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SYNOPSIS

Sponsor: Transgene S.A. - .
Study Drug:  TG1042 (ADENOVIRUS-INTERFERONy | C/inical Protocol: TG 1042.06
Study PHASE Il CLINICAL TRIAL OF INTRA-LESIONAL ADMINISTRATION OF TG1042
(ADENOVIRUS-INTERFERONYy) IN PATIENTS WITH RELAPSING PRIMARY CUTANEOUS B-CH-
LYMPHOMAS.
Study Period: Q2 2006 — Q2 2008 | Clinical Phase: I
Objectives:
The objective of this study is to evaluate theceffly (primary objective) and safety (secondary aibje) of a|
four-month dosing period of intra-lesional injectiof TG1042 in patients with relapsing primary cigaus B-
cell ymphoma (CBCL).
Methodology:
This study is a phase Il, multicenter, study ofeaged intra-lesional administration of TG1042 itigrgs with
relapsing CBCL.
Number of Patients:
Fourty one patients (13 in th& &tep, 28 in the™ step) in approximately 15 centers are plannecetnbluded
in the study.
Diagnosis and Inclusion Criteria:
Written informed consent from patient. Primary CB(@ixcluding diffuse large B-cell, leg type and awasculal
large B-cell lymphoma). Histology consistent withinpary CBCL. No extracutaneous involvment. ECOG
performance status of 0, 1. Relapse or active sésa#ter radiotherapy or other standard therapagdiiotherapy
is contra-indicated. Minimum life expectancy > 3ntits. Adequate blood count. Adequate hepatic andlre
function. Age> 18 years and <80 years old. No prior treatmen€B€L within the preceding 4 weeks.
Test Product, Dose, Route of Administration:
Intra-lesional TG1042 at the dose of 5¥L0iral particles (vp) per lesiowill be administered into up to s
lesions at days 1, 8, 15 of a monthly cycle.
Reference Therapy, Dose, Route of Administration:
Not applicable
Duration of Treatment:
Patients will be treated for up to 4 cycles (12datijons) i.e. 16 weeks
Criteria for Evaluation:
Primary efficacy endpoint: response rate.
Secondary efficacy endpoints: duration of respotise to progression, dermatology life quality irde
Secondary safety endpoints: incidence of adversatsyincidence of serious adverse events.
Statistical Methods:
The following common assumptions are made:
* The inactivity cut-off is chosen equal to 50%, #ivity cut-off equal to 75%. Hence the hypothesés
interest are bl r < 50% against it r = 75%, where r is the response rate
* The type | error rateo( probability of accepting an insufficiently actitreatment, a false positive outcome)
is set to 5%

» The type Il error ratef}, probability of rejecting an active treatmentatsé negative outcome) is set to 10
Under these assumptions, an optimal design cortigite following two stages:
1. treat 13 evaluable patients

- if at most 7 responses are observed, stop theattthbeclare the drug insufficiently active

- otherwise continue patient entry
2. treat additional evaluable patients up to a tot&llo

- if at most 25 responses are observed, declarertigeimsufficiently active

- if at least 26 responses are observed, declamrtieactive
With this design, if the response rate is trulyado 50%, the expected sample size is 27 evalyzilents and
the maximum sample size is 41 evaluable patients.
Response rates and incidence will be compared@lyi-squared test. Time to progression, duratioresfonse
will be estimated by the Kaplan-Meier methods.

x
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ABBREVIATIONS AND DEFINITION OF TERMS

ABBREVIATIONS MEANING OF ABBREVIATIONS IN DOCUMENT

AE Adverse Event

Ad Adenovirus

Ad-IFNy Adenovirus-Interferon

ALT Alanine Amino-Transferase

AST Aspartate Amino-Transferase

CA Composite Assessment

CBCL Cutaneous B-Cell Lymphomas

CD Cluster of differentiation

CR Complete Response

CRF Case Report Form

CTCAE Common Toxicity Criteria for Adverse Event
CTCL Cutaneous T-Cell Lymphoma

CPM Clinical Project Manager

DLQI Dermatology Life Quality Index

DLT Dose Limiting Toxicity

DNA Deoxyribonucleic Acid

DSMC Data Safety Monitoring Committee

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group

EORTC European Organization for Research and Tergtof Cancer
GCP Good Clinical Practice

ICH International Conference on Harmonization

IEC Independent Ethics Committee

IFN Interferon

Ig Immunoglobulin

IL Interleukin

IP10 Interferon-inducible protein 10

IRB Institutional Review Board

LN Lymph Node

NCR No Carbon Required

MALT Mucosa-Associated Lymphoid Tissue Lymphoma
MHC Major Histocompatibility Complex

MRNA Messenger Ribonucleic Acid

MTD Maximal Tolerated Dose

NCI National Cancer Institute

PC Personal Computer

PCFCL Primary Cutaneous Follicle Center Lymphoma
PCLBCL Primary Cutaneous Diffuse Large B-Cell Lyropia
PCMZL Primary Cutaneous Marginal Zone B-Cell Lympte
PD Progression Disease

PDE Pre-Drug Event
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ABBREVIATIONS MEANING OF ABBREVIATIONS IN DOCUMENT

PET
PR
rIFN
SAE
SD
SP
Th
TBI
TNF
TNM
vp
WBC
WHO

Positron-Emission Tomography
Partial Response

Recombinant Interferon
Serious Adverse Event

Stable Disease

Sum of Products

T helper

Tumor Burden Index

Tumor necrosis factor

Tumor Node Metastase (Tumor classification)
Viral Particle

White Blood (cell) Count

World Health Organization
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DEFINITION OF TERMS

Non evaluable patient

A non evaluable patient will be a patient for whdior, any reason, no efficacy evaluation by
local evaluator has been undertaken. A patientvfaym any efficacy evaluation will be missing
will be considered as evaluable if at least onduatn is available. Non evaluable patient will
be included in the “intention-to-treat” analysisfasure (i.e. progression disease) but not in the
“per-protocol” analysis.

Wrongly included patient
Patients who will be included but who will meet asfethe following criteria will be defined as
“wrongly included” patient:

= No histological documentation of cutaneous B-ggtiphoma (CBCL).

= No prior radiotherapy or no other standard theli&pgdiotherapy is contra-indicated.
Wrongly included patient will be included in thenténtion to treat” analysis of efficacy and in
the safety analysis but not in the “per protocalalysis of efficacy.

Pre-selected patient
Every patient examined by the investigator durimg inclusion period and who will satisfy the
following criteria will be defined as “pre-selectpdtient”:
= History of CBCL (whatever the subtype).
= Relapse after radiotherapy or other standard tlyerhpadiotherapy is contra-
indicated.
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PHASE Il CLINICAL TRIAL OF INTRA-LESIONAL ADMINISTR  ATION OF

TG1042 (ADENOVIRUS-INTERFERON-y) IN PATIENTS WITH RELAPSING
PRIMARY CUTANEOUS B-CELL LYMPHOMAS.

1 RATIONALE
1.1 Description of Cutaneous B-Cell Lymphoma

Primary cutaneous B-Cell Lymphomas (CBCL) are ctterized by a clonal accumulation of
malignant lymphocytes in the skin. In a strict senthey are extra-nodal Non-Hodgkin
Lymphomas primarily manifesting in the skin andrgeconfined to the skin. The skin is the
second most common site of extranodal Non-Hodgkymphomas after the stomach. The
distinction between CBCL and primary nodal lymphenaf the same histologic subtype,
involving the skin secondarily is essential, sihgephomas with identical cytomorphology may
benefit of different therapeutic approaches and rhaye completely different outcomes if
derived from extra-cutaneous sites. This specialaber of primary CBCL justifies special

attention and requires to exclude extra-cutanaoumvement before starting any treatment.

The WHO/EORTC 2005 classificatibnvhich describes 5 main different subtypes of prima
CBCL:

e Primary cutaneous marginal-zone B-cell lymphomaMEC);

» Primary cutaneous follicle-center lymphoma (PCFCL);

» Primary cutaneous diffuse large B-cell lymphomal(BCL), leg type;

* Primary cutaneous diffuse large B-cell ymphomagot

» Intravascular large B-cell lymphoma.

This study plans to include the PCMZL, PCFCL antnpry cutaneous diffuse large B-cell
lymphoma, other subtypes.

1.1.1 Primary cutaneous marginal-zone B-cell lymphoma

PCMZL is an indolent lymphoma composed of small 8ls¢ including marginal zone
(centrocyte-like) cells, lymphoplasmacytoid celfglaplasma cells. PCMZL is considered part of
the broad group of extranodal margizahe B-cell lymphoma commonly involving mucosal
sites, calledMALT (mucosa-associated lymphoid tissue) lymphoma.

In most instances patients with PCMZL preseith red to violaceous papules, plaques, or
nodules localizegreferentially on the trunk or extremities, espigithe arms.In contrast to
follicle center lymphoma, presentation with multiéd skin lesionds frequent. Ulceration is
uncommon. PCMZLs hawe tendency to recur in the skin, but disseminatiextracutaneous
sites is exceedingly rare. In some cases spontarresalution of the skin lesions may be
observedAn association with Borrelia burgdorferi infectitvas beemeported in a significant
minority of European cases of PCMZiyt not in Asian cases or cases from the UniteteSta
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These lymphomas show nodular to diffuse infiltratdth sparing of the epidermis. The
infiltrates are composedf small lymphocytes, marginal zone B cells (cetyte-like cells),
lymphoplasmacytoid cells and plasma cells, admiwi#th small numbers of centroblast- or
immunoblast-like celland many reactive T cells. Reactive germinal centee frequently
observed. The marginal zone B cells express CDRJ,9@ and bcl-2, but are negative for CD5,
CD10 and bcl-6, whicmay be useful in distinction from PCFC(Reactive germinatenters are
typically bcl-6", CD10" and bcl-2 Plasma cellexpress CD138 and CD79a, but generally not
CD20 and show monotypaytoplasmic immunoglobulin (Ig) light chain expresson paraffin-
embedded sections.

The prognosis of PCMZL isxcellent with a 5-year survival close to 100%.

Patients with a solitary or a few lesions can leatedwith radiotherapy or surgical excision. In
patients with associatdsl burgdorferi infection, systemic antibiotics shabie triedfirst. For
patients presenting multifocal skin lesiorehlorambucil or intralesional or subcutaneous
administrationof interferon alpha may produce complete respoisegpproximately50% of
patientsVery good results have also been obtaingld the use of systemic or intralesional anti-
CD20 antibodyrituximab). In patients showing frequent skin pslas topical or intralesional
steroids may be considered; alternativaly,expectant strategy can be followed, similaht t
usedn other indolent B-cell ymphomas and leukemias.

1.1.2 Primary cutaneous follicle-center lymphoma

PCFClLis defined as a tumor of neoplastic follicle certells, usuallya mixture of centrocytes
(small and large cleaved follicle centeglls) and variable numbers of centroblasts, with a
follicular, a follicular and diffuse, or a diffuse growth pattewhichis generally present on the
head or trunk.

PCFCL has a characteristic clinical presentatigth solitary or grouped plaques and tumors,
preferentiallylocated on the scalp or forehead or on the trumkrarelyon the legs. Particularly
on the trunk, theskimors may be surrounded by erythematous papulesslaghtly indurated
plagues, which may precede the development of tousdesions for months or even many
years. Presentation with multifocal skin lesionsliservedn a small minority of patients, but is
not associated wita more unfavorable prognoslé.left untreated, the skifesions gradually
increase in size over years, but dissemindaticextracutaneous sites is uncommon.

PCFCLs show nodular to diffuse infiltrates witlmost constant sparing of the epidermis. The
histologic pictureis variable, which relates primarily to the age ahd growthrate of the
biopsied skin lesion as well as the locatién.clear-cut follicular growth pattern is more
commonly observeih lesions arising on the scalp than those presgmh thdrunk. Small and
early lesions contain a mixture of centrocytefatively few centroblasts and many reactive T
cells. Largecentrocytes, often multilobated, are a common featf PCFCL. The neoplastic
cells express the B-cell-associadedigens CD20 and CD79a and may show monotypicistai
for surface immunoglobulin§taining for CD5 and CD48 negative.

Clonally rearranged Ig genes greesent. Somatic hypermutation of variable heawy kght
chaingenes has been demonstrated, which further suppertelliclecenter cell origin of these
lymphomas. Inactivation of p15 and p16 tumor supgue genes by promotbypermethylation
has been reported in about 10% and 30% of PCH@kpgectivelyChromosomal imbalances
have been identifiedy comparative genomic hybridization analysis imiaority of PCFCLs,
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but a consistent pattern has not yet emer§&kCLs have the gene expression profile of
germinal center—like large B-cell lymphomas.

In patients with localized or few scattered skinidas,radiotherapy is the preferred mode of
treatment. Recent studies reploeneficial effects of systemic or intralesional amistrationof
anti-CD20 antibody (rituximab) therapy in smallissrofPCFCLs, but the long-term effects of
this approach have stith be determined.

1.1.3 Primary cutaneous diffuse large B-cell lymphoma, lg type

PCLBCL, leg type, is a PCLBCL with a predominance or costfilusheetsf centroblasts and
immunoblasts, characteristically presentivith skin lesions on the (lower) legs. Uncommonly,
skin lesionsvith a similar morphology and phenotype can arts&tas othethan the legs.
PCLBCL, leg type, predominantly affects eldegpltients, particularly females. Patients present
with generally rapidly growing red or bluish-red tumors one oboth (lower) legs. In contrast
to the group oPCFCLs, these lymphomas more often disseminatettaceitaneousites and
have a more unfavorable prognosis.

These lymphomas show diffuse infiltrates, whiften extend into the subcutaneous tissue.
These infiltrategenerally show a monotonous population or conflsteets ofentroblasts and
immunoblasts. Mitotic figureare frequently observed. Small B cells are lacking reactiva
cells are relatively few and often confined to pasiculaareas. A prominent stromal reaction as
in PCFCLs is not observed.

The neoplastic B cells express antigens CD20 and9@In contrast to the group of PCFCLs,
PCLBCL, leg type, showstrong bcl-2 expression, also in cases not locatethe legs. Bcl-6 is
expressed in most casesereas CD10 staining is generally absent.

The t(14;18) is not found in PCLBCLSs, althougtiong bcl-2 expression is common in this
group.In somecases bcl-2 overexpression may result from chromas@mplificationof the
bcl-2 genelnactivation of p15 and p16 tumor suppresgemes by promotor hypermethylation
has been detected in 11&d 44% of PCLBCLSs, respectively. Chromosomal imabeéshave
been identified in up to 85% of PCLBCLs, with gainsl8q and 7p and loss of 6g as most
common findings. Recergtudies demonstrated translocations involving niya;6 andigH
genes in 11 of 14 PCLBCL-leg cases, but not ingpétivith a PCFCL with a diffuse infiltration
of large centrocytes. Recent studies suggest titants with PCLBCL-leg have activated B-
cell gene expression profile.

The 5-year survival of 7&ases included in the Dutch and Austrian registhies 55%.
PCLBCLs on the leg have an inferior prognosis camgi® PCLBCLs presenting at other sites.
The presence of multipkkin lesions at diagnosis is a significant adveisie factor.In a recent
study, patients presenting with a single skin tumwrone leg had a disease-related 5-year
survival of 100%, whereagsmtients presenting with multiple skin lesions o @r botHegs had

a disease-related 5-year survival of 45% and 3&8%pactively.

These lymphomas should be treated as systemicsdiffarge B-cell lymphomas with
anthracycline-based chemotherapy. In patients ptiese with a single small skin tumor,
radiotherapymay sometimes be considered. Systemic administraifoanti-CD20antibody
(rituximab) has been proved to be effective in sgraentsput long-term follow-up data are
not available and the pla@# rituximab in the treatment of PCLBCL, either siagle agent
therapy or in combination with systemic chemothgnagmaingo be established.
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1.1.4 Primary cutaneous diffuse large B-cell lymphoma, dter

The term "PCLBCL, other," refers to rare casesanfié B-cellymphomas arising in the skin,
which do not belong to the growh PCLBCL, leg type, or the group of PCFCLs. Theases
include morphologic variants of diffuse large B-cell lympha, suchas anaplastic or
plasmablastic subtypes or T-cell/histiocyitdn large B-cell lymphomas. Such cases are gegeral
a skinmanifestation of a systemic lymphoma.

1.1.5 Intravascular large B-cell lymphoma

Intravascular large B-cdiymphoma is a well-defined subtype of large B-tgihphomagdefined
by an accumulation of large neoplastic B cells imitblood vessels. These lymphomas
preferentially affect the centraérvous system, lungs and skin and are generabycadedvith

a poor prognosis.

Patients often have widely disseminated diseastcases withonly skin involvement may
occur. Clinically, intravascular lardggcell lymphoma may present with violaceous patcired
plaguesor teleangiectatic skin lesions usually on the @owegsor the trunk. Patients presenting
with only skin lesionsappear to have a significantly better survival thatientswith other
clinical presentations (3-year overall survig8% versus 22%).

Multiagentchemotherapy is the preferred mode of treatmesg &l patientgpresenting with
skin-limited disease.

1.2 Study drug rationale
1.2.1 Interferon y (IFNy)
1.2.1.1 Antitumor activity of IFN y

The antitumor activityof IFNy is a result of the antiproliferative, immunostimtary and gene
activity modulating effects of this cytokine. Evittly in different types of malignancy, one or
another activity may be dominant.

1.2.1.1.1 Antiproliferative activity of IFN vy

IFNy suppresses the proliferation of various normal amalignant cells. In most cases,
especially in malignant cells, the antiproliferatiactivity of IFN is accompanied by a
differentiating effect. In some cell types the prtiliferative activity may lead to apoptosis.
The direct antiproliferative effect of IRNmay be due to several different mechanisms.
= The most widely accepted and discussed mechanisie isuppression of oncogene
expression and more specifically the proto-oncogengyc.
= Induction of the enzyme indolamine-2, 3-dioxygenasading to tryptophan
starvation.
= Decreased expression of transferrin receptorsrgadiiron deficiency.

2 For an in depth review of antitumor activity IfNy see'
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= Induction of certain proteins such as death aststiaproteins and
calcium/calmodulin-dependent enzymes leading t@egsis.
= Induction of Fas, leading to apoptosis.
= Blockade of cell cycle at the end of the G1 phagenbucing the synthesis of the
kinase inhibitor p2*.
= Inhibition of growth factor production.
= Inhibition of deoxyribonucleic acid (DNA) synthes@d more specifically of the
DNA polymerase.
= Stimulation of an angiostatic activity.
Most probably the direct antiproliferative activitf IFNy is due to a combination of some of
these mechanisms and some others may yet be disdove

1.2.1.1.2 Immunostimulatory activity of IFN y

Stimulation of cellular immunity is one of the mdiilogical functions of IFN. It is manifested
by activation of effector cells of the cellular imnity (macrophages, natural killer /CD56 cells,
CD8+ cytotoxic T lymphocytes, CD4+ T helper (Th)ig€ewhich destroy foreign pathogens and
tumor cells.

The major cells of the immune system activated Fiytylare the macrophages. IfKegulates
the differentiation of monocytes into mononucledwagocytes (macrophages), stimulates the
antigen-presenting activity of macrophages by #dglation of the expression of major antigens
of the Major Histocompatibility Complex (MHC) anddilitates their interaction with T cells.
IFNy also participates in the regulation of Th celfatiéntiation by stimulating the proliferation
of Thl and inhibiting the proliferation of the agtmistic Th2 type favoring a cellular instead of
a humoral immune response. FExhibits a stimulatory effect not only on CD4+ falso on
CD8+ lymphocytes. It is believed that IfFMiso participates in switching the Ig isotype in B
lymphocytes.

1.2.1.1.3 Modulation of gene activity by IFNy

IFNy suppresses the activity of some genes, suchrasxdmple, some oncogenes, genes coding
for collagen, for transferrin receptors and actgaothers like the genes of interleukin (IL)2,
IL12, tumor necrosis factor (TNFe)-of IL2 receptors, of MHC | and MHC II.

It is believed that in most cells IRMctivates 15 to 20 genes, which usually occutiseatevel of
transcription. There are data showing that the meisms of gene activation by IFNare
different from those of IFb

IFNy also induces the intercellular adhesion moleculehich plays an important role in the
adhesion of loose cancer cells and the formatiomefiastases. On the other hand, due to the
intercellular adhesion molecule I, tumoricidal lyngeytes can attach to cancer cells and destroy
them.

It should be stressed that the effect of yFi¥h gene activity is not precisely defined and dejse

on a number of factors such as, for example, gpk,tanimal species and body regions from
which the cells have been isolated.
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1.2.1.2 IFNy in clinical trials for solid tumors

Based on the properties of IfFescribed above, the use of recombinantyliNFNy) protein as

a potential anticancer therapeutic has been wibtelgstigated in clinical trials. An objective
response rate between 5 and 10% has been obtairmEtiénts with renal cell carcinoma and
melanom&®. Notably, the overall effectiveness of treatmelepended on the dose given,
schedule of treatment, route of administration s of cancer. Higher doses of lf-kesulted
generally in better response rates. However, asnafibserved with cytokines given by the
systemic route, severe systemic toxicities witthkdgse IFN therapy limited the effectiveness
of this approach.

A phase I/l randomized, controlled clinical sijud¢donducted in 148 patients with ovarian
cancer showed that subcutaneous injections ofyllEdmbined with chemotherapy, yielded a
benefit in prolonging progression-free survival

1.2.2 The Parental Adenovirus

Adenovirug (Ad) can be isolated from numerous animal speigeghich they cause pharyngitis,
enteritis, pneumonia and keratitis. Among the autyeknown serotypes, 34 have been isolated
from humans. Some of them (serotypes 3, 4, 7, Xd)rasponsible for acute respiratory
infections, against which a multivalent vaccine waseloped. Other serotypes (1, 2, 5, 6, etc.)
remain latent in lymphoid tissues and can be isdldtom the in vitro culture of these tissues.
Finally, some serotypes (12, 18, etc.) are notaatm with any of the above mentioned
propertieS. Human Ads can be classified according to theirdrigenicity in newborn hamsters.
They are classically divided into strongly oncogenveakly oncogenic and non-oncogenic. All
Ads, however, are capable of transforming rat emtigycells in vitro.

The Ad consists of a DNA molecule associated witbtgins surrounded by an icosahedral
capsid of 60-90 nm in diameter. The genome of fe t5 Ad is a double-stranded DNA
molecule of 36 kbp coding for at least 30 proteifas.inverted terminal repetition of 103 bp is
present at the extremities of the molecule. Thal\particles (vp) adhere to the cell membrane
then penetrate into the cell via specific Ad reoept After uncoating, the viral DNA with
associated proteins migrates into the nucleus, avitsrtranscription by the host enzymes is
initiated. The replication cycle is conventionatlivided into two phases of expression of the
viral genome. These two phases, early and latesegrarated by the period of viral replication, 5
to 6 hours after infection. A complete cycle lagtout 30 hours.

The parental virus used for the construction of 0&l is the human Ad type 5 which was
deleted of its E1 and E3 regions. The vector cangplicate autonomously, due to this deletion
of an essential region of its genome.

