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5. Treatment Plan

51 Administration Schedule
5.1.1 MLN0128 (TAK-228) — ARM A
Cycle = 28 days
MLNO128 (TAK-228) 3 mg po QD by mouth once daily every day until
disease progression

MLNO128 (TAK-228) is formulated as 3 mg capsule, so patients will
take one 3 mg capsule once daily.

Patients will repeat cycles until disease progression (as definedin
Section 6.1.4) or unacceptable toxicity.

MLNO128 (TAK-228) will be administered on an empty stomach.
Patients should be instructed to refrain from eating and drinking
(except for water and prescribed medications) for 2 hours before and
1 hour after each dose.

Patients should be instructed to take their study medication at
approximately the same time on each scheduled dosing day and not
to take more than the prescribed dose at any time. Patients should
swallow the study medication whole and not chew it, open it, or
manipulate it in any way before swallowing. If a patient does not take
their MLNO128 (TAK-228) dose within 12 hours of the scheduled time,
then the dose should be skipped and considered a missed dose.
Patients should record any missed doses in their diary and resume
drug administration at the next scheduled time with the prescribed
dosage. Under no circumstance should a patient repeat a dose or
double-up doses.

NOTE: Please refer to the Patient Pill Calendar in Appendix |I.
Patients are required to return their completed Patient Pill
Calendar and bring any remaining capsules at each clinic
visit.
If severe emesis or mucositis prevents the patient from taking
scheduled doses, that dose will be skipped. If emesis occurs after
study medication ingestion, the dose will not be re-administered, and
patients should resume dosing at the next scheduled time with the
prescribed dosage. Patients should record the occurrence of the
emesis in their dosing diaries. Under no circumstance should a patient
repeat a dose or double-up doses.

Guidelines for dosage modification and treatment interruption or
discontinuation are provided in Section 5.5.

52 Adverse Event Reporting Requirements

The descriptions and grading scales found in the revised NCI Common
Terminology Criteriafor Adverse Events (CTCAE) version 4.0 will be utilized for
AE reporting. All appropriate treatment areas should have access to a copy of
the CTCAE version 4.0. A copy of the CTCAE version 4.0 can be downloaded
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6.14 Response Criteria

6.1.4.1

6.1.4.2

Evaluation of Target Lesions
Complete Response (CR)

Disappearance of all target lesions. Any pathological lymph
nodes (whether target or non-target) must have reduction
in short axis to < 10 mm.

Partial Response (PR)

At least a 30% decrease in the sum of the diameters of
target lesions, taking as reference the baseline sum
diameters

Progressive Disease (PD)

At least a 20% increase in the sum of the diameters of
target lesions, taking as reference the smallest sumon
study (this includes the baseline sum if that is the smallest
on study). In addition to the relative increase of 20%, the
sum must also demonstrate an absolute increase of at
least 5 mm.

NOTE: The appearance of one or more new lesions is
also considered progression, See Section
6.1.4.2.

Stable Disease (SD)

Neither sufficient shrinkage to qualify for PR nor sufficient
increase to qualify for PD, taking as reference the smallest
sum diameters while on study. (Note: a change of 20% or
more that does not increase the sum of the diameters by 5
mm or more is coded as stable disease)

To be assigned a status of stable disease, measurements
must have met the stable disease criteria at least once
after study entry at a minimum interval of 8 weeks.

Evaluation of Non-Target Lesions
Complete Response (CR)

Disappearance of all non-target lesions. All lymph nodes
must be non-pathological in size (<10 mm short axis)

Non-CR/Non-PD
Persistence of one or more non-target lesion(s.

Progressive Disease (PD)

Appearance of one or more new lesions and/or
unequivocal progression of existing non-target lesions (see
Section 6.1.4.3). Unequivocal progression should not
normally trump target lesion status. It must be
representative of overall disease status change, nota
single lesion increase.

69



ECOG-ACRIN
Cancer Research Group

EA2161
Version Date: October 11,2019

6.1.4.3

6.1.44

When the patient also has measurable disease, there must
be an overall level of substantial worsening in non-target
disease such that, even in the presence of SD or PR in
target disease, the overall tumor burden has increased
sufficiently to merit discontinuation of therapy. A modest
“‘increase” in the size of one or more non-target lesions is
usually not sufficient to qualify for unequivocal progression
status. The designation of overall progression solely on the
basis of change in non-target disease in the face of SD or
PR of target disease will therefore be extremely rare.

When the patient only has non-measurable disease, the
increase in overall disease burden should be comparable
in magnitude to the increase that would be required to
declare PD for measurable disease: i.e., an increase in
tumor burden from “trace” to “large”, an increase in nodal
disease from “localized” to “widespread”, or an increase
sufficient to require a change in therapy.

