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1. ETHICS

The study was conducted in accordance with GCP and all applicable local laws and the Declaration of
Helsinki, including archiving of study documents.

The protocol was approved by local ethics committees and informed consent was obtained from all
patients.

2. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

Coordinating Investigator: OA. Dr. Georg Hopfinger

List of investigators is attached (appendix 1).

3. INTRODUCTION

Peripheral T-cell lymphomas (PTCL) constitute less than 15% of all non-Hodgkin lymphomas (NHL) in
adults of the Western hemisphere and often present at advanced stage at the time of diagnosis;
most nodal PTCL have an aggressive clinical course requiring prompt treatment.

Especially in primary refractory or relapsed patients outcome is dismal. Therefore, improvement in
clinical outcome in PTCL remains mandatory. Investigational drugs with a new mode of action remain
a reasonable way in improving outcome.

The aim of this study is to evaluate the potential of a Lenalidomide plus Vorinostat and
Dexamethasone combination therapy as an effective and safe therapeutic regimen, in the treatment
of relapsed or refractory PTCL following failure of prior regimens.

4. STUDY OBJECTIVES

The primary objective of this study is to determine the maximum tolerated dose (MTD) of a
Lenalidomide, Vorinostat, and Dexamethasone combination regimen in terms of occurrence of dose-
limiting toxicities (DLT) at any dose level.

Secondary objective are

e To determine the remission rate of a combination therapy with Lenalidomide, Vorinostat,
and Dexamethasone in a treatment refractory or relapsed population, defined as the
percentage of patients achieving a complete response (CR) or partial response (PR)
throughout treatment with the combination regimen.

e To determine the median progression-free survival times following treatment with a
Lenalidomide, Vorinostat, and Dexamethasone combination regimen, in terms of duration of
time from treatment start until progression or death from any cause.

e To determine the median overall survival time following treatment with a Lenalidomide,
Vorinostat, and Dexamethasone combination regimen, in terms of duration of time from
treatment start until death from any cause.

e To determine the safety of this regimen in terms of occurrence of any adverse and serious
adverse events under treatment.
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5. INVESTIGATIONAL PLAN

This is a non-randomized, multicenter, open-label, single-arm Phase I/Il study in patients with
previously treated peripheral T-cell Non-Hodgkin’s lymphoma. Eligible patients may have received no
more than 2 lines of previous treatment. Patients with primary refractory PTCL after one previous
treatment for PTCL may also be included. Following a 3+3 cohort design Lenalidomide and Vorinostat
doses will be escalated in groups of 3 patients until the identification of the Maximum Tolerated
Dose (MTD), defined as the next lower dose level than the dose level, where at least 2 Dose-Limiting
Toxicities (DLT) occur.

Eligible patients will receive Lenalidomide, Vorinostat and Dexamethasone for up to 6 cycles. Patients
who show progression will stop medication and are treated on the decision of the treating physician.
Safety assessments will be conducted in 4-weekly intervals; efficacy assessments will be conducted at
8 weekly intervals, at completion of every second treatment cycle.

Study medication for each cohort will be given in six treatment cycles, each of 28 days duration.
Lenalidomide and Vorinostat are administered at the predetermined dose on days 1 through 21 of
each 4-week cycle. Dexamethasone is administered on days 1, 8 and 15 of each 28-day treatment
cycle.

Cohort Lenalidomide Vorinostat Dexamethasone
e e die] gaadi 400mgd1-21q28d  40mgd1,8,15q28d
o 10mg d1-21 q28d © 400mgd1-21q28d  40mg d1,8,15 q28d
MU e e e T T R e 00N d1-2128d  40mgd1,8,15q28d

m o  20mgd1-21q28d | 400mgd1-21q28d  40mg d1,8,15 q28d
VT  25mgd1-21q28d  400mgd1-21q28d  40mgd1,8,15q28d

Table 1: Cohorts of the AGMT_PTCL 1 trial

10 mg Lenalidomid
Cohort |

3 patients

25 mg Lenalidomid
Cohort IV

15 mg Lenalidomid
Cohort II

3 patients

20 mg Lenalidomid
Cohort IlI
ODLT

OoDLT

3 patients 3 patients

10 mg Lenalidomid
Cohort |

further 3 patients

\l/ 2" DLT in this cohort

5 mg Lenalidomid
Cohort -I

3 patients

Figure 1: Treatment schedule

Patients will be enrolled in cohorts of 3 subjects each following a 3+3 study design. In the absence of
dose-limiting toxicities (DLT) within the first cycle of treatment the following 3 patients will be
enrolled into the next cohort. In case 1 DLT occurs at a certain dose level, an additional group of 3
patients will be treated at the same dose level. In all a total of 12 patients will be recruited into 4
cohorts until identification of a Maximum Tolerated Dose (MTD).
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If within the first 6 patients enrolled in cohort | 2 DLTs occur, all remaining patients will be enrolled in
cohort —I (5mg Lenalidomide).