The E1A gene is transcribed immediately after itiéec It codes for the proteins that control the
transcription of other early genes. It also makeshost cells sensitive to TNF, thereby favoring
their destruction. However, if cell death occurs tapidly, it deprives the virus of the cellular
mechanism necessary to ensure its replication. iBhishy another gene, E1B, restrains the
expression of the early genes, slowing down théraeson of the host cell. It also furthers the
expression of the late viral genes. The proteiessary for the replication of the viral genome
are coded by the E2 region. The E3 region codethoproteins that allow the infected cells to

® Further information about the study drug is avdddh the Investigator's Brochure.
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escape from the immune system. The E4 region mné&atfor the multiplication of DNA and
favors the expression of the late genes. Amongetpgbt proteins coded by this region, one
controls the transcription of the E2 region andipigrates in the replication of the viral DNA,
another is necessary for the expression of theglees and the arrest of the functions of the host
cell.

During the late phase, the synthesis of host gellefns is blocked and the transcription of the
late viral genes leads to the synthesis of strattiral proteins allowing new viral particles to
be assembled. During an infection cycle, one Adpraduce up to 10,000 daughter particles.
Further information about the adenoviral vectaailable in the Investigator's Brochure.

1.2.3 Rationale of Ad-IFNy approach

As it is often observed with cytokines given systalty, severe systemic toxicities with high-
dose IFN therapy have limited the effectiveness of thisrdbg. To overcome the issues
associated with systemic toxicity, the direct ide#sional administration of rIFNhas been
attempted in solid tumors, but the short half lie rIFNy has limited the interest in this
approach.

Based on the properties of IlFNlescribed above, the rationale for using Ad4Fédnsists of
delivery directly into the tumor micro-environmemith the adenoviral vector. Transcription and
translation of the IFIN DNA in the infected cells will lead to sustainestél concentration of
IFNy protein without the need of infecting all the sefiresent in the tumor mass and keeping
systemic IFN levels low enough to prevent toxic effects.

A similar approach was initially conducted with @&troviral vector expressing IRN
Encouraging results were obtained after single oltiple direct intra-lesional injections of this
vector in patients with metastatic melanoma.

In preclinical experiments, the antitumoral effexft Ad-IFNy has been assessed in animal
models. Direct delivery of Ad-IFiinto established B16F0 tumors in mice inducesaeasese of
tumor growth leading to a significant increase umvéval rate which could be explained by a
significant intra-lesional expression of IFENEncouraging results were also obtained in the
RENCA pulmonary metastases murine model where &®hibition in the number of
metastatic pulmonary nodules was observed in asimeteiving Ad-IFN, resulting in a
significant increase in survival as compared tochretrol groups.

1.3 Ad-IFNyin CBCL
1.3.1 Immune biology of CBCL with respect to IFNy
1.3.1.1 Nodal B-cell lymphoma and Th1/Th2 switch

The clinical course of B-cell ymphoma is accomealiby a dysregulated synthesis of cytokines.
Cytokines can influence tumor cells in an autocrppeaacrine and endocrine fashion. Regarding
the preferentially produced cytokines, two majobdivisions of the Th system can be defined:
Th1l clones secrete mainly IL2 and H;Nvhereas Th2 clones produce IL4, IL5, IL6 and IL10

Thl cells are involved in cell-mediated immune oese. Th2 cells encourage antibody
production, in particular IgE responses and enhaosiophil proliferation and function. Since

Th1 cells are the principle effectors for cell-nadd immunity against tumor cells and delayed-
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type hypersensitivity reaction, it seems to be dvaatage for the malignant cells to switch the
immune response of the host to a Th2 type.

Numerous findings suggest that a Thl/Th2 imbalaocgeld play a central role in B-cell
lymphoma:

» IL10is clearly overexpressed in B-cell lymphoma.

e |L-10 is the most relevant cytokine Bfcell survival in mice and humans.

» IL-10 is a critical factor for the progression b&tB-cell malignant disease.

» The transcriptional repressor protein BCL-6, imaled in the pathogenesis of B cell
lymphoma, is a major negative regulator of Th2 el#htiation and Th2-type
inflammation.

 |L-4 and IL-5 can serve as growth factors for madigt B cells and enhance tumor
growth.

e |L10 indirectly prevents antigen-specific T celltimation, which is in turn associated
with down-regulation of antigen presentation andeasory cell functions of monocytes,
macrophages, Langerhans cells and dendritic chllsaddition, IL10 limits T cell
expansion by directly inhibiting IL2 production bHyese cells.

1.3.1.2 Cutaneous B-Cell Lymphoma

The data on physiopathogy of CBCL are limited. Rdiggically, B-lymphocytes are not present
in the skin. Even in pathological situations, ttrayely occur. A Th2 pattern is also found in
CBCL lesions which might contribute to tumor B-cglowth. Indeed, an overexpression of
TNFa, IL10 and IL6 is found in CBCL lesions.

1.3.2 Previous Clinical Results with Ad-IFNy: the phase I/Il study.

A clinical trial study entitled: Phase I/l clinicdrial of biologic therapy with intratumoral
TG1042 (Adenovirus-Interferoy- in patients with advanced cutaneous T-cell lymphs
(CTCL) - Mycosis fungoides and other CTCL - and tiegional cutaneous B cell lymphomas
(CBCL) is still on-going.

This monocentric dose-escalating clinical studydgbTG1042.01) was initiated in March 2002.
Nine patients were enrolled in 3 successive cotairthe Ad-IFN doses of 3x10vp (cohort 1),
3x10° vp (cohort 2) and 3x¥6 vp (cohort 3). Nine additional patients (cohort wWgre
subsequently enrolled in order to further assesstéfety profile of 3x18vp dose. The phase |
study was then expanded in a multicentric phasesétting, in order to explore a larger patient
population in specific cutaneous lymphoma subtydes this end, inclusion of 18 additional
patients has been planned for the phase Il stépea$tudy to accumulate efficacy and tolerance
data of Ad-IFN administered according to a more appropriate podtéor the disease i.e.
changes in the injected lesion in case of locglopse, re-administration of treatment in case of
relapse, multi-injection of large lesion.

The main objective was to determine the safetyepkated TG1042 intratumoral injection and
determination of the Maximum Tolerated Dose (MTDhe secondary objective is to estimate
the antitumoral effect of TG1042.

The main inclusion criteria were: histologic pradfCTCL or CBCL, Tumor Nodes Metastases
classification (TNM) stage Ib or higher, failure lottal tumor control to at least two first line
treatments.
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The therapeutics schedule was as follows: Intratahmiojections were to be administered to
patients at weekly intervals (days 1, 8 and 15)ieR&s were to be evaluated at week 4. Patients
without progressive disease could receive additiangles until progressive disease was
documented or toxicity requiring cessation of tmeztt. Patients were to be treated for up to 4
cycles in cohort 1 to 3 and up to 12 cycles in ebA@nd in the phase Il step.

Out of 36 patients enrolled 6 patients sufferednfr@BCL. One of them was not treated. Five
local responses (3 complete responses (CR) andt@lpa&sponses (PR)) out of 5 evaluable
patients and 3 global responses (2CR-1PR) outeoBthvaluable patients for global evaluation
were observed. The responses were seen by thef érelB? cycle of treatment.

In the phase | step, a total of 336 adverse eV@#s) occurred. Two hundred and seventy six
AEs were considered as possibly or probably relatedreatment by the investigator. AEs
possibly or probably related to treatment were regbby investigator in all patients except
patient n°5 (cohort 2).

All related AEs were considered by the investigas mild or moderate except 2 AEs occurring
in 2 patients (colitis occurred in patient n°2, edhl and a transient grade 3 lymphopenia
occurred in patient n°18, cohort 4).

Two related SAEs occurred in patient n°2 (cohoraddl 12 (cohort 4). Except patient 12, who
experienced nausea vomiting after the second igjegtith subsequent transient vaso-vagal loss
of consciousness, no other withdrawal due to ARioed. No death due to AE occurred.

The most commonly observed AEs related to TG1042ewsassified in “Injection Site
Reactions” which were experienced by all patieotlwed by “Febrile Disorders”, “Asthenic
Conditions” and “Headache”.

2 OBJECTIVES

2.1 Primary Objective

The primary objective of this study is to evalutite efficacy of a four-month dosing period of
intra-lesional injection of TG1042 in patients witlapsing CBCL.

2.2 Secondary Objective

The secondary objective of this study is to evaluhe safety of the intra-lesional injection of
TG1042 over a four-month dosing period in patievits relapsing CBCL.
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3 STUDY DESIGN
3.1 Overall Study Design and Plan Description

This study is a two-step, phase I, multicentem somparative study of repeated intra-lesional
administration of TG1042 in patients with primarCL.

The trial is designed as a one-sample multipléntggtroceduré

A maximum of forty one evaluable patients (13 ire ti* step, 28 in the ™ step) in
approximately 15 centers are planned to be includtecthe study.

3.2 Discussion of the Study design

The purpose of the®Istep of the trial is to reject the experimenteatment from further study in
the case of it is shown to be insufficiently safiel active and to accept it for further study ifsit
shown to be sufficiently safe and active.

The assumption of a response rate of at least ¥5¥31042 in sample size calculation is based
on opinions of experts who have considered thatraiie benefit/risk for TG1042 would be
medically relevant with such a response rate is flupulation considering the other existing
systemic therapy available.

3.3 Number of Centers and Patients
Fourty one patients in approximately 15 centergpéaened to be included into the study.
3.4 Patient Accrual and Duration of Study

This study is expected to start in Q2 2006 withru#ment to be completed by Q1 2008. The
study is expected to be completed in Q2 2008.

It is understood that these accrual rates are barerkasonable planning expectations. The
actual accrual rates will be compared to the exgubites on an ongoing basis.

4  STUDY POPULATION

Patients with primary CBCL who meet all the follogi inclusion and exclusion criteria,
including written informed consent will be included

4.1 Inclusion Criteria

Patients must satisfy all the following criteria ntry into the protocol:
* Primary CBCL including (according to WHO/EORTC dHication 2008) :
- Primary cutaneous marginal zone B-cell lymphoma
- Primary cutaneous follicle center B-cell lymphoma
- Primary cutaneous diffuse large B-cell other tremtlpe
= Histologically consistent with primary CBCL.
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Relapse or active disease after radiotherapy ar@tiequate therapy if radiotherapy
was contra-indicated (chemotherapy, surgical exgjgnterferoi, rituximab).
Performance status of 0, 1 on the Eastern Cooper@mcology Group (ECOG) scale
(See Appendix E).

Minimum Life Expectancy > 3 months.

Adequate blood count: hemoglok#n10.0 g/dL; White Blood Count (WBQ 3.0 x
10°/L; and platelet courtt 75 x 10/L.

Adequate hepatic function: bilirubia 1.5 times the upper limit of normal and serum
transaminase (SGOT and SGKT.5 times the upper limit of normal.

Adequate renal function: creatinigel.5 times the upper limit of normal.

Age = 18 years old and < 80 years old.

Written informed consent from patient.

4.2 Exclusion criteria

Patients will be excluded from the study for anytd following reasons:

Primary cutaneous diffuse large B-cell lymphomg,tigpe.

Primary cutaneous intravascular large B-cell lympho

Extracutaneous involvement (sign of B-cell lymphowa thoraco-abdominal CT
scan and/or PET scan and/or on bone marrow biopsy).

No histologic documentation of CBCL.

History of known Human Immuno-deficiency Virus, HamHepatitis B or C positive
serology or other active systemic infections.

Serious uncontrolled, concomitant medical disorders

Concomitant therapy for CBCL: surgical resectioadiotherapy, corticosteroid,
chemotherapy, rituximab...(not limited listing)

Major surgery in previous 4 weeks preceding théenjiection.

Pregnancy at study entry or who become pregnarngltihe study or women who
are breast feeding.

Males and females of reproductive potential whaisefto use adequate protection
against pregnancy (intra-uterine  device, hormonalontraception  or
diaphragm/condom and spermicide) during the condfiche study and for three
months after the last injection.

Participation in another experimental protocol dgrthe study period and within 4
weeks prior to the first injection.

Patient previously included in this study.

Non compliance with the study.

4.3 Therapy Restrictions

All prior treatments for CBCL must be stopped fowdeks preceding entering patient into the

study.

No therapy directed against the CBCL other thahglenned by the protocol is permitted while
the patient is enrolled in the protocol except: Bt alone or containing menthol, polydocanol
or anti-histamine given for itch control. Corticesiid therapy (systemic and topical) and
immunosuppressive / immunomodulating drugs (e.gel@porine) are not allowed. Disease
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progression requiring other forms of specific amtibr therapy will be cause for discontinuation
from the protocaol.

5 STUDY DRUG
5.1 Characteristics and Supply

The medication under study TG1042 is made of a enspn of recombinant adenoviral
particles, carrying a gene coding for the humaaerfatory (IFNy).

TG1042 will be supplied in individual dose ampoulessingle use. Each ampoule will contain
1.5x10* vp of TG1042 in a 0.5 ml volume.

The supplies will be produced and provided freetzfrge by Transgene.

5.2 Packaging and Labeling

The product is supplied deep-frozen in 2 ml glasp@ules. Each ampoule is intended for single
use and is shipped in a secondary plastic contafrenary labeling on the ampoules will be in

English, secondary labeling on the plastic contaivi# be in the language of the country where
the study is to be performed. Secondary plastitaioers are packaged in a “Safepack” which is
labeled with the same information as contained e secondary label plus the following

comment: “Containing X ampoules.”

5.3 Conditions of Drug Storage and Use

Ampoules containing TG1042 or its buffer for dianiwill be a frozen preparation and must be
stored at or below -70°C in a freezer, under thpestsion of the study pharmacist /
investigator. The ampoules will be dispensed onlghwthe written prescription of the
investigator to staff that have been specificatgignated to this study.

5.4 Preparation for Administration

Before injection, the final suspension must be areg under aseptic conditions inside a laminar
flow hood. The suspension must be maintained betw@sC and + 8°C after preparation and

must be used within 4 hours after the syringe pedjma.

TG1042 is a genetically modified organism. As sanold whenever relevant, it must be handled
according to national regulatory requirements.

A preparation protocol with detailed instructiondll iee provided by Transgene to the study

pharmacist/investigator prior to th& administration.

All transfers of the preparation must be done usinglosed container. During product

manipulations, specific protective clothing mustwimen (lab coat, gloves and goggles).

5.5 Waste Handling Precautions

For decontamination, either regular hospital proces for infectious material or specific
procedure provided by Transgene will be used.
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In case of accidental shedding the contaminateal rarest be cleaned with a disinfectant active
on the study drug or bleach.
In case of skin contamination with / without injumyash immediately under tap water. Then
treat the area as follows:

» Wash with soap for 5 minutes. Rinse. Then treattiea with bleach~(1.4°Cl i.e. 4.5 g/l of

active chlorine) for 5 minutes. Rinse again.
or:
* Wash with a solution of 4% iodine for 5 minutesngd. Then treat the area with a solution
of 10% iodine for 5 minutes. Rinse again.

Cover with a sterile gauze dressing, which shoel@jpropriately discarded when removed. The
injured person should receive counselling from tieestigator and should then be closely
followed for a period of at least 2 weeks for thevelopment of a flu-like syndrome or other
symptoms.
In case of eyes contamination, immediately irrigite eye for 15 minutes with lukewarm
water being careful not to contaminate the otheg. éhhe injured person should receive
counselling from an ophthalmologist.
In case of ingestion do not induce vomiting and & investigator immediately. The person
will be closely followed for a period of at leastwkeks for the development of a flu-like
syndrome or other symptoms.
Notify the Transgene Medical Affairs at the followgi hot line number: + 33 (0) 3 88 27 91 73
immediately if any accidental shedding of the pichccurs.

6 TREATMENT PLAN
6.1 Treatment Administered
6.1.1 Treatment dosage

The dose of TG1042 to be administered will be 8%tp per lesion. No more than 6 lesions will
be treated simultaneously. The maximal total ddsEGi042 per injection day will range from
5x10°vp (a solitary lesion) to 3 xibvp (6 lesions).

6.1.2 Patients with more than 6 lesions

In case of more than 6 lesions, only 6 lesions bélinjected. The designation of lesions targeted
to be injected will be performed in order of prefece: tumoral lesion at first, plaque lesion at
second. Amongst several lesions of the same tijedatgest lesion will be chosen at first.

In the event of local response and consequentiésaipnce of one lesion leading to the decision
by the investigator to interrupt the injection bistlesion, the treatment of a lesion not previgusl
treated but measured at baseline is authorized.eMemvno more than 6 lesions will be treated
simultaneously.

The switch in treated lesions will be made onlyDdt of a new cycle after evaluation of the
previous cycle.
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6.1.3 Treatment regimens

Patients will receive injections of TG1042 on day8land 15 (injection days). The patient will
receive no treatment the fourth week. The cyclgtlemwill be 4 weeks (1 cycle) and then the
tumor will be evaluated for response.

In absence of premature withdrawal (see sectioj) 18 £' injection of the new cycle will be
performed immediately after the tumor evaluationhaf previous cycle. Thus, Day 1 of the new
cycle is equivalent to Day 29 of the previous cycle

6.1.4 Duration of treatment and observation period

In absence of premature withdrawal (see sectioy thérapy will continue up to 4 cycles i.e. 16
weeks.
The observation period will continue up to the tumpmgression.

6.1.5 Administration of the study drug

TG1042 will be administered via intra-lesional ttjen.

The dose injected per lesion will be 5x10p (in a volume of 0.5 ml) per lesion. The injecti
will be done in the center of the the lesion smmatian 10 crh

In case of lesion equal or larger than 1F.chwo injections of a dose of 2.5xf@p in a volume

of 0.25 ml each, will be done in the center of 2hdelimited areas.

The investigators will be provided with a proceddescribing the mode of administration and a
specific training will be organized.

In case of a disappearance of a lesion during ke cifte injection of this lesion will be continue
until the 3¢ injection of this cycle.

6.2 Method of assigning patients to the treatment group

6.2.1 Recruitment

All patients who satisfy the main inclusion critgefhistory of CBCL, relapse after radiotherapy
or other standard therapy if radiotherapy is comdicated) will be considered as pre-selected

patients. Every pre-selected patient will be soeddior inclusion into the study.
The recruitment process will be documented via ee€ning log”, listing the initials and dates

when eligible will be recorded on the screening. [dge reason(s) for the non-inclusion when
appropriate will be recorded on the screening log.

6.2.2 Randomization
Not applicable.
6.2.3 Dose modifications

No dose modifications are permitted.

{

Supprimé: Appendix DAppendix
DAppendix D
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6.3 Safety stopping rules

Dose limiting toxicity (DLT) is defined as any ged3 or higher toxicity (according to
NCI/CTCAE) considered as both related to TG1042 @imdcally significant by the Data Safety
Monitoring Committee (DSMC). Grade 3 or 4 fever agrdde 3 transient lymphopenia are not
considered as limiting toxicity.
Study should be stopped if DLT is observed in:

= Greater than one of the first 3 patients treatdd W51042.
Greater than one of the first 6 patients treated W>1042.
Greater than two of the first 9 patients treatethwiG1042.
Greater than four of the first 13 patients treatdth TG1042.
Thirty three percent or more of subjects treatetth Wi1042 at any time in the phase
2" step of the study.

6.4 Blinding/Unblinding
Not applicable
6.5 Premature withdrawal of patients

The patient’s participation in the protocol must teeminated under any of the following
circumstances:
= Pregnancy during the study.
= Patient’s request at any time for any reason.
= Tumor progression as defined in section 8.3.
= Physician determination that patient’s further jggrition in the protocol is not in the
patient’s best interest.
= At the determination of the DSMC (for example irseaf new fact or toxicity issue
regarding the study drug).
= Patients who have severe unacceptable toxicitycasted with the study drug.
For any discontinuation, the investigator will dhtall the required details and document the
date of and the reason for the discontinuationhim €ase Report Form (CRF). In case of
treatment cessation not related to disease pragreise patient will be followed per protocol
until documentation of progressive disease.
If the reason for discontinuation was an AE, thecHir event or the main laboratory
abnormality will be recorded in the CRF. The inigastior will make thorough efforts to
document the outcome.

6.6 Replacement policy

Patients who will be considered as non evalualge ¢efinition page 8) will be replaced.
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7 STUDY VISITS AND PROCEDURES

points.

7.1 Assessments to be performed

Complete medical history.
Interim medical history of events occurring sinlece last visit.
Physical examination: examination of the major arggstems, including height and
weight.
Vital signs: body temperature, heart rate, respiyatate and blood pressure.
Safety assessment: reporting of Pre-Drug EventsE§Pand documentation and
assessment of all AEs since the previous assesgsaensection 9).
Tumor evaluation and imaging (see section 8).
Complete Blood Count including hemoglobin, WBCfeliéntial and platelets count.
Standard laboratory parameters:
Liver chemistry: bilirubin, alanine amino-transfeea aspartate amino-transferase,
alkaline phosphatase, prothrombin time.
Serum creatinine.
Pregnancy test for woman.
Proteomic and transcriptomic analysis.
Electrocardiogram (ECG).
Abdomino-thoracic CT scan and/or PET scan.
Bone Marrow biopsy (if not previously performedc@rrelapse).
Biopsy of a representative CBCL lesion with immuristochemistry.
Biopsy of a representative node (if necessary).

7.2 Baseline: On days -14to 0

Baseline evaluation (except biopsies) will be perfed within the 2 weeks prior thé' injection
and include:

Complete medical history, physical examination aital signs.

Tumor evaluation and imaging.

Complete blood count.

Pregnancy test for woman.

Proteomic and transcriptomic analysis.

Standard laboratory parameters.

ECG.

Abdomino-thoracic CT scan and/or PET scan.

Bone marrow biopsy within the 4 weeks precedingXhéijection if not previously
performed since relapse and/or in case of increidgmphocytes blood count or
other signs of blood involvment.

Biopsy of a representative CBCL lesion within thewéeks preceding the®1
injection.

g

Supprimé: Appendix AAppendix
AAppendix A
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= Biopsy of a representative node in case of cliriedormality (see section 8.1.4).
7.3 While enrolled on the protocol
7.3.1 Days 1, 8 and 15 (injection days) of each cycle:

Before injection:
= Interim medical history since the last visit, plogdiexamination and vital signs.
= Safety assessment: reporting and documentatioil &Ea (PDEs at day 1 of the''l
cycle) since the previous assessment.
= Complete blood count.
After injection:
= Physical examination 1 hour after the injection.
= Vital signs: the patient will be closely monitorbdurly for a minimum of four hours
after the first injection and two hours after supgnt injections of the study drug.

7.3.2 Day 29 (day of tumor evaluation) of each cycle:

In case of decision of continuation, thitjection of the new cycle will be administeree tthay
of evaluation of the previous cycle. Thus Day 1h& new cycle will be equivalent to Day 29 of
the prior cycle. At this visit, the following exandtions will be done:
= Interim medical history since the last visit, plogdiexamination and vital signs.
= Safety assessment: reporting and documentationllofAEs since the previous
assessment.
= Tumor evaluation and imaging will be done in ort#ehave the results available prior
to the first injection of the subsequent cycle.
= Standard laboratory parameters.
In addition, at Day 29 of the last cycle (completechot) in case of discontinuation:
= Complete blood count
= ECG.
=  Abdomino -thoracic CT scan and/or PET scan in cisesponse.
= Biopsy of a skin area previously involved in caseamplete response.
= Biopsy of a representative node in case of clira¢elormality (see Section 8.2.2).