Although a clear progression of “non-target’” lesions only is
exceptional, the opinion of the treating physician should
prevail in such circumstances, and the progression status
should be confirmed at a later time by the review panel (or
Principal Investigator).

Evaluation of New Lesions

The appearance of new lesions constitutes Progressive
Disease (PD).

A growing lymph node that did not meet the criteriafor
reporting as a measurable or non-measurable lymph node
at baseline should only be reported as a new lesion (and
therefore progressive disease) if it:

a) increases in size to =z 15 mm in the short axis, or

b) there is new pathological confirmation that it is disease
(regardless of size).

Evaluation of Best Overall Response

The best overall response is the best response recorded
fromthe start of the treatment until disease
progression/recurrence or non-protocol therapy (taking as
reference for progressive disease the smallest
measurements recorded since the treatment started). The
patient’s best response assignment will depend on the
achievement of both measurement and confirmation
criteria.
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9.

Statistical Considerations

This trial will have a two-stage optimal design with a primary endpoint of evaluation of
objective tumor response (CR + PR). Secondary endpoints are to estimate PFS,
describe response duration, and to evaluate toxicity. The null hypothesisis a 5% true
response rate versus the alternative hypothesis of a20% true response. Thefirst stage
will recruit 13 patients in order to accrue 12 eligible and treated patients. If among the 12
eligible patients at least 1 patient has an objective response to therapy, the study will
move to the second stage of accrual where 27 additional patients will be enrolled to
achieve accrual of 25 eligible and treated patients. If necessary, accrual will halt during
the first stage to allow assessment of response among the first cohort of patients. If
accrual goes as projected, the minimum time interval for first stage analysis is roughly 10
months. If at the end of the second stage 4 or more patients attain objective response to
therapy, the null hypothesis will be rejected and the agent will be recommended for
further evaluation. This design has type | error of 0.094, 90.2% power and a probability
of rejection at the first stage under the null hypothesis of at least 54 %.

Adverse event evaluation is an important secondary endpoint. With full accrual of 37
eligible and treated patients, a 90% confidence interval for any given adverse event
proportion will be no wider than 29%. In addition, in the first stage of 12 eligible patients,
there is at least 80% probability of observing at least one toxicity if the true toxicity
probability is as low as 13%. At full accrual of 37 eligible, and treated patients there is at
least 80% probability of observing one or more adverse events if the true rate is as low
as 5%. In order to allow for ineligibility, this trial will have an accrual goal of 40 patients.
Based on previous studies in pancreatic neuroendocrine tumors, we expect to be able to
accrual approximately 4 patients per month on this study.

Progression-free survival, disease control rate and duration of response are also
secondary endpoints. Their analyses will be descriptive in nature.

Safety Monitoring

Interim analyses of toxicity are performed twice yearly for all ECOG-ACRIN studies.
Reports of these analyses are sent to the ECOG-ACRIN Principal Investigator or Senior
Investigator at the participating institutions. Expedited reporting of certain adverse
events is required, as described in Section 5.2.
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91

Gender and Ethnicity

Based on previous data from E2211 the anticipated accrual in subgroups defined

by gender and race is:

DOMESTIC PLANNED ENROLLMENT REPORT

Ethnic Categories

Racial Categories Not T:t'i):g lcor Hislea:mg or Total
Female | Male | Female | Male

American Indian/ Alaska Native 0 0 0 0 0
Asian 0 1 0 0 1
Native Hawaiian or Other Pacific Islander | O 0 0 0 0
Black or African American 3 2 0 0 5
White 13 19 1 1 34
More Than One Race 0 0 0 0 0
Total 16 22 1 1 40

The accrual targets in individual cells are not large enough for definitive subgroup
analyses. Therefore, overall accrual to the study will not be extended to meet

individual subgroup accrual targets.
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10.

11.

12.

Electronic Data Capture

Please refer to the EA2161 Forms Completion Guidelines for the forms submission
schedule. Data collection will be performed exclusively in Medidata Rave.

This study will be monitored by the Clinical Data Update System (CDUS) version 3.0.

Cumulative CDUS data will be submitted quarterly from the ECOG-ACRIN Operations
Office — Boston to CTEP by electronic means.

10.1 Records Retention

FDA regulations (21 CFR 312.62) require clinical investigators to retain all trial -
related documentation, including source documents, long enough to allow the
sponsor to use the data to support marketing applications.

This study will be used in support of a US marketing application (New Drug

Application), all records pertaining to the trial (including source d ocuments) must
be maintained for:

* two years after the FDA approves the marketing application, or

» two years after the FDA disapproves the application for the indication being
studied, or

* two years after the FDA is notified by the sponsor of the discontinuation of
trials and that an application will not be submitted.

Please contact the ECOG-ACRIN Operations Office — Boston prior to destroying
any source documents.

Patient Consent and Peer Judgment

Current FDA, NCI, state, federal and institutional regulations conceming informed
consent will be followed.

