have not died. Therefore, there are 74 deaths for OS analyses,
89 events (relapses and deaths) for RFS analyses, and 66 relapses for TTR
analyses.

In the cohort of patients with both flow and DS (n=170), when using an two-
sided alpha of 5%, this cohort will have approximately 90% to detect a hazard
ratio of magnitude 2.0 for RFS, 2.15 for OS, and 2.2 for TTR. C-statistics will
be calculated to descriptively characterize the predictive performance of in Han
et al. (Statistics in Medicine, 2017). We believe these HRs (or HRs more
extreme) to be achievable regression models but will not be formally tested in
comparison per the issusuch tests detailed with DS in BM. (Patkar et al.
Leukemia 2021)
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With the additional 99 patients with BM DS data we expect similar event rates
as with the n=170 with flow data and so with n=269 patients with BM DS data,
we expect 117 deaths of OS analysis, 140 RFS events for RFS analyses, and
104 relapses for TTR analyses. This sample size gives us additional power:
when using a two-sided alpha of 5%, this cohort will have approximately 90%
to detect a hazard ratio of magnitude 1.7 for RFS, 1.85 for OS, and 2.0 for TTR.
In addition, with n=270, the confidence intervals will have greater precision
(intervals will be more narrow; width will depend on magnitude of HR) and
additional descriptive subset analyses can be feasible. In addition, with n=269
more complicated multivariable models can be fit (since the number of
covariates is limited by the number events; a rough rule-of-thumb is 1 covariate
term for every 10-15 events). It will be important to characterize the role of DS
MRD in multivariable models controlling for the important prognostic factors of
age, performance status, and baseline cytogenetic risk category (4 levels:
favorable, intermediate, unfavorable, unknown).

With 100 patients with blood DS data, we expect similar events rates as in the
n=170 with flow data; so with n=100 we expect 43 deaths for OS analyses, 52
RFS events for RFS analyses, and 38 relapses for TTR analyses. When using
an two-sided alpha of 5%, this cohort will have approximately 90% to detect a
hazard ratio of magnitude 2.5 for RFS, 2.65 for OS, and 2.85 for TTR.
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Informed Consent Model for S1612
Specimen Submission: FLL'T3 Screening

*NOTES FOR LOCAL INSTITUTION INFORMED CONSENT AUTHORS:

This model informed consent form has been reviewed by the DCTD/NCI and is the official
consent document for this study. Local IRB changes to this document are allowed. titutions
should attempt to use sections of this document that are in bold type in their entirpiy. itorial
changes to these sections may be made as long as they do not change informatiq o} igtent. If
the institutional IRB insists on making additions, deletions, or more substa v% 1cations to
the risks or alternatives sections, they may be justified in writing by the igvVeskgator and
approved by the IRB. Under these circumstances, the revised language, ju\tifMation and a copy
of the IRB minutes must be forwarded to the SWOG Operations Of&? proval before a

patient may be registered to this study.

Please particularly note that the questions related to ban%o specimens for future study
are in bolded type and may not be changed in any wa%h t prior approval from the
SWOG Operations Office.

LN

Readability Statistics:
Flesch Reading Ease 62.1 (targeted ab&y
Flesch-Kincaid Grade Level 8.9 (targeted g&Now¥5)

Instructions and examplgs foNgMrmed consent authors are in [italics].

A blank line, idicates that the local investigator should provide the
appropriate info efore the document is reviewed with the prospective
research partigidant:
The term "study r" has been used throughout the model because the local

inves% a cancer treatment trial is a physician. If this model is used for a
C

trial 1 i e local investigator is not a physician, another appropriate term
sho d instead of "study doctor".
of protocol updates in the header and in the text of the consent is for
%ce to this model only and should not be included in the informed consent
X)h)n given to the prospective research participant.
D e local informed consent must state which parties may inspect the research
records. This includes the NCI, the drug manufacturer for investigational studies,

any companies or grantors that are providing study support (these will be listed in
the protocol's model informed consent form) and SWOG.

"SWOG" must be listed as one of the parties that may inspect the research records
in all protocol consent forms for which patient registration is being credited to
SWOG. This includes consent forms for studies where all patients are registered
directly through the SWOG Data Operations Office, all intergroup studies for
which the registration is being credited to SWOG (whether the registration is
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through the SWOG Data Operations Office or directly through the other group), as
well as consent forms for studies where patients are registered via CTSU and the
registration is credited to SWOG.

o When changes to the protocol require revision of the informed consent document,
the IRB should have a system that identifies the revised consent document, in order
to preclude continued use of the older version and to identify file copies. An
appropriate method to identify the current version of the consent is for the IRB to
stamp the final copy of the consent document with the approval date. The stamped
consent document is then photocopied for use. Other systems of identifging the
current version of the consent such as adding a version or approval tllowed
as long as it is possible to determine during an audit that the patiem% e most
current version of the consent form.

J The goal of the informed consent process is to provide ith sufficient
information for making informed choices about pagtiCMatisg in research. The
consent form provides a summary of the study, the Nadiv¥ual's rights as a study
participant, and documents their willingness t icpate. The consent form is,
however, only one piece of an ongoing exc information between the
investigator and study participant. Forgfore rmation about informed consent,
review the "Recommendations for th eppment of Informed Consent
Documents for Cancer Clinical TigaM\\Rrepared by the Comprehensive Working
Group on Informed Consent i n inical Trials for the National Cancer

*NOTES FOR LOCAL INVESTIGATORS: &\)
%e

docs/
o Suggestion for Lo

available for yq

Treatment Res

Institute. The Web site addy®ss his document is
http://cancer.gov/clinicajyaNunglerstanding/simplification-of-informed-consent-

st®ators: An NCI pamphlet explaining clinical trials is
n®%. The pamphlet is titled: "Taking Part in Cancer

dies". This pamphlet may be ordered on the NCI Web site
ci.nih.gov/ncipubs or call 1-800-4- CANCER (1-800-422-

at https.//SNgur
6237) a free copy.
o OptjonaNcyure for Local Investigators: Reference and attach drug sheets,

ical information for the public, or other material on risks. Check with
al IRB regarding review of additional materials.