7.4 End-of-treatment visit (to be conducted 4 weeks aét Day 29 of the last cycle):

The following examinations will be done:
= Interim medical history since the last visit, plogdiexamination and vital signs.
= Safety assessment: reporting and documentationlloAEs since the previous
assessment.

7.5 Post-Treatment Follow-Up
If no tumor progression occurs during the treatnpariod, a post-treatment follow-up will be

performed until tumor progression on a monthly akiring the first 6 months and then on a
quarterly basis for one year. This visit will indket
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= Interim medical history since the last visit, plogdiexamination and vital signs.
= Tumor evaluation and imaging.

8 TUMOR EVALUATION
8.1 Baseline Evaluation

The baseline evaluation will be performed as clposa possible to the first injection and no
more than 2 weeks before the first injection.

8.1.1 Skin lesion evaluation

Skin lesion evaluation will be performed by thedhdndependent evaluator, dermatologist who
will be not involved in the management of the patié\ specific training for the evaluator will
be organized in order to standardize the evalugtiogess. As far as possible, the same patient
will be evaluated by the same evaluator.
All lesions will be identified and categorized afidws:

= Plaque: palpable infiltrated lesion.

= Tumor: nodular lesion.
All lesions will be measured by use of a ruler allipers in two diameters. All measurements
will be recorded in metric notation. For each lesithe longest diameter will be the first
recorded. The longest diameter perpendicular tofitisé will be the second diameter. The
product of these two diameters will be calculated are defined as the “product” of the lesion.
The sum of products (SP) of all lesions will beca#édted according to the following formula:
SP =% (plaque surface)2x2 (tumor surface)

8.1.2 Central lymph nodes evaluation

An abdomino-thoracic CT scan and/or PET scan wlpbrformed at baseline to exclude central
lymphoma with secondary skin involvement.

8.1.3 Hematological evaluation

A bone marrow biopsy will be performed at baselineot previously undertaken to exclude
hematological involvement.

8.1.4 Peripheral lymph nodes evaluation

Any peripheral lymph nodes draining cutaneous fesicand cervical, supraclavicular,

epitrochlear, axillary and inguinal nodes groupdl Wwe systematically explored by physical

examination. Lymph nodes palpable and abnormalliarged (diameter >1.5 cm) will be

considered as clinical adenopathy.

In case of clinical abnormality leading to suspmscof a tumoral involvement, a representative
biopsy will be performed whenever possible.
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8.1.5 Visceral evaluation

If visceral involvement is clinically suspectedyappropriate exploration will be undertaken in
order to exclude visceral extent.

8.1.6 Quality of Life evaluation

Patient will be evaluated with the Dermatology L@eality Index (DLQI) questionnaires (see

Appendix B. DLQI is the first published and well validatedrohatology specific health-related - {Supprimé: Appendix BAppendix

quality of life’. It consists of ten items concerning symptoms teedings, daily activities, | BAPpendxB

leisure, work and school, personal relationship am&tment. The questionnaires will be
completed by the investigators.

8.2 On treatment evaluation

Evaluation will be performed at day 29 of each eydt the last visit and at each monthly
follow-up visit up to tumor progression or deathiettever occurs first in case of absence of
progression during the treatment period.

8.2.1 Skin lesion evaluation

The on-treatment evaluations will be performedfaasas possible, as they were for the baseline
evaluation. The ratio of the SP of each lesion bdlcalculated taking as reference the baseline
assessment.

8.2.2 Lymph node evaluation

Peripheral lymph nodes draining cutaneous lesiovts cervical, supraclavicular, epitrochlear,
axillary and inguinal nodes groups will be systdoaly explored by physical examination.
Lymph nodes palpable and abnormally enlarged (diame 1.5 cm) will be considered as
clinical adenopathy. In case of clinical abnornyalé@éading to suspect a tumoral involvement, a
representative biopsy will be performed whenevessjise.

8.2.3 Visceral evaluation

If a visceral involvement is clinically suspecteahy appropriate exploration will be undertaken
in order to exclude visceral extent. Extracutanenatastasis should be confirmed by biopsy and
will be considered as a progression criterion.

8.2.4 Quality of Life evaluation

Patient will be evaluated at day 29 of each cycle.
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8.3 Response Criteria

Response criteria for tumor response are clinicd#fined (taking as reference the baseline
evaluation) as follows:
= Complete response (CR) is defined as the clinisambearance of all lesions.
= Partial response (PR) is defined as the clinicahpjpearance of at least half of all
lesions.
= Minor response (MR) is defined as a decrease l&fagt 50% in the SP of all lesions
with the clinical disappearance of less than hi#lidesions.
= Stable disease (SD) is defined as any responsaelithaiot meet the criteria for CR,
PR, MR or PD.
= Progression (PD) is defined as an increase ofast 5% in the SP of all lesions.
Appearance of a new cutaneous lesion, lymph noldemjatological or visceral
involvement will be considered as a PD.

Tumor response (complete or partial) will be canéid by repeated assessment that will be
performed 4 weeks after the criteria for respomediest met.

8.4 Tumor Imaging

At each tumor evaluation overall photographs (tdtami-body anterior and posterior) and
photographs of every lesion will be taken seridiiiotographs will be taken with the patient in a
consistent pose and with a consistent technique negtpect to light, angle and distance.
Transgene will provide a standardized digital pgoaphic system, procedure and training (see

| AppendixQ. {

Supprimé: Appendix CAppendix
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9 ASSESSMENT OF SAFETY

The condition of the patient will be monitored thgiout the study.
Overall incidence of AEs and SAEs will be evaluated

9.1 Definitions
9.1.1 Adverse Event

Any untoward medical occurrence in a patient onicél investigation subject administered a
pharmaceutical product and which does not necégdsaive a causal relationship with this
treatment. An AE can therefore be any unfavorahtk aintended sign (including an abnormal
laboratory finding), symptom, or disease temporafsociated with the use of a medicinal
(investigational) product, whether or not relateditie medicinal (investigational) product. An
AE is therefore regarded as such only if it stafter the first administration of the study drug.



Transgene/Confidential

Study Protocol TG1042.06 Page 29/54 Final \ber$il9APR06

9.1.2 Pre-Drug Event

Any event occurring before the first study drug austration, i.e. between the patient signature
of the informed consent form and the first admmaisbn of the study drug.

9.1.3 Laboratory abnormality

A laboratory abnormality is reported as an AE ifistout of range and considered by the
investigator as clinically significant (i.e. witHirical manifestations or requiring treatment or
clinical management) and confirmed by a repeateasomement (if relevant).

9.1.4 Other significant Adverse Event

Any event and any laboratory abnormality that ledah intervention, including withdrawal /
dose reduction of study drug or significant addisib concomitant therapy other than those
reported as SAE and that are considered by Trapsgetie investigator to be of special interest
because of clinical importance.

9.1.5 Serious Adverse Event

Any untoward medical occurrence that at any dose:

Results in death. The death of a patient is nospean AE but an outcome. “Death”
will be considered as a SAE only in case of “unakmd death" when no cause is
identified. The event that resulted in a fatal onte will be determined.

Is life-threatening. This term refers to an evenivhich the patient was at immediate
risk of death at the time of the event; it doesnefér to an event that hypothetically
might have caused death if it was more severe.

Requires inpatient hospitalization or prolongatioi existing hospitalization. The
hospitalization is an action taken to treat thenevi will not be reported as a SAE,
but the AE leading to hospitalization. Hospitalieat for diagnosis or planned
treatment procedures without AE will not be repdras a SAE.

Results in persistent or significant disability@pacity. The disability is a substantial
disruption of a person’s ability to conduct norif@ functions.

Is a congenital anomaly/birth defect.

Is an important medical event that may not be imately life-threatening or result
in death or hospitalization, but may jeopardizephgent and may require medical or
surgical intervention to prevent one of the outceitiited above (example: intensive
treatment in an emergency room or at home for brosgasm, convulsions that do
not result in hospitalization...). Medical and scifofudgment will be exercised in
deciding whether some events will be consideredsa®us because their quick
reporting to Transgene may be of interest for terall conduct of the study.
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9.1.6 Serious Pre-Drug Event

Serious Pre-Drug Event is defined as any serioesitewccurring before the first study drug
administration, i.e. between the patient signatdirde informed consent form and the first study
drug administration.

9.1.7 Overdose

An overdose is an administration of a study drug aigher dose than the highest dose already
tested in clinical studies (3x10vp by injection) or higher than known therapeudiises.

9.2 Intensity, relationship and outcome evaluation
9.2.1 Intensity

The intensity of the clinical AE is graded accoglito the Common Toxicity Criteria for
Adverse Event (CTCAE) version 3.0 (12 December 20@dch is provided to the investigators.
Should an event be missing in the CTCAE, the foitmaB point scale is used:

= Mild: Discomfort noticed, but no disruption of noairdaily activity.

= Moderate: Discomfort sufficient to affect normailgactivity.

= Severe: Inability to work or perform normal dailgtiaity.

The correspondence between the two scales islaa/fol

CTCAE 3 point scale
1 Mild
2 Moderate
3
4 Severe
5

9.2.2 Relationship to the study drug

The relationship is evaluated as follows:

= Unrelated: There is evidence of relationship taase other than the study drug. Does
not meet criteria listed under unlikely, possibtgpmobable.

= Unlikely: Does not follow a reasonable temporajjusnce from administration. Is
most likely produced by the patient's clinical star by environmental factors or
other therapies administered.

= Possible: Follows a reasonable temporal sequenae &dministration. Is not likely
produced by the patient's clinical state or by emunental factors or other therapies
administered.

= Probable: Follows a reasonable temporal sequemsea &dministration. Clear-cut
temporal association with improvement on cessatibtest drug. Reappears upon
rechallenge.
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9.2.3 Outcome

The outcome is rated as follows:

= Recovered.

= Not recovered.

= Recovered with sequelae (to be specified on compeze).

= Fatal.

= Unknown.

= Worsening.
Note on "fatal": this outcome is to be used onlytfee event leading to death. The outcome of all
other events at the time of the death must be regoThe outcome of ongoing ones is reported
as "not recovered".
Note on “worsening”: this outcome is used when &Rrsens and becomes an AE or when an
AE worsens (in these situations, a second linernspeted on the AE page documenting the new
status of the event).

9.3 Pre-Drug Event management
9.3.1 Reporting in Case Report Forms

Any PDE (see definition section 9.1.2) directly ebh®d or mentioned by the patient will be
reported by the investigator or designee on the gagents occurring before the first study drug
administration" of the CRF. The following items rhbs documented:
= Nature of the event with self explanatory and ceacnedical terminology (indicate a
diagnosis or syndrome instead of symptoms).
= Date of onset and date of end (i.e. dates whee\het starts and ends and not dates
when the investigator is informed).
= Qutcome.
= Intensity.
= Action taken regarding the study.
= Action taken regarding the event.
= Evaluation of seriousness.

9.3.2 Follow-up

If those events are not resolved before the fixedysdrug administration they will be followed
until resolution or the last study visit plannedthg protocol:
= PDE with no change will not be considered as Ak ®htcome is documented when
known. If a PDE is still ongoing at the last studyit, the status at this time will be
documented.
= PDE that worsens after the first study drug admat®n will be considered as AE
and managed as follows:
On the CRF page "Events occurring before the §itgtly drug administration”,
the line of the PDE is completed with the outcoioked as “worsening”.
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On the CRF page “Adverse events”, a new eventpsrted and managed as
described in section 9.4. The wording of the ewsiiitinclude "worsening of" or
something similar.
It is possible that, due to its nature or intensiéy PDE could delay the first study drug
administration or lead to patient withdrawal. Thidl be documented on the CRF "Events
occurring before the first study drug administmatiopages in the column “Action taken
regarding the study”.