References

1. Yao JC, Eisner MP, Leary C, et al. Population-based study of islet cell
carcinoma. Ann Surg Oncol. 2007;14(12):3492-3500.

2. Yao JC, Hassan M, Phan A, et al. One hundred years after “carcinoid™:
epidemiology of and prognostic factors for neuroendocrine tumors in 35,825
cases in the United States. J Clin Oncol 2008;26:3063-72.

3. Strosberg J, Gardner N, Kvols L. Survival and prognostic factor analysis in
patients with metastatic pancreatic endocrine carcinomas. Pancreas. 2009;
38:255-8. [PubMed: 19066493]

4. Okkenhaug K, Vanhaesebroeck B. PI3K in lymphocyte development,
differentiation and activation. Nat Rev Immunol 2003;3:317-30

5. Engelman JA. Targeting PI3K signaling in cancer: opportunities, challenges and
limitations. Nat Rev Cancer 2009;9:550-62

6. Bunney TD, Katan M. Phosphoinositide signalling in cancer: beyond PI3K and
PTEN. Nat Rev Cancer 2010;10:342-52

7. Mamane Y, Petroulakis E, LeBacquer O, Sonenberg N. mTOR, translation
initiation and cancer. Oncogene 2006;25:6416-22

80



ECOG-ACRIN EA2161
Cancer Research Group Version Date: October 11,2019

8. Pollak M. The insulin and insulin-like growth factor receptor family in neoplasia:
an update. Nat Rev Cancer 2012;12:159-69

9. Platanias LC. Mechanisms of Type-I| and Type-lI-interferon-mediated signalling.
Nat Rev Immunol 2005;5:375-86

10. Hay N, Sonenberg N. Upstream and downstream of mTOR. Genes Dev
2004;18:1926-45

11. Bellacosa A, Kumar CC, Di Cristofano A, Testa JR. Activation of AKT kinases in
cancer: implications for therapeutictargeting. Adv Cancer Res 2005;94:29-86

12. Dillon RL, Muller WJ. Distinct biological roles for the akt family in mammary
tumor progression. Cancer Res 2010;70:4260-4

13. Cheng GZ, Zhang W, Wang LH. Regulation of cancer cell survival, migration,
and invasion by Twist: AKT2 comes to interplay. Cancer Res 2008;68:957-60

14. Beauchamp EM, Platanias LC. The evolution of the TOR pathway and its role in
cancer. Oncogene 2012; [Epub ahead of print]

15. Manning BD, Cantley LC. United at last: the tuberous sclerosis complex gene
products connect the phosphoinositide 3-kinase/Akt pathway to mammalian
target of rapamycin (mTOR) signalling. Biochem Soc Trans 2003;31(Pt 3):573-8

16. Missiaglia E, Dalai |, Barbi S, et al. Pancreatic endocrine tumors: expression
profiling evidences arole for AKT-mTOR pathway. J Clin Oncol. 2010; 28:245-
55. [PubMed: 19917848]

17. Missiaglia E, Dalai |, Barbi S, et al. Pancreatic endocrine tumors: expression
profiling evidences arole for AKT-mTOR pathway. J Clin Oncol 2010;28:245-55

18.  von Wichert G, Jehle PM, Hoeflich A, et al. Insulin-like growth factor-l is an
autocrine regulator of chromogranin A secretion and growth in human
neuroendocrine tumor cells. Cancer Res 2000;60:4573-81.

19. Moreno A, Akcakanat A, Munsell MF, Soni A, Yao JC, Meric-BernstamF.
Antitumor activity of rapamycin and octreotide as single agents or in combination
in neuroendocrine tumors. Endocr Relat Cancer 2008;15:257-66.

20. Jiao 'Y, Shi C, Edil BH, etal. DAXX/ATRX, MEN1, and mTOR pathway genes are
frequently altered in pancreatic neuroendocrine tumors. Science 2011;331:1199-
203

21. Bunney TD, Katan M. Phosphoinositide signalling in cancer: beyond PI3K and
PTEN. Nat Rev Cancer 2010;10:342-52

22. Yao JC, Lombard-Bohas C, Baudin E, et al. Daily oral everolimus activity in
patients with metastatic pancreatic neuroendocrine tumors after failure of
cytotoxic chemotherapy: aphase Il trial. J Clin Oncol 2010; 28:69-76.

23.  Yao JC, Shah MH, Ito T, etal., RAD001 in Advanced Neuroendocrine Tumors,
Third Trial (RADIANT-3) Study Group. Everolimus for advanced pancreatic
neuroendocrine tumors. N Engl J Med 2011; 364:514-523.