*These%}gr authors and investigators are instructional and should not be included in the

informed¥ednsent form given to the prospective research participant.
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Informed Consent Model for S1612
Specimen Submission: FLT3 Screening

Study Title for Study Participants: Comparing New Treatment Options to
One of the Standard Treatment Options for Older Patients with Newly
Diagnosed Acute Myeloid Leukemia

Official Study Title for Internet Search on http://www.Clinica %ovz
S1612, A Randomized Phase II/III Trial of “Novel Therape ersus

Azacitidine in Newly Diagnosed Patients with Acute M % ukemia
(AML) or High-Risk Myelodysplastic Syndrome (M )),\% 0 or Older

What is the usual approach to my leukemia?

You are being asked to take part in this study because yo %c e myeloid leukemia (AML)

or high-risk myelodysplastic syndrome (MDS). Also, 0@0 your doctor did not think you

should get intensive chemotherapy. People who aregdot in 2study are usually treated with

single-agent chemotherapy such as azacitidine or, ddc1¥pipe, or with combinations of more

intense therapies. Your doctor should discuss &h u What option he or she would recommend
t

if you were not in a clinical trial. For parti¢gfgn o receive the usual approach for this cancer,
anywhere from 0 to 10 out of 100 are fre€ &f cdWger at five years.

What are my other choices @t take part in this study?

If you decide not to take par stidy, you have other choices. For example:
e you may choose t&d&ayc the usual approach described above
e youmayc o tdke part in a different study, if one is available
e oryou h¥ge not to be treated for cancer, but you may want to receive comfort

care t(‘ re!l ymptoms.

Why is tdis y being done?

The pu&.s)of this screening step is to allow researchers to learn if a certain blood and
bone marrow test (called a biomarker) can help predict how a person’s AML/MDS will
respond to study drugs. All participants that are in the study will take part in the
biomarker study. For the biomarker test, researchers will take a little less than an extra
teaspoon of bone marrow and about 2 teaspoons of blood. These will be taken at the time
you have bone marrow and blood drawn to diagnose your AML/MDS. If you don’t have
enough bone marrow, then just the blood will be used. If you don’t have blood available
from your previous blood draws, you will be asked to have another blood draw for this
testing. Researchers will look at the biomarker, called FLT3, before you begin the
treatment part of the study to make sure that participants with the biomarker take part in
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all of the study treatment groups. Later the researchers will use the information to see if
the level of the FLT3 biomarker predicts if certain treatments work better than others.

The use of this biomarker is investigational. This biomarker is not being used to assign you
to any specific treatment group. We expect that about 500 participants will have this
biomarker test each year of this study. We expect that a total of between 550 to 1,700
people will take part in the biomarker research, and between 500 to 1,556 people will take
part in the treatment portion of the study. The treatment portion of the study is designed
to let the researchers expand the study if the treatment seems to be working, or stop it if the
treatment doesn’t seem to be working. Because of this, it is difficult to know exggtly

how many people might take part in the study overall. Q

What are the study groups?

The study has two steps: the initial screening step where we will @‘3 he blomarker, and
the study treatment step which will be discussed in a separa foFm

1S addltlonal requirements

ypu don’t meet the criteria to go
on to the study treatment, you will not be able to be p@atedN the study treatment step. Your
treatment at that point will be decided between yo %ur study doctor. If you do meet the
criteria to go on to the study treatment, you wi@e separate consent form that will explain

All participants will have the biomarker test. You will have

the study treatment.

The study chart below is meant to he unglerstand the study design. Start reading at the top

of the chart and read down, followi
%ubmlsswn FLT3 Screening

e to have specimens submitted for FLT3 testing
c ur specimens are submitted for FLT3 testing

LT3 testing is performed on your specimen

Q}) Treatment Study Randomization

You will receive another consent form that explains the treatment portion of the study.
If you agree to take part in the treatment study, you will be randomized to one of the study
treatment groups.

How long will I be in this study?
The FLT3 screening step will take approximately 2-3 days from the time your specimen is taken
at your doctor’s office and shipped to the laboratory for examination.
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What extra tests and procedures will I have if I take part in this study?

The exams, tests and procedures you will have on the treatment step are part of the usual
approach for your cancer. The only required test/procedure as part of the screening step is the
biomarker test for FLT3.

Before you begin the study:

You will need to have the following extra test in order to be in the study:
*  Biomarker test for FLT3 Q

An additional sample of bone marrow (less than one teaspoon) and of blo
are

teaspoons) will be taken for the study at the time your bone marrow and RI®o aken to
diagnose your disease (within about 6 weeks before you start treatmeny on\he\fudy). The blood
and bone marrow have to be sent to the lab within a day after they a&je ed, so if you had
blood and bone marrow drawn previously for diagnosis, you wi INI; to’have more blood
and bone marrow drawn for this testing. If you do not have enough b@fie marrow available, just
the blood will be taken. This sample is required in order for to\ake part in this study because
the research on the sample is an important part of the stu

Common side effects of a bone marrow biopsy ar %}amount of bleeding at the time of the
procedure, pain at the biopsy site, which can b d With regular pain medications, and
bruising. Rarely, an infection can occur. C S\Sl e effects of a blood draw are bruising,
pain, and/or bleeding at the site of the drgms.

If there is any blood or bone marr r the mandatory testing, the researchers would like
to keep it and store it for bioba ¥5 is not required for you to take part in the study. This
i p¥onal studies.

results will be identi unique code and the list that links the code to your name will be
kept separate fro ple and health information in a secure database. The results of the
given to you or your doctor.

will be discussed in the secti
Your privacy is very iu@% the researchers will make every effort to protect it. Your test

bone m blood that will be used for this study.

biomarker test 31
Neither {os)%@w health care plan/insurance carrier will be billed for the collection of the
4%

What possible risks can I expect from taking part in this study?

If you choose to take part in the screening part of this study, there is a risk that:

e As with all medical screening tests, there is a chance of a false positive or a false
negative result. A “false positive” refers to the identification of a biomarker that is
not present. A “false negative” is the failure to find a biomarker that indeed exists.
The tests have been designed to ensure that the possibility of incorrect results is low.
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Either a false positive or a false negative test will not affect your treatment
assignment.

e If you have to have another blood draw to get more blood, you may have pain,
bruising, bleeding, or swelling at the site of the blood draw. If you have to have
another biopsy to get more bone marrow you may have pain, bruising, bleeding,
swelling, and/or infection at the site of the biopsy.

¢ You may lose time at work or home and spend more time in the hospital or doctor’s
office than usual.