9.3.3 Documentation

PDEs will be reported in the patient source documeth at least the nature, the start date and
the treatment (if applicable). PDE pages of the @RFbe signed by the investigator once all
lines of all PDEs reported are fully completed.

9.4 Adverse Event management
9.4.1 Reporting in Case Report Form

At each visit, any AEs directly observed or mengidrby the patient will be reported by the
investigator or designee on the page “Adverse Blaftthe CRF. The following items must be
documented:

= Nature of the event with self explanatory and ceacnedical terminology (indicate a

diagnosis or syndrome instead of symptoms).

= Date of onset and date of end (i.e. dates whee\het starts and ends and not dates
when the investigator is informed).
Outcome.
Intensity.
Relation to study drug.
Action taken regarding the study drug.
Action taken regarding the event.

= Evaluation of seriousness.
AEs requiring therapy must be treated with recogmhigtandards of medical care to protect the
health and well being of the patient. Any treatmenten will be reported on the page
"Concomitant medication” of the CRF.
Appropriate resuscitation equipment and medicinastrbe available to ensure the best possible
treatment of an emergency situation.

9.4.2 Grade 3 to 4 Adverse Event

Grade 3/4 AEs and/or any other significant AE edaio the study drug which do not qualify as
a SAE will be further documented on "additionabimhation on adverse events" CRF page.

9.4.3 Follow-up

AEs must be followed up at least until the lasityidanned by the protocol. The outcome is
documented on the CRF AE pages.
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Some AEs must be followed until they are resolvedstable (i.e. may be after the last visit
planned by the protocol):

= AEs with a possible/probable relationship with sedy drug.

= AEs leading to withdrawal from the study.

= Any other significant AE.

9.4.4 Documentation

AEs will be recorded in the source document witteast the nature, the start date, the end date,
the outcome and the treatment (if applicable) efelient. AE pages of the CRF will be signed
by the investigator once all lines of all AEs repdrare completed.

9.5 Serious Adverse Event management
9.5.1 Reporting to Transgene

Any SAE occurring during the course of a study, between the first study drug administration
and the end of treatment visit, irrespective of tteatment received by the patient MUST be
reported to Transgene. within ONE WORKING DAY ofcacrence or knowledge of the event.
The investigator must complete and fax a "Seriodgefse Event Form" which will be provided

by Transgene to the investigator.

EUROPE USA

Safety Officer Clinical Operations
Name |. DIDILLON A. DERBIJ
Phone number (33)(0)3.88.27.91.73 +(301) 816-5421
Fax number (33)(0)3.88.27.91.41 + (301) 816-5439
Emergency 24-
hour telephone (33)3.88.27.91.73 +(301) 318-5118
number

An investigator's designee may complete the "Serisdverse Event Form". However, the SAE
form should be signed by the investigator. If tisisnot possible within one working day, the
form is sent to Transgene with the designee's Bigaalnvestigator's signature must be obtained
as soon as possible, as well as his/her evaluafitime relationship to the treatment. The signed
form must be faxed to Transgene immediately.

The "Serious Adverse Event Form" should be comgletéenglish.

9.5.2 Special cases

The following events will be documented, reportad &llowed-up in the same way as a SAE:
= Serious PDEs.
= Overdose (even if no toxic effects are observed).
= Pregnancy (to be followed up in the same way a8 il the final outcome of the
pregnancy and knowledge of the new-born medicalista
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9.5.3 Follow up

It is possible that at the time of the event infation is missing. This must then be forwarded as
soon as possible to Transgene, on a new SAE fotmthwe box "follow-up" ticked. Transgene
may also ask for information as needed.

All SAEs will be followed-up by the investigator tiinfinal outcome is known. Follow-up
information is sent to Transgene by the investigatoa "Serious Adverse Event Form" with the
"follow-up report" box ticked. The frequency of tifi@low-up is up to the investigator i.e. as
soon as relevant new information becomes availapl® the final outcome. New information is
sent within one day of knowledge.

9.5.4 Post study Serious Adverse Event

Any SAE occurring after the end of treatment vésitl that is considered as possibly or probably
related to the study drug by the investigator, nhestreported to Transgene, documented and
followed-up as described above.

If the end of treatment visit is performed lessnth28 days after the last study drug
administration, all SAEs occurring between the efitteatment visit until 28 days after last
study drug administration will be considered as S reported to Transgene, whatever their
relationship to study drug is according to the stigator.

9.5.5 Reporting to Regulatory Authorities / Gene TherapyBodies / Ethics Committees

Transgene is responsible for notifying of Healthtarities for all study SAEs in accordance
with local regulation. Gene Therapy Bodies willibarmed as locally required.

The investigator or Transgene is responsible féoriming the Independent Ethics Committee
(IEC) / Institutional review Board (IRB) in a timelmanner and in accordance with local
procedures.

9.5.6 Information to investigator

When a serious, unexpected, probably or possilidyed event has been reported to the Health
Authorities, Transgene will inform all other inviggttors working in this study as well as those
working with the same study drug in other studies.

9.5.7 Documentation

All SAEs will be reported in the CRF using the samfermation as the one reported on the SAE
form and in source documents as described in &opies of SAE form will be filled in the
Investigator Site File with copies of any correspemce with the IEC/IRB and copies of
reporting letters and/or faxes (with reporting fejnto Health Authorities and Gene Therapy
Regulatory Bodies.
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9.6 Laboratory values, vital signs, physical findings ad other safety data

In the event of clinically relevant laboratory abmality, the test will be repeated (if relevant)
and followed-up until it has have returned to ndrenecept if an adequate explanation is found.
Clinically relevant abnormal findings following gitsigns measurement or physical examination
will be reported as an AE.

10 STATISTICAL METHODS PLANNED AND SAMPLES SIZE
10.1 Determination of Sample Size

The purpose of the trial is to reject the experitakmmeatment from further study if it is shown to

be insufficiently active and to accept it for fugthstudy if it is shown to be active. The study is

designed as a two-stage ‘optimum’ phase I trighulie following assumptiofis

» The inactivity cut-off is chosen equal to 50%, #wivity cut-off equal to 75%. Hence the
hypotheses of interest are:H < 50% against kt r = 75%, where r is the response rate

» The type | error rateo( probability of accepting an insufficiently activeeatment, a false
positive outcome) is set to 5%

* The type Il error ratef¥, probability of rejecting an active treatment, asé negative
outcome) is set to 10%

Under these assumptions, an optimal design cortfigie following two stages:
Treat 13 evaluable patients:
« if at most 7 responses are observed, stop theatnidldeclare the drug insufficiently
active
« otherwise continue patient entry:
Treat additional evaluable patients up to a totall
« if at most 25 responses are observed, declarertigeirsufficiently active
- if at least 26 responses are observed, declamdrtigeactive

With this design, if the response rate is truly &g 50%, the expected sample size is 27
evaluable patients and the maximum sample sizt &vdluable patients.

10.2 Study Endpoints
10.2.1 Primary Endpoint

- Response rate. The primary endpoint will be #sponse rate which includes complete, partial
and minor responses. The tumor response is defindtie best tumor response recorded from
the ' cycle evaluation until the last cycle evaluati®o. be taken into account, tumor response
(complete, partial or minor) will be confirmed bgpeated assessment that will be performed 4
weeks after the criteria for response are first met
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10.2.2 Secondary Efficacy Endpoints

- Duration of response. The duration of responsmesasured from the time that measurement
criteria are first met for CR, PR or M®hichever status is recorded first) until thetfuste of
PD is objectively documented or the last visitafprogression occurred (censored data).

- Time to progression. Time to progression is measfrom the date of inclusion until the first
date of PD is objectively documented or the datehef last visit if no progression occurred
(censored data).

- Quality of life according to Dermatology Life Qlitg Index
10.2.3 Secondary Safety Endpoints

- Incidence of AE

- Incidence of SAE.

10.3 Disposition of Patients

All patients who satisfy the main inclusion criteri(history of CBCL, relapse after
chemotherapy) will be registered as pre-selectéidmaand reported in the screening log. All of
them who failed to meet inclusion criteria will tEported as screening failure in the study report
with the reason(s) for their non-inclusion.

All patients included, will be considered in thedy report. All post-inclusion discontinuations
will be summarized by main reason for discontinorati

10.4 Protocol Deviations

Any protocol deviation will be documented in the EBnd discussed with the investigator on a
case by case basis.
The following circumstances will be considered aganentry criteria violation:

= No histological documentation of CBCL.

= No prior radiotherapy (or other standard therapwdfiotherapy is contra-indicated).
Included patients who will meet one of these datewxill be defined as “wrongly included”
patient.

10.5 Statistical and Analytical Plans

A comprehensive statistical analysis plan desagilafi analyses will be developed and filed
before the database is locked.

10.5.1 Efficacy Data

An exact 95% confidence interval for the observesponse rate will be calculated. Response
rates will be compared by a Chi-squared test, lef/significance is fixed to 0.05 two-sided.
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Duration of response, time to progression will Isineated by the Kaplan-Meier methods,
plotted as curves and compared by log-rank test.

The need to correct for multiplicity will be addsesl in case that decision is to be based on the
results of statistical tests.

10.5.2 Safety Data

The safety data will be classified according tartirtensity and relationship to the study drug.
All AEs, laboratory test changes, etc. will be itiiéed, coded with the Medical Dictionary for
Regulatory Activities, classified and analyzedappropriate. The number of patients with each
AE will be displayed by decreasing frequency ofwrcence and body system classes. All AEs
occurring after the initiation of the study treatmheincluding events likely to be related to the
underlying disease or likely to represent concomitbness will be reported, including events
present at baseline which worsened during the sititten narratives will be provided for all
serious, unexpected or other significant AEs thatjadged to be of special interest because of
their clinical importance.

Supplementary analysis using clinically significant-off points for the laboratory test results
will also be performed, if appropriate.

10.6 Data Sets Analyzed
10.6.1 Efficacy analysis

The efficacy analysis will be performed on both témtion to treat” and “per protocol”
principles. The main analysis will be based onéimion to treat”. “Per protocol” analysis will
be secondary analysis.
Intention to treat analysis is performed:
= on every included patient (non evaluable patientwibom the data is not available
for on-site evaluation of the tumor response wélldonsidered as PD),
= based on the on-site evaluation of the tumor respbiy the evaluator.
Per protocol analysis is performed:
= on all patients who:
- are not wrongly included (see definition in sectidh3),
are treated with at least 3 injections of TG104@mistered within at most 4
weeks),
are evaluable (for whom the data is available foisite evaluation of the tumor
response).
= Based on the on-site evaluation of the tumor respduy the evaluator.

10.6.2 Safety analysis
The safety analysis will be performed on all pasen

who are treated with at least 1 injection,
for whom the parameter is available.



Transgene/Confidential
Study Protocol TG1042.06 Page 38/54 Final \ber$il9APR06

11 CHANGES IN THE CONDUCT OF THE STUDY
11.1 Protocol amendments

No change will be implemented to this protocol withbeing agreed by the investigator(s) and
Transgene prior to its implementation. All protoewhendments will be issued by Transgene,
signed and dated by the investigator. It will béoraitted for consideration to the Health
Authorities and approving Independent Ethic Comemsifs) (EC(s))/Institutionnal Review
Board(s) (IRB(s)) by the investigator or Transganeording to local regulations.