24. Loewith R, Jacinto E, Wullschleger S, Lorberg A, Crespo JL, Bonenfant D,
Oppliger W, Jenoe P, Hall MN (2002) Two TOR complexes, only one of which is
rapamycin sensitive, have distinct roles in cell growth control. Mol Cell 10:457 -
468

25. Hara K, Maruki Y, Long X, Yoshino K, Oshiro N, Hidayat S, Tokunaga C, Avruch
J, Yonezawa K (2002) Raptor, a binding partner of target of rapamycin (TOR),
mediates TOR action. Cell 110:177-189

81



ECOG-ACRIN EA2161
Cancer Research Group Version Date: October 11,2019

26. Kim DH, Sarbassov DD, Ali SM, King JE, Latek RR, Erdjument-Bromage H,
Tempst P, Sabatini DM (2002) mTOR interacts with raptor to form a nutrient-
sensitive complex that signals to the cell growth machinery. Cell 110:163-175

27. Peterson TR, Laplante M, Thoreen CC, Sancak Y, Kang SA, Kuehl WM, Gray
NS, Sabatini DM (2009) DEPTOR is an mTOR inhibitor frequently overexpressed
in multiple myeloma cells and required for their survival. Cell 137:873-886

28. Sancak Y, Thoreen CC, Peterson TR, Lindquist RA, Kang SA, Spooner E, Carr
SA, Sabatini DM (2007) PRAS40 is an insulin regulated inhibitor of the mTORC1
protein kinase. Mol Cell 25:903-915

29.  Vander Haar E, Lee SI, Bandhakavi S, Griffin TJ, Kim DH (2007) Insulin
signalling to mTOR mediated by the Akt/PKB substrate PRAS40. Nat Cell Biol
9:316-323

30. Thoreen CC, ChantranupongL, Keys HR, et al. A unifying model for mTORC1-
mediated regulation of mRNA translation. Nature 2012;485:109-13

31. Bhaskar PT, Hay N. The two TORCs and Akt. Dev Cell 2007;12:487-502

32. ZoncuR, Efeyan A, Sabatini DM. mTOR: from growth signal integration to
cancer, diabetes and ageing. Nat Rev Mol Cell Biol 2011;12:21-35

33.  CybulskiN, Hall MN. TOR complex 2: a signaling pathway of its own. Trends
Bicohem Sci 2009;34:620-7

34. Choid, ChenJ, Schreiber SL, Clardy J (1996) Structure of the FKBP12-
rapamycin complex interacting with the binding domain of human FRAP. Science
273:239-242

35. Jacinto E, Loewith R, Schmidt A, Lin S, Ruegg MA, Hall A, Hall MN (2004)
Mammalian TOR complex 2 controls the actin cytoskeleton and is rapamycin
insensitive. Nat Cell Biol 6:1122—-1128

36.  Sarbassov DD, Ali SM, Kim DH, Guertin DA, Latek RR, Erdjument-Bromage H,
Tempst P, Sabatini DM (2004) Rictor, a novel binding partner of mTOR, defines
a rapamycin-insensitive and raptor-independent pathway that regulates the
cytoskeleton. Curr Biol 14:1296-1302

37.  Sarbassov DD, Ali SM, Sengupta S, Sheen JH, Hsu PP, Bagley AF, Markhard
AL, Sabatini DM (2006) Prolonged rapamycin treatment inhibits mTORC2
assembly and Akt/PKB. Mol Cell 22:159-168

38.  Shen, HC; He, M; Powell, A; Adem, A; Lorang, D; Heller, C; Grover, AC; Ylaya,
K; Hewitt, SM; Marx, SJ; Spiegel, AM; Libutti, SK. Recapitulation of pancreatic
neuroendocrine tumorsin human multiple endocrine neoplasia type | syndrome
via Pdx1-directed inactivation of Men1 Cancer Res., 2009 vol. 69(5) pp. 1858-66

39. Infante JR, Tabernero J, Cervantes A, Jalal S et al. Abstract C252: A phase 1,
dose-escalation study of MLN0128 (TAK-228), an investigational oral mammalian
target of rapamycin complex 1/2 (mTORC1/2) catalytic inhibitor, in patients (pts)
with advanced non-hematologic malignancies. Mol Cancer Ther November 2013
12;C252

40. Investigator’'s Brochure. MLNO128 (TAK-228), In: Takeda Pharmaceutical Co.,
ed.: 2016

82


http://mct.aacrjournals.org/search?author1=Jeffrey+R.+Infante&sortspec=date&submit=Submit
http://mct.aacrjournals.org/search?author1=Josep+Tabernero&sortspec=date&submit=Submit
http://mct.aacrjournals.org/search?author1=Andres+Cervantes&sortspec=date&submit=Submit
http://mct.aacrjournals.org/search?author1=Shadia+Jalal&sortspec=date&submit=Submit

ECOG-ACRIN EA2161
Cancer Research Group Version Date: October 11,2019

A Phase Il Study of MLN0128 (TAK-228) in Rapalog-Resistant Advanced Pancreatic
Neuroendocrine Tumors (PNET)

Appendix |

Patient Thank You Letter

We ask that the physician use the template contained in this appendix to prepare a letter
thanking the patient for enrolling in this trial. The template is intended as a guide and can
be downloaded from the web site at http://www.ecog.org. As this is a personal letter,
physicians may elect to further tailor the text to their situation.