¢ You may be asked sensitive or private questions which you normally do pgt discuss.

e There is a risk someone could get access to the personal information i %"nedical
records or other information researchers have kept about you. So %1 t be
able to trace this information back to you. The researchers beliexe nce that

someone will identify you is very small, but the risk may chan uture as
people come up with new ways of tracing information. In sgme\¢as¥8, this
eyp a job. The

researchers believe the chance these things will happ small, but cannot

promise that they will not occur. “(For non-US participnts,Ylease verify existence of

such laws before including the following text.) Ther IAws against misuse of genetic

information, but they may not give full protec T enetic Information

Nondiscrimination Act of 2008, also referreft to INA, was passed by Congress to
OQ :l}\

information could be used to make it harder for you to ge
e
E\m

protect Americans from such discrimin e new law prevents discrimination
from health insurers and employers. wdoes not cover life insurance,
disability insurance and long-ter ré&N\asurance.

e There can also be a risk in findiff® ou\pew genetic information about you. New
health information about in &yaits that might affect you or your blood
relatives could be found 1IN aystudy.

Let your study doctor kno % estions you have about possible risks. You can ask
the study doctor questions% sks at any time.

What possibl %}; can I expect from taking part in this study?

Your study tr will not be based on the results of this biomarker test, so your treatment

will not y Q&tter or worse depending on the results. This biomarker test is meant to help
ensure tRat le with the biomarker take part in all study treatment groups. This study will
help reseaM®iers learn things that will help people in the future.

Can I stop taking part in this study?

Yes. You can decide to stop at any time. If you decide to stop for any reason, it is important to let
the study doctor know as soon as possible so you can stop safely. If you stop, you can decide
whether or not to let the study doctor continue to provide your medical information to the
organization running the study.
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The study doctor will tell you about new information or changes in the study that may affect
your health or your willingness to continue in the study.

The study doctor may take you out of the study:
e Ifyour health changes and the study is no longer in your best interest
e If new information becomes available
e Ifyou do not follow the study rules
e [fthe study is stopped by the sponsor, Institutional Review Board (IRB) or Food and
Drug Administration (FDA).

What are my rights in this study? & :

Taking part in this study is your choice. No matter what decision yo % nd even if
your decision changes, there will be no penalty to you. You will ngt los§ m€dical care or any
legal rights.

For questions about your rights while in this study, call t \x

(insert name of center) Institutional Review Board at (insert telephone
number). (Note to Local Investigator: Contact informati plitient representatives or other
individuals at a local institution who are not on the or Mesearch team but take calls
regarding clinical trial questions can also be list

What are the costs of taking part ir@‘udy?
There is no cost to you or your insurﬁ%liated with this biomarker screening. If you need
t

an extra biopsy to collect more tis% this screening, the biopsy cost will be provided by the

study. However, if you take pa reatment study, you and/or your health plan/insurance

company will need to pay fgZtheosts of caring for your cancer while in this treatment study,

including the cost of tests, p% es, or medicines to manage any side effects, unless you are
licd at no charge. Before you decide to be in the study, you should

told that certain tests a

check with your he r insurance company to find out exactly what they will pay for.
Other costs will l% egsed in more detail in the consent form for the treatment you are
offered. Q

You wi Wald for taking part in this study.
What happens if I am injured or hurt because I took part in this study?

If you are injured or hurt as a result of taking part in this study and need medical treatment,
please tell your study doctor. The study sponsors will not offer to pay for medical treatment for
injury. Your insurance company may not be willing to pay for study-related injury. If you have
no insurance, you would be responsible for any costs.

If you feel this injury was a result of medical error, you keep all your legal rights to receive
payment for this even though you are in a study.
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Who will see my medical information?

Your privacy is very important to us and the researchers will make every effort to protect it.
Your information may be given out if required by law. For example, certain states require
doctors to report to health boards if they find a disease like tuberculosis. However, the
researchers will do their best to make sure that any information that is released will not identify
you. Some of your health information, and/or information about your specimen, from this study
will be kept in a central database for research. Your name or contact information wil@be put

in the database.
There are organizations that may inspect your records. These organizations r to make
&Na .

sure your information is kept private, unless required by law to provide i . Some of
\tk

study

e The Institutional Review Board, IRB, is a group of peop iew the research with

these organizations are:

e The study sponsor and any drug and device companies sup 0%

&Qo T
the goal of protecting the people who take part in the gtudy.

e The Food and Drug Administration and the National cey Institute in the U.S., and

similar ones if other countries are involved in the

Where can I get more information? %

You may visit the NCI Web site at http:/(@pceNgov/ for more information about studies or
general information about cancer. Youmay 3so call the NCI Cancer Information Service
to get the same information at: 1-8% CER (1-800-422-6237).

A description of this clinical t be available on http://www.ClinicalTrials.gov, as
required by U.S. Law. Thi it€ will not include information that can identify you. At
most, the Web site will inc% ummary of the results. You can search this Web site at
any time.

Who can ans %t]uestions about this study?

You can tglk t study doctor about any questions or concerns you have about this study or to
report sj eds or injuries. Contact the study doctor (insert name of
study doggorgsT) at (insert telephone number).

ADDITIONAL STUDIES SECTION:

This section is about optional studies you can choose to take part in

This part of the consent form is about optional studies that you can choose to take part in. You
will not get health benefits from any of these studies. The researchers leading this optional study
hope the results will help other people with cancer in the future.
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The results will not be added to your medical records and you or your study doctor will not know
the results.

You will not be billed for these optional studies. You can still take part in the main study even if
you say ‘no’ to any or all of these studies. If you sign up for but cannot complete any of the
studies for any reason, you can still take part in the main study.

Circle your choice of “yes” or “no” for each of the following studies.

1. FUTURE CONTACT: Q
I agree to allow my study doctor, or someone approved by my study d%, contact
me regarding future research involving my participation in this s %

YES NO (,D

2. OPTIONAL SAMPLE COLLECTIONS FOR LABO %RY STUDIES AND/OR
BIOBANKING FOR POSSIBLE FUTURE STUW

Circle your choice of “yes” or “no” at the end of thi@at explains this Optional Study.
a

es, and other health problems. Much of
rrow and/or blood. Through these studies,
, treat, or cure health problems.

Researchers are trying to learn more about can
this research is done using samples from yo
researchers hope to find new ways to preyaht, Nete

nes carry information about features that are found
. Researchers are interested in the way that genes
ent.

