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Studi clinici con arruolamento chiuso ma con pazienti in

trattamento
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Studi clinici carcinoma a cellule di Merkel

|Eo 620 - Avelumab in not-pretr_eated patients with Merkel cell
carcinoma (MCC)

Javelin Merkel

Avelumab Early
Access — Single Avelumab in pretreated patients with MCC

Patient Use




IEO
Istituto Europeo

di Oncologia
CHISIAMO PER | PAZIENTI PREVENZIONE RICERCA FORMAZIONE SCIENCE IN SOCIETY

Un istituto di riferimento dove la ricerca sui tumori diventa cura in tempo reale

News

Ultime notizie dallo IEO

TROVA UN MEDICO PRENOTA UNA VISITA RAGGIUNGICI CONTATTACI

[EO

Istituto Europeo
di Oncologia

CHISIAMO PER | PAZIENTI PREVENZIONE RICERCA FORMAZIONE SCIENCE IN SOCIETY

Un istituto di riferimento dove la ricerca sui tumori diventa cura in tempo reale

Home =.._» Oncologia Medica Gastrointestinale e Tumori Neuroendocrini

We updated the design of this site on December 18, 2017. Learn more.

B} u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies ~ About Studies « Submit Studies Resources ~ About Site v

ia di riferimento per la pratica

ClinicalTrials.gov is a database of privately and publicly funded clinical studies

icerca della Divisione sono quelle
conducted around the world. , regionali Rete Oncologica
nazionali  (AIOM,  ItaNET),

(ESMO,  ASCO, ENETS,

Explore 267,888 research studies in Find a Study (el felds optional)

all 50 states and in 203 countries. Recruitment status @

ClinicalTrials.gov is a resource provided by the O Recruiting and not yet recruiting studies
U.S. National Library of Medicine.

O All studies
IMPORTANT. Listing a study does not mean it has

been evaluated by the U.S. Federal Government

Read our disclaimer for details.
X

Before participating in a study, talk to your health

care provider and learn about the risks and Other terms @ (For example: NCT number, drug name, investigator name) r
potential benefits.

m Advanced Search




Team della Divisione di Oncologia Medica Gastrointestinale e Tumori
Neuroendocrini

Direttore: Fazio Nicola

Medici ricercatori: Spada Francesca
Cella Chiara Alessandra
Rubino Manila
Pellicori Stefania
Laffi Alice
Pozzari Marta

Clinical Trial Coordinator : Tamayo Darina
Mazzon Cristina - = = e o S

i IEO
- Istituto Europeo
di Oncologia

CHISIAMO PER | PAZIENTI PREVENZIONE RICERCA FORMAZIONE SCIENCE IN SOCIETY
Un istituto di riferimento dove la ricerca sui tumori diventa cura in tempo reale

Infermiera di ricerca: Gandini Antonella

IL NOSTRO STAFF |

Segreta ria : Ita I ia Pa O I a ﬁ ONCOLOGIA MEDICA GASTROINTESTINALE E TUMORI NEUROENDOCRINI

. Direttore
NICOLA FAZIO

STAFF ONCOLOGIA MEDICA GASTROINTESTINALE E TUMORI NEUROENDOCRINI

Medico con incarico di alta specializzazione
Maria Giulia Zampino

Medico
Stefania Pellicori

Medico
Chiara Alessandra Cella




AGENDA

LUNEDI => DISCUSSIONE CASI PAZIENTI IN TRIAL

MARTEDI - DISCUSSIONE MULTIDISCIPLINARE
CASI CLINICI NET

MERCOLEDI = DH OMG NET

GIOVEDI - AMBