FONDAZIONE

N

ITALIANA LINFOMI

STUDY PROTOCOL

ROMIDEPSIN IN COMBINATION WITH CHOEP AS FIRST LINE
TREATMENT BEFORE HEMATOPOIETIC STEM CELL
TRANSPLANTATION IN YOUNG PATIENTS WITH NODAL
PERIPHERAL T-CELL LYMPHOMAS: A PHASE I-Il STUDY.

STUDY DRUG Romidepsin
Study ID Phase I-1l FIL_PTCL13
EUDRACT Number 2013-005179-41
Version 2.0 July 22 ™, 2015

STUDY CONTACT INFORMATION

INVESTIGATOR AND SPONSOR

Fondazione Italiana Linfomi Onlus (FIL)

Study FIL Office: c/o Azienda Ospedaliera SS. Antonio e Biagio e Cesare Arrigo
Address: via Venezia 16, 15121 Alessandria, Italy

Phone no.: +39-0131-206071-206288

Fax no.: +39-0131-263455

Email: segreteria@filinf.it

PRINCIPAL INVESTIGATOR
Prof. Paolo Corradini

Address: Department of Hematology - Fondazione IRCCS Istituto Nazionale dei Tumori, via Venezian 1,
20233 Milano, University of Milan, Italy

Phone n. +39(0)2 2390 2950

Fax n. +39(0)2 2390 2908

E-mail: paolo.corradini@unimi.it

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 1/61



WRITING COMMITTEE AND SCIENTIFIC SUPPORT

e Paolo Corradini, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy: design of the study
and protocol writing

e Annalisa Chiappella, AO Citta della Salute e della Scienza, Torino, Italy: design of the study and
protocol writing

* Giulia Perrone, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy: design of the study
and protocol writing

e Umberto Vitolo, AO Citta della Salute e della Scienza, Torino, Italy: revision of the study and protocol
writing

e Pierluigi Zinzani, Istituto Seragnoli, Universita degli Studi, Bologna, Italy: revision of the study and
protocol writing

e Giuseppe Rossi, Spedali Civili, Brescia, Italy: revision of the study and protocol writing

» Francesco Zaja, DIRM, AOU Santa Maria della Misericordia, Udine, Italy: revision of the study and
protocol writing

e Giovannino Ciccone, AO Citta della Salute e della Scienza e CPO Piemonte, Torino, Italy: statistical
design

BIOMETRY
Responsible: Giovannino Ciccone, MD

Address: SSCVD Epidemiologia Clinica e Valutativa — AO Citta della Salute e della Scienza di Torino e
CPO Piemonte, corso Bramante 88, Torino, Italy

Phone no.: +39-011-6336857

Fax no.: +39-011-6334571

PHARMACOVIGILANCE

Responsible: Alessandro Levis, MD

Address: Study FIL Office c/o Azienda Ospedaliera S.S. Antonio e Biagio e Cesare Arrigo - Alessandria
Phone no.: + 39-0131-206071-206066

Fax no.: +39-0131-261029

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 2/61



REFERENCE LABORATORY FOR MOLECULAR BIOLOGY

Responsible: Dr. Cristiana Carniti

Address: Laboratorio di Ematologia — Trapianto di Midollo Osseo Allogenico
Fondazione IRCCS, Istituto Nazionale dei Tumori

via Venezian, 1 20133 Milano, Italy

REFERENCE HEMO-PATHOLOGY LABORATORY
Responsible: Prof. Stefano Pileri

Address: Haematopathology Unit

European Institute of Oncology

Via Ripamonti 435 — 20141 Milano (Italy)

stefano.pileri@ieo.it

Protocol FIL_PTCL13 V. 2.0 July 22", 2015

Page 3/61
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this study. | will conduct the study as outlined herein and will complete the study within the
time designated.

| will provide copies of the protocol and all pertinent information to all individuals
responsible to me who assist in the conduct of this study. | will discuss this material with
them to ensure that they are fully informed regarding the study drug and the conduct of the
study.

Investigator’s Signature Date

Name of Investigator (Typed or Printed)

Institution, Address*

Phone Number*

Investigator-Sponsor Signature* Date
(where required)

Name of Coordinating Investigator (Typed or Printed)
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1 SYNOPSIS

PROTOCOL TITLE Romidepsin in combination with CHOEP as first linetreatment before
hematopoietic stem cell transplantation in young pi@ents with nodal
peripheral T-cell lymphomas: a phase I-Il study.

PROTOCOL B 4

VERSION n=2 July 22", 2015

SPONSOR Fondazione Italiana Linfomi (FIL)

PROTOCOL PHASE:

This is a multicenter study that includes two plsase

1. A phase | study to define the maximum tolerateded@®4TD) of
Romidepsin in addition to CHOEP-21 and to test shéety and
feasibility of CHOEP-21 in combination with dosecalation of
Romidepsin (8, 10, 12, 14 mg). The dose level @efias MTD of
Romidepsin will be used for the subsequent phaseidly.

2. A phase Il study to evaluate the efficacy (respanase, progressio
free survival and overall survival) and safety ob-RHOEP-21
incorporated into a treatment strategy including SC

-

INDICATION Newly diagnosed patients with Peripheral T-cell pjmamas including
Peripheral T-cell lymphomas not otherwise specifi@@TCL-NOS),
Angioimmunoblastic T-cell lymphoma (AITL) and ALK egative
Anaplastic large-cell lymphoma (ALCL).
OBJECTIVES Primary:
PHASE | * To define the maximum tolerated dose (MTD) of R4OEP-21
Secondary:
* To assess the feasibility of the Ro-CHOEP-21 treatnstrategy
combined with SCT
OBJECTIVES Primary:
PHASE Il * To evaluate the efficacy in term of ProgressioreF3ervival (PFS
of Ro-CHOEP-21
Secondary:
* To evaluate ORR and in particular CR rate achidefdre and after
SCT.
* To evaluate event free survival (EFS) and overalisal (OS)
* To evaluate the safety of treatment
* To evaluate the outcome of early allogeneic SCpaittents in PR at
the end of induction phase
* To estimate the treatment-related mortality (TRM)
* To evaluate the incidence of acute and chronic G\iriBllografted
patients
* To improve the knowledge on PTCL diagnosis, classibn and
biology.
Exploratory:
» Evaluation of response biomarkers (eg TET2 mutajion
NUMBER OF | Phase : 21-24 patients (estimated 50% treated at the MTD)

PLANNED PATIENTS

Phase Il 110 patients in total, including the patientspiaximately 9-15
expected from the phase | study (treated at the MTD

NUMBER OF CENTER

40
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ELECTION
CRITERIA

INCLUSION CRITERIA
1. age>18 e< 65 years
2. Peripheral T-cell lymphomas at diagnosis includiRJ:CL-NOS,

AITL, ALK negative ALCL

Stage II-IV

Written informed consent

No prior treatment for lymphoma

No Central Nervous System (CNS) disease (menirgedlor brain

involvement by lymphoma)

HIV negativity

Absence of active hepatitis C virus (HCV) infection

HBV negativity or patients with HBcAb +, HBSAg -,B3 Ab+/-

with  HBV-DNA negativity (in these patients Lamivun

prophylaxis is mandatory)

10.Levels of serum bilirubin, alkaline phosphatase ttadsaminases K
2 the upper normal limit, if not disease related

11.No psychiatric illness that precludes understandiogcepts of the
trial or signing informed consent

12.Ejection fraction > 50% and myocardial stroke ie tast year noy
QT prolongation (QTc interval < 480 msec using thredericia
formula)

13.Clearance of creatinine > 60 ml/min if not disessdated

14.Spirometry Diffusion Capacity (DLCO) > 50%

15.Absence of active, uncontrolled infection

16.For males and females of child-bearing potentigte@ement upon
the use of effective contraceptive methods priosttaly entry, for
the duration of study participation and in thedaling 90 days afte
discontinuation of study treatment

17.Availability of histological material for central eview and
pathobiological studies.

o 0hsw

© N

U

=

EXCLUSION CRITERIA

age <18 e > 65 years

Hystology other than: PTCL-NOS, AITL, ALK negative CL

Stage |

Prior treatment for lymphoma

Positive serologic markers for human immunodeficiervirus

(HIV)

Active hepatitis B virus (HBV) infection

Active hepatitis C virus (HCV) infection

Levels of serum bilirubin, alkaline phosphatase aadsaminases p

2 the upper normal limit, if not disease related

9. Ejection fraction < 50% and no myocardial strokeha last year o
QT prolongation (QTc interval > 480 msec using thredericia
formula)

10.Clearance of creatinine < 60 ml/min if not disessdated

11.Spirometry Diffusion Capacity (DLCO) < 50%

12.Pregnancy or lactation

13.Patient not agreeing to take adequate contracepteasures during
the study

14.Psychiatric disease that precludes understandingepts of the trial
or signing informed consent

15.Any active, uncontrolled infection

arwnE

© N o

—
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16.Prior history of malignancies other than PTCLsha last five years
(except for basal cell or squamous cell carcinorhahe skin or
carcinoma in situ of the cervix or breast).

\*2)

TREATMENT PLAN
PHASE |

Al) Induction phase

Ro-CHOEP-21 x 3 cycles

Romidepsin (dose escalation) Starting dose: 12mg/nig day +1
and +8
Dose modification according tp
toxicity:
* 14mg/ms day +1 and +8
* 10mg/ms day +1 and +8
* 8mg/ms day +1 and +8

CHOEP-21 « Doxorubicin 50 mg/més day

+1,

* Vincristin 1.4 mg/msg
(maximum 2.0 mg total dose
iv day+1,

* Cyclophosphamide 750 mg/m
iv day +1,

* Etoposide 100mg/mis from
day +1to +3

* Prednisonel00 mg orally fron
days +1to +5

=

According to the response achieved after the fBsRo-CHOEP-21cycles:

PR or CR Ro-CHOEP-21 for 3 additional
cycles followed by phase A2

SD or PD Treatment failures, proceed to salvagm®raling to each institutional
policy

A2) Stem cell mobilization and transplantation phase

Response evaluation and ohee Dexamethasone 40miy day
DHAP course followed by +1 +2 +3 +4

peripheral stem cell harvesting | Cisplatin 100mg/miv day +1

* Cytarabine 2gr/ms bidv day
+2(in-patient version) or Ara-
C 2 gr/msiv day +2 and day
+3 (out-patient version)

* G-CSF 5 ucg/kg/day sc
starting from day +5 until
peripheral blood stem cell
harvest

According to response achieved after 6 Ro-CHOEPe3tles:

CR

BEAM or FEAM or CEAM| «BCNU 300 mg/msiv day -7

followed by auto-SCT (or Fotemustine150 mg/mis
day -7, -6 or 300mg/mq day|
7; or CCNU 200 mg/ms iv day|
-7)

* Etoposide 200 mg/nig day -
6,-5,-4, 3

e Cytarabine 200 mg/mq bid
day -6,-5,-4, -3

* Melphalan140 mg/mis day-2

PR

* Allogeneic SCT with HLA- | e« Thiotepa 15mg/kg (5mg/K
identical (A, B, C, DR, DQ  every 12 hours for 3 dosés
loci) or one antiger]  on day —6 and -5)

mismatched (CIaSS I) S|bl|ng e Or Thiotepa 10mg/kg(5mg/k
donors. Donor selection is

(©

(@]
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based on molecular high- every 12 hours for 2 dosés
resolution typing (4 digits) of on day -5) if age >55yrs or
the HLA gene loci class | Hematopoietic Cel
(HLA-A, B, and C) and class Il  Transplant-Comorbidity
(DRB1, DQ@B1). In case, np Index2)

class | and class Il complete
identical urelated donor (10 o
of 10 gene loci) can b

identified, the degree qf 4 3

histocompatibility between ' -
. I ¢ GvHD rophylaxis:

patient and donor must fulfil| cyclosporine and zhoprtzl:ourse

with the minimal degree of methotrexate

matching established by the

Italian Bone Marrow Dono
Registry: HLA-A and HLA-B
antigen histocompatibility an
HLA-DRB1 allelic
histocompatibility.

when a suitable donor is n
available: BEAM or FEAM or|
CEAM followed by Auto-SCT

Y * Cyclophosphamide
ut v day -4, -3
E e Fludarabine 30mg/mgv day-

30mg/k

)

[

<PR

Treatment failures, proceed to
policy

salvage aaegriti each institutional

TREATMENT PLAN
PHASE Il

Al) Induction phase

Ro-CHOEP-21 x 3 cycles

Ro-CHOEP-21

* Romidepsin dose according
phase liv day +1 and +8

* Doxorubicin 50 mg/ms$/ day
+1,

* Vincristin 1.4 mg/ms
(maximum 2.0 mg total dos
iv day+1,

* Cyclophosphamide 750 mg/m
iv day +1,

* Etoposide 100mg/mis from
day +1to +3

* Prednisonel100 mg orally fron
days +1to +5

19°)

—

According to the response achieved after the fBdRo-CHOEP-21 cycles:

PR or CR Ro-CHOEP-21 for 3 additional
cycles followed by phase A2
SD or PD Treatment failures, proceed to salvagmraling to each institutional

policy

A2) Stem cell mobilization and transplantation phase

Response evaluation one DHA
course followed by peripher
stem cell harvesting

P« Dexamethasone 40miy day
Al +1 4243 +4

e Cisplatin 100mg/m#/ day +1

* Cytarabine 2gr/ms bidv day
+2(in-patient version) or Ara-
C 2 gr/msiv day +2 and day
+3 (out-patient version)

* G-CSF 5 ucg/kg/day sc
starting from day +5 until
peripheral blood stem cell
harvest

According to response achieved after 6 Ro-CHO

EPyAdes:

CR

BEAM or FEAM or CEAM
followed by Auto-SCT

* BCNU 300 mg/msiv day -7
(or Fotemustinel50 mg/mis
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day -7, -6 or 300mg/mq day
7; or CCNU 200 mg/ms iv day
-7)

* Etoposide 200 mg/mg day -
6,-5,-4, 3

* Cytarabine 200 mg/mq biit
day -6,-5,-4, -3

* Melphalan140 mg/mis day-2

PR # Allogeneic SCT with HLA- | e Thiotepa 15mg/kdv (5mg/kg
identical (A, B, C, DR, DQ every 12 hours for 3 doses oh
loci) or one antigen mismatched day —6 and -5)
(class 1) sibling donors. Donar « or  Thiotepa  10mg/kg iv
selection is based on molecular (5mg/kg every 12 hours for |2
high-resolution typing (4 digits)  doses on day -5) if >55 yrs
of the HLA gene loci class || Hematopoietic Cel
(HLA-A, B, and C) and class Il Transplant-Comorbidity
(DRB1, DQB1). In case, N0 |ndex2) day -5
class | and class Il completely , :
identical unrelated donor (10 i(\:/yé:;(;p_rlos_ghamlde 30ma/kg
out of 10 gene loci) can be | FIudarab,ine s0ma/mayv dav-
identified, the degree df 4 -3 gimgvday
histocompatibility between ' .
patient and donor must fulfijl ®GvHD prophylaxis:
with the minimal degree of cyclosporine and short course
matching established by tHe Methotrexate
Italian Bone Marrow Dono
Registry: HLA-A and HLA-B
antigen histocompatibility and
HLA-DRB1 allelic
histocompatibility.