Some of these studies may be abou
in you and in people who are rel

If you choose to take p a ple of bone marrow and/or blood, taken at the same time

as other marrows a % drawn for regular cancer care, will be collected. The

researchers ask y, ssion to store and use your samples and related health

information (fo e, your response to cancer treatment, results of study tests and

medicines y0 wen) for medical research. The research that may be done is unknown

at this ti g samples for future studies is called “biobanking”. The Biobank is
nb

being r OG and supported by the National Cancer Institute.

WHAT IS INVOLVED?

If you agree to take part, here is what will happen next:
1) Less than one teaspoon of additional bone marrow and about 2 teaspoons of
additional blood will be collected during your regular bone marrow and blood draws
before you start treatment, after about 2 months of treatment, and after about 4
months of treatment. Blood is collected from a vein in your arm. Bone marrow is
collected during a procedure where a needle is inserted into the marrow of your hip,
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called a bone marrow biopsy. If you do not have bone marrow available, the
researchers will only collect a blood sample.

Y our bone marrow and/or blood and some related health information may be stored
in the Biobank, along with samples and information from other people who take part.
The samples will be kept until they are used up. Information from your medical
record will be updated from time to time.

2) Qualified researchers can submit a request to use the materials stored in the Biobanks.
A science committee at the clinical trials organization, and/or the National Cancer
Institute, will review each request. There will also be an ethics review to ggsure that
the request is necessary and proper. Researchers will not be given your n%or any

other information that could directly identify you.
3) Neither you nor your study doctor will be notified when research % nducted or

given reports or other information about any future research tha# 1
samples.

4) Some of your genetic and health information may be pla% tral databases that
0

may be public, along with information from many ot, coR#?. hformation that
could directly identify you will not be included.

using your

WHAT ARE THE POSSIBLE RISKS? @

1) The most common risks related to a boneharr iopsy are a small amount of
bleeding at the time of the procedure, %e biopsy site, which can be treated
with regular pain medications, and . Karely, an infection can occur. The most
common risks related to drawin, frOm your arm are brief pain and possibly a

bruise.

2) There is a risk that someo Qdfet access to the personal information in your
medical records or othepa on researchers have stored about you.

3) There is arisk that s % 1d trace the information in a central database back to
you. Even withou %ﬁa e or other identifiers, your genetic information is unique
to you. The rese lieve the chance that someone will identify you is very
small, but thp=egk change in the future as people come up with new ways of
tracing i n.

4) Inso sy Mis information could be used to make it harder for you to get or keep
a jorta nce. (For non-US participants, please verify existence of such laws

N'™uding the following text.) There are laws against the misuse of genetic
setion, but they may not give full protection. There can also be a risk in

< kiNp#ing genetic information. New health information about inherited traits that

ght affect you or your blood relatives could be found during a study. The
researchers believe the chance these things will happen is very small, but cannot
promise that they will not occur.

HOW WILL INFORMATION ABOUT ME BE KEPT PRIVATE?
Your privacy is very important to the researchers and they will make every effort to protect it.
Here are just a few of the steps they will take:
1) When your sample(s) is sent to the researchers, no information identifying you (such
as your name) will be sent. Samples will be identified by a unique code only.
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2) The list that links the unique code to your name will be kept separate from your
sample and health information. Any Biobank and SWOG staff with access to the list
must sign an agreement to keep your identity confidential.

3) Researchers to whom SWOG sends your sample and information will not know who
you are. They must also sign an agreement that they will not try to find out who you
are.

4) Information that identifies you will not be given to anyone, unless required by law.

5) Ifresearch results are published, your name and other personal information will not
be used.

WHAT ARE THE POSSIBLE BENEFITS?

You will not benefit from taking part. The researchers, using the samples f@»d others,

might make discoveries that could help people in the future. \

ARE THERE ANY COSTS OR PAYMENTS? (a

There are no costs to you or your insurance. You will not be pai w wig part. [f any of the
research leads to new tests, drugs, or other commercial prodygts, You ®¥1ll not share in any
profits. %

WHAT IF I CHANGE MY MIND?

If you decide you no longer want your samples t you can call the study doctor,

, (insert name of study d, main trial) at
(insert teleplg®e "y ber of study doctor for main trial) who will

let the researchers know. Then, any sampfe’thalyemains in the bank will no longer be used and
related health information will no lo cllected. Samples or related information that have
already been given to or used by r e)s will not be returned.

WHAT IF I HAVE MO%%! STIONS?
u

If you have questions about t of your samples for research, contact the study doctor,
2 amnte of study doctor for main trial), at
(insert telephone n r WA tudy doctor for main trial).

Please circle y@nsyer to show whether or not you would like to take part in each option

SAM. MOR FUTURE RESEARCH STUDIES:
My les and related information may be kept in a Biobank for use in future health
research.

YES NO

This is the end of the section about optional studies.
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My Signature Agreeing to Take Part in the Screening Study

(Specimen Submission: FLT3 Screening)
I have read this consent form or had it read to me. I have discussed it with the study doctor and
my questions have been answered. I will be given a signed copy of this form. I agree to take part

in the main study and any additional studies where I circled ‘yes’.

Participant’s signature

Date of signature ‘»Q
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Specimen Consent Supplemental Sheets
How are Specimens Used for Research?
Where do specimens come from?

A specimen may be from a blood sample or from bone marrow, skin, toenails or other body materials.
People who are trained to handle specimens and protect donors' rights make sure that the highest
standards of quality control are followed by SWOG. Your doctor does not work for SWOG, but has agreed
to help collect specimens from many participants. Many doctors across the country are helping in the same
way.

Why do people do research with specimens? (»Q
ent it, how to
Owestions. Some of

Research with specimens can help to find out more about what causes cancer,
treat it, and how to cure it. Research using specimens can also answer other

these include finding the causes of diabetes and heart disease, or finding genetl lin Alzheimer's.
What type of research will be done with my specimen?

Many different kinds of studies use specimens. Some researchers ma %p new tests to find diseases.
Others may develop new ways to treat or even cure diseases. In e, some of the research may help
to develop new products, such as tests and drugs. Some res . s\t diseases that are passed on in
families (called genetic research). Research done with your n may look for genetic causes and

signs of disease.

How do researchers get the specimen?