This small gesture is a part of a broader program being undertaken by ECOG-ACRIN
and the NCI to increase awareness of the importance of clinical trials and improve
accrual and follow-through. We appreciate your help in this effort.

[PATIENT NAME] [DATE]
[PATIENT ADDRESS]

Dear [PATIENT SALUTATION],

Thank you for agreeing to take part in this important research study. Many questions
remain unanswered in cancer. With the participation of people like you in clinical trials,
we hope to improve treatment and quality of life for those with your type of cancer.

We believe you will receive high quality, complete care. | and my research staff will
maintain very close contact with you. This will allow me to provide you with the best care
while learning as much as possible to help you and other patients.

On behalf of [INSTITUTION]and ECOG-ACRIN, we thank you again and look forward to
helping you.

Sincerely,

[PHYSICIAN NAME]
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Appendix Il

Patient Pill Calendar

Pill Calendar Directions

1.
2.

Take your scheduled dose of each pill.

Please bring the empty bottle or any leftover tablets and your pill calendar to your
next clinic visit.

All doses should be taken at least 2 hours before ameal or 1 hour after ameal at
approximately the same times each day, with water only.

MLNO128 (TAK-228) is to be once per day every day.

In the event that you vomit after MLNO128 (TAK-228) dosing, do not retake new
tablet(s), but continue to take the next dose at the regular time on the following day.

Should you miss scheduled dose, you will be allowed to take the dose up to a
maximum of 12 hours after the scheduled dose time. If greater than 12 hours after
the scheduled dose time, the missed dose should not be taken and you should take
their allotted dose at the next scheduled time.

If you need to take the dose earlier for whatever reason, you can take the dose up to
2 hours earlier than the scheduled dose time.
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Patient Pill Calendar

This is a calendar on which you are to record the time and number of tablets you take each day.
You should take your scheduled dose of each pill. Note the times and the number of tablets
that you take each day. If you develop any side effects, please record them and anything you
would like to tell the doctor in the space provided. Bring any unused tablets and your completed
pill calendar to your doctor’s visits.

MLNO128 (TAK-228) should be swallowed whole (not chewed) with one 8 ounce glass of water.
You should take your dose of MLN0128 (TAK-228) at approximately the same time each day
without food. If you miss a dose (if it is not taken within 12 hours after the scheduled dosing
time) or vomit up the tablets of MLNO128 (TAK-228), you should skip that dose and start your
dosing with the next scheduled dose. You will not be allowed to make up missed doses.

Patient ID#:

MLNO0128 (TAK-228)

Date Time Number of | Number of [ Use the space below to make notes
capsules capsules capsules | aboutthings youwould like to tell the
taken taken taken doctor (including unusual symptoms
(Specify (3mag) (1 mg) youexperience, ifany dosewas
AM or PM) vomited, other medicine you have
taken and anything else youthink
DAY |Month Day Year would be of interest.)
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
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Date Time Number of | Number of [ Use the space below to make notes
capsules capsules capsules | aboutthings youwould like to tell the
taken taken taken doctor (including unusual symptoms
(Specify (3 mg) (1 mg) youexperience, ifany dosewas
AM or PM) vomited, other medicine you have
taken and anything else youthink
DAY |Month Day Year would be of interest.)
22
23
24
25
26
27
28

Patient Signature:

Date:
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Appendix Il

CRADA/CTA

The agent(s) supplied by CTEP, DCTD, NCI used in this protocol is/are provided to the NCI
under a Collaborative Agreement (CRADA, CTA) between the Pharmaceutical Company(ies)
(hereinafterreferred to as “Collaborator(s)”) and the NCI Division of Cancer Treatment and
Diagnosis. Therefore, the following obligations/guidelines, in addition to the provisions in the
“Intellectual Property Option to Collaborator”
(http://ctep.cancer.gov/industryCollaborations2/intellectual_property.htm) contained within the
terms of award, apply to the use of the Agent(s) in this study:

1. Agent(s) may not be used for any purpose outside the scope of this protocol, nor can
Agent(s) be transferred or licensed to any party not participating in the clinical study.
Collaborator(s) data for Agent(s) are confidential and proprietary to Collaborator(s) and shall
be maintained as such by the investigators. The protocol documents for studies utilizing
investigational 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 aclinical 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.”):

a. NCI will provide all Collaborators with prior written notice regarding the existence and
nature of any agreements governing their collaboration with NIH, the design of the
proposed combination protocol, and the existence of any obligations that would tend to
restrict NClI's participation in the proposed combination protocol.

b. Each Collaborator shall agree to permit use of the Multi-Party Data from the clinical trial
by any other Collaborator solely to the extent necessary to allow said other Collaborator
to develop, obtain regulatory approval or commercialize its own investigational Agent.

c. 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
investigational Agent.