» when a suitable donor is not

available: BEAM or FEAM or
CEAM followed by Auto-SCT

<PR Treatment failures, proceed to salvage acegrth each institutional

policy
STUDY Staqging evaluation, baseline
PROCEDURES Baseline assessment must be performed during 38 Defpre starting
py.

thera

Evaluation at each Ro-CHOEP courses

Complete medical history, ECOG performance stafpisysical
examination, vital signs

ECG with QTc calculation and echocardiogram or MU&zan for
LVEF evaluation

Spirometry DLCO

Complete blood count, hematology workup and biodbtn

HBsAg, HBcAb, HCV and HIV serology

Lymph-node or tissue biopsy for histological diagisoand shipmer
of paraffin block for centrally pathology review carfor biological
studies

Aspirate and bone marrow biopsy

CT scan neck, chest, abdomen and pelvis

Total body PET scan

Pregnancy test (if applicable)

Lumbar puncture

Written informed consent

If clinically indicated: neurological visit, RMN bm/spine, GI
endoscopy, ORL visit

HLA typing (not mandatory)

—
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- Blood count and complete workup with biochemistphysical
examination, vital signs and hematological and aekgmatological
toxicity evaluation the day before or day 1 and 8ayf therapy and
between two cycles and during aplasia phase atid/granulocytes
and platelets recovery.

- Electrocardiogram will be performed just before id@psin infusion
(after administration of antiemetic premedicatibpassible) at day
of each cycle for measurement of corrected QT walesiccording tQ
the Fridericia formula and in case of cardiac evantlinical signg
compatible with heart rhythm disorder and in cagebiological
abnormalities.

i

Intermediate response evaluation
The evaluation of intermediate response will beesssd after 3 courses |of
Ro-CHOEP-21.

- ECOG performance status, physical examination| siggs

- Blood count and complete workup with biochemistry

- Aspirate and bone marrow biopsy (if positive atdhag)

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan (not mandatory)

- HLA typing and start donor search mandatory forgrds in PR

Responsive patients (in partial or complete resppafier three cycles of
therapy, will continue the trial and will be tredtevith 3 more courses of
Ro-CHOEP as planned.

Post-Induction evaluation
The evaluation post induction will be assessedr afte courses of RQ
CHOEP.

- ECOG performance status, physical examination| siggs

- Blood count and complete workup with biochemistry

- Peripheral blood samples for biological studies

- Aspirate and bone marrow biopsy (if positive atdiia®)

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan

Patients in CR will receive one course of DHAP duled by periphera
stem cells harvesting and BEAM or FEAM or CEAM &lled by
autologous stem cell transplant; patients in PR reiteive one course of
DHAP followed by peripheral stem cells harvestargl allo-SCT; patients
in PR when a suitable donor is not available, welteive one course of
DHAP + PBSC harvest followed by BEAM or FEAM or CEAfollowed
by autologous stem cell transplant; patients in @Oprogressive disease
will receive salvage treatment according to eastitutional policy outside
the protocol. In patients in PR when a suitableadda available, DHAR
plus PBSC harvest can be avoided.

Post —SCT evaluation
Final evaluation will be performed one-two montfterathe end of SCT.
- ECOG performance status, physical examination| siggs
- Blood count and complete workup with biochemistry
- Aspirate and bone marrow biopsy (if positive atdhag)
- CT scan neck, chest, abdomen and pelvis
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- Total body PET scan
Complete response, Partial response or no respaiisgefined according
to Lugano 2014 response criteria.

Follow-up
The total duration of follow-up is 5 years with tf@lowing plan: every 3

months during the first year after chemotherapythed every 6 months up
to 3 years after chemotherapy and then annuallg forther 2 years. At a
these steps will be evaluated:

- ECOG performance status, physical examination| siggs

- Blood count and complete workup with biochemistry

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan when clinically indicated

STATISTICAL
CONSIDERATIONS:

PHASE | STUDY

Endpoints
Primary endpoint
* Incidence of dose-limiting toxicity (DLT) of Ro-CHEP-21,

considering as maximum dose the one causing iraucif any
grade> 3 non hematologic toxicity or a delay >15 day9lainned
cycle date observed during the first two cyclesoating to the
definitions of NCI Common Terminology Criteria fokdverse
Events (CTCAE), version 4.0 (2009)

Secondary endpoints
» Proportion of patients reaching SCT
* Overall response rate (ORR, defined according t® Ithigano
Classification 2014 response criteria) of the camabon of Ro-
CHOEP-21.

Statistical design

The continual reassessment method (CRM) for dowbnig phase | stud
(Zohar, 2001; O’'Quigley and Zohar, 2006) will beedsas the dos
allocation rule in the trial for groups of threetipats at each dose. The
design of this dose-finding phase clinical trial dsosen to assess the
maximum tolerated dose (MTD) of romidepsin when #uilstered in
combination with CHOEP chemotherapy in the treatnérpatients with
T-cell lymphoma, candidate to stem cell transpldhie MTD is defined a
the dose that achieves a dose-limiting toxicity {Plin 33% of patients.
Four dose levels are tested, namely 8, 10, 12 dnchd/sgm. The CRM
method is based on a mathematical modelling of €lok& relationship,
iteratively updated using Bayes theorem along tlad, tas follows. First
before trial onset, prior opinions about DLT proitibat each dose leve
are elicited from expert clinicians on the basidh#ir personal experience
and on literature. These initial guesses, whicledebn the opinion of
participating clinicians, were fixed at 0.15, 0.20,25, and 0.30,
respectively. The uncertainty in this dose—DLT tielaship is incorporated
into a prior. Then, the first three included patseare administered the third
dose level (12 mg/ms). After the enrollment of timst three patient
accrual continues, with grouped inclusions of thpagents per dose level.
Then, on the basis of observed responses (DLT Or DaT probabilities
of all dose levels are updated using Bayes theoréhe dose level
associated with an updated DLT probability clos@386 is recommended

[OISS

UJ
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to be administered to the next patient cohort.tlil process is re-run unti
the fixed sample size (N=24) is reached, or in aafs@ulfilled stopping
criteria measuring futility of trial continuatio@@har, 2003).

Study design and treatment
The study consists of the following consecutive sgsa Al) Inductior
phase and A2) stem cell mobilization and transplzom phase. Newly
diagnosed patients will receive induction treatmesith Romidepsin in
combination with CHOEP-21 for 3 cycles, CR or PRgyds will receive 3
additional courses, while not responders will betdved to an early
salvage treatment and censored as a failure. Tmedehe maximum
tolerated dose (MTD), four dose levels of Romidepsill be tested. The

dose of Romidepsin will be modulated accordingdntimual reassessment

method. The starting dose for the first three pagiewnill be 12 mg/ms
(based on expert opinion). Stem cell mobilizatioi we with a DHAP
course followed by G-CSF. At the end of inductipatients in CR/CRu
will receive auto-SCT and patients in PR allo-S@®& donor is available).

PHASE Il STUDY

Endpoints
Primary endpoint
* PFS on intention to treatment (ITT) evaluated atni@nths. PFS$
will be defined as the time between the date oblement and the
date of disease progression, relapse or deathdrgntause.

14

Secondary endpoints

* ORR and CR (defined according to the Lugano Classibn 2014
response criteria), after Ro-CHOEP-21 and after &vént free
survival (EFS) induction treatment and after SCT

* Event free survival (EFS) defined as the time betwthe date of
enrollment and the date of discontinuation of tresit for any
reason

* Overall survival (OS) defined as the time betwebm tate of
enrolment and the date of death from any causeéhen ITT
population enrolled in the study

 PFS and OS in patients not responding to the3iturses of Ro
CHOEP-21

» Evaluation during the interim analyses of any grétier higher
toxicities, recorded and classified according te tlefinitions of
NCI Common Terminology Criteria for Adverse Eve(@&TICAE),
version 4.0 (2009)

* Evaluation during all the pretransplant phase of grade Il or
higher toxicities, recorded and classified accagdmthe definitions
of NCI Common Terminology Criteria for Adverse Et®n
(CTCAE), version 4.0 (2009)

* Any grade lll or higher toxicities, recorded andsdified according
to the definitions of NCI Common Terminology Criterfor
Adverse Events (CTCAE), version 4.0 (2009)

* Treatment-related mortality defined as any deatht twas not
attributable to the lymphoma.

» Incidence of acute and chronic GVHD in allografpedients
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Exploratory endpoint
» Evaluation of response biomarkers (eg TET2 mutajion

Statistical design
The sample size of this single arm, phase Il thak been calculated using
the PFS as the primary endpoint, according to tke-stage design
proposed by Case and Morgan (2003), without intepause in the
enrolment. According to available evidence, the yiear PFS of newly
diagnosed PTCL patients treated with anthracyclivesed therapy
(CHOP/CHOEP), followed by auto-SCT, is around 55%ll( hypothesis
HO). With our experimental strategy, based on @seaiof CHOEP-21 plus
Romidepsin, followed by SCT in chemosensitive disgave hypothesize to
achieve an overall 1.5 year PFS of 70% (alterndtymothesis, H1).
To demonstrate an absolute improvement from 55#rgliure data) to 70%
of the 1.5 year PFS, with an alpha error of 0.0%(tail), a beta error of
0.10, and assuming 3 years of constant accrualaarneast 1.5 years of
follow-up after the enrolment of the last patiethie required total sample
size calculated to minimize the ETSL (expectedltstudy length) is 110
(sample size calculated with the Sample Size Tdble€linical Studies, 3
edition, by Machin et al, 2009).

With this design the interim analysis will be penf®d when the first 75
patients have been enrolled. At this time the Kaybleier 1.5 years PFS
will be estimated, with its standard error, to cédte the Z interim test. Tp
proceed with the enrolment, the threshold of thet&rim test for efficacy
should be at least 0.650.
If this case, 35 further patients will be enrolledreach the planned total
sample size of 110 and the final analysis will lsef@rmed after the last
enrolled patient has been followed for 18 months. r€ject the nul
hypothesis the threshold of the Z final statistiestbe greater than 1.522.

TIMING

Duration of accrual: 3 years.
Duration of treatment 6-8 months
Duration of follow up: 5 years.
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3 BACKGROUND AND INTRODUCTION

3.1  Study background

Peripheral T-cell lymphomas (PTCLSs) represent axprately 10-15% of lymphoid neoplasms in
Western countries. PTCLs are a heterogeneous groymours, extremely difficult to classify by
morphology only. According to the WHO classificatiof Tumors of the Hematopoietic and
Lymphoid Tissues, each entity should be definectdybining morphologic, immunophenaotipic,
genetic and clinical features[l]. This diagnostigp@ach enables to distinguish two major
subgroups: PTCL specified and not otherwise smtifNOS). The most common (~25%) and
heterogeneous subtypes are PTCL-NOS, followed bgichmmunoblastic T-cell Lymphoma
(AITL), Anaplastic Lymphoma Kinase-positive (ALK and Anaplastic Lymphoma Kinase-
negative (ALK) Large Cell Lymphoma (ALCL). The REAL classificat, largely adopted by the
WHO classification for lymphomas, updated in 20@Bpvides useful definitions for the diagnosis
of the major subtypes of PTCL. However, the diaggno$ PTCL is still challenging and requires
expert pathologists due to the relative low fregquef the disease and the lack of unique
distinctive features.

PTCLs, with the exception of ALKALCL, most commonly occurring in middle-aged to ey
patients, present in advanced stage and are awsbeiith unfavourable clinical characteristics.
Compared to B-cell lymphomas (B-NHL), PTCLs, witletexception of ALRALCL and primary
cutaneous ALCL, carry universally poor outcome; relas the prognosis of B-cell ymphomas has
changed due to the increasing number of new dradstlzerapeutic approaches available, T-cell
lymphomas remain an adverse niche in the lymphderative scenario.

Historically, PTCLs were treated similarly to agsgwe B-NHL with anthracycline-based
combination chemotherapy like CHOP (cyclophosphamdabxorubicin, vincristine, prednisone)
with disappointing results. When the main subgroapd-cell lymphomas were analyzed, only
ALK ALCL had an equivalent or superior prognosis coragao diffuse large B cell Lymphoma
(DLBCL). Neither intensified/escalated chemotherdjwe approaches [2-3], nor the addition of
monoclonal antibodies such as Alemtuzumab [4], lteraonstrated a clear advantage in remission
rate and survival. The discouraging results aclievgh conventional therapies led to investigate
new concepts, including high dose chemotherapy (H@owed by autologous stem cell
transplantation (auto-SCT) or allogeneic stemtcatisplantation (allo-SCT).

So far no randomized trials have evaluated the oblauto-SCT, neither frontline nor as salvage
therapy. However, some phase Il prospective studéase specifically investigated the role of
frontline auto-SCT in PTCLs. Across the studiesyéhare few recurrent points that emerge:

a) The procedure is safe and feasible, with a plans related mortality (TRM) of less than 5%;

b) approximately 25% of patients do not reach thadplant phase mainly because of refractory or
progressive disease;

c) Only chemosensitive disease can benefit froro-8@T;

d) The achievement of complete response (CR) b&GE is recognized as a prerequisite for long-
term disease control;

e) Long term overall survival (OS) for patients lwithemosensitive disease before auto-SCT is
approximately 50%.
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Of note, based on the encouraging results repdmtedhe German study othe addition of
etoposide (E) to the CHOP regimen (CHOBR)the Nordic group[6] designed a phase Il sttaly
evaluate the impact of a dose-intensified inductohedule (CHOEP-14 for 6 cycles) consolidated
in first PR/CR with high-dose therapy (BEAM/auto-BCAfter induction, 82% of patients were in
CR or PR. Early refractory disease to inductioatireent was observed in 16% of patients. With an
average follow up of 60.5 months, 5-year OS and RIeg& 51% and 44%, respectively. The
encouraging outcome achieved with dose/dense CHOlEERved by auto-SCT, suggests that this
strategy is probably the best treatment currentgylable.

The role of allo-SCT in aggressive NHL is still @emdnvestigation. Allo-SCT provides several
advantages over auto-SCT, including a lymphoma-red¢t and a potentially active graft-versus-
lymphoma (GVL) effect. However very few studies @aspecifically addressed the role of allo-
SCT in the setting of PTCLs. Allo-SCT has been rtyairsed in PTCLs patients relapsed after auto-
SCT or with refractory disease. Overall, retrospecstudies on myeloablative regimens, while
highlighting concern on toxicity and TRM, confirmed potential role for allo-SCT as salvage
treatment in aggressive lymphomas and demonsteateder relapse rate compared to auto-SCT
[7-9]. However comparative studies of auto-SCT werallo-SCT failed to demonstrate a survival
benefit in the allografting group due to the highBRM [9]. Recently, reduced-intensity
conditioning (RIC) regimens have been offered asl&rnative to mieloablative ones in order to
reduce organ toxicity and thus TRM [10-11]. Acrake retrospective and prospective studies on
relapsed/refractory PTCLs two important points egaer

a) TRM with RIC regimens is approximately 20 - 25%;

b) long term OS for chemosensitive relapses israt@i%.