Researchers from universities, hospitals, a % health organizations conduct research using

specimens. They contact SWOG and requegfSam or their studies. SWOG reviews the way that these
studies will be done, and decides if an he gamples can be used. SWOG gets the specimen and
information about you from your hospi ds the specimen samples and some information about
you to the researcher. SWOG will na&s r name, address, phone number, social security number or

any other identifying information t% earcher.
Will | find out the results of ch using my specimen?

You will not receive the r%j research done with your specimen. This is because research can take a

long time and must g€, s en samples from many people before results are known. Results from
research using yo may not be ready for many years and will not affect your care right now, but

they may be hel e like you in the future.
Why do yoy ne formation from my health records?
In orderQMarch with your specimen, researchers may need to know some things about you. (For

example: ou male or female? What is your race or ethnic group? How old are you? Have you ever
smoked?) This helps researchers answer questions about diseases. The information that will be given to
the researcher may include your age, sex, race, diagnosis, treatments and family history. This information
is collected by your hospital from your health record and sent to SWOG. If more information is needed,
SWOG will send it to the researcher.

Will my name be attached to the records that are given to the researcher?

No. Your name, address, phone number and anything else that could identify you will be removed before
they go to the researcher. The researcher will not know who you are.
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How could the records be used in ways that might be harmful to me?

If your confidential genetic information is discovered, you may suffer from genetic discrimination. Genetic
discrimination occurs if people are treated unfairly because of differences in their genes that increase their
chances of getting a certain disease. In the past, this could have resulted in the loss of health insurance or
employment. Because of this, The Genetic Information Nondiscrimination Act of 2008, also referred to as
GINA, was passed by Congress to protect Americans from such discrimination. The new law prevents
discrimination from health insurers and employers. This act was signed into federal law on May 21, 2008,
and went into effect May 2009. This law does not cover life insurance, disability insurance and long-term
care insurance.

While this study has safeguards in place to protect your confidential genetic information to make it
extremely unlikely that your identity would be connected with any special studies that rmed on
your tissue, it is possible that this information could be discovered by someone who is %I d to have
access to it. < ]:

How am | protected?

SWOG is in charge of making sure that information about you is kept privat will take careful steps
to prevent misuse of records. Your name, address, phone number ang\gny giher*identifying information
will be taken off anything associated with your specimen before it is §ive the researcher. This would
make it very difficult for any research results to be linked to yo yoNr family. Also, people outside the
research process will not have access to results about any ms which will help to protect your
privacy. < 1:

What if | have more questions?

If you have any questions, please talk to your doc &rse, or call our research review board at (Insert
IRB's Phone Number).
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Informed Consent Model for S1612
Treatment Study

*NOTES FOR LOCAL INSTITUTION INFORMED CONSENT AUTHORS:

This model informed consent form has been reviewed by the DCTD/NCI and is the official
consent document for this study. Local IRB changes to this document are allowed. ([gstitutions
should attempt to use sections of this document that are in bold type in their entiret %\itorial
changes to these sections may be made as long as they do not change informatiof oY ieent. If
the institutional IRB insists on making additions, deletions, or more substantiv% Acations to
the risks or alternatives sections, they may be justified in writing by the 1 i and
approved by the IRB. Under these circumstances, the revised language, j¥stifig®tion and a copy
of the IRB minutes must be forwarded to the SWOG Operations Off€e Lor §pproval before a
patient may be registered to this study.

Please particularly note that the questions related to ba specimens for future study
are in bolded type and may not be changed in any wa% t Prior approval from the

SWOG Operations Office.

Readability Statistics:

Flesch Reading Ease 63.7 (targeted 5
b=Now

Flesch-Kincaid Grade Level 8.7 (targe .5)
\)

Instructions and exampl
A blank line,

injormed consent authors are in [italics].
ifdicates that the local investigator should provide the
etdre the document is reviewed with the prospective

appropriate info

research participan

The term "stud%? " has been used throughout the model because the local
a

investiga ncer treatment trial is a physician. If this model is used for a
trial 1 we local investigator is not a physician, another appropriate term
sho uded instead of "study doctor".

f protocol updates in the header and in the text of the consent is for
% ce to this model only and should not be included in the informed consent

() on given to the prospective research participant.
r

e local informed consent must state which parties may inspect the research
ecords. This includes the NCI, the drug manufacturer for investigational studies,
any companies or grantors that are providing study support (these will be listed in

the protocol's model informed consent form) and SWOG.

"SWOG" must be listed as one of the parties that may inspect the research records
in all protocol consent forms for which patient registration is being credited to
SWOG. This includes consent forms for studies where all patients are registered
directly through the SWOG Data Operations Office, all intergroup studies for
which the registration is being credited to SWOG (whether the registration is
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through the SWOG Data Operations Office or directly through the other group), as
well as consent forms for studies where patients are registered via CTSU and the
registration is credited to SWOG.

. When changes to the protocol require revision of the informed consent document,
the IRB should have a system that identifies the revised consent document, in order
to preclude continued use of the older version and to identify file copies. An
appropriate method to identify the current version of the consent is for the IRB to
stamp the final copy of the consent document with the approval date. The stamped
consent document is then photocopied for use. Other systems of identifying the
current version of the consent such as adding a version or approval dat allowed
as long as it is possible to determine during an audit that the patien %he most
current version of the consent form. @

J The goal of the informed consent process is to provide g€o ll}{sufﬁcient

information for making informed choices about parti&a?dn inwesearch. The

*NOTES FOR LOCAL INVESTIGATORS:

consent form provides a summary of the study, the\ndiWgual's rights as a study
participant, and documents their willingness t i§pafe. The consent form is,
however, only one piece of an ongoing exc it§ormation between the
investigator and study participant. For ngor rmation about informed consent,
review the "Recommendations for th opment of Informed Consent
Documents for Cancer Clinical Tri% red by the Comprehensive Working
e

Group on Informed Consent in XS inical Trials for the National Cancer
Institute. The Web site addr r tiys document 1s
/un

http://cancer.gov/clinicalt i@) standing/simplification-of-informed-consent-
docs/ %

. Suggestion for Loc eNgators: An NCI pamphlet explaining clinical trials is
available for yourQajieMs. The pamphlet is titled: "Taking Part in Cancer
Treatment Res€argh\gudies". This pamphlet may be ordered on the NCI Web site
at https.//ciggecu 1.nih.gov/ncipubs or call 1-800-4- CANCER (1-800-422-
6237) tq %t a free copy.

. Opti ¢ for Local Investigators: Reference and attach drug sheets,
pha fcal information for the public, or other material on risks. Check with
@ | IRB regarding review of additional materials.

*Thesefote authors and investigators are instructional and should not be included in the
informe sent form given to the prospective research participant.
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Informed Consent Model for S1612
Treatment Study

Study Title for Study Participants: Comparing New Treatment Options to
One of the Standard Treatment Options for Older Patients with Newly
Diagnosed Acute Myeloid Leukemia

Official Study Title for Internet Search on http://www.ClinicalTr ov:
S1612, A Randomized Phase II/III Trial of “Novel Therapeuti% sus
Azacitidine in Newly Diagnosed Patients with Acute Mye emia

(AML) or High-Risk Myelodysplastic Syndrome (MDS)\ or Older

What is the usual approach to my leukemia?

You are being asked to take part in this study because you haag adute fyeloid leukemia (AML)
or high-risk myelodysplastic syndrome (MDS). Also, yoyg Q‘ y&ur doctor did not think you
should get intensive chemotherapy. People who are not 1 udy are usually treated with
single-agent chemotherapy such as azacitidine or degtabine;"0r with combinations of more
intense therapies, that are approved by the FDA. ot currently an FDA-approved
medication for patients that have AML but whdgaMwyt tolerate intensive chemotherapy. These
patients are usually treated with azacitidinﬁ&e&i@bine, or with palliative medications
(medications to help with symptoms but {hat doot treat cancer). Your doctor should discuss
with you what option he or she woul nd if you were not in a clinical trial. For patients

who receive the usual approach fogfihi er, anywhere from 0 to 10 out of 100 are free of
cancer at five years.

What are my other ch(&s% I do not take part in this study?

If you decide not t in this study, you have other choices. For example:
e you C e to have the usual approach described above
® yo oose to take part in a different study, if one is available
o 41 ay choose not to be treated for cancer, but you may want to receive comfort
&)0 relieve symptoms.

Why is this study being done?

The purpose of this study is to compare any good and bad effects of using different new
treatment options to one of the current standard treatment options given for patients with
AML or MDS who cannot tolerate or do not want to get intensive chemotherapy. The
investigators will keep testing new treatments to see if they have any different effects on
patients and their cancer when compared to the standard. Each patient will only get one
type of treatment on the study. This is described more below. If one of the new treatments
seems to help patients more than the current standard, the study will start to use that
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treatment as the new standard. If any of the treatments is not as helpful for any reason, or
the bad effects are too severe, then that treatment will no longer be used in this study. The
investigators want to use this study to find better treatment options for AML or MDS
patients who do not get intensive chemotherapy.

At any time, the study will have one standard treatment group. The number of
experimental treatment groups being tested at any time might be from one to four. The
current standard treatment group and the experimental treatment groups that are
currently open are discussed below. Some of the drugs used on the study are FDA
approved to treat AML and/or MDS, and some are not. This is also discussed W.

There will be between about 500 and 1,556 people taking part in this stud@

What are the study groups? &\)

As discussed above, this study will have several treatment groups, 1&(?3 of them are going
to be open at the same time. You can only take part in one of th % y open groups. The
groups that are currently open are outlined below. Your docjeswi\ de¢cide whether you need to
be admitted to the hospital for any part or all of your trea /

e Group A will get the usual drug used fg
Azacitidine is a drug used for this ty
chemotherapy safely. You will ge
get the drug either as a shot un
drug for 7 out of the first 12 dgys, a
remainder of the 28-day
treat AML or all form

ix type of cancer, azacitidine alone.

r when a person cannot get intensive
in cycles that are 28 days long. You will
in or by an IV in your vein. You will get
then have a break from the drug for the
citidine has not been approved by the FDA to

e Group B will ge al drug used for this type of cancer, azacitidine just like
Group A. Group | also get a study drug called nivolumab. Nivolumab will be
given by a to your vein on Days 1 and 15 of each 28-day cycle. Nivolumab is

approve tINFDA to treat some types of cancers, but not AML or MDS.

e G 11 get the usual drug used for this type of cancer, azacitidine, just like
Gr . Group C will also get a study drug called midostaurin. Midostaurin will be
}?by mouth as capsules twice a day on Days 8-21 of each 28-day cycle.
Qyi ostaurin has been approved for use by the FDA for patients with FLT3 + AML
AML with a specific mutation in a gene called FLT3) when used in combination
with the drugs cytarabine and daunonibicin, but not in combination with azacitidine.

The cycles for all study groups will repeat until your disease gets worse or your or your doctor
decide that you should stop.

A computer will by chance assign you to one of these treatment groups in the study. This is
called randomization. This is done by chance because no one knows if one study group is better
or worse than the others. Some study groups do not allow patients with certain physical
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conditions to participate. If you have one of the conditions, you can still be in the study, but the
computer will not assign you to a study group that does not allow that condition.

Another way to find out what will happen to you during this study is to read the chart below.
Start reading at the top and read down, following the lines and arrows.

You agree to take part in the biomarker study (FLT3 screening)

FLT3 screening performed
You agree to take part in the (\)
treatment study. \
l WY

Randomize \
(The computer will rand \
you in a study %

Group A: up B: Group C:
Azacitidine acitidine + Azacitidine +
(usual approach Nivolumab Midostaurin

group) (study group) (study group)

udy?

How long will I beﬁ' ¢is

You will receive e ¥ady freatment for as long as you and your doctor think the treatment is
helping you. top taking study treatment, your doctor will continue to watch you for
side effects an\ fo\OW your condition for up to 5 years after you are registered to the study. At
minimuna, \Qu have clinic visits every 3 months for the first year, every 6 months for the
second %

treatment.

( years, and then annually until 5 years after you are randomized to study
What extra tests and procedures will I have if I take part in this study?

All of the exams, tests, and procedures you will have are part of the usual approach for your
cancer.

What possible risks can I expect from taking part in this study?
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If you choose to take part in this study, there is a risk that the study drugs may not be as
good as the usual approach for your cancer or condition at shrinking or stabilizing your
cancer.

You may also have the following discomforts:
e Spend more time in the hospital or doctor’s office
e Be asked sensitive or private questions about things you normally do not discuss
e May not be able to take part in future studies

The drugs used in this study may affect how different parts of your body work as your
liver, kidneys, heart, and blood. Your study doctor will test your blood and u
know if changes occur that may affect your health.