Patients who discontinue study treatment during cycle 1 because of other reasons than dose limiting
toxicities will be replaced.

Upon definition of the MTD any remaining patients up to a total sample size of 20 will be enrolled to
receive study treatment at the predetermined MTD.

6. EFFICACY EVALUATION

Between December 2009 and May 2012 a total of 9 patients entered the trial.

Histology of these patients was as follows:
e PTCL, NOS (Peripheral T-cell Lymphoma, unspecified): 3
e AILT (Angioimmunoblastic T-cell Lymphoma: 5
e Anaplastic large-cell Lymphoma, ALK-: 1

Median age was 71 years, 2 female and 7 male patients were included in the trial.

All patients had relapsed after at least one therapy. Median time from first diagnosis to study entry
was 226 days.

Number of cycles and cumulative dosages of Lenalidomide, Vorinostat and Dexamethasone (DMS)
are summarized in table 2.

Patient Cohort DLT Number Cum. dose Cum. dose Cum. dose
of cycles  Lenalidomide (mg) Vorinostat (mg) DMS (mg)

1 10mg no 4 840 33.600 480

2 10 mg no 6 1.260 50.400 720

3 10mg na <1 20 800 40

4 10mg vyes 6 1.140 50.400 720

5 10mg vyes 1 120 4.800 80

6 5mg no 6 555 37.200 600

7 5mg na <1 25 1.900 120

8 5mg no 2 210 16.800 240

9 5 mg no 2 160 12.800 200

Table 2: Cumulative doses of lenalidomide, vorinostat and dexamethasone per patient

Overall best response rate was CR (1), PR (1), SD (3), PD (2). 3 patients terminated study treatment
without evaluation of response.

Median Progression free survival was 66 days. Median overall survival was 112 days (see figure 2).

At the end of the study two patients were still alive (follow up of these patients was 66 and 309 days,
respectively).
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Figure 2: Kaplan-Meier curve: overall survival (2 patients were still alive)

Out of 5 patients, treated in cohort 1 with 10 mg lenalidomide, 2 patients experienced DLTs
(thrombocytopenia grade 3, insult grade 4). 1 patient was excluded for the evaluation of the MTD,
because cycle 1 was not completed for reasons other than DLT.

4 patients were treated in cohort -1 with 5 mg lenalidomide. 1 patient was excluded for the
evaluation of the MTD, because cycle 1 was not completed for reasons other than DLT. The 3
remaining patients completed cycle 1 without DLT and therefore 5mg Lenalidomide (cohort —I) was
defined as maximum tolerated dose.

The trial was closed prematurely after phase I. Phase Il of the trial was not continued due to slow
recruitment.

7. SAFETY EVALUATION

All reported adverse events are summarized in table 2. Toxicity grading was done using the CTCAE
version 3.0.

Hematological toxicities grade 3/4 were thrombocytopenia grade 3, neutropenia grade 4,
neutropenia grade 3, leucopenia grade 3 and anemia grade 3 in one patient each. Infectious toxicities
grade 3/4 were fungal infection grade 3, erysipel grade 3, pneumonia grade 3, pneumonia grade 4
and generalized herpes zoster grade 3. Additionally one patient experienced renal infarction (grade
3) and one patient had an insult (grade 4).

12 SAEs were reported. 5 of these were considered related to study treatment and 2 were classified
as SUSARs. The list of SAEs including a precise description is attached (appendix 2).
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Relation to