Based on the encouraging results shown by RIC-SCihe salvage setting, a national phase Il
trial[12] was designed in Italy in order to evakidhe role of frontline treatment intensification i
PTCLs. An intensified program including CHOP-alemumab followed by methotrexate,
cytarabine, cyclophosphamide and consolidation weitther auto-SCT or allo-STC, based on
genetic stratification, was conducted. Sixty petadrpatients had a chemosensitive disease before
transplant (51% in CR and 9% in PR) while 32% wese-responders. With a median follow up of
31 months, 49% patients were in CR, 38% died dugrdgressive disease, 13% died of toxicity.
The estimated 4-year OS and PFS were 43% and £&fdgctively. At the moment no differences
are observed between auto-SCT and allo-SCT in tfif®FS and OS. From this study few
suggestions emerge: a) primary refractory or eprbgressive patients do not respond to a more
aggressive chemotherapeutic approach, therefoeenative strategies are needed to rescue this
subgroups of patients, b) chemosensitive patierite veceived consolidation with SCT had a
superior outcome when compared to historical dasath on chemotherapy only.

With regard to novel treatment options the are tmajecules pralatrexate and romidepsin. For type
of admistration and toxicity profile pralatrexat@anoot be combined with other multiagent
chemotherapy. On the other hand, promising redudtge been reported in cutaneous T cell
lymphoma (CTCL) with Romidepsin, a histone dea@etglinhibitor (HDAC), that inhibits class |
and class Il enzymes. Preclinical studies on T lggiphoma have reported a potent anti-tumor
activity. In 2009, a phase | study on advancedestaTCL treated with Romidepsin (D1-D8-D15
every 28 days) until progressive disease showedR& Of 34% with an average duration of
response of 13.7 months[13]. The most common adweiffects were fatigue, nausea, vomiting,
anorexia, and transient thrombocytopenia and npeibia. Romidepsin was therefore tested also in
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pretreated PTCLs. In a phase 2 trial, Romidepsiimbnotherapy showed an ORR of 25%,
including 15% with CR/CRu, with a median responseation of 17 months, confirming clinically
activity also in PTCL [14]. Based on these obseovety, Romidepsin has been tested in
combination with CHOP[15] in untreated PTCLs. Tlsel of 12mg/ms was identified as feasible
with manageable hematological toxicity.

3.2 Rational of the study

New therapeutic options are needed to overcomeptiw prognosis of PTCL patients. As
previously described, consolidation with SCT candomsidered a standard strategy in young
patients with chemosensitive disease. However, ®6-3f patients do not become transplant
eligible due to primary refractory or early progiee disease.

The reduction of refractory or early progressiveedse is an unmet clinical need. Currently,
CHOEP represents the best treatment option in pagpa to auto-SCT. To increase the response
rate, we will use CHOEP in combination with Romidiep(Ro-CHOEP), a non cross resistant
agent that showed anti tumor activity in T-cell [yhomas and a manageable toxicity profile in
combination with CHOP chemotherapy.

To date, the role of allo-SCT vs auto-SCT in thé&raqt setting has not been clarified. Moreover,
no conclusive data are available regarding the anpgthe quality of response before SCT and we
currently do not known if achieving CR versus PRobe SCT can significantly improve long term
outcome. In general, all studies showed that ptstien CR at transplant had a better long term
outcome. In our previous national pilot study, G&doe transplant, was an independent prognostic
factor for long term survival, suggesting that aBT could be the treatment of choice for this
setting of patients. In the present study, all oesier patients> PR) will proceed with SCT as
consolidation treatment. Patients will be stratifte received auto-SCT versus allo-SCT according
to the response achieved after induction treatr(t@Rtvs PR). Patients achieving CR will proceed
with auto-SCT. Allo-SCT will be offered to patierdssuming the need for further intensification.
There is evidence suggesting that chemo-refractisgase does not respond to high-dose thus, for
early treatment failure, alternative strategiesusthde investigated in preparation to SCT. For this
reason, patients achieving less than PR, aftercRgyof induction treatment or at the end of the
induction, will not proceed with SCT and will bensadered treatment failures.

To date, the limited number of patients enrollectlinical trials and the marked heterogeneity of
the histological PTCLs subgroups do not allow tovide reliable subtype-specific information to
drive therapeutic decisions. The knowledge of PB&llogy is modest, the classification difficult
and there are no reliable response biomarkers .tlkese reasons, this trial includes a central
revision by an expert pathologist and a centralgatiple collection in order to perform biological
studies. Both the confirmation of diagnosis and ¢béection of biological samples will allow
studies to increase the knowledge on PTCL classifin and biology.

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 20/61



3.3 Romidepsin

Romidepsin (ISTODAX®; Celgene, Summit, NJ) is aunat product obtained from the bacteria
Chromobacterium violaceum. It is a structurallygque, potent, bicyclic class 1 selective histone
deacetylase (HDAC) inhibitor. HDAC inhibitors halseen shown to induce the acetylation of both
histones and other proteins [16, 17], resultingamtitumor activity due to increased tumor
suppressor gene transcription, growth inhibiticgl| cycle regulation, and apoptosis [18-22]. This
compound was approved in 2009 by FDA for the treatnof cutaneous T-cell lymphoma (CTCL)
in patients who had received at least one priortesys therapy. Two non-comparative,
multicentres, phase Il trials were conducted ingpa$ with relapsed, refractory or advanced CTCL
studying the effects of Romidepsin administerethvegnously at 14 mg/ms as 4 hr infusion on days
1, 8, 15 every 4 weeks were performed [13, 23]bdth trials, therapy with Romidepsin was
associated with an overall response rate (ORRdintg complete and partial response (CR and
PR), of 34% and a CR of 6%. In 2011, FDA approvedkiepsin for the treatment of patients with
relapsed or refractory PTCL who have receivedadtlene prior systemic therapy. In this setting of
patients, Romidepsin administered with the sames/dokedule used in CTCL phase Il trials,
induced 25% (i.e., 33 out of 130 treated patieptggctive response rate (ORR represented by
complete and partial responses), including 19 pti€15%) with complete response (CR) and
complete response with incomplete blood count regoYCRu) defined by an Independent Review
Committee, and durable responses (14). Adverset®yAi&s) associated to Romidepsin treatment
were manageable, consistent with other HDAC inbikitand include: Gl disturbances (vomiting,
nausea, diarrhea abdominal pain, constipation atwnadis), hematologic abnormalities
(thrombocytopenia, leucopenia and anemia), astliatigue and infections. The most frequent non
hematological drug-related AEs were nausea andtumgnivhich were primarily Grade 1-2 and did
not result in drug discontinuation. Grade 3-4 asither fatigue was reported in approximately 10%
of patients. Hematologic abnormalities represetivedmost common adverse events of Grade 3-4
severity observed in patients with both CTCL andCPTdue to disease involvement in bone
marrow and prior myelosuppressive chemotheraperggimens. Several treatment-emergent
morphological changes in ECGs (including T-wave &iidsegment changes) have been reported in
clinical studies. The clinical significance of tkeshanges is unknown. Cautionary patients with
congenital long QT syndrome, a history of significaardiovascular disease, and patients taking
medicinal products that lead to significant QT praation should be straightly monitored for
cardiac function.

34 Romidepsin Safety Profile
3.4.1 Identified and Potential Risks of Romidepsin

» Monotherapy
The following list summarizes treatment-emergenteaske events that occurred at an incidence of

greater than 2% among patients receiving romidepsinotherapy, by indication and MedDRA
SOC and preferred term (n=891). Overall, the rdtadverse events was higher in patients with
hematologic malignancies, including T-cell lympha{d37 of 447 patients; 98%) than those with
solid tumors (330 of 444 patients; 74%). Reviewadferse events by system organ class (SOC)
showed that particular types of adverse eventsrgiyp@ccurred at a higher incidence in patients
with hematologic malignancies than those with salichors, including gastrointestinal disorders
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(79% versus 62%, respectively), general disordedsaministration site conditions (76% versus
55%, respectively), blood and lymphatic system wies (64% versus 45%, respectively),

infections and infestations (50% versus 12%, respdy), and skin and subcutaneous tissue
disorders (33% versus 12%, respectively). Althotighincidence of adverse events was higher in
patients with hematologic malignancies than thosk solid tumors, the particular types of adverse
events reported were generally similar by indigatio

Table 1. Treatment-emergent Adverse Events Reportely > 2% of Patients Receiving Romidepsin
Monotherapy, by Indication and MedDRA SOC and Préerred Term, for All Adverse Events
and Grade 3 and Grade 4 Adverse Events (N = 891)

Indication
Hematologic
Malignancies Solid Tumors
(N = 447) (N = 444)
Grade |Grade 4 Grade | Grade
All AEs | 3AEs | AEs |AllAEs| 3 AEs | 4 AEs
MedDRA SOC/Preferred Term n(%) [ n{%) | n{%) | n{%) | n(%) | n({%)
At least 1 TEAE® 437 281 102 330 200 |33(74)
(97.8) | (62.9) | (228) | (74.3) | (45.0)
Blood and Lymphatic System 287 161 49 198 50 2 (0.5)
Disorders (64.2) | (36.0) | (11.0) | (44.8) | (11.3)
Anaemia 177 K2 3{0.7) 141 |24 (5.4)| 2 (0.5}
(39.6) | (11.6) (31.8)
Thrombocytopenia 157 49 13(29)]29(6.5)| 2(0.5) 0
(35.1) | (11.0)
Meutropenia 130 48 |29(65)|12(27)| 2(0.5) 0
(29.1) | (10.7)
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Indication
Hematologic
Malignancies Solid Tumors
(N = 447) (N = 444)
Grade |Grade 4 Grade | Grade
All AEs | 3AEs | AEs |All AEs| 3 AEs | 4 AEs
MedDRA SOC/Preferred Term n{%) [ n{%) | n{%) | n{%) | n(%) | n{%)
Febrile Meutropenia 22(4.9)|119(43)( 1(02) | 2(05) | 2(0.5) 0
Cardiac Disorders 75 9(2.0) | 3(0.7) |37(8.3)| 8(1.8) | 2(0.5)
(16.8)
Tachycardia 15(3.4) a 0 6(1.4) 0 1]
Sinus Tachycardia 13(2.9) a 0 5(1.1) | 2(0.5) 0
Eye Disorders 33(7.4)| 4(0.9) 0 30 (6.8) | 2(0.5) 0
Vision Blurred 8(1.8) a 0 10(2.3)| 1(D.2) 0
Gastrointestinal Disorders 354 50 6(1.3) 277 52 4(0.9)
(79.2) | (11.2) (62.4) | (11.7)
Mausea 293 |19(4.3) 0 227 | 26(6.3) 0
(65.5) (51.1)
Vomiting 184 (19(4.3)| 1(0.2) 162 |31(7.0) 1]
(41.2) (36.5)
Diarrhoea 124 | T({16) | 1(0.2) 63 5(1.1) 0
(27.7) (14.2)
Constipation 120 | 5(1.1) 0 101 5(1.1) | 1(02)
(26.8) (22.7)
Abdominal Pain 42 (9.4)| T(1.6) 0 28(6.3) 5(1.1) 1]
Dyspepsia 31 (6.9) a 0 29 (6.5) 0 0
Stomatitis 26 (5.8) a 0 13 (2.9) ] ]
Dy Mouth 18 (4.0) a 0 13(2.9) ] 0
Abdominal Pain Upper 14 (3.1) | 1(0.2) 0 4(0.9) 0 1]
Dysphagia T(16) | 2(04) 0 23(5.2)| 5(1.1) 0

Table 2: Treatment-emergent Adverse Events Reportelly > 2% of Patients Receiving
Romidepsin Monotherapy, by Indication and MedDRA SCGC and Preferred Term,
for All Adverse Events and Grade 3 and Grade 4 Adwse Events (N = 891)
(Continued)
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Indication
Hematologic
Malignancies Solid Tumors
(N = 44T7) (N = 444)
Grade 3 | Grade 4 Grade | Grade 4
All AEs AEs AEs All AEs | 3 AEs | AEs
MedDRA SOC/Preferred Term n (%) n (%) n (%) n(%) | n(%) | n(%)
General Disorders and 339(75.8)| 71 (15.9) | 6(1.3) 245 40 1(0.2)
Administration Site Conditions (55.2) | (9.0)
Fatigue 237 (53.0)| 43(96) | 2(04) 210 29 0
47.3) | (65)
Pyrexia 114 (255) 17(38) | 2(04) |34(77)|2(05) 0
Chills 35(78) | 2(04) 0 11(25) 0 0
Asthenia 35 (7.8) 5(1.1) 0 5 (1.4) 0 0
Oedema Penpheral 31(69) | 2(0.4) 0 25(56) | 2 (0.5) 0
Fain 27 (6.0) 6 (1.3) 0 18 (4.1) | 5(1.1) 0
Oedema 27 (6.0) 3(0.7) 2(D.4) B (1.4} 0 0
Chest Pain 16(36) | 4(09) 0 9(20) | 1(0.2) 0
Injection Site Reaction 12(2.7) 0 0 4(09) | 1(0.2) 0
Mon-Cardiac Chest Pain 11(2.5) 1(0.2) 0 B(14) | 1(0.2) 0
Death 2(04) 0 0 28 (6.3) 0 1(0.2)
Hepatobiliary Disorders 37 (8.3) 5(1.1) 3(0.7) 2 (0.5) 0 ]
Hyperbilirubinaemia 32(72) | 4(0.9) 3(0.7) 1(0.2) 0 0
Infections and Infestations 224 (50.1)| 88 (19.7) | 14 (3.1) 52 15 2 (0.5)
(11.7) | (3.4)
Infection 39(8.7) | 17(3.8) 3(0.7) B(14) |3(0.7)| 1(0.2)
Upper Respiratory Tract 28(6.3) 3(0.7) 0 5(1.1) 0 0
Infection
Urnary Tract Infection 24 (5.4) 4 (0.9) 0 10(2.3) 0 0
Skin Infection 16 (3.6) 5(1.1} 0 2(0.5) 0 0
Sepsis 15(3.4) 7 (1.6} B(1.3) 0 0 0
Meutropenic Infection 15(34) | 12(27) | 2(04) 0 0 0
Catheter Related Infection 13(29) | 12(2.7) 0 5(1.1) | 1(0.2) 0
Staphylococcal Infection 13(29) 4 (0.9) 0 1(0.2) 0 0
Preumonia 11(25) 6 (1.3} 0 2({05) |2(05) 0
Masopharyngitis 13(2.9) 0 0 2(0.5) 0 0
Cellulitis 11(2.5) 6 (1.3) 0 1(0.2) 0 0
Oral Candidiasis 11(25) | 2(D4) 0 1(0.2) 0 0
Pharyngitis 10(2.2) 0 0 1(0.2) 0 0

Table 3: Treatment-emergent Adverse Events Reportelly > 2% of Patients Receiving Romidepsin
Monotherapy, by Indication and MedDRA SOC and Préerred Term, for All Adverse Events
and Grade 3 and Grade 4 Adverse Events (N = 891¢¢ntinued)

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 24/61



Indication
Hematologic
Malignancies Solid Tumors
(N = 447) {N = 444)
Grade 3 |Grade 4 Grade 3| Grade 4
All AEs | AEs AEs |All AEs| AEs AEs
MedDRA SOC/Preferred Term n (%) | n{%) n (%) n (%) n (%) n (%)
Investigations 232 58 30 (6.7)| 220 74 9 (2.0)
(51.9) | (13.0) (49.5) | (16.7)
Electrocardiogram T-Wave 86 0 0 0 0 0
Amplitude Decreased (19.2)
Aspartate Aminotransferase 66 T(1.6) | 1(0.2) 50 3(0.7) 0
Increased (14.8) (11.3)
Alanine Aminotransferase 58 11 (25)] 1(0.2) 53 2(05) 0
Increased (13.0) (11.9)
Platelet Count Decreased 47 16 (3.6) |15 (3.4)| 125 [(1227) 1(0.2)
(10.5) (28.2)
Weight Decreased 42 (9.4) 0 0 40 (9.0) 0
Electrocardiogram QT 37 (8.3)| 4(09) 0 21{4.7)| 6(1.4)
Prolonged
Neutrophil Count Decreased 36 (8.1) ] 16 (3.6) | 16 (3.6) 61 29(8.5)| 5(1.1)
(13.7)
Blood Creatinine Increased 35 (7.8) 0 0 29 (6.5)| 3(0.7T)
Blood Alkaline Phosphatase 25 (5.6)| 1(0.2) 0 36 (B.1) 3 (0.7)
Increased
Electrocardiogram ST Segment | 20 (4.5) 0 0 1(0.2) 0 0
Blood Creatine Phosphokinase |18 (4.0) | 1(02) | 1({02) | 5(1.1)
Increased
Lymphocyte Count Decreased | 13 (2.9) | 9(2.0) | 1(0.2) 57 30(6.8)| 3(0.7)
(12.8)
Activated Partial g(1.8) [ 1(0.2) 0 13(2.9)| 4(0.9) 0
Thromboplastin Time
Prolonged
International Normalised Ratio | 3 (0.7) 0 0 13(29)| 2(0.7) 0
Increased
Blood Bilirubin Increased 1({0.2) 0 0 28 (6.3)] 3(0.7)
Electrocardiogram Abnomal 1(02) | 1(0.2) 0 14 (3.2) 0

» Combination with other agents
As of 31 December 2011, a total of 125 patientgived romidepsin in combination with another
chemotherapeutic agent (i.e., gemcitabine, flavdplr decitabine, rituximab), regardless of
indication. Among these 90 patients, the most featjy reported adverse events overall were
similar to those reported for romidepsin monothgrapd included nausea, thrombocytopenia,
vomiting NOS, anemia, and fatigue.