There is also a risk that you could have side effects from the study dl\( /%y approach.

Here are important things to know about side effects: (g
e The study doctors do not know who will or will not h v&% fects.
e Some side effects may go away soon, some may lagfa Il\ng fime, and some may never
go away. \

¢ Some side effects may make it hard for you to %c ildren.
e Some side effects may be mild. Other sidegifects'may be very serious and may even

result in death. %
You can ask your study doctor questions N} e effects at any time. Here are
important ways to make side effects leg§*of a\gyoblem:
e If you notice or feel anything&ifNgrent, tell your study doctor. He or she can check
to see if it is a side effect.
e Your study doctor wil ith you to treat your side effects.
e  Your study doctor % just the study drugs to try to reduce side effects.
The tables below shov%n common and the most serious side effects doctors know
h

about. Keep in mi ere might be other side effects doctors do not yet know about. If
important new sj are found, the study doctor will discuss these with you.

N
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STUDY GROUPS A.B. and C:

Possible side effects of azacitidine, the usual approach for this type of cancer:

Possible Side Effects of Azacitidine (Updated 1/22/18)

COMMON, SOME MAY BE SERIOUS
In 100 people receiving azacitidine, more than 20 and up to 100 may have:

Anemia which may require blood transfusion
Constipation, diarrhea, nausea, vomiting

Tiredness, fever Q
Swelling and redness at the site of the medication injection %
Infection, especially when white blood cell count is low Q
Bruising, bleeding
Loss of appetite

<4 .
MO A

OCCASIONAL, SOME MAY BE\E S
In 100 people receiving azacitidine, fr6™m 4 % 20 may have:

Heart failure which may cause shortness a ,)welling of ankles, and
tiredness

Fluid around heart %

Abnormal heartbeat Q

Swelling and redness of the e \
Pain Q

Bleeding from multiple %%u ing the nose

Internal bleeding whj ause black tarry stool, blood in vomit, or
coughing up bloo
Heartburn

Difficulty swal%
Sores in tl%ut

r sleeping

Chills
Swe ms, legs
S

weakness
iZyiness, headache
orry, confusion, depression

Shortness of breath, cough, postnasal drip

Hair loss, itching, rash

Increased sweating

Sores on the skin

Low blood pressure which may cause feeling faint
Pale skin
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RARE, AND SERIOUS
In 100 people receiving azacitidine, 3 or fewer may have:
e Allergic reaction which may cause rash, low blood pressure, wheezing, shortness
of breath, swelling of the face or throat
e Kidney damage which may cause swelling, may require dialysis

Reproductive risks: Men: You should not father a baby while in this study. The drugs used
in this study could be very damaging to an unborn baby. Check with the study doctor
about what types of pregnancy prevention to use while in this study.

STUDY GROUP B: - Q‘\)

In addition to side effects outlined above for azacitidine, people who axe iR roup B may
also experience the possible side effects of nivolumab listed belo side effects of

either drug might also be more frequent because of the drugc\'% ioh.

Possible Side Effects of BMS-936558 (Nivolumab)

after your treatment has ended. Some of t blems may happen more often when
BMS-936558 is used in combination with ip#j . Call or see vour healthcare provider
right away if you develop any problems ow or the symptoms get worse.

Special Precautions \
Side effects of BMS-936558 (nivolumab) mayQ)g ny time during treatment or even
T

MAY BE SERIOUS

In 100 people receiving BMS-9 olumab), more than 20 and up to 100 may have:

e Tiredness A
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OCCASIONAL, SOME MAY BE SERIOUS
In 100 people receiving BMS-936558 (nivolumab), from 4 to 20 may have:

Anemia which may require blood transfusion

Swelling and redness of the eye

Pain

Diarrhea, nausea

Dry mouth

Fever

Swelling and redness at the site of the medication injection

Bruising, bleeding (»Q

Pain or swelling of the joints

Loss of appetite
Reaction during or following drug infusion which may causjfe chills, rash

BMS-936558 may cause your immune system to attack nornpgl nNand cause side
effects in many parts of the body. These problems may inqu t are not limited to:

¢ Lung problems (pneumonitis and pleural ef
or worsening cough, chest pain, shortnesgof

e Intestinal problems (colitis) that can r
intestine. Signs and symptoms of cold{

JSywnptoms may include: new
NeAth.

ad to tears or holes in your

nclude: diarrhea or increase in bowel
rR\arry, sticky stools, severe belly pain or

movements, blood in your stools
tenderness. (S
e SKkin: itching; rash, blisters 'Q(‘i}n inside the mouth; loss of skin pigment
e Liver problems (hepatitj i an cause liver failure. Signs and symptoms of
hepatitis may include, ¢ of your skin or the whites of your eyes, severe
nausea or vomitin pness; pain in the right upper belly.
e Hormone gland eMys (especially the thyroid, pituitary and adrenal glands, and
pancreas). Si a mptoms may include: headaches that will not go away or
unusual h , extreme tiredness or changes in mood or behavior decreased
sex dri\é\ oss or weight gain; excessive thirst or urine; dizziness or fainting.

Q\)){ DJ
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RARE, AND SERIOUS
In 100 people receiving BMS-936558 (nivolumab), 3 or fewer may have:

e Dry eyes
e Sores in the mouth which may cause difficulty swallowing

BMS-936558 may cause your immune system to attack normal organs and cause side
effects in many parts of the body. These problems may include but are not limited to:

e Visual disturbances which may cause double vision, blurred vision, or loss of
vision with a chance of blindness

e A condition with high blood sugar which leads to tiredness, fre Q
urination, excessive thirst, headache, nausea and vomiting, a (%e ult in
coma

e Kidney problems, including nephritis and kidney failurqre
Signs of kidney problems may include: decrease in %Nl

g dialysis.
of urine,
blood in your urine, ankle swelling.
e Heart problems including swelling and heart fa ptoms and signs of
heart problem may include: Shortness of brggth \swefling of the ankle and

body.

e Problem of the muscle, including swellin ich can cause muscle pain and
severe muscle weakness sometimes dar¥’urine

e Swelling of the brain (meningitis/gnge itis), which may cause: headache,

stiff neck, confusion, sleepinesgd&ge?es or injury to the brain which may

cause headache, seizure, bliq%‘also known as Reversible Posterior
Leukoencephalopathy Syg§drom

e Allergic reaction whi a se rash, low blood pressure, wheezing,
shortness of breat e of the face or throat

e Problem of the eNthat can cause paralysis. Signs and symptoms may

include: num ingling of hands and feet; weakness of the arms, legs and
facial muscle

e Compli ’% associated with stem cell transplant using donor stem cells
(allo ic %M cell transplant). These complications are caused by attack of
donQr ¢ n the host organs (inducing liver, skin and gut damage), and can

tqQ geath. If you are considering an allogeneic stem transplant after
ipating in this study, please tell your doctor that you have received

S-936558 therapy, since the risk and severity of transplant-associated
omplications may be increased.