3.  Clinical Trial Data and Results and Raw Data developed undera Collaborative Agreement
will be made available exclusively to Collaborator(s), the NCI, and the FDA, as appropriate
and unless additional disclosure is required by law or court order as described in the IP
Option to Collaborator
(http://ctep.cancer.gov/industryCollaborations2/intellectual_property.htm). Additionally, all
Clinical Data and Results and Raw Data will be collected , used and disclosed consistent
with all applicable federal statutes and regulations for the protection of human subjects,
including, if applicable, the Standards for Privacy of Individually Identifiable Health
Information set forthin 45 C.F.R. Part 164.
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4.  When a Collaborator wishes to initiate a data request, the request should first be sent to
the NCI, who will then notify the appropriate investigators (Group Chair for Cooperative
Group studies, or Pl for other studies) of Collaborator's wish to contact them.

5.  Any data provided to Collaborator(s) for Phase 3 studies must be in accordance with the
guidelines and policies of the responsible Data Monitoring Committee (DMC), if there is a
DMC for this clinical trial.

6. Any manuscripts reporting the results of this clinical trial must be provided to CTEP by the

Group office for Cooperative Group studies or by the principal investigator for non-
Cooperative Group studies forimmediate delivery to Collaborator(s) for advisory review
and comment prior to submission for publication. Collaborator(s) will have 30 days from
the date of receipt for review. Collaborator shall have the right to request that publication
be delayed for up to an additional 30 days in order to ensure that Collaborator’s
confidential and proprietary data, in addition to Collaborator(s)’s intellectual property rights,
are protected. Copies of abstracts must be providedto CTEP for forwarding to
Collaborator(s) for courtesy review as soon as possible and preferably at least three (3)
days prior to submission, but in any case, prior to presentation at the meeting or
publication in the proceedings. Press releases and other media presentations must also
be forwarded to CTEP prior to release. Copies of any manuscript, abstract and/or press
release/ media presentation should be sent to:

ncicteppubs@mail.nih.gov

The Regulatory Affairs Branch will then distribute them to Collaborator(s). No publication,
manuscript or other form of public disclosure shall contain any of Collaborator’'s
confidential/ proprietary information.
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Appendix IV

ECOG Performance Status

PS0O Fully active, able to carry on all pre-disease performance without restriction

PS1 Restricted in physically strenuous activity but ambulatory and able to carry out
work of a light or sedentary nature e.g., light house work, office work.

PS 2 Ambulatory and capable of all self-care but unable to carry out any work
activities. Up and about more than 50% of waking hours.

PS3 Capable of only limited self-care, confined to bed or chair more than 50% of
waking hours.

PS4 Completely disabled. Cannot carry on any self-care. Totally confined to bed or
chair.
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Appendix V

Instructions for Reporting Pregnancies on a Clinical Trial

What needs to be reported?

All pregnancies and suspected pregnancies (including a positive or inconclusive pregnancy
test regardless of age or disease state) of afemale patient while she is on MLNO128 (TAK-
228), or within 28 days of the patient’s last dose of MLN0128 (TAK-228) must be reportedin
an expeditious manner. The outcome of the pregnancy and neonatal status must also be
reported.

How should the pregnancy be reported?

The pregnancy, suspected pregnancy, or positive/inconclusive pregnancy test must be
reported via CTEP’s Adverse Event Reporting System (CTEP-AERS)

(http://ctep.cancer.qov/protocolDevelopment/electronic_applications/adverse_events.htm)

When does a pregnancy, suspected pregnancy or positive/inconclusive pregnancy
test need to be reported?

An initial report must be done within 24 hours of the Investigator's learning of the event,
followed by a complete expedited CTEP-AERSs report within 5 calendar days of the initial 24-
hour report.

What other information do | need in orderto complete the CTEP-AERSs report fora
pregnancy?
e The pregnancy (fetal exposure) must be reported as a Grade 3 “Pregnancy, puerperium

and perinatal conditions — Other (pregnancy)” under the System Organ Class (SOC)
“Pregnancy, puerperium and perinatal conditions”

e The pregnancy must be reported within the timeframe specified in the Adverse Event
Reporting section of the protocol for agrade 3 event.

e The startdate of the pregnancy should be reported as the calculated date of conception.

e 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.