3.4.2 Special Risk Considerations for Romidepsin
Cardiac Risks: QTc prolongation as well as severatphological changes in ECGs (including T
wave and ST segment changes) have been reportadininoal studies. Many of the ECG
morphologic abnormalities were also observed atlbves These ECG changes were transient and
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were not associated with functional cardiovascudbanges or with symptoms. The clinical
significance of these changes is unknown.

The potential effect of romidepsin on the hearérabrrected QTc/QTcF was evaluated in 26
subjects with advanced malignancies given romidei doses of 14 mg/m2 as a 4-hour
intravenous infusion, and at doses of 8, 10 or mA as a 1-hour infusion. No concentration-
dependent effect of romidepsin on the durationhef @Tc interval was identified at Cmax values
up to 2.5-fold higher on average than observed \hih clinical dose regimen of 14 mg/m2
administered as a 4-hour infusion.

3.4.3 Special risk considerations for combination Romidep CHOP

A phase | study of different doses of romidepsim day 1 and 8 of 21 day cycles for 8 cycles) plus
CHOP was conducted by LYSARC. The tested romidegpgges were 8 mg/m2, 10 mg/m2, and 12
mg/m2. A total of 18 patients were included in tbsse escalating study, 3 at 8 mg/m2, 9 at 10
mg/m2, and 6 at 12 mg/m2. The most frequent AE tiwasnmbocytopenia, particularly during cycle
1 (5 grade 3/4 events) and neutropenia (12 gradee8énts) without severe infection. The
recommended dose for the expansion phase is 12nagimiistered at day 1 and day 8 of each
cycle.

Table 4: Treatment-emergent Serious Adverse EvenReported in Phase Ib study of
romidepsin plus CHOP (May 25th, 2012) by MedDRAOC (N = 18)

MedDRA S0C Grade 1-2 Grade 3 Grade 4
AEsn AEsn AEs n

General disorders and administration site 1 2 0
conditions

Gastrointestinal disorders 2 0 0
Vascular disorders 0 1 0
Respiratory, thoracic and mediastinal 1 1 0
disorders

Cardiac disorders 1 0 0
Infactions and infestations 0 1 0
Renal and urinary disorders 1 0 0
Investigations 0 0 1
Blood and lymphatic system disorders 0 2 0
Mervous system disorders 0 3 0
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4 PATIENT SELECTION CRITERIA

Newly diagnosed patients with Peripheral T-cell pjmamas including: Peripheral T-cell
lymphomas not otherwise specified (PTCL-NOS), Angimunoblastic T-cell lymphoma (AITL),
ALK negative Anaplastic large-cell lymphoma (ALCL).

4.1 Inclusion criteria

1. age>18 e< 65 years

Peripheral T-cell lymphomas at diagnosis includilJ:CL-NOS, AITL, ALK negative

ALCL

Stage II-1V

Written informed consent

No prior treatment for lymphoma

No Central Nervous System (CNS) disease (meniragedibr brain involvement by

lymphoma)

HIV negativity

Absence of active hepatitis C virus (HCV) infection

HBV negativity or patients with HBcAb +, HBsAg -B3 Ab+/- with HBV-DNA negativity

(in these patients Lamivudine prophylaxis is maodat

10.Levels of serum bilirubin, alkaline phosphatase #&asisaminases < 2 the upper normal
limit, if not disease related

11.No psychiatric illness that precludes understandmgcepts of the trial or signing informed
consent

12. Ejection fraction > 50% and no myocardial strokéhiea last year nor QT prolongation (QTc
interval < 480 msec using the Fridericia formula)
13. Clearance of creatinine > 60 ml/min if not disessated

14. Spirometry Diffusion Capacity (DLCO) > 50%

15. Absence of active, uncontrolled infection

16.For males and females of child-bearing potentigke@ment upon the use of effective
contraceptive methods prior to study entry, for dinieation of study participation and in the
following 90 days after discontinuation of studgatment

17. Availability of histological material for centragview and pathobiological studies.

no

ook w

© o~

4.2 Exclusion criteria

age <18 e > 65 years

Hystology other than: PTCL-NOS, AITL, ALKnegatik¢. CL

Stage |

Prior treatment for lymphoma

Positive serologic markers for human immunodeficyevirus (HIV)

Active hepatitis B virus (HBV) infection

Active hepatitis C virus (HCV) infection

Levels of serum bilirubin, alkaline phosphatase &natisaminases > 2 the upper normal
limit, if not disease related

9. Ejection fraction < 50% and myocardial stroke ie fhst year or QT prolongation (QTc
interval > 480 msec using the Fridericia formula)
10. Clearance of creatinine < 60 ml/min if not disessated

11. Spirometry Diffusion Capacity (DLCO) < 50%

©NO O~ WNE
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12.Pregnancy or lactation
13. Patient not agreeing to take adequate contracepi@ssures during the study

14.Psychiatric disease that precludes understandingepds of the trial or signing informed
consent
15. Any active, uncontrolled infection

16. Prior history of malignancies other than PTCLshe last five years (except for basal cell or
squamous cell carcinoma of the skin or carcinamsitu of the cervix or breast).

5 PHASE | PART OF THE STUDY

5.1  Objectives of the study

Primary objective
* To define the maximum tolerated dose (MTD) of RdOEP-21

Secondary objective
* To assess the feasibility of the Ro-CHOEP-21 treatrstrategy combined with SCT

5.2 End-points

Primary endpoint
* Incidence of dose-limiting toxicity (DLT) of Ro-CHEP-21, considering as maximum dose
the one causing induction of any grad8 non hematologic toxicity or a delay >15 days of
planned cycle date observed during the first twdesyaccording to the definitions of NCI
Common Terminology Criteria for Adverse Events (&), version 4.0 (2009)

Secondary endpoints
» Proportion of patients reaching SCT.
* Overall response rate (ORR, defined according ¢oLilgano Classification 2014 response
criteria) of the combination of Ro-CHOEP-21.

5.3  Statistical design

The continual reassessment method (CRM) for degbriy phase | studiZzohar, 2001; O’'Quigley
and Zohar, 2006yvill be used as the dose allocation rule in thed for groups of three patients at
each dose. The design of this dose-finding phaséal trial is chosen to assess the maximum
tolerated dose (MTD) of romidepsin when administierecombination with CHOEP chemotherapy
in the treatment of patients with T-cell lymphonscandidate to stem cell transplant. The MTD is
defined as the dose that achieves a dose-limitixigity (DLT) in 33% of patients. Four dose levels
are tested, namely 8, 10, 12 and 14 mg/sgm. The GR¥hod is based on a mathematical
modelling of dose-DLT relationship, iteratively @teld using Bayes theorem along the trial, as
follows. First, before trial onset, prior opinioabout DLT probability at each dose level are editit
from expert clinicians on the basis of their peedoaxperience and on literature. These initial
guesses, which relied on the opinion of participttlinicians, were fixed at 0.15, 0.20, 0.25, and
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0.30, respectively. The uncertainty in this doseFDélationship is incorporated into a prior. Then,
the first three included patients are administettesl third dose level (12 mg/sgm). After the
enrollment of the first three patient, accrual amnes, with grouped inclusions of three patients pe
dose level. Then, on the basis of observed respaidel or not), DLT probabilities of all dose
levels are updated using Bayes theorem. The deskdssociated with an updated DLT probability
close to 33% is recommended to be administereeméxt patient cohort. All this process is re-
run until the fixed sample size (N=24) is reachmdn case of fulfilled stopping criteria measuring
futility of trial continuation(Zohar, 2003).

5.3.1 Study population
Sample size: 21-24 patients (estimated 50% tresttdte MTD)

5.3.2 Study design and treatment

The study consists of the following consecutive ggisa A1) Induction phase and A2) stem cell
mobilization and transplantation phase. Newly daagd patients will receive induction treatment
with Romidepsin in combination with CHOEP-21 forcgcles, CR or PR patients will receive 3
additional courses, while not responders will bédved to an early salvage treatment and censored
as a failure. To define the maximum tolerated d®4ED), four dose levels of Romidepsin will be
tested. The dose of Romidepsin will be modulates@ting to continual reassessment method. The
starting dose for the first three patients will b2 mg/ms (based on expert opinion). Stem cell
mobilization will be with a DHAP course followed [§-CSF. At the end of induction, patients in
CR/CRu will receive auto-SCT and patients in PR-8ICT.

6 PHASE Il PART OF THE STUDY

6.1  Objectives of the study

Primary objective
* To evaluate the efficacy in term of ProgressioreR3earvival (PFS) of Ro-CHOEP-21

Secondary objectives
* To evaluate ORR and in particular CR rate achidefdre and after SCT.
* To evaluate event free survival (EFS) and overakisal (OS)
* To evaluate the safety of treatment
» To evaluate the outcome of early allogeneic SCpatients in PR at the end of induction
phase
* To estimate the treatment-related mortality (TRM)
» To evaluate the incidence of acute and chronic G\iiHallografted patients
* To improve the knowledge on PTCL diagnosis, clasasibn and biology.

Exploratory Objective
» Evaluation of response biomarkers (eg TET2 mutajion
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6.2 Endpoints

Primary endpoint
* PFS on intention to treatment (ITT) evaluated atnigths. PFS will be defined as the
time between the date of enrolment and the datdiselase progression, relapse or death
from any cause.

Secondary endpoints

* ORR and CR (defined according to the Lugano Cliass$ibn 2014 response criteria), after
induction treatment and after SCT.

* Event free survival (EFS) defined as the time betwthe date of enrollment and the date of
discontinuation of treatment for any reason

* Overall survival (OS) defined as the time betwedan date of enrolment and the date of
death from any cause in the ITT population enroitethe study

* PFS and OS in patients not responding to the3isiurses of Ro-CHOEP-21

* Any grade lll or higher toxicities, recorded an@sdified according to the definitions of
NCI Common Terminology Criteria for Adverse Eve@@3 CAE), version 4.0 (2009)

» Evaluation during the interim analyses of any grédter higher toxicities, recorded and
classified according to the definitions of NCI CommTerminology Criteria for Adverse
Events (CTCAE), version 4.0 (2009)

» Evaluation during all the pretransplant phase of grade Il or higher toxicities, recorded
and classified according to the definitions of NCbmmon Terminology Criteria for
Adverse Events (CTCAE), version 4.0 (2009)

* Treatment-related mortality defined as any deadihwas not attributable to the lymphoma.

* Incidence of acute and chronic GVHD in allografpadients

Exploratory endpoint
» Evaluation of response biomarkers (eg TET2 mutajion

6.3  Statistical design

The sample size of this single arm, phase Il thak been calculated using the PFS as the primary
endpoint, according to the two-stage design prapbdgeCase and Morgan (2003), without interim
pause in the enrolment. According to available ena, the 1.5 year PFS of newly diagnosed
PTCL patients treated with anthracycline basedaihwe(CHOP/CHOEP), followed by auto-SCT, is
around 55% (null hypothesis, HO). With our expermaé strategy, based on 6 courses of CHOEP-
21 plus Romidepsin, followed by SCT in chemosevsitlisease, we hypothesize to achieve an
overall 1.5 year PFS of 70% (alternative hypothdsis.

To demonstrate an absolute improvement from 558&rdliure data) to 70% of the 1.5 year PFS,
with an alpha error of 0.05 (one tail), a beta leai0.10, and assuming 3 years of constant accrual
and at least 1.5 years of follow-up after the enmoit of the last patient, the required total sample
size calculated to minimize the ETSL (expectedltstudy length) is 110 (sample size calculated
with the Sample Size Tables for Clinical Studié$e8ition, by Machin et al, 2009).

With this design the interim analysis will be penf®d when the first 75 patients have been
enrolled. At this time the Kaplan-Meier 1.5 yeafsSPwill be estimated, with its standard error, to
calculate the Z interim test. To proceed with theobment, the threshold of the Z interim test for
efficacy should be at least 0.650.
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If this case, 35 further patients will be enroltedeach the planned total sample size of 110 laad t
final analysis will be performed after the lasta@lad patient has been followed for 18 months. To
reject the null hypothesis the threshold of theéndlfstatistic must be greater than 1.522.

6.3.1 Study population
110 patients in total, including approximately 9ddiients expected from the phase | study (treated
at the MTD).

6.3.2 Duration of the study
Expected accrual time: 3 years after the Ethics @iitee approval of all the centres and at least
eighteen months of follow-up after the enrolmenthef last patient.
Duration of treatment: 6-8 months
Duration of follow up: 5 years from the end of ey or last patient enrolled.

7 STUDY TREATMENT

The study consists of the following consecutive g@isa A1) Induction phase and A2) stem cell
mobilization and transplantation phase. Newly daagd patients will receive induction treatment
with Romidepsin in combination with CHOEP-21 forcgcles, CR or PR patients will receive 3

additional courses, while not responders will bécved to an early salvage treatment (according
to each center guidelines) and censored as ardailt the end of induction, patients in PR or

CR/CRu will receive transplantation as consolidati@atment after the first 3 Ro-CHOEP courses.

Al) INDUCTION PHASE: according to the response avkd after 3 cycles of Ro-CHOEP-21 ,
patients in PR or CR will receive 3 additional RBKGEP courses. Patients with less than PR or
progressive disease will be treated with salvaggtitnents according to each institutional policy.