Additional Reproductive Risks for Group B: Men receiving nivolumab and who are
sexually active with WOCBP must continue contraception for a period of 31 weeks after
the last dose of nivolumab.
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STUDY GROUP C:

In addition to side effects outlined above for azacitidine, people who are in Group C may
also experience the possible side effects of midostaurin listed below. Some side effects of
either drug might also be more frequent because of the drug combination.

Possible Side Effects of Midostaurin

COMMON, SOME MAY BE SERIOUS
In 100 people receiving midostaurin, more than 20 and up to 100 may have:

¢ Diarrhea, nausea, vomiting “
AN

OCCASIONAL, SOME MAY BE SERIOUS (updated 11 ]V
In 100 people receiving midostaurin, from 4 to 20 maf \a

e Anemia, which may require blood transfusion

¢ Infection, especially when white blood cell count is low (,)\
e Pain \

e Constipation

e Swelling of arms, legs q

e Tiredness, fever

e Bruising, bleeding Q
e Headache A

e Shortness of breath

e Itching &

Additional Reproductive Risks for £r: . Sexually-active men must use a condom
while receiving midostaurin andgo 5) months after the last dose. Vasectomized men
must also use a condom to av; vering drug in the seminal fluid.

Let your study doctor kno y questions you have about possible side effects. You can
ask the study doctor @ | ns’about side effects at any time.

What possibl s can I expect from taking part in this study?

study oNgy not help you. This study will help researchers learn things that will help
ture.

It is not pfsiknow at this time if the study drugs are better than the usual approach so this
h

people i
Can I stop taking part in this study?

Yes. You can decide to stop at any time. If you decide to stop for any reason, it is important to let
the study doctor know as soon as possible so you can stop safely. If you stop, you can decide
whether or not to let the study doctor continue to provide your medical information to the
organization running the study.
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The study doctor will tell you about new information or changes in the study that may affect
your health or your willingness to continue in the study.

The study doctor may take you out of the study:
e I[fyour health changes and the study is no longer in your best interest
e If new information becomes available
e Ifyou do not follow the study rules
e If'the study is stopped by the sponsor, IRB or FDA.

What are my rights in this study?

Taking part in this study is your choice. No matter what decision you maven if
your decision changes, there will be no penalty to you. You will not 1 e®ghl care or any
legal rights.

(insert name of center) Institutional Review Board at ~ (insert telephone

number). (Note to Local Investigator: Contact informati(@ nt representatives or other
c

For questions about your rights while in this study, call the _ N, )

individuals at a local institution who are not on the IRB team but take calls

regarding clinical trial questions can also be listed hgge.)
What are the costs of taking part in th%;‘%b)
0

Nivolumab and midostaurin will be suppls
costs of getting nivolumab and midost,
SpPONSsOr SO you or your insurance ¢
may not continue to be supplied
occurs, your study doctor wil

arge while you take part in the study. The

regdy and giving them to you is not paid by the study
y have to pay for this. It is possible that the drugs

y& are on the study. Although this is not likely, if it

u about your options.

plan/insurance comp need to pay for all of the other costs of treating your cancer while
in this study, incl ost of tests, procedures, or medicines to manage any side effects,
unless you are to rtain tests are supplied at no charge. Before you decide to be in the
study, you sh k with your health plan or insurance company to find out exactly what

they will fo
You wil e paid for taking part in this study.

What happens if I am injured or hurt because I took part in this study?

Azacitidine 1s commer%a Jable and will not be supplied. You and/or your health

If you are injured or hurt as a result of taking part in this study and need medical treatment,
please tell your study doctor. The study sponsors will not offer to pay for medical treatment for
injury. Your insurance company may not be willing to pay for study-related injury. If you have
no insurance, you would be responsible for any costs.
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If you feel this injury was a result of medical error, you keep all your legal rights to receive
payment for this even though you are in a study.

Who will see my medical information?

Your privacy is very important to us and the researchers will make every effort to protect it.
Your information may be given out if required by law. For example, certain states require
doctors to report to health boards if they find a disease like tuberculosis. However, the
researchers will do their best to make sure that any information that is released will not identify
you. Some of your health information, and/or information about your specimen, frogmis study
will be kept in a central database for research. Your name or contact information ’be put
in the database.

sure your information is kept private, unless required by law to providg in\prn\fion. Some of
these organizations are:
e The study sponsor, SWOG, and any drug company supp, rf%c‘ study
e The Institutional Review Board, IRB, is a group of peoplqwhoreview the research with
the goal of protecting the people who take part in th
e The Food and Drug Administration and the Natioa er Institute in the U.S., and
b

similar ones if other countries are involved i% Nl .
Where can I get more information? Q
kgov/ for more information about studies or

ay afso call the NCI Cancer Information Service
CER (1-800-422-6237).

There are organizations that may inspect your records. These organizatio@ired to make

You may visit the NCI Web site at http,
general information about cancer. Y

to get the same information at: 1-§6Q-.

A description of this clinical 1 be available on http://www.ClinicalTrials.gov, as
required by U.S. Law. ThigZWeNRgsite will not include information that can identify you. At
most, the Web site will incl ummary of the results. You can search this Web site at
any time.

Who can answ% uestions about this study?
\s¥idy

You can talk doctor about any questions or concerns you have about this study or to
; Or injuries. Contact the study doctor (insert name of

at (insert telephone number).

My Signature Agreeing to Take Part in the Main Study

I have read this consent form or had it read to me. I have discussed it with the study doctor and
my questions have been answered. I will be given a signed copy of this form. I agree to take part
in the main study.

Participant’s signature

Date of signature
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