What else do | need to know when a pregnancy occurs to a patient?

e The Investigator must follow the female patient until completion of the pregnancy and
must report the outcome of the pregnancy and neonatal status via CTEP-AERSs.

e The decision on whether an individual female patient can continue protocol treatment wil

be made by the site physician in collaboration with the study chair and ECOG-ACRIN
Operations Office — Boston. Please contact the ECOG-ACRIN Operations Office —
Boston to ask for a conference call to be set up with the appropriate individuals.

e Jtis recommended the female subject be referred to an obstetrician-gynecologist,
preferably one experienced in reproductive toxicity for further evaluation and counseling.
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How should the outcome of a pregnancy be reported?

The outcome of a pregnancy should be reported as an amendmentto the initial CTEP-AERs
report if the outcome occurs on the same cycle of treatment as the pregnancy itself.
However, if the outcome of the pregnancy occurred on a subsequentcycle, anew CTEP-
AERs report should be initiated reporting the outcome of the pregnancy.

What constitutes an abnormal outcome?

An abnormal outcome is defined as any pregnancy that results in the birth of a child with
persistent or significant incapacity or substantial disruption of the ability to conduct normal
life functions (formerly referred to as disabilities), congenital anomalies, or birth defects. For
assistance in recording the grade or category of these events, please contact the CTEP
AEMD Help Desk at 301-897-7497 or aemd@tech-res.com, forit will need to be discussed
on a case by case basis.

Reporting a Fetal Death

A fetal death is defined in CTCAE as “A disorder characterized by death in utero; failure of
the product of conception to show evidence of respiration, heartbeat, or definite movement
of a voluntary muscle after expulsion from the uterus, without possibility of resuscitation.”

It must be reported via CTEP-AERSs as Grade 4 “Pregnancy, puermperium and perinatal
conditions - Other (pregnancy loss)” under the System Organ Class (SOC) “Pregnancy,
puerperium and perinatal conditions”.

A fetal death should NOT be reported as a Grade 5 event as currently CTEP-AERs
recognizes this event as a patient’s death.

Reporting a Neonatal Death

A neonatal death is defined in CTCAE as “A disorder characternized by cessation of life
occurring during the first 28 days of life” that is felt by the investigator to be at least possibly
due to the investigational agent/intervention. However, for this protocol, any neonatal death
that occurs within 28 days of birth, without regard to causality, must be reported via CTEP-
AERs AND any infant death after 28 days that is suspected of being related to the in utero
exposure to MLNO128 (TAK-228) must also be reported via CTEP-AERSs.

It must be reported via CTEP-AERSs as Grade 4 “General disorders and administration -
Other (neonatal loss)"under the System Organ Class (SOC) “General disorder and
administration”.

A neonatal death should NOT be reported as a Grade 5 event as currently CTEP-AERSs
recognizes this event as a patient’s death.

Additional Required Forms:

When submitting CTEP-AERSs reports for pregnancy, pregnancy loss, or neonatal loss, the
CTEP Pregnancy Information Form'must be completed and faxed along with any
additional medical information to CTEP (301-230-0159). This form is available on CTEP's
website
(http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/PreanancyReport
Form.pdf)
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Appendix VI

CYP3A4 Strong Inducers and Potent Inhibitors

Because the lists of these agents are constantly changing, it is important to regularly
consult a frequently-updated list such as Facts and Comparisons or Lexicomp; medical
reference texts such as the Physicians’ Desk Reference may also provide this
information. The Principal Investigator should be alerted if the subject is taking any agent

on these lists. Appropriate medical judgment is required.

CYP3A4 Inducing Agents:

Ketoconazole Mebefradil
Protease inhibitors (danoprevir, ritonavir,  Itraconazole
saquinavir, indanavir, tapranauvir, Posaconazole
telaprevir, elvitegravir, lopinavir, Voriconazole

nelfinavir, bocepravir)

Clarithromycin

Cobicistat Telithromycin
Conivaptan Troleandomycin
Nefazodone

CYP3A4 Potent Inhibitors:

Phenobarbital Rifabutin
Carbamazepine Mitotane
Phenytoin Enzalutamide
Rifampicin St John’s Wort
CYP2D6 Sensitive Substrates:

Amitryptyline Nebivolol
Atomoxetine Nefazodone
Cenlafaxine Paroxetine
Desipramine Perphenazine
Dextromethorphan Trimipramine
Doxepin Tolterodine
Metoprolol Tropisetron
Venlafaxine

CYP2D6 Substrates with Narrow Therapeutic Range:

Thioridiazine
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Appendix VII

Information On Possible Drug Interactions

Information for Patients, Their Caregivers and Non-Study Healthcare Team on Possible
Interactions with Other Drugs and Herbal Supplements

The patient is enrolled on aclinical trial using the
experimental study drug, MLN0128 (TAK-228). This clinical trial is sponsored by the National
Cancer Institute. This formis 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:

MLNO128 (TAK-228) interacts with certain specific enzymes in the liver and certain transport
proteins that help move drugs in and out of cells.