Ro-CHOEP-21

- Romidepsin* at the dose established by protoc¢hivthe allocated dose of 8 or 10 or 12 or
14 mg/ms in phase | part, or at the MTD in phagmlit) day +1 and +8

- Doxorubicin 50 mg/ms iv day +1,

- Vincristin 1.4 mg/ms (capped at 2.0 mg) iv day+1,
- Cyclophosphamide 750 mg/ms iv day +1,

- Etoposide 100mg/ms iv from day +1 to +3

- Prednisone 100 mg orally from days +1 to +5
- G-CSF sc from day +5 to ANC recovery or Pegfilgragh mg sc on day +4
- Courses repeated every 21 days

*Romidepsin should be administered first, beforeGEP, by a 4-hours infusion.

A2) STEM CELL MOBILIZATION AND TRANSPLANTATION PHASE: after Ro-CHOEP-21
for 6 courses, a response evaluation is perforrRatients in CR receive one course of DHAP
followed by peripheral stem cell harvesting. Higbsd phase is BEAM or FEAM or CEAM
followed by auto-SCT. Patients in PR will receiveeacourse of DHAP followed by peripheral stem
cell harvesting, but are candidate to allo-SCT. Whesuitable donor is not available, PR patients
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will receive auto-SCT: patients with progressiveedise will be treated with salvage treatment
according to each institutional policy.

DHAP

In-patient version

- Cisplatin 100 mg/ms iv day 1 in 24-hours infusion

- Cytarabine 2000 mg/ms in 3-hours infusion everyadrs iv day 2
- Dexametasone 40 mg iv day 1-4

-  G-CSF 5pucg/kg/day sc starting from day +5 until periphebddod stem cell harvest, when
circulating CD34+ cells are >=20 per mcl

Out-patient version

- Cisplatin 100 mg/ms iv day 1 in 3-6-hours infusion

- Cytarabine 2000 mg/ms in 3-hours infusion iv daand day 3
- Dexametasone 40 mg iv day 1-4

-  G-CSF 5pucg/kg/day sc starting from day +5 until periphebddod stem cell harvest, when
circulating CD34+ cells are >= 20 per microliter

CONDITIONING REGIMEN FOR AUTO-SCT: BEAM or FEAM o€EAM

- BCNU 300 mg/ms iv day -7 (BCNU can be replaced wititemustine 300 mg/ms or with
CCNU 200 mg/ms)

- Cytarabine 200 mg/ms every 12 hours iv days -6:45,3 (8 total doses)

- Etoposide 100 mg/ms every 12 hours iv days -64.5.3 (8 total doses)

- Melphalan 140 mg/ms iv day -2

- Reinfusion of PBSC (CD34+ > 3 xY8g) day 0

- Day +3 G-CSF sc until neutrophil recovery

ALLO-SCT: DONOR MATCHING, MOBILIZATION AND HARVEST OF HEMATOPOIETIC
CELLS

Patients are required to have an HLA-identical BAC, DR, DQ loci) or one antigen mismatched
(Class I) sibling donor, willing and capable of dting G-CSF-stimulated peripheral blood
hematopoietic cells or bone marrow. Donor selectsobased on molecular high-resolution typing
(4 digits) of the HLA gene loci class | (HLA-A, Band C) and class Il (DRB1, DQBL1). It is
advisable to perform an exercise EKG testing inodsmbove 55 years of age or heavy smokers or
suffering of hypertension or diabetes. Suitabldéirggbdonors will receive lenogastrim or filgrastim
5 mcg/kg subcutaneously every 12 hours; on day #%6¢ large volume leukapheresis will be
performed. Target value of CD34ells will be 5 x 106/kg of the recipient body i (range, 4 to

8 x 106/kg). In case of a sibling donor unwilling rot suitable to G-CSF administration, a bone
marrow harvest will be performed. We aim at a nateld cell dose of at least 3 x 108/kg of
recipients body weight. To achieve this, it is maody to aspirate between 20 and 30 ml of marrow
blood per kilogram of donor’s body weight. Theref@a donation of 2 units of blood is requested
from the donor in a month prior to harvest, to Bedifor auto-transfusions during the procedure. In

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 32/61



case, no class | and class Il completely identicaklated donor (10 out of 10 gene loci) can be
identified, the degree of histocompatibility betweggatient and donor must fulfill with the minimal
degree of matching established by the Italian Bglaerow Donor Registry: HLA-A and HLA-B
antigen histocompatibility and HLA-DRB1 allelic keg€ompatibility. For patients allografted from
unrelated donor, the source of stem cells will leeigheral blood or bone marrow stem cells
(3x10e8/kg total nucleated stem cells in case okbmarrow and > or = 4 — 8 x10e6/kg CD34+ in
case of peripheral blood stem cells).

CONDITIONING REGIMEN FOR ALLO-SCT

Thiotepa total dose is 15mg/kg iv (10mg/kg if agdys or HCT comorbidity score >=2). Thiotepa
5 mg/kg every 12 hours iv for 2 or 3 doses (dayarfl/or -5 ); cyclophosphamide 30 mg/kg iv
(days —4 and —3); fludarabine 30 mgf m (days —4 and —3), 4 hours post-cyclophosphamide
administration; transplantation of 4 - 8 X®1kg CD 34+ cells on day O .

GVHD PROPHYLAXIS

GVHD prophylaxis consists of cyclosporin A 1 mgikgy, from day —6 to day —1, and then 2
mg/kg/day iv as a continuous infusion or orally antwice-daily divided dose (total dose 4
mg/kg/day) if patients are able to take regulangl deeding. Doses will be adjusted to maintain
whole-blood steady-rate through levels at 200 1@ 8§/mL (using the monoclonal assay to assess
cyclosporin blood levels), and modified as clinigahdicated for nephrotoxicity. Methotrexate 10
mg/ms iv on day +1, methotrexate 8 mg/ms on dayan€B+6, followed 24 hour later by a single
dose of leucovorin rescue at 25 mg/ms. In caseanfeg3 renal or liver toxicity, or severe mucositis
methotrexate will be omitted and mycophenolate 2@kgidie will be started at day -1 for 30 days.
Patients with a class | antigen mismatch (sibliogat) or with fully matched unrelated donor will
receive Thymoglobuline starting with a low dose decrease the infusion related symptoms
(Thymoglobuline 0.5 mg/kg daily on day -4, Thymdmghine 2 mg/kg on day -3 and
Thymoglobuline 2.5 mg/kg —2). Premedication wiktluide dexamethasone 8 mg, paracetamol 500
mg, anti-H1 and anti-H2 every 12 hrs. In case odmatched unrelated donors the total dose of
Thymoglobuline will be 7 mg/kg.

For patients in CR or PR, cyclosporin A will be adistered at full dose through day +180 and, if
GVHD will be absent, the dose will be tapered byol8very 10 days thereafter. Patients with
stable or progressive disease after transplantraflidly taper cyclosporin (in 14 days) and then
receive CD3+ lymphocytes if aGVHD or response t@socurred.

A1) Induction phase (PHASE I)

Ro-CHOEP-21 x 3 cycles

Romidepsin (dose escalation) Starting dose: 12mg/mig day +1 and +8
Dose modification according to toxicity:

e 14mg/ms day +1 and +8
¢ 10mg/ms day +1 and +8
* 8mg/ms day +1 and +8

CHOEP-21  Doxorubicin 50 mg/miv day +1,

¢ Vincristin 1.4 mg/ms (maximum 2.0 mg
total dose)v day+1,

* Cyclophosphamide 750 mg/insday +1,
* Etoposide 100mg/nig from day +1 to +3
* Prednisone100 mg orally from days +1 to
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+5

According to the response achieved after the fBsRo-CHOEP-21cycles:

PR or CR Ro-CHOEP-21 for 3 additional
cycles followed by phase A2
SD or PD Treatment failures, proceed to salvageraing to each institutional policy

A2) Stem cell mobilization and transplantation phase

Response evaluation and o
DHAP
peripheral stem cell harvesting

course followed by

Ne€e Dexamethasone 40nigday +1 +2 +3 +4

e Cisplatin 100mg/m#/ day +1

e Cytarabine 2gr/ms bidiv day +2(in-
patient version) or Ara-C 2 gr/ms day
+2 and day +3 (out-patient version)

* G-CSF 5ucg/kg/daysc starting from day
+5 until peripheral blood stem cell harvest

According to response achiev

ed after 6 Ro-CHOEPextles:

CR

BEAM or
followed by auto-SCT

FEAM or CEAM

*BCNU 300 mg/ms iv day -7 (or
Fotemustinel50 mg/mi day -7, -6 or
300mg/mq day -7; or CCNU 200 mg/ms
day -7)

* Etoposide 200 mg/mig day -6,-5,-4, 3

* Cytarabine 200 mg/mq big day -6,-5,-4,
-3

* Melphalan140 mg/mis day-2

\

PR

Allogeneic SCT with HLA-
identical (A, B, C, DR, DQ
loci) or one antigen
mismatched (class 1) siblin
donors. Donor selection

based on molecular high
resolution typing (4 digits) o
the HLA gene loci class
(HLA-A, B, and C) and class |
(DRB1, DQ@B1). In case, n
class | and class Il complete
identical urelated donor (10 o
of 10 gene loci) can b
identified, the degree ¢
histocompatibility
patient and donor must fulfi

with the minimal degree of

matching established by th
Italian Bone Marrow Dono
Registry: HLA-A and HLA-B
antigen histocompatibility an
HLA-DRB1 allelic
histocompatibility.

when a suitable donor is n
available: BEAM or FEAM or
CEAM followed by Auto-SCT

n Q

= 5 0 — — -

between

j=n

e

* Thiotepa 15mg/kg (5mg/kg every 12 hoprs
for 3 dosesv on day —6 and -5)

e or Thiotepa 10mg/kg(5mg/kg every
hours for 2 dosesv on day -5) if age
>55yrs or Hematopoietic Cell Transplant
Comorbidity Index?2)

* Cyclophosphamide 30mg/kg day -4, -3

* Fludarabine 30mg/mg day-4, -3

* GvHD prophylaxis: cyclosporinend short
course methotrexate

<PR

Treatment failures, proceed to salvage acegitdi each institutional policy

A1) Induction phase (PHASE II)

Ro-CHOEP-21 x 3 cycles

Ro-CHOEP-21

* Romidepsin dose according to phase
day +1 and +8

* Doxorubicin 50 mg/ms day +1,

¢ Vincristin 1.4 mg/ms (maximum 2.0 mg
total dose)v day+1,
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* Cyclophosphamide 750 mg/ni¢ day
+1,

* Etoposide 100mg/mis from day +1 to
+3

* Prednisonel00 mg orally from days +
to +5

1

According to the response achieved after the fBdRo-CHOEP-21 cycles:

PR or CR Ro-CHOEP-21 for 3 additional
cycles followed by phase A2
SD or PD Treatment failures, proceed to salvageraéing to each institutional policy

A2) Stem cell mobilization and transplantation phase

Response evaluation one DHA
course followed by peripher
stem cell harvesting

Al

P« Dexamethasone 40mig day +1 +2 +3
+4

e Cisplatin 100mg/m#/ day +1

e Cytarabine 2gr/ms bidv day +2(in-
patient version) or Ara-C 2 gr/ms day
+2 and day +3 (out-patient version)

* G-CSF 5ucg/kg/daysc starting from day

+5 until peripheral blood stem cell
harvest
According to response achieved after 6 Ro-CHOEP&des:
CR BEAM or FEAM or CEAM| «BCNU 300 mg/ms iv day -7 (or
followed by Auto-SCT Fotemustine150 mg/mis day -7, -6 or
300mg/mq day -7; or CCNU 200 mg/ms
iv day -7)
* Etoposide 200 mg/mig day -6,-5,-4, 3
 Cytarabine 200 mg/mq big day -6,-5,-
4,-3
* Melphalan140 mg/mis day-2
PR * Allogeneic SCT with HLA- | e Thiotepa 15mg/kdv (5mg/kg every 12
identical (A, B, C, DR, DQ  hours for 3 doses on day —6 and -5)
loci) or one antigen mismatched « or Thiotepa 10mg/kiy (5mg/kg every 12
(class 1) sibling donors. Donar  hoyrs for 2 doses on day -5) if >55 yirs
selection is based on molecular or  Hematopoietic Cell  Transplant-
hlfgg;resk?l&mn typng (4 (Iilgltsl Comorbidity Index2) day -5
of the gene loci class || ; ; A
(HLA-A, B, and C) and class Il ;yzloph;sph;omm? 3_0rr;g/|431d_zy 4,3
(DRB1, DQB1). In case, np ' 'udarabinésumgimg day-2, -
class | and class Il completely *® GvHD prophylaxis: cyclosporine and
identical unrelated donor (10 Shortcourse methotrexate
out of 10 gene loci) can be
identified, the degree df
histocompatibility between
patient and donor must fulfill
with the minimal degree of
matching established by the
Italian Bone Marrow Dono
Registry: HLA-A and HLA-B
antigen histocompatibility and
HLA-DRB1 allelic
histocompatibility.
* when a suitable donor is not
available: BEAM or FEAM or
CEAM followed by Auto-SCT
<PR | Treatment failures, proceed to salvage acegitdi each institutional policy |
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7.1 Registration of the patient and Romidepsin dose-alcation

A centrally online procedure to enroll patients amdlose allocation of Romidepsin is available on
FIL website:

http://www.fililinf.it
At enrolment time, a numeric code will be assigae@ach patient; the code will be published on
“enrolled patients” section on website within 4&il®and will be sent by e-mail at the center. After
the enrollment, it is not possible to change thexapeutic scheme attributed to the patient. If the
patient, for personal or physician choice, refusatment, the patient is considered a failure.

8 PATHOLOGICAL REVIEW AND BIOLOGIC STUDIES

8.1 Pathological review

A central pathology review is planned at accrualdibpatients enrolled into the trial.

An independent pathologist (Stefano Pileri, Europlestitute of Oncology) will review the lymph
node/tumor biopsy slides for retrospective confiioraof the diagnosis of PTCL. Investigator
centers are required to submit at minimum 10 unsthslides from the tumor/lymph node biopsy
specimen taken at the time of the diagnosis opénaffin block which will be returned as the
histological revision has been done.

8.2 Biological studies

Tumor tissue samples will also be collected in thed with the purpose of identifying biomarkers:
TET2 mutations will be analyzed at the Istituto Mazle Tumori, Milano and correlated with the
clinical outcome.

Archival tumor tissue is mandatory when availalite participate in this explorative part of the
study. It is preferred that archival tissue is piled as paraffin block. However if this is not
possible, at least 10 unstained slides should beiged for each patient. If baseline BM have
detectable tumor invasion, the shipment of thisgwlestic sample is required. The biomarker
analysis will be explored during the study. Thegdiasis will be additionally refined using the
Gene Expression Profiling (GEP)-based moleculassili@rs (MCs) recently developed, able to
accurately distinguish between PTCL NOS and eitABfL or ALK "ALCL.(Piccaluga et al
JCO2013).

The collection of post-treatment tumor sample aeadse progression is encouraged to investigate
the potential mechanisms of resistance of Ro-CHQEmR: PTCL patients. If the patient consents
and it is clinically feasible, it is encouragedctalect a fresh tumor biopsy at tumor progressmn f
the biological study. This sample will be analyzleg using a combination of genomic and
proteomic technology to identify the driving geeatiechanisms in chemorefractory PTCL.