Ethical approval will be required for any changette protocol which could significantly affect
the safety of patients, the scope of the investigadr the scientific quality of the study (e.gyan
increase in drug dosage or duration of exposuiadi¥idual patients to the study drug beyond
that of the current protocol, or any significantriease in the number of patients under study; any
significant change in the design of the protocathsas the addition or dropping of a control
group, the addition of a new test or procedure thahtended to improve monitoring for, or
reduce the risk of, a side effect or AE, or thepging of a test intended to monitor safety).

Other changes will be provided to IEC(s)/IRB(s) iftiormation only.

IEC(s)/IRB(s) approval will be obtained before implentation of change(s) except where
necessary to eliminate immediate hazards to themator when the change(s) involves only
logistical or administrative aspects of the study.

11.2 Premature study termination

Both the investigator and Transgene reserve the tigterminate the study at any time. Should
this become necessary, the procedures will be dgrpen after consultation between the two
parties. In terminating the study, Transgene argl ittvestigator will assure that adequate
consideration is given to the protection of theigrdat Transgene will notify to the Health
Authorities and the IRB/IBC of the premature sttielynination according to local regulations.

12 ETHICAL CONSIDERATIONS
12.1 Independent Ethics Committee/Institutional Review Bard

Before starting the study, this protocol, the \erittpatient information sheet and informed
consent form and any other documents specificallguested must be submitted to the
appropriate EIC/IRB.

The IEC/IRB approval must be obtained in writinghwihe list of members having participated
in the meeting before the study may begin.

In addition, the IEC/IRB approval must be obtaifiedany amendment to the informed consent
documents or to the protocol according to sectibd.l

12.2 Informed consent

The investigator will obtain a voluntary writtenfanmed consent from each patient after an
appropriate explanation of the aims, methods, gatied benefits, potential hazards and any
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other aspect of the study relevant for the patsedécision to participate. Consent forms and all
verbal study related information must be in a laggfully comprehensible to the prospective
patient.

Patients will be informed that they are free notptuticipate in the study and that they may
withdraw consent to participate at any time. Thely e told which alternative treatments are
available if they refuse to take part and that seéhsal will not prejudice future treatment.
Patients will be informed that their records, imthg medical history, may be examined by
competent authorities and authorized persons laitghrsonal information will be treated as
strictly confidential and will not be publicly aVable.

A written “patient information sheet” will be giveto each patient to complete the verbal
information. This written form will be reviewed disawith the patient. Patient must be given
sufficient time to review this information and ophmity to inquire about details of the study.
The “patient information sheet” will explain thatet data collected for this study will be stored in
a computer database, with confidentiality maintdine@ accordance with national data
legislation. All data computer processed will beritified by patient initials and patient number
only.

Informed consent shall be documented by the usa wfitten consent form approved by the
IEC/IRB and signed and dated by the investigatdrthe patient before any exposure to a study-
related procedure, including screening tests fgitelity. A copy of the signed informed consent
form must be given to the patient. The originalheopy will be filed in the investigator site file.

12.3 Confidentiality of patient data

The investigator must assure that patients’ anotyimimaintained and that their identities are
protected from unauthorized parties. On CRFs oerolocuments collected by Transgene or its
representative, patients will not be identifiedtbgir names, but by an identification code system
which will consist of their initials and a number.

Only the investigator will keep a patient identiion log showing codes, names and addresses
of all study participants. A copy of this log witlftonames and addresses will be filed at
Transgene at the end of the study.

In the USA, confidentiality of patient’s medicalcoeds will be maintained in accordance with
HIPAA regulations. As a part of the regulatory apgal process at the site, the investigator will
consult with the local hospital administration netiag the language that the site should use.

12.4 Data Safety Monitoring Committee
12.4.1 Responsibility

The DSMC responsibilities are included the follogin
= Protect the safety of the study patients.
= Consider factors external to the study when relewrgformation becomes available,
such as scientific or therapeutic developmentsiet have an impact on the safety
of the patients.
= Make recommendations to the sponsor concerningre@titon, termination or other
modifications of the trial based on the safety ptog rules defined in section 6.3.
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= Make recommendations to the sponsor concerningratimn or the continuation in
the 2% step of the trial based on the observed respatsérr the i step.
= Assist the sponsor by commenting on any problerh séfety of the patients.

12.4.2 Membership

The DSMC will consist of 5 voting members. The mensbwill be recommended by Transgene
and approved by the study coordinator. Members bdllappointed by Transgene. Membership
consists of persons completely independent ofrthestigators who have no financial, scientific,
or other conflict of interest with Transgene. Th8NIC includes:

= Two experts of the fields of CBCL.

= One expert of the fields of safety management desggl as Safety Manager.

= One expert of the fields of viral vector-based dpgr

= One expert in biostatistics.
The chairperson will be selected by Transgene. /8 responsible for overseeing the
meetings, developing the agenda in consultatioh thie Transgene CPM (or his/her designee).
The Safety Manager will be the contact person fr PSMC. Transgene CPM (or his/her
designee) will serve as ex-officio member. Tranggshall provide the logistical management
and support of the DSMC.

12.4.3 Board Process

Meetings may be convened as conference calls asasein person, except for the initial
meeting.

The initial meeting will take place face-to-facefdre initiation of the trial to discuss the
protocol and to establish guidelines to monitor Hadety data. Transgene CPM (or his/her
designee) will prepare the agenda to address thieweof manual of operating procedures,
reporting of AEs and SAES, stopping rules etc.

Meetings of the DSMC will be held at the call oethair with prior approval of Transgene
CPM (or his/her designee). Meetings will be heltkast after the completion of the treatment of
the 13" and the 2 evaluable patients. Every meeting will be attentedhe Safety Manager
and at least 2 experts which constitutes a quoradh lay the Transgene CPM (or his/her
designee). Meetings may be attended by the studdic@tor when appropriate. Meetings shall
be closed to the public because discussions magssldonfidential patient data.

An emergency meeting of the DSMC may be called gt tme by the Chairperson or by
Transgene if questions of patient safety arise.

Each meeting will conclude with a decision to coné or to terminate the study. This
recommendation will be made by formal majority votetermination decision will require the
vote of all DSMC members. In the event of a splitey a minority report will be contained
within the regular sponsor report.

12.4.4 Meeting Reports

On a scheduled basis (as agreed upon by the DSkf€)y<data will be communicated to all
DSMC members or to the designated Safety Manager ‘imeeting package”. Any concerns
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noted will be brought to the attention of the Clairdesignated Safety Manager who will take
appropriate action.

The meeting package will be prepared by the bissigan members of the DSMC and
distributed to the DSMC at least 10 days prior tscheduled meeting. The contents of the
package are determined by the DSMC. Additions @hdranodifications to these packages may
be directed by the DSMC on a one-time or continumagis. Copies distributed prior to and
during a meeting are collected by the biostatastidbllowing the meeting.

A formal report from the Chair of session will inde sufficient information to support the
rationale for any recommended changes. In the evkeatsplit vote, a minority report will be
contained within the regular DSMC report. The repuitl be sent to the full DSMC within 2
weeks of the meeting. Once approved by the DSME, Ghair will forward the approved
minutes of the report to Transgene within 3 weeksWing each meeting.

In the event of a termination recommendation, thaiCwill transmit such a recommendation to
the sponsor as rapidly as possible, by immedid¢phiene and fax if sufficiently urgent.

12.4.5 Confidentiality
All materials, discussions and proceedings of tf8MQC are confidential. Members and other
participants in DSMC meetings are requested to tramirtonfidentiality.
13 REGULATORY CONSIDERATIONS
13.1 Regulatory considerations
This study will be conducted in accordance with:

= The Declaration of Helsinki adopted by the Worlddtel Association.

= The ICH (International Conference on Harmonizati@mpod Clinical Practice (GCP)

guidelines and

= The local regulatory requirements.
13.2 Regulatory approval / authorization
The regulatory permission for conducting the stwdly be obtained in accordance with local
regulatory requirements. Additional approvals Wil obtained from the national gene therapy
and viral safety committees, as required. All appt® must be obtained before a patient is
exposed to a study-related procedure, includingesting tests for eligibility.
13.3 Investigators obligations
Before the study starts, the investigator shalvéad to Transgene with his/her curriculum vitae,
FDA 1572 form fully completed and shall completdisa giving the names, functions and

authorized activities of all persons who will exsecany kind of responsibility in carrying out of
the study.
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The investigator ensures the quality of the studgugh strict observance of ICH GCP and of
the protocol. Investigator must ensure that thedysthas been approved by all required
institutional ethics and scientific committees piio enrolling patients and on an ongoing basis
as locally required. Investigator is required tdaii written inform consent from each patient
prior to the initiation of the screening process.

13.4 Insurance

Transgene certifies having taken out a civil liddpiinsurance policy covering liability with
regard to the participants in this study.

14 QUALITY CONTROL AND QUALITY ASSURANCE
14.1 Source data and documents

Source data are all information available in orgisource document or certified copies of
source document of any clinical findings, obsensai or other activities that are necessary for
the reconstruction and evaluation of the study.

For each patient enrolled, the investigator witliaate in the source documents that the patient
participates in this study and will record the agprate information. This will include (non-
exhaustive list): patient name, date of birth, saeedical history, information that the patient is
included in the study, visit dates, product adntiatgon, primary evaluation criteria, nature of
AEs with date of start and related treatment.

The investigator will permit study-related monitagj audit(s) and regulatory inspection(s), with
a direct access to all the required source docwsneath time it is necessary provided that
patient confidentiality is protected. The extentsufurce data verification performed by the
monitor is 100% of critical data (regarding elidjilyi criteria, treatment administration, safety
and efficacy assessment) and 20% of not critict ttabe verified per CRF.

Source documents will be preserved for the maximenod of time requested by local
recommendation or ICH, whichever occur the last.

14.2 Periodic monitoring

The monitor will contact and visit the investigapmriodically to evaluate the study progress and
the compliance of the study site with GCPs, regutat and the study protocol as well as to
verify and collect data reported in the CRF. Theestigator as well as any study staff member
will co-operate with the monitor to ensure that angblem that may be identified is resolved.
For this study, the average frequency of the manigovisits is intended to be approximately
every 6 weeks during the period while a patient bd treated with the first visit occurring as
soon as possible after the first patient inclusiatervals may be adjusted according to patient
accruals or site performance.
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14.3 Audit and inspection

The investigator will make all study-related soudaa and documents available to a quality
assurance auditor mandated by Transgene, or todienoe foreign regulatory inspectors, after

appropriate notification. The main purposes of aditaor inspection are to confirm that the

rights and well-being of the patients have beermadtzly protected and that all data relevant for
the evaluation of the study drug have been prodessé reported in compliance with ICH GCP

and applicable regulatory requirements.

15 DATA HANDLING AND RECORD KEEPING
15.1 Investigators information

The investigator will be kept informed of the medkdfor relevant ratings and completion of
CRFs and of important information that relatestte safe use of the study drug as the study
proceeds.

The site personnel, e.g. residents, nurses, labgraechnicians and any other personnel
providing care to the patients or handling biolagispecimen will be informed of the
characteristics of the study drug and receive gaifestructions. The staff training will be
documented in the investigator site file and a cabythis document will be provided to
Transgene.

15.2 Case report forms (CRF)

For each patient enrolled, a CRF must be complételinglish, by the investigator or designee
and signed by the investigator. This does not applyecords for those patients who fail to
complete the screening period. If a patient is eithvn from the study, the reason must be noted
in the CRF. If a patient is withdrawn from the studecause of a treatment-limiting AE,
thorough efforts will be made to clearly documdrg butcome.

CRFs will consist of four-part NCR paper.

All CRFs will be completed in a neat, legible manteeensure adequate interpretation of data. A
black ballpoint pen will be used to ensure claoitwll reproduced CRFs.