e Some of the enzymes in question are UGT 1A9, 2B7 and CYP 3A4/5 and 2C9. MLNO128
(TAK-228) is broken down by these enzymes and is affected by otherdrugs that are potent
inducers or inhibitors of UGT 1A9, 2B7 and CYP 3A4/5 and 2C9. Avoid use of other drugs
that are strong inducers or inhibitors of these enzymes within 2 weeks (within 3 weeks for St
John’s Wort) of MLNO128 (TAK-228) administration.

e MLNO128 (TAK-228) may affect otherdrugs by inhibiting enzymes needed to clear them
from the body. These enzymes are CYP 3A4/5, 2C9, 2D6, 2B6, 2C19. Avoid use of other
drugs that are sensitive substrates of these enzymes within 2 weeks of MLNO128 (TAK-228)
administration.

e The transport proteins in question are OATP1B1, OCT2 and BCRP. MLN0128 (TAK-228)
may inhibit other drugs from being moved in and out of cells/organs by these transport
proteins. In particular, metformin and certain statins may interact with MLNO128 (TAK-228)
and need to be managed carefully in patients taking them concurrently.

To the patient: Take this paper with you to your medical appointments and keep the
attached information card in your wallet.

MLNO128 (TAK-228) may interact with other drugs which can cause side effects. For this
reason, itis very important to tell your study doctors of any medicines you are taking before you
enroll onto this clinical trial. It is also very important to tell your doctors if you stop taking any
regular medicines, or if you start taking a new medicine while you take part in this study. When
you talk about your current medications with your doctors, include medicine you buy without a
prescription (over-the-counter remedy), or any herbal supplements such as St. John’s Wort. Itis
helpful to bring your medication bottles or an updated medication list with you.

Many health care providers can write prescriptions. You must tell all of your health care
providers (doctors, physician assistants, nurse practitioners, pharmacists) you are taking part in
a clinical trial.

These are the things that you and they need to know:

MLNO128 (TAK-228) must be used very carefully with other medicines that affectUGT 1A9, 2B7
and CYP 3A4/5, 2C9 enzymes needed to clear it from your body. MLN0O128 (TAK-228) may
affect enzymes CYP 3A4/5, 2C9, 2D6, 2B6, 2C19 that are needed to clear other drugs from
your body. MLNO128 (TAK-228) inhibits OATP1B1, OCT2 and BCRP transport proteins that
may be required to move other drugsin and out of cells/organs. Before you enroll onto the
clinical trial, your study doctor will work with your regular health care providers to review any
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medicines and herbal supplements that are considered “stronginducers/inhibitors of UGT 1A9,
2B7 and CYP 3A4/5, 2C9 or substrates of CYP 3A4/5, 2C9, 2D6, 2B6, 2C19 or substrates of

transport proteins OATP1B1, OCT2 and BCRP.”

e Please be very careful! Over-the-counterdrugs (including herbal supplements such as St
John’s Wort) 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 MLNO128 (TAK-

228)

* Druginteractions with medications that are strong inhibitors or potent inducers of CYP3A4

may occur

e Your regular health care provider should check afrequently updated medical ref erence 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

STUDY DRUG INFORMATION WALLET CARD
You are enrolled onaclinical trial using the experimenta
study drug MLNO0128 (TAK-228). This clinical trial is
sponsored by the NCI. MLNO128 (TAK-228) may interact
with drugs thatare processed by yourliver, or use
certain transportproteins inyour body. Because of this,
itis very importantto:

» Tell yourdoctors ifyoustop taking any medicines or if
youstart taking any new medicines.

» Tell all of your health care providers(doctors,
physician assistants, nurse practitioners, or
pharmacists)thatyou are taking partin a clinical trial.

» Check with yourdoctor or pharmacistwheneveryou
need to use an over-the-counter medicine or herbal
supplement

» MLNO128 (TAK-228) interacts with UGT 1A9, 2B7 and
CYP 3A4/5, 2C9, 2D6, 2B6, 2C19 and transport
proteins OATP1B1, OCT2 and BCRP and must be
used very carefully with other medicines thatinteract
with these enzymes and transport proteins.

» Before you enroll onto the clinical trial, your study
doctor will work with your regular health care
providersto review any medicines and herbal
supplements thatare considered “strong
inducers/inhibitors of UGT 1A9, 2B7 and CYP 3A4/5,
2C9 orsubstrates of CYP 3A4/5, 2C9, 2D6, 2B6,
2C19 orsubstrates of transportproteins OATP1B1,
OCT2 and BCRP.”

» Avoid ingesting grapefruitjuice, grapefruitand Seville
oranges while taking MLNO128 (TAK-228).

» Before prescribingnew medicines, yourregular
health care providers should go to afrequently-
updated medical reference for a listofdrugs to avoid,
or contactyour study doctor.

Your study doctor’'s name is

and can be contacted at