- b

= E | s
Pat § Event Grade Start Stopp % § in SAE

@ s |5 |2

3 > o

1 1 Erysipel right leg 3 05.02.10 08.02.10 2 1 2 yes
1 2 Unspec. lymphadenitis 3 06.03.10 11.03.10 0 0 0 yes
1 3 Infect with fever 2 03.2010 03.2010 2 1 1 no
1 4 Fungal infection 3 03.2010 12.04.10 2 1 2 no
1 5 Appetite loss 2! 03.2010 11.04.10 0 0 0 no
1 6 Exanthema 2 03.2010 11.04.10 0 0 0 no
1 7 Cramp 1 03.2010 04.2010 0 0 1 no
1 8 Seeing disorder 1 03.2010 04.2010 0 0 0 no
2 1 Pharyngitis 1 17.10.10 27.10.10 0 0 0 no
2 2 Neutropenia 4 13.01.11 17.01.11 4 3 0 no
3 1 Thrombocytopenia 3 25.01.11 02.2011 3 0 0 no
3 2 Thrombocytopenie 3 22.02.11 03.2011 3 0 0 yes
3 3 Renal infarction 3 04.05.11 09.05.11 4 0 0 yes
3 4 Neutropenia 2 09.03.11 03.2011 4 0 0 no
3 5 Cough and cold 1 06.2011 . 6.2011 2 1 1 no
4 1 Fever na 08.07.11 08.07.11 5 5 5 no
4 2 Increased CRP na 08.07.11 31.07.11 5 5 5 no
4 3 Insult 4 18.07.11 21.07.11 3 3 3 yes
4 4 Pneumonia 4 21.07.11 31.07.11 2 2 2 yes
4 5 Death 5 31.07.11 31.07.11 0 0 0 yes
5 1 Constipation 1 27.11.11 19.12.11 2 2 1 no
5 2 Increased glucose (343mg/dl) 3 06.12.11 19.12.11 0 0 0 no
5 3 Thrombocytopenia (52G/I) 2 09.01.12 24.01.12 0 2 0 no
5 4 Increased creatine (2,06mg/dl) 2 31.01.12 20.02.12 1 2 1 no
5 5 Increased temperature (37,7°C) NA 02.2012 02.2012 5 5 5 no
5 6 Bleeding haemorrhoids NA .02.2012 .02.2012 5 5 5 no
5 7 Infection (Mouth blisters) NA 24.02.12 19.03.12 2 2 1 no
5 8 Cough and cold with increased temp. (37,7°C) NA 19.12.11 27.12.11 2 2 1 no
5 9 Pneumonia NA 25.03.12 31.03.12 2 2 1 yes
5 10 | Eczema soles of the feet NA 26.04.12 14.05.12 1 1 1 no
6 1 Fatigue 1 01.06.12 22.06.12 na 2 2 no
6 2 Swelling retro auricular left and right 1 01.06.12 22.06.12 1 1 1 no
6 3 Generalized Herpes zoster 3 01.07.12 16.07.12 2 2 2 yes
6 4 Potassium deficiency 1 27.05.12 01.06.12 1 2 1 no
7 1 FUO 1 18.11.10 18.11.10 1 1 1 yes
7 2 Meningeosis NA 22.11.10 25.12.10 1 1 1 Yes
7 3 Pneumonia 3 18.11.10 25.12.10 d 1 1 yes
8 1 Diarrhea 2 14.12.11 15.12.11 1 2 1 no
8 2 Hyperuricemia 1 15.12.11 17.12.11 2 2 1 no
8 3 Electrolyte decompensation 3 15.12.11 19.12.11 2 2 1 no
8 4 Tachycardia atrial fibrillation 2 16.12.11 17.12.11 1 1 1 no
8 5 Hypernatremia 4 17.12.11 19.12.11 2 2 1 no
8 6 Nausea 2 14.12.11 19.12.11 2 2 1 no
8 7 Hypercalcemia 2 17.12.11 18.12.11 1 1 1 no
8 8 Pain whole body 2 16.12.11 19.12.11 0 0 0 no
8 9 Hypophospatemia 4 17.12.11 18.12.11 2 2 1 no
8 10 Disease Progression 5 19.12.11 19.12.11 0 0 0 yes
9 1 Stomatitis 1 03.05.12 16.05.12 5 5 5 no
9 2 Fatigue 2 01.05.12 16.05.12 3 3 0 no
9 3 loss of appetite 1 01.05.12 14.06.12 3 3 0 no
9 4 reduced general condition 2 12.05.12 14.05.12 3 3 0 no
9 5 edema lower legs 1 14.06.12 ongoing 3 3 2 no
9 6 weight loss 1 30.05.12 20.06.12 3 3 0 no
9 7 tainting of food 2 16.05.12 21.06.12 3 3 0 no
9 8 tainting of food 1 21.06.12 ongoing 3 3 0 no

Table 2: Adverse events (AE) listing

Relation: O=unrelated, 1=unlikely, 2=possible, 3=probable, 4=definite, 5=unknown
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8. APPENDIX 1: List of investigators

Site# | Site Department Principal Investigator

01 Hanusch KH Wien 3. Medizinische Abteilung Dr. Thomas Nosslinger

02 AKh Linz Department fiir Innere Doz. Dr. Michael Fridrik
Medizin 3

03 Universitatsklinikum Univ. Klinik fur Innere Prof. Dr. Richard Greil

der PMU Salzburg Medizin Ill

04 Universitatsklinik Innsbruck Innere Medizin IV, OA Dr. Wolfgang
Hamatoonkologie Willenbacher

05 KH Elisabethinen Linz 1. Interne Abteilung OA Dr. Michael Girschikofsky

06 Universitatsklinik Graz Abteilung fiir Himatologie Prof. Dr. Werner Linkesch
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