The search for potential relevant biomarkers forGMOEP-21 effect, disease and/or safety could

be extended from what reported above depending limmcai outcome, reagent and sample
availability.
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8.3 Blood for germline DNA

In patients providing tumor biopsy at study entrgeparate whole peripheral blood sample (PB)
will be obtained. This sample will be collectedr tmmparing tumor-specific gene alterations in the
DNA from tumor biopsies with the DNA from normalsmaumor cells.

8.4  Operative considerations for sample shipment for tb biological
studies

Archival tumor specimens as paraffin block or sdideB and BM blood samples (if invaded), will
be collected at study entry and shipped to Istifhézionale Tumori, Milano using the provided
courier.

- 9 ml of PeripheraBlood collected in 3 tubes for automated complév@d count (CBC) (eg: BD
Vacuatainer K2EDTA spray coated tubes, product8836 or similar);

-10 ml Bone Marrow aspirate will be collected irpalypropylene tube (eg 15ml Falcon conical
tubes product no 352097) containing 5000U Hepdrimlk).

Samples must be shipped to the following address:

Dr.ssa Cristiana Carniti
Laboratorio di Ematologia — Trapianto di Midollo Osseo Allogenico
Fondazione IRCCS, Istituto Nazionale dei Tumori
via Venezian, 1 20133 Milano, Italy

8.5 Ethical Aspects of Biological studies

Eligible patients will be asked to give a signefbimed consent to take part in the study. In order
to maintain patients privacy, in all data recostady reports and communications, the patients will
be identified by his initials and his assigned umeigatient number (UPN).

The table connecting all the UPNs to the patiemfgrmation will be kept in the database of the
S.C. Ematologia- Trapianto di Midollo Osseo Allogen Fondazione IRCCS-Istituto Nazionale
dei Tumori, Milano. To enter the database a passvi®mrequired so that all the data are kept
confidential.

At least 10 unstained slides or paraffin blocksl Wi collected at study entry by Prof Pileri
(European Institute of Oncology) for the pathotadievaluation. In case paraffin blocks are
provided, these will be returned to the investigatnter of origin as the histological evaluati@s h
been performed.

The biological samples sent to the Fondazione IRG§Buto Nazionale dei Tumori will be kept
in a locked -80C freezer located in a locked latmoga The access to this premise is permitted only
to person authorized by the lab manager (Dr. @nstiCarniti).

The biological samples will only be used for thegwsed study and the left over biological samples
are at disposal of the patients.
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9 STUDY TREATMENT AND CONCOMITANT TREATMENT

Dose Modification and Delay

9.1 Dose-adjustment for Romidepsin

If a Romidepsin dose due to toxicity or anothersogais missed, then that dose is skipped and
treatment continues with next planned dose.

No adjustment of dose is planned, according togesi the study.

Only in case of QTc > 500 msec or ventricular atthya: VT ¢ 3 beats in a row), or new
occurrence of > Grade 2 atrial fibrillation or tieit do not administer the present dose, hold next
dose of romidepsin and consult cardiologist priorréstart romidepsin. In case of ventricular
fibrillation (VF) including Torsade de Pointes: gstammidepsin permanently.

9.2 Dose- adjustment for CHOEP

Before each course, blood count will be taken #nat day 21 ANC <1000/mfhand/or platelets
<75.000/mm, the whole regimen will be delayed by one weekatlday 28 the ANC is 1000-
1500/mnt and/or PLT 75-100.000/nhthe dosage of each chemotherapeutic drug wiledeaed
at 75%. If blood count has not recovered one &irtielay-week is admitted.

If at day 35 ANC are still <1000//mtnand/or platelets < 75.000/minthe patient will go off-study.

9.3 Dose -adjustment for DHAP

Before DHAP, blood count will be taken and, if ayd28 ANC <1000/mrhand/or platelets
<75.000/mm, the whole regimen will be delayed by one weekatlday 35 the ANC is 1000-
1500/mni and/or PLT 75-100.000/nththe dosage of each chemotherapeutic drug wilebeaged
at 75%. If blood count has not recovered one &urtielay-week is admitted.

If at day 42 ANC are still <1000//mtnand/or platelets < 75.000/minthe patient will go off-study.

9.4 Recommended concomitant treatments

During treatment are recommended as concomitardftie

- Cotrimoxazole BACTRIM 3 tablets per week or Pentdine aerosol every 15 days in
patients with Bactrim allergy or in patients witl6lZD deficiency throughout the treatment
and consolidation phase

- In patients with Ab antiHBcAg +, Ab antiHBsAg +/-rgphylaxis against hepatitis B
reactivation with Lamivudine 100 mg/die from oneekeprior the start of the treatment to
one year after the end of the treatment

- All concomitant medications for medical conditiosther than lymphoma are permitted, as
clinically indicated

- All supportive therapies considered a standardtipedor the chemotherapy phase and
auto- or allo-SCT phase are permitted. In partictilase concerning anti-nausea treatment,
CMV prophylaxis, anti-fungal prophylaxis or thedtment of infections.
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9.5 Permitted concomitant therapy

The following medications and support therapies may be used if needed during this study:

- Antiviral prophylaxis with acyclovir 800-1200 mg itlasince the beginning of therapy is
strongly recommended in patients at risk of hekpes infection reactivation

- Additional prophylaxis with levofloxacine or ciptokacine and fluconazole will be
administrated in case of neutropenia <1.0 x 109/

- Plerixafor in addition to GSCF during mobilizatienpermitted

- Platelets and red blood cell transfusion are althvieneeded. Packed red cells and platelets
transfusions will be given with filtered and irratid products in case of Hb < 8 g/dL or Plts
<10 x 109/L or higher in case of bleeding signs.

- Erytropoietin therapy is allowed according to ASI3@0 guidelines.

- Bowel care is recommended to prevent constipatiod should be administered per
standard practice.

- Antiemetic agents.

- Allopurinole or rasburicase for tumor lysis syndeprevention is allowed.

9.6 Prohibited concomitant therapy

The following medications and supportive theragiesprohibited at all times:
- Any antineoplastic agent other than those planmeithd study program.
- Any experimental agent.

9.7 Drugs affecting Qtc

Use of concomitant medications that increase osiplysincrease the risk to prolong the QTc

interval and/or induce torsades de pointes, varimarrhythmia are not permitted.

For details related to the drug characteristics see
http://www.azcert.org/medical-pros/druglists/drugtd.cfm.

9.8 Inhibitor or inducer of Cytochrome P450 3A4 Enzyme

Romidepsin is metabolized by CYP3A4. Although thare no formal drug interaction studies for
Romidepsin, strong CYP3A4 inhibitors (e.g., ketcamwle, itraconazole, -clarithromycin,
atazanavir, indinavir, nefazodone, nelfinavir, mawir, saquinavir, telithromycin, voriconazole)
may increase concentrations of Romidepsin.

Therefore, co-administration with strong CYP3A4ibitors should be avoided if possible.

Caution should be exercised with concomitant useaderate CYP3A4 inhibitors.
Co-administration of potent CYP3A4 inducers (edgxamethasone, carbamazepine, phenytoin,
rifampin, rifabutin, rifapentine, phenobarbital) yndecrease concentrations of Romidepsin and
should be avoided if possible. Patients should ed&ain from taking St. John’s Wort.

9.9 Inhibitor or drug transport systems

Romidepsin is a substrate of the efflux transpoReglycoprotein (P-gp, ABCB1). If Romidepsin is
administered with drugs that inhibit P-gp, increhsmncentrations of Romidepsin are likely, and
caution should be exercised.
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10 CLINICAL EVALUATION, LABORATORY TESTS AND FOLLOW-UP

10.1 Staging evaluation, baseline

Baseline assessment must be performed during 30ledgre starting therapy.

- Complete medical history, ECOG performance stathgsical examinatiorvital signs

- ECG with QTc calculation and echocardiogram or MUSnN for LVEF evaluation

- Spirometry DLCO

- Complete blood count, hematology workup and bioakagn

- HBsAg, HBcAb, HCV and HIV serology

- Lymph-node or tissue biopsy for histological diagisoand shipment of paraffin block for
centrally pathology review and for biological stesli

- Aspirate and bone marrow biopsy

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan

- Pregnancy test (if applicable)

- Lumbar puncture

- Written informed consent

- If clinically indicated: neurological visit, RMN kim/spine, Gl endoscopy, ORL visit
- HLA typing (not mandatory)

10.2 Evaluation at each Ro-CHOEP courses

- Blood count and complete workup with biochemisjphysical examination, vital signs and
hematological and extrahaematological toxicity eatibn the day before or day 1 and day 8 of
therapy and between two cycles and during apldsae and/or till granulocytes and platelets
recovery

- Electrocardiogram will be performed just before md@psin infusion (after administration of
antiemetic premedication if possible) at day 1 athecycle for measurement of corrected QT
interval according to the Fridericia formula and dase of cardiac event or clinical signs
compatible with heart rhythm disorder and in caSlei@ogical abnormalityes.

10.3 Intermediate response evaluation

The evaluation of intermediate response will besssd after 3 courses of Ro-CHOEP-21.
- ECOG performance status, physical examination| siggns

- Blood count and complete workup with biochemistry

- Aspirate and bone marrow biopsy (if positive atdiiag)

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan (not mandatory)

- HLA typing and start donor search mandatory forguds in PR

Responsive patients (in partial or complete resppatter three cycles of therapy, will continue the
trial and will be treated with three further cowgs# Ro-CHOEP as planned.

10.4 Post-Induction evaluation

The evaluation post induction will be assessed afiecourses of Ro-CHOEP.
- ECOG performance status, physical examination| sitgns
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- Blood count and complete workup with biochemistry
- Aspirate and bone marrow biopsy (if positive atdbiag)
- CT scan neck, chest, abdomen and pelvis

- Total body PET scan

Patients in CR will receive one course of DHAPduwled by peripheral stem cells harvesting and
BEAM or FEAM or CEAM followed by autologous stemliagansplant; patients in PR will receive
one course of DHAP followed by peripheral stemscharvesting and allo-SCT; patients in PR
when a suitable donor is not available, will reeebne course of DHAP + PBSC harvest followed
by BEAM or FEAM or CEAM followed by autologous steoell transplant; patients in SD or
progressive disease will receive salvage treatrmecarding to each institutional policy outside the
protocol. In patients in PR when a suitable domsoavailable, DHAP plus PBSC harvest can be
avoided.

10.5 Post -SCT evaluation

Final evaluation will be performed one-two montlterathe end of SCT.
- ECOG performance status, physical examinationl sitgs

- Blood count and complete workup with biochemistry

- Aspirate and bone marrow biopsy (if positive atdbag)

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan

Complete response, Partial response or no respeailsalefined according to Lugano 2014
response criteria.

10.6 Follow-up

The total duration of follow-up is 5 years with tf@lowing plan: every 3 months during the first
year after chemotherapy and then every 6 monthsoup years after chemotherapy and then
annually for a further 2 years. At all these stegkbe evaluated:

- ECOG performance status, physical examination| siggns

- Blood count and complete workup with biochemistry

- CT scan neck, chest, abdomen and pelvis

- Total body PET scan when clinically indicated

11 FORMS AND PROCEDURES FOR COLLECTING DATA AND DATA
MANAGING

Data will be collected online by electronic-critesi

http://www.filinf.it
CRF is the primary data collection instrumentstfar study. All data requested on the CRF must be
recorded, and any missing data must be explaitied. space is left blank because the procedure
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was not done or the question was not asked, “N/D8tnbe noted. If the item is not applicable to
the individual case “N/A” must be noted.

In clinical trials the CRF must be dated and sighgdhe responsible investigator or one of his/her
authorized staff members.

12 ADVERSE EVENTS, SERIOUS ADVERSE EVENTS

Timely, accurate, and complete reporting and aigbfssafety information from clinical studies are
crucial for the protection of subjects and are naaed by regulatory agencies worldwide.

Definitions

Adverse Event Definitions and Classifications

12.1 Adverse Event

An adverse event is any untoward medical occurremce clinical study subject administered a
pharmaceutical product. An adverse event does ex¢ssarily have a causal relationship with the
treatment. An adverse event can therefore be afgvorable and unintended sign (including an
abnormal finding), symptom, or disease temporakgoaiated with the use of a medicinal

(investigational or non-investigational) product,hether or not related to the medicinal

(investigational or non-investigational) producDefinition per International Conference on

Harmonization [ICH])

This includes any occurrence that is new in onsetggravated in severity or frequency from the
baseline condition, or abnormal results of diageogtrocedures, including laboratory test
abnormalities.

The Adverse Events collection for each subject stdrt with the signing of informed consent form.

12.2 Serious Adverse Event

A serious adverse event as defined by ICH is angwerd medical occurrence that at any dose
meets any of the following conditions:
* results in death
* s life-threatening
(the subject was at risk of death at the time efdkient. It does not refer to an event that
hypothetically might have caused death if it we@ensevere.)
* requires inpatient hospitalization or prolongatadrexisting hospitalization
* results in persistent or significant disability/@apacity, or is a congenital anomaly/birth
defect
» other medically important condition: would be anyportant medical or clinical event that
may not be immediately life-threatening or resultai fatality or hospitalization but that
may jeopardize the patient or require intervention prevent another outcome e.g
significant/persistent disability, life-threatenimgaction congenital anomaly. Examples of
such potentially serious events (according to nadjadgment) include a suspected
transmission of infections agent by a medicinaldpat, allergic bronchospasm, blood
dyscrasias or convulsion, development of drug degecy or drug abuse, cancer. Whether
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the event should meet one of these requiremergaselreport into the category “Other
Medically Important Condition” on the SAE form .

Note Medical and scientific judgment should be exergdisn deciding whether expedited
reporting is also appropriate in situations othemt those listed above. Any adverse event is
considered a serious adverse event if it is assatiaith clinical signs or symptoms judged by
the investigator to have a significant clinical imcp

12.3 Unlisted (Unexpected) Adverse Event

An unlisted adverse event, the nature or sevefitwhich is not consistent with the applicable
product information. For an investigational prodube expectedness of an adverse event will be
determined by whether or not it is listed in thegdstigator's Brochure. For a comparator product
with a marketing authorization, the expectednesmaddverse event will be determined by whether
or not it is listed in the summary of product claeaistics (SmPC).

12.4 Associated with the Use of the Drug

An adverse event is considered associated withusleeof the drug if the attribution is possible,
probable, or very likely by the definitions listedSection 12.6

12.5 Product Quality Complaint

A product quality complaint (PQC) is defined as anglaint specific to the product itself, its
supporting devices or packaging, as opposed &ffist on the patient. Examples include damaged
or missing tablets; wrong strength or color of ¢l damaged packaging; a label that cannot be
read; a liquid that should be clear but is cloudyantains unexpected particles; a bent needle; a
broken syringe; a missing patient information legflor the identification of a potentially
counterfeit medicine. Patients will be instructedéturn empty blister or unused capsules. Unused
or returned study drug will be destroyed locallycompliance with local pharmacy destruction
procedures and drug disposition must be appropyidtecumented in the study file. Furthermore,
the documentation reporting the drug destructiorehta be sent to local Medical Affairs Dept. in
Celgene srl. The local pharmacy is responsiblettier drug destruction, and Celgene srl is not
involved in any related activity. If any study drugylost or damaged, its disposition should be
documented in the source documents.

12.6 Attribution Definitions

12.6.1 Intensity (Severity) Reporting and Attribution
For both serious and non-serious adverse evemtsnyestigator must determine both the intensity
of the event and the relationship of the eventudysdrug administration.