15.3 Changes to CRF data

Errors occurring in CRFs will be crossed out witlsiagle line without obscuring the initial
entry, the correction will be written alongside tinéial entry and the change will be initialed
and dated by the investigator or designee. If hviaus, the reason of the change will be given
on the additional comments pages. Correction ftuidny other means of obliteration of entries
must not be used. Any correction made on the algiRF page must also appear clearly on all
CRF pages copies.

When changes to CRF data are necessary followiageimoval of an original CRF from the
study site, such changes will be documented on exygtorm that will be signed by the
investigator or designee.
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15.4 Provision of additional information

On request, the investigator will provide Transgesith additional data relating to the study, or
copies of relevant source documents, duly anonyiniZénis is important when CRFs are
illegible or when errors in data transcription @mcountered. In case of particular issues or
governmental queries, it may be necessary to hawesa to the complete source documents,
provided that the patients’ confidentiality is proted in accordance with applicable
requirements.

16 REPORTING AND PUBLICATION
16.1 Clinical study report

All relevant data will be reported in a study repahich will be prepared by Transgene and
submitted for comments and signature to the stodydinator. The final report may be used for
regulatory purposes as considered necessary bgdeaa.

16.2 Confidentiality of study data

Any confidential information relating to the studyug or the study, including any data and
results from the study is the property of Transg&wcuments are supplied to the investigators
under conditions of strict confidentiality. Neithtre investigator nor any person working on
his/her behalf may disclose any of the informatioerein without having obtained prior written
consent from Transgene.

16.3 Publication policy

The results of this study may be published or presk at scientific meetings. If this is
envisaged, the investigators agree to submit alluseripts or abstracts to Transgene prior to
scientific meeting or journal submission. This walo Transgene to protect proprietary
information and to provide comments based on infdiom from other studies that may not yet
be available to the investigator. The publicatiaes will follow the recruitment rate of
evaluable patient: best recruiter-first name, tikfing names according to recruitment rate in
the study, then Transgene representatives and staiginator as the last name.

In accordance with consistent editorial practicemnggene supports publication of multicenter
studies in their entirety and not as individual teendata unless ancillary study/data. A
publication in which the contribution of Transgemgersonnel exceeded that of conventional
monitoring will be considered as a joint publicatioy the investigator and this person.
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17 ARCHIVING
17.1 Investigator site file

The investigator is responsible for maintaining thkk records that enable the conduct of the
study at the site to be fully documented, in acanod with the ICH GCP standard.

This documentation will be kept by the investigaadieast 2 years following the date the last
marketing application is approved for the drug fbe indication for which it is being
investigated or if no application is to be filed ibrthe application is not approved for such
indication, until 2 years after the investigatian discontinued. If longer archiving period is
required, the local law/regulation must be follow&dansgene will inform the investigator when
documents may be destroyed.

No study site document may be destroyed withouorpuiritten agreement between the
investigator and Transgene. Should the investigalieet to assign the study documentation to
another party, or move it to another location, Sgane must be notified.

If the investigator cannot guarantee this archivirquirement on site for any or all of the
documents, special arrangements must be made betheédnvestigator and Transgene to store
these in a sealed container away from the sité sani be returned sealed to the investigator in
case of an audit/inspection.

17.2 Trial master file

Transgene will archive the trial master file in aactance with GCP and applicable regulatory
requirements and will inform the investigator whika study documentation can be destroyed.
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19 APPENDICES
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Appendix A: Flow-Chart of Visits and Procedures
End of Follow-u
Baseliné Cycle 1 Cycle 2 Cycle 3 Cycle 4 Treatment Visit © P
Visit? Isit
Day| Day| Day| Day| Day| Day| Day| Day| Day| Day| Day| Day| Day| Day | Day | Day
1| 8|15 |29 19| 8 |15 |29°| 1| 8 | 15 |29"°| 1° | 8 | 15 | 2&
TG1042 injection X| X| X X| X| X X| X| X X| X| X
Complete medical histo X
Interim history X| X X[ X[ X[ X[ X[ X[ X[ X[X[X'|X]|X]|X]X X X
Physical examinatic X X [ X[ X[ X[ X[ X[ X[X]|X]|X]|X[X[X]X]X]X X X
Vital signs X X[ X[ X[ X[ X[ X[ X[X[X]|X[X[X]|X]X][X]X X X
Safety assessme X [ X[ X[ X[ X[ X[ X[ X[ X[ X]X]|X|X]X]X]|X X
Tumor evaluation and imagi X X X X X X
Dermatology Life Quality Index X X X X X
Complete blood cou X X [ XXX [ X[ X][X[X]X][X]|X[X[X]X]X]X
Standard laboratory parameters X X X X X
Pregnancy te X
Proteomic & transcriptomic analysis X
ECG X X X X X
CT or PET scs or PET/CTsca X X9 X9 X° X9
Bone marrow biopsy X"
Biopsy of CBCL lesion X X9 X9 b bS
Biopsy of peripheral lymph nodes I'X X X X X
a

To be performed within the 2 weeks preceding fhadministration (except for biopsies).
To be performed 4 weeks after the Day 29 of thedgcle.
To be performed only for patients who completesl pleriod of treatment without progression on a imigrivasis during the
first 6" months and then on a quarterly basis for 1 year.

In case of continuation of treatment Day 1 of tegtrcycle and Day 29 of the previous cycle is tae day.
To be performed also in case of withdrawal occgrdaring the cycle of treatment.
To be performed only at the last cycle.
To be performed only at the last cycle in caseoofglete response.
If not previously performed since relapse.
Within the 4 weeks preceding th& ihjection.
To be performed only in case of suspicion of turhomazolvment.

o T

- - T a —+ o o
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Appendix B: Dermatology Life Quality Index®

The aim of this questionnaire is to measure how muiicyour skin problem has affected your life
OVER THE LAST WEEK. Please tick one box for each gestion.

1. Over the last week, howvitchy, sore, painful or| Very much 3

stinging has your skin been? A lot 2

A little 1

Not at all 0

2. Over the last week, howembarrasset or self| Very much 3

conscioushave you been because of your skin? A lot )

A little 1

Not at all 0

3. Over the last week, how much has your skin inteden/ery much 3

with you goingshopping or looking after youhome | A |ot 2
or garden? A little . | Not relevant

Not at all 0

4. Over the last week, how much has your skirery much 3

influenced theclothesyou wear? A lot 2
A little . | Not relevant

Not at all 0

5. Over the last week, how much has your skin affe¢tedry much 3
anysocialor leisure activities? A lot > | Not relevant

A little 1

Not at all 0

6.  Over the last week, how much has your skin madevéry much 3
difficult for you to do anysport? A lot > | Not relevant

A little 1

Not at all 0

7.  Over the last week, has your skin prevented yom frdves 3

working or studying? No

If "No", over the last week how much has your skig |ot , | Not relevant

been a problem atork or studying? A little )

Not at all 0

8. Over the last week, how much as your skin creat¢dry much 3

problems with yourpartner or any of yourclose| A |ot )
friends or relatives? A little 1 | Not relevant

Not at all 0

9. Over the last week, how much has your skin caysgery much 3
anysexual difficulties? A lot » | Not relevant

A little 1

Not at all 0

10. Over the last week, how much a problem has|tiery much 3
treatment for your skin been, for example by making |ot > | Not relevant

your home messy, or by taking up time? A little .

Not at all 0

S

Please check you have answered EVERY question. THapou.

um: I—l
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Appendix C: Photographic Procedure

Objective

The goal is to take 4 images per area involved:

1

2
3
4

A framing image — about %2 body size.

An anatomic part image showing the anatomic paxtlired.

A close-up image as close to having the lesios file frame as possible.
A close-up 45-degree image. Fill the frame at 4§reles.

Dress codes

Remove all clothing and jewellery except undergarnenless those area are also involved.

Required materials

Digital camera with minimal 800x600 resolution amdhacro capability with zoom lens 35-
105 mm (35 mm) equivalent.

Storage card.

Personal Computer (PC).

Measurement tape.

Skin marker.

Imaging

Use one compact flash card per patient.

Maintain automatic series number of images.

Do not delete photos on the media while taking p.ot

Compact flash card is reused after the images@oaded and deleted from card.

Lighting

Background should be as uniform as possible.

Whenever possible, a medium shade blue or greyedra@a background.

Use a naturally wall lit room.

Try to avoid intense bright, direct light and flescent light if possible.

Use the camera’s intrinsic flash.

Do not use extra external sources of lighting.

Always avoid causing a white-out due a too clos#.sh

Avoid shots that are “back lit” (e.g. patient irofit of bright window or against bright
background). The goal is to avoid extremes of dark light in a frame to maintain the
correct exposure.

Avoid “clutter” backgrounds that tend to be distiag.

The flash option is set on automatic.
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» Except is when taking scalp shots of patients w#hk brown or black hair. A flash should
not be used in this instance).

Focusing

e Use Auto focus.

* Place the area of interest in the center of thadra

* Ensure that the picture is in focus prior to capgimage.

« Ensure that the macro selection button is seldoteclose distance.

Shooting

The goal is to take standardized images:

» Distant view to identify and localize all lesions.

* Medium view of each lesion showing the anatomic pesolved.
» Aclose-up image of each lesion for measuring és@®h.

Distant view:
» Total body (head to toe) front.
» Total body (head to toe) back.

Medium view:
* Shot at 2 or more feet.

Close Up

» Take a close up image at the maximum optical zootimeaclosest allowed distance.
» Close-up as close to having the lesion fill therfeaas possible.

» The closest lesion for taking any photograph isdhes.

» Photograph each lesion at 90 degree angle to plthe lesion.

* A centimeter ruler should be included in all clageimages.

Identification

Each image should be save as .mpeg format andifiddnas follows (each code will be
separated by “#"):

» 3 digits for centre number.

» 3 digits for patient number.

» 3 digits for visit code (BAS for the baseline vjgixx for the visit of xx cycle, Fxx for the
xxth follow-up visit).

» 2 digits for lesion number (AN for the total bodwprit, PO for the total body back, XX for
the lesion number xx).

» 2 digits for image number (01 for the medium distamage, 02 for the 90° close-up image
and 03 for the 45° close-up image).
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Storage

Upload to secure hard drive with limited access.

All images should be stored in a specific foldergdolder per patient and one sub-folder per
visit).

Open the image file and view the captured imageguan imaging software and ensure the
image is adequate.

Ensure that the lesion is centered, marked andséztu

Ensure that the lesion seen on the image is repase of the actual lesions on the patient.
If not, recapture the image.

No enhancement is made to the stored images.

Copy the folder on a CD-rom labelling with the @amhumber, the patient number and
initials and the visit code.
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Appendix D: Inclusion Procedure

Main Inclusion Criteria* Not Preselected

L

Preselected

Not Eligible
A 4
Screening log
Initials
Date of birth
. Reason for non inlusion
Eligible
y
INVESTIGATION SITE F——— Included
A
v
Screening log
Treatment number
Patiert numbe Initials
Date of birth
Patient number
Fax
Initjals
Date of birtt
'
INCLUSION CENTER TREATMENT

* Main inclusion criteria: History of CBCL, relapsdter radiotherapy.
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Appendix E: Performance Status (ECOG Scale)

0. Fully active, able to carry on all pre-disease @enance without restriction.

1. Restricted in physically strenuous activity but atalbory and able to carry out work of a light or
sedentary nature, e.g. light house work, officekwor

2. Ambulatory and capable of self care but unableatoycout any work activities. Up and about more
than 50% of waking hours.

3. Capable of only limited self-care, confined to lmeathair more than 50% of waking hours.

4. Completely disabled. Cannot carry out any self-caagally confined to bed or chair.