Intensity for each adverse event will be determibgdusing Version 4.0 of the National Cancer
Institute Common Toxicity Criteria (NCI CTC) as aideline (homepaghttp://ctep.info.nih.goy
wherever possible. The criteria will be providedhe investigator as a separate document. In those
cases where the NCI CTC do not apply, intensityukhde defined according to the following
criteria:
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* Mild: Awareness of sign or symptom, but easily tated, causing minimal discomfort and
not interfering with everyday activities; no medicdervention/therapy is required.

* Moderate Discomfort: Enough to cause mild to moeraterference with normal daily
activities, some assistance may be needed, no mlinnedical intervention/therapy is
required.

* Severe: Extreme distress causing significant impamt of functioning or incapacitation
and inability to perform normal daily activities.ol®e assistance is usually required;
medically intervention/therapy is required and hiadization may be required

e Life Threatening: Extreme limitation in activity.igk of death from the reaction as it
occurred.

The investigator should use clinical judgment isessing the intensity of events not directly
experienced by the subject (eg, laboratory abnaties)l

Relationship to study drug administration will be determinedakws:

e Not related
An adverse event which is not related to the ugbefirug.

* Unlikely/Doubtful
An adverse event for which an alternative explamats more likely, e.g., concomitant drug(s),
concomitant disease(s), or the relationship in tonggests that a causal relationship is unlikely.

» Possible
An adverse event which might be due to the usdefdrug. An alternative explanation, e.g.,
concomitant drug(s), concomitant disease(s), irnkusive. The relationship in time is
reasonable; therefore, the causal relationshipatarsexcluded.

* Probable
An adverse event which might be due to the usehefdrug. The relationship in time is
suggestive (e.g., confirmed by dechallenge). Aeralitive explanation is less likely, e.g.,
concomitant drug(s), concomitant disease(s).

+ Definite/Very Likely

An adverse event which is listed as a possible r@dveeaction and cannot be reasonably
explained by an alternative explanation, e.g., oamtant drug(s), concomitant disease(s). The
relationship in time is very suggestive (e.g.sitonfirmed by dechallenge and rechallenge).

12.7 Reporting Procedures

All Adverse Events

All adverse events will be registered in CRF frdme time a signed and dated informed consent
form is obtained until 30 days after the administraof the last dose of study drug. Those meeting
the definition of serious adverse events must perted using the Serious Adverse Event Form.

Serious Adverse events occurring after 30 days ldhoe reported if considered at least possibly
related to the investigational medicinal productlig investigator.
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Clinically relevant changes in laboratory valuessirhe recorded in the adverse event section of the
CRF. For example, laboratory abnormalities leadmgn action regarding the study drug (dose
change, temporary stop, delay of the start of decgcpermanent stop) or the start of concomitant
therapy should be reported. For each laboratoryombality reported as an adverse event, the
following laboratory values should be reported e faboratory section of the CRF: the value
indicative of the onset of each toxicity grade, thest abnormal value observed during the adverse
event, and the value supporting recovery to Gradel0or to baseline condition.

All adverse events, regardless of seriousnessyiseva presumed relationship to study therapy,
must be recorded using medical terminology in tbharee document and the CRF. Whenever
possible, diagnoses should be given when signsamgtoms are due to a common etiology (e.g.,
cough, runny nose, sneezing, sore throat, and lkeadestion should be reported as “upper
respiratory infection”). Investigators must recoml the CRF their opinion concerning the
relationship of the adverse event to study therayly.measures required for adverse event
management must be recorded in the source docuarahtreported according to Sponsor-
Investigator instructions.

The Sponsor-Investigator assumes responsibilityafipropriate reporting of adverse events to the
regulatory authorities. The Sponsor-Investigatoi$ also report to the Investigator, Independent
Ethics Committee/Institutional Review Board (IECARand to the Italian Drug Agency (AIFA) all
serious adverse events of this study that aretadlesnd associated with the use of the drug.

Subjects must be provided with a “study card” iatiitg the name of the investigational product,
the study number, the investigator’s name, a 24-heraergency contact number, and, if applicable,
excluded concomitant medications.

Pregnancies

While pregnancy, in itself, is not an adverse eyvany subject pregnancy or pregnancies in partners
of male subjects included in the study must be stibdhby investigational staff to the Sponsor-
Investigator within 24 hours of their knowledgetloé event using the pregnancy notification form.

Abnormal pregnancy outcomes are considered seddusrse events and must be reported using
the Serious Adverse Event Form. Any subject whoobmess pregnant during the study must be
promptly withdrawn from the study.

Because the study drug may have an effect on sparifthe effect is unknown, pregnancies in
partners of male subjects included in the studi/balreported by the investigational staff withih 2
hours of their knowledge of the event using thegpagcy notification form.

Follow-up information regarding the outcome of gregnancy and any postnatal sequelae in the
infant will be required.

Serious Adverse Events and/or Pregnancies andddubBr Quality Complaint

All SAEs (and/or Pregnancies and/or PQC) occurringluring clinical studies must be reported
to the appropriated Sponsor-Investigator’s contactperson by investigational staff within 24
hours of their knowledge of the event

Information regarding SAEs (and/or Pregnancies@ndQC) will be transmitted to the Sponsor-
Investigator using the Serious Adverse Event Fanufor the Product Quality Complaints Form),
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which must be signed by a member of the invesbgatistaff. It is preferable that serious adverse
events be reported via fax. Subsequent to a tetepheport of a serious adverse event (and/or a
Pregnancy and/or a PQC), a Serious Adverse Event Fand/or a PQC form) must be completed
by the investigational staff and transmitted to $@nsor-Investigator within 1 working day.

The SAE(s) and/or Pregnancy report(s) and/or PQC mst be sent to the Sponsor-Investigator
Pharmacovigilance Contact Person to the followingax number:

Sponsor contact:

Dr. Alessandro Levis
Address: c/0 S.C. Ematologia Azienda Ospedaliera Santi AntoriBeagjio e Cesare Arrigo -
Alessandria

Phone no.: 89-0131-206071-206066

Fax no.: +39-0131-263455

All serious adverse events that have not resolyeth® end of the study, or that have not resolved
upon discontinuation of the subject’s participatianthe study, must be followed until any of the
following occurs:

« The event resolves
* The event stabilizes
e« The event returns to baseline, if a baseline vislawailable

* The event can be attributed to agents other tharstiindy drug or to factors unrelated to
study conduct

* It becomes unlikely that any additional informaticen be obtained (subject or health care
practitioner refusal to provide additional infornoat, lost to follow up after demonstration
of due diligence with follow-up efforts).

The cause of death of a subject in a clinical studhether or not the event is expected or assatiate
with the investigational agent, is considered aseradverse event. Suspected transmission of an
infectious agent by a medicinal product should dq@rted as a serious adverse event. Any event
requiring hospitalization (or prolongation of hdsfization) that occurs during the course of a
subject’s participation in a clinical study must keported as a serious adverse event, except
hospitalizations for:

e social reasons in absence of an adverse event

» surgery or procedure planned before entry intesthdy (must be documented in the CRF)

study drug administration

study related procedures defined in the protocol.
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13 ETHICAL CONSIDERATIONS
13.1 Patient protection

The responsible investigator will ensure that #tisdy is conducted in agreement with either the
Declaration of Helsinki (Tokyo, Venice, Hong KongdaSomerset West amendments) or the laws
and regulations of the country, whichever provithesgreatest protection of the patient.

The protocol has been written, and the study valicbnducted according to the ICH Guideline for
Good Clinical Practice

The protocol and its annexes are subject to rexdad approval by the competent Independent
Ethics Committee(s) (“IEC”).

14 SUBJECT IDENTIFICATION — PERSONAL DATA PROTECTION

All records identifying the subject must be kephfidential and, to the extent permitted by the
applicable laws and/or regulations, not be maddiglylavailable The name of the patient will not
be asked for nor recorded at the Data Center. Auesd@@l identification number will be
automatically attributed to each patient registenetthe study. This number will identify the patien
and must be included on all case report formsrdieoto avoid identification errors, patient inisia
and date of birth will also be reported on the aapert forms.

Any and all patient information or documentationrtpming to a clinical trial, to the extent
permitting, through a “key” kept anywhere, regasdl®f whether such key is supplied along with
the information or documentation or not, must besttered as containing sensitive personal data
of the patient, and is therefore subjected to ttawipions of applicable data protection (“privacy”)
regulations. Breach of such regulations may reswdtiministrative or even criminal sanctions.

Particularly, an information sheet prepared aceaydo such regulations and a form to evidence the
consent of patients to the processing of such ihaist therefore accompany the informed consent
administered to the patient (see paragraph 14@wWeBuch information must (i) identify the roles
of the holder (“titolare”) and processor (“respdmtal, appointed by the holder) of the patient
personal data (also if not directly identifying thatient), as well as the purposes of the personal
data collection and processing (medical treatmeak @elated/unrelated scientific research), (ii)
adequately describe the flows of communication Iving them, particularly if third parties should
become involved, and (iii) seek the patient’s pend specific consent to such processing.

Patient information or documentation may be considiéanonymous”, and as such not subject to
privacy regulations, only when no key whatsoevernptting the identification of the patient, is
any longer available.

Particular attention should therefore be paid (anfbrmation/consent materials adapted
accordingly) whenever patient data are suppliedthiod parties and may be autonomously
processed, or biological samples/materials arentaked kept for future research purposes,
associated or not with the pathology considerdterstudy.

A copy of Informed consent should be attachedhi®Protocol Template.
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14.1 Informed consent

All patients will be informed of the aims of theaudy, the possible adverse events, the procedures
and possible hazards to which he/she will be exgyomed the mechanism of treatment allocation.
They will be informed as to the strict confidentialof their patient data, but that their medical
records may be reviewed for study purposes by aatw individuals other than their treating
physician. An example of a patient informed consgatement is given as an appendix to this
protocol.

It will be emphasized that the participation iswahry and that the patient is allowed to refuse
further participation in the protocol whenever he/svants. This will not prejudice the patient’s
subsequent care. Documented informed consent neusbtained for all patients included in the
study before they are registered or randomizedeaDlata Center. This must be done in accordance
with the national and local regulatory requirements

For European Union member states, the informedesdngrocedure must conform to the ICH
guidelines on Good Clinical Practice. This implieat “the written informed consent form should
be signed and personally dated by the patient dhdyatient’s legally acceptable representative”.

A copy of Informed consent should be attachedhi®Rrotocol Template.

15 CONFLICT OF INTEREST

Any investigator and/or research staff member wd® d conflict of interest with this study (such as
patent ownership, royalties, or financial gain tgeathan the minimum allowable by their
institution) must fully disclose the nature of tmnflict of interest.

16 DATA OWNERSHIP

According to the Good Clinical Practice the sponsioa study is the owner of the data resulting
therefrom. All centers and investigators partidipgitin the study should be made aware of such
circumstance and invited not to disseminate infeionaor data without the Institution’s prior
express consent.

17 PUBLICATION POLICY
This section should be adapted to the statutelseofdoperative group.

After completion of the study, the project coordarawill prepare a draft manuscript containing
final results of the study on the basis of theistiaal analysis. The manuscript will be derived to
the co-authors for comments and after revision méllsent to a major scientific journal.

All publications, abstracts, presentations, manptcand slides including data from the present
study will be submitted to and reviewed by the $tudoordinator for coordination and

homogeneity purposes: specific advance periodsubmission and review may be specified in the
protocol. The timing of publications (in the evesdveral Centers should be participating in the
Study) may be coordinated, and publication delafypdtentable inventions should be involved (for
the time required in order to file the relevantgoaitapplications); otherwise, according to the
MoH'’s Decree of May 12, 2006, investigators carmprecluded from or limited in publishing the
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results of their studies (IECs must verify thaten@essive restriction is contained in the protocols
submitted to their review and approval).

18 STUDY INSURANCE

The Investigator-sponsor of the Study must enthakadequate insurance coverage is available to
the patients, in accordance with Section 5.8 ofI@ié¢ Guidelines of Good Clinical Practice and
with the Italian DM July 14, 2009. Such coveragestnextend to all damages deriving from the
study, to the exclusion of those attributable tfwimisconduct or negligence of the institution o
investigator. A copy, or excerpt, or insurer’'s fedte, attesting the existence and amount of such
coverage at least for the duration of the studytrhassupplied as part of the study documentation
to the review and approval of the IEC.
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20 APPENDIXES

Appendix 1: Timing of treatment and investigations

Stage Tre%ent Ro-CHOEP Treatment DHAP+SCT phase Follow-Up_
. . Cycle | Cycle Cycle Cycle End of Treatment
Period Screening 1-2 3 4.5 6 (+1 month) Up to 2 years
Informed consent X
Review
Inclusion/Exclusion X
criteria
Pregnancy test® X
Serum virology® X
Ecg"/Echo/MUGA X" X" X" X" X"
Clinical
examination X X X X X
Spirometry DLCO X
Bong marrow X NG NG NG NG
biopsy
Central pathological X
review
PET scan® X X X X X°
CT of neck, chest,
abdomen and X X X X X
pelvis
Adverse events X9 X9 X9 X X9 X
Hematology X X9 X9 X9 X9 X9 X
Biochemistry® X X9 X9 X9 X9 X9 X
Physical X X0 | x® | x¢ X9 X° X
examination
Vital signs X X9 X9 X9 X9 X9 X
Lumbar puncture X
Neurological visit,
RMN brain/spine, X!
Gl endoscopy, ORL
visit'
Tumor tissue X
collection for X X Post treatment
biological studies or at relapse
Bone marrow Blood NG
Collection for c
Biological studies X Post treatment
(Optional)® or at relapse
Peripheral Blood X
collection for X Post treatment
biological studies or at relapse
HLA typing X X!

@ Negative pregnancy test is required 1 week before treatment for both pre-menopausal women and women who are <2 years after
onset of menopause

® HBsAg, HBcAb, HCV and HIV serology

°Bone marrow biopsy should be repeated after two cycles and one month after the end of therapy only if positive at screening. Biopsies
during follow-up for patients who never had bone marrow involvement, or who became negative after treatment are to be performed
only if clinically indicated at the discretion of the physician (same approach will be followed for gastrointestinal involvement).

d Biochemistry should include LDH and Beta2-microglobulin at screening

¢ When clinically indicated

" According to physician judge when clinically relevant for the patient

9 During treatment stage, hematology tests will be performed at least once a week, while physical examination, biochemistry and
adverse events monitoring will be performed every 2 weeks.

n Ecg for measurement of corrected QT interval according to the Fridericia formula

" Not mandatory

I HLA typing and start donor search mandatory for patients in PR
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Appendix 2: Response Criteria

Table 1 Fewsed Cricenn for Responce Assesarment

Monmeasured o

Chrpan enlegement

Mew le=aons
Bone matmow

Mo rezponss o sinble dispase
Target hodes/nodnl mosses.
B ik e
Chpen emlpgement
Mew |esmns

Frogresse dizsane
Indrvidhmi tarped rodesirodal

IMESSes
Extrenosi |esmons

Nonmeasured kesaons

Mew le=ons

Home masmon

AT it these fndings supgest reapondng dissass

At erd of trewtrment, thess findogs sdicate residunl deesrs

Mot sppecabés
Mot sppscabis

Mone

A=sidiesl uptsce highet than optete in nomal mamroes but
redoced compered with basaline Idiffuse uptaks
pompatble with resctive chanpes from chemothsrapy
afenvedt | iheie are pormstent fooal changes = the
miarmy in the comest of & nodal mEporse, consideration
should be geeen. b farther evalation wth MBI o biopsy
ar an mtsrved scam

Mo metabobe feapanse

Scorn 4 or 6 with no sgneficent change m FOG uptske from:
ba==line 2 mienm or end of beatment

Net: sppicabi

Not snplicabio

Npne

Progressve metabokc disease

Scoro 4 or b with =n hoedse n irensiy of uptoke from
baasime andior

Mews FOG-svid foo commsistent weih lwmphormes st inberim ar
ond-of-tresbmen sasesmm=nt

Mrne

Neww FOG-awnd foos consstant with lmphoma mthes than
amother sticlogy leg, infecton, mflammatonl. H
urcerian regarding stology of new Bsions, opry or
irmterend scan may be considensd

Mesw ar recument FOG-snd foo

Aesporse and Sne PET-CT-Eased Aesponce CT-Eased Aesponce:
Compisie Complzie metabolic responne mmmﬂldﬁahﬁwﬂnﬂ
meh--d -Bcore 1, lwfﬂwﬂuﬁ.ﬂ—':ﬁ.ﬂnﬂmml memmmhfmﬁmmm
eximbpmphatc sies s mﬂdhmw‘l ring or-exienodsl sden Mo extralymohanc sites of disaase
wumhﬂmmbmﬁa
solof-stimulrbng tactom!, upiske moy be gresier than
narmal medastoum andior lves o this
mm__m_nq_t_mtnm.dqmu
wites of irstial mvolverment is no grester - than surrcundmg
nonmal Exsis even i the tinaue hes high shysiologic
uptake
Honmeszured lzzan ot sppicatis rae——
!uruh-'m Mo e of FDG-aad di = maETow Mormel by o hology: i inds rennde, [HZ
Farunl Partial metsbobs rasponzes Prrnial sarmassion (ell of the follcesngl
Lymph modes and Score 4 or Bt wiih reduced upinke compared weih baseline = 5% deciease in SPD of up 1o @ torpet messurabls nodes
extabymphatc sites and residus! massiEsl of anvy siee onad extranodsl sdes

Wihan a lewon b= oo svell o e on CT, ssson 6 mom = 5
e the derfmlt veioe

Withen no longer vesbde, = O mm

For & iode = Smm 3 5 mim, But smalled theei normal, use
aciusl messmemant for calooletion

Sbeentmorrmal, regres=ad, but mo isoeane

Splean must have regres=ed by == 50 @ lengih bevond
rarme

Mions

Mot appicakde

Siable dizmace

< % decresss from hessling in SPD af un to § doinent,
messLimnbie rodss and sstranodsl oites: no criteria {or
P'md‘m“l-nﬂt .

Mr: mcrease consistent with progression

Mrares

Brpgrassme disenss jegures at least 1 of the follenng

PR progression

A medivicissl rodefesion must b sbormal withe

LD o= 1.5.cm and

Incresse by = 50% from PPD nedir end

Ar incresse in LDvor 501 bom nade

06 cm for leswons = 2 cm

1.0 cm tor lesons = 7 om

In the setting of solenomapaly, the splermic l=ngih most
moeeses iy o= BS of the extent of i3 pnor inorease
beyonad tesebne leg, 8 15-om spleen must ncresse fo
=18 o F ro pooi soleromeagaly, must inoeess by &t
et F ocm from bessline

Mevwy or recunant splenomegaly

Mevwy or clear progreasion of reexistng nommeasured
lesons

Regrowith of prayiously rescheed =nions

A new node > 1.5 om inoarky axs

A new extranodal site > 1.0 omomoany axis; 8 < 1.0 cmin
ary amiy, its presencs musi be wmegqueocal S mas be
atinbutabie 10 hrmphoma

Assezzable disssne of sy =oe uneguivomlly atiribuinble 1o
mpharms

Mew or rTecurrent rvolvement

growth facioes)

dbbrevatone: BPS, B-poini soale: OT, compuied formography; FOE, fleorodeccegiucose; BEC, snmunchmiochemeiry; LDy longest transverse dameder of & lzson;
kAL magnetc resomancs irmagng; PET, poamron emmsian fomogmphy; PPO, crons prodoct of the L0 snd pacpendicular dinmases: 501 shorkest axis parpendec vias
o the LEh; SPD, sum of the product of the porpendcular dametars for multple Bsions

*A zooee of 3 in rmany patients indcates a pood prognosis waih standard teatment, sspeciaily i &t the time of an mnierm scan. Hossever, = trials invobsng
PET where de-ascalation s investigated. o may be prefersbls to consider s score 0f 3 &5 insdequsts resporse (o syoid undertrestment]. Messured domenent
lezions: Up to zix of the largest dominant nodes. nodal masseas. snd ewiranodal lesions a=becied fo be cleardy measurable in bao deameiers. Nodes shouwld
praferably ba from dispemts segions of the body and should ncude, where applcable, madiasimal snd retropendioneal areas. Non-nodal lessons incloda those
o mofed organs =g, ver, spfeen, tidneys, umgal, Gl spedvemeant, cutanecus lasipns, or those fioted on pafpeton. Monmeesusd lesons: Sny dissese not
selected a5 messured, domimant disesse and fruly aoses=able dressze should be considered not meazured, Thess sides include any nodes, nods| massas,
and extrancdsl sims poi selected as dominant or measurable or that do not mest the regeements for messursbilny bul are =31l conssdered sbnormal, as sl
an fndy as=sasable desesse, which is any e of saspecied dessass that would be diHici#t o follow guantiatvely with meassrement, smciuding plewrnl
affugsans sscites, booe lemions, epiomeningeal dimesse abdeminad massed, and other lenions ihei cannot be confemed and ToBovwned by imoging. n
Waldeyer s rng or in exiranodal s4ea leg, Gl boct, Beer, bone marowf, FOG upisie may be grester then in the medisstmum with compéets matabolic
responas, but should be no bigher than sorounding nprmal physiologe upteks lag, with mamow actreation =2 & tesclt of chemotheraoy o yelosd

+PET EPS; 1, po upinke sbove beckgmound; 2, upteke = medmsinum; 3, uptake = medestmum but = lver; 4, upiake moderaiedy = bver; 5, uptske rmarkedby hagher
than Ever andier new lmzions; X, new srees of uptsbe unlikely o be releted 1o hynphaoma.
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Appendix 3: NCI Common toxicity criteria

In the present study, adverse events and/or adverse drug reactions will be recorded
according to the:

Common Terminology Criteria for Adverse Events (CTC  A), version 4.0 .

At the time this protocol was issued, the full CTC document was available on the NCI web
site, at the following address: http://ctep.cancer.gov/reporting/ctc.html.
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Appendix 4: Drug Preparation/Administration/Dispens ing information
for Romidepsin

Romidepsin for injection will be supplied by Celgeras a kit containing two vials in a single carton
one vial of Romidepsin for injection and one viéldduent. The drug vial will contain a lyophilized
powder of 10 mg of Romidepsin and 20 mg of poviddo8P (used as a bulking agent). The diluent
vial will contain 2 mL (deliverable volume) of al4mixture of propylene glycol and ethanol. The
carton must be stored at 20° to 25°C. The vialgdainimg the investigational product and the kitsyth
are packaged in will be labeled according to thedsklanufacturing Practice guidelines and the local
requirements with regard to the Clinical Trials.eTBponsor is responsible for checking that all
information reported in the label is compliant witle Annex 13. All drug packages are to be inspkcte
upon receipt at the study site prior to patient #&@midepsin should be reconstituted by appropyiate
trained personnel using an aseptic technique. yfgarticulate matter is detected, the kit is nobéo
used. Damaged kits are to be reported to the Matwrexr and stored until instructions have beenrmgive
The appropriate amount of Romidepsin will be calted at each treatment administration based on the
body surface area (BSA) of each individual patiéftie dual pack is to be stored at 20 to 25°C,
excursions permitted between 15 to 30°C [USP cdattoroom temperature]. Romidepsin (for
infusion) is stable for at least 36 months at 26025 relative humidity (RH) as well as for 6 mon#ts
40°C/75% RH and is stable against heat (for 3 n®rth 50°C) and humidity (for 3 months at
25°C/83% RH). The drug should be reconstituted pgrapriately trained personnel using aseptic
technique. A volume of 2 mL of reconstitution diites added to the lyophilized powder and swirled
until contents of each vial are free from visibletcles. The number of vials to be reconstituteolusd

be determined according to the dose to be admiatnd the patient BSA. The reconstituted product
stock solution at 5 mg/mL is chemically stable &irleast 8 hours at room temperature. However,
whenever possible, drug should be prepared wittioufs of dose administration. The volume of the 5
mg/mL stock solution containing the appropriateedé® the patient will be diluted in 0.9% Sodium
Chloride Injection, USP (0.9% saline) for intraveeanfusion, as directed by the protocol. This tibiu
should result in a final drug concentration withie demonstrated stability range of 0.02 to 0.1&mhg

for reconstituted Romidepsin, that is compatibléhvgolyvinyl chloride (PVC), ethylene vinyl acetate
(EVA), and polyethylene (PE) intravenous infusioagb; glass bottles may also be used. The
Romidepsin infusion solution is chemically stalibe &t least 24 hours at room temperature. However,
whenever possible, drug should be prepared witliauts of dose administration.
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Appendix 5: Suggested Body Surface Area Calculation

BSA should be determined using the appropriate following calculation:

\/ Ht(inchesxWt(Ibs)
BSA- 3131

OR

\/ Ht(cm)xWt(kg)
BSA- 3600
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Appendix 6: Creatinine Clearance Calculation

Creatinine clearance for men and women will be calculated according to the Cockcroft-
Gault formula as follows:

|(140 - age )x weight (kg )]
In men: [72 X creatinine (mg / dL )]

[(140- age)x weight(kg)]

In women: [72 X creatinine(mg/ dL)] *0.85

Note: Age (in years), weight (in kg), serum-creatinine (in mg/dL)
72 (normalized to 72 kg body weight and a body surface of 1.72 m?)
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Appendix 7: ECOG performance status scale

Grade | Description

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

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

2 Ambulatory and capable of all self-care but unable to carry out any work activities.
Up and about [11150% of waking hours

3 Capable of only limited self-care, confined to a bed or chair [11150% of waking
hours

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

5 Dead
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Appendix 8: New York Heart Association Classificati

Disease

on of Cardiac

The following table presents the NYHA classification of cardiac disease:

Class

Functional Capacity

Objective Assessment

Patients with cardiac disease but without resulting limitations
of physical activity. Ordinary physical activity does not cause
undue fatigue, palpitation, dyspnea, or anginal pain.

No objective evidence of]
cardiovascular disease.

Patients with cardiac disease resulting in slight limitation of
physical activity. They are comfortable at rest. Ordinary
physical activity results in fatigue, palpitation, dyspnea, or
anginal pain.

Objective evidence of
minimal cardiovascular
disease.

Patients with cardiac disease resulting in marked limitation of
physical activity. They are comfortable at rest. Less than
ordinary activity causes fatigue, palpitation, dyspnea, or
anginal pain.

Objective evidence of
moderately severe
cardiovascular disease.

Patients with cardiac disease resulting in inability to carry on
any physical activity without discomfort. Symptoms of heart

failure or the anginal syndrome may be present even at rest.
If any physical activity is undertaken, discomfort is increased.

Objective evidence of
severe cardiovascular
disease.

Source: The Criteria Committee of the New York Heart Association, Inc.: Diseases of the heart and blood

vessels; Nomenclature and criteria for diagnosis, 6th Ed. Boston: Little, Brown; 1964.
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Appendix 9: The Hematopoietic Cell Transplant-Comor
(HCT-CI)

bidity Index

Patient (name), UPN Date
HCT-CI Actual Lab
Comorbidities Definitions weighted ¢ m} a )
Values/Cominents
scores
Arrhythmia Atrial fibrillation or flutter. sick sinus syndrome. 1
and ventricular arthythmias
Cardiac Coronary artery diseaset. congestive heart 1
failure, myocardial infarction, or EF=50%
Inflammatory bowel Crohn’s disease or ulcerative colitis 1
disease
Diabetes* Requiring treatment with insulin or oral 1
hypoglycemic. but not diet alone
Cerebro-vascular Transient ischemic attack or cerebro-vascular 1
disease accident
Psychiatric Depression/anxiety requiring psychiatric consult 1
disturbance* or treatment
Hepatic — mild* Chronic hepatitis, Bilirubin =ULN- 1.5 X ULN. 1
or AST/ALT =ULN-2.5XULN
Obesity™ Patients with a body mass index 1
>35 kg/m’
Infection® Requiring continuation of anti-microbial 1
treatment after day 0
Rheumatologic SLE. RA. polymyositis, mixed CTD. 2
polymyalgia rheumatica
Peptic ulcer Requiring treatment 2
Moderate/severe Serum creatinine =2 mg/dl. on dialysis, or prior 2
renal* renal transplantation
Moderate DLco and/or FEV; >65%-80% or 2
pulmonary* Dyspnea on slight activity
Prior solid tumor Treated at any time point in the patient’s past 3
history. excluding non-melanoma skin cancer
Heart valve disease™ Except mitral valve prolapse 3
Severe pulmonary* DLco and/or FEV; <65% or 3
Dyspnea at rest or requiring oxygen
Moderate/severe Liver cirthosis, Bilirubin =1.5 X ULN, or 3
hepatic* AST/ALT =2 5XULN
Total Score

* Comorbidity is currently active or patient requires medical treatment.

TOne or more vessel-coronary artery stenosis. requiring medical treatment, stent. or bypass graft.

EF indicates ejection fraction; ULN, upper limit of normal; SLE, systemic lupus erythmatosis; RA | rheumatoid arthritis; CTD, connective
tissue disease; DLco, diffusion capacity of carbon monoxide; FEV,, forced expiratory volume 1n one second; AST, aspartate aminotransferase;

ALT. alanine aminotransferase.
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Appendix 10: Grading of Acute Graft-Versus-Host Dis  ease

Severity of Individual Organ Involvement

Skin +1 a maculopapular eruption involving less than 25% of the body
surface
+2 a maculopapular eruption involving 25-50% of the body surface
3 seneralized erythroderma
+4 spneralized erythroderma with bullous formation and often with
desguamation
Liver +1 bilirubin (2.0-3.0 mg/ 100 ml)
+2 bilirubin {3-3.9 mgf1 00 mi)
+3 hilirubin (6 14.9 mg/ 100 ml})
=4 bilirubin > 15 mg/100 ml

Gui Diarrthea is graded +1 to +4 in severity. Nausea and vomiting and/or
anorexia caused by GVHD is assigned as +1 in severly

The seventy of gut involvement is assigned (o the most severe involvement
noted. Patients with visible bloody diarrhea are at least stage +2 gul and

orade +3 overall

Diarrhea +1 < 1000 ml of liguid stool/day” (< 15ml of stoolkg/day )’

+2 >1,000 ml of stool/day” (= 15ml of stoolkg/day)’

+3 =1,500 ml of stooliday (> 20ml of stoolkg/day)’

+4 2,000 ml of stoolfday” (= 25ml of stool/kg/day)”

- - - -
In the absence of infecriousmedical cause

"For pediatric palients

Protocol FIL_PTCL13 V. 2.0 July 22" 2015 Page 61/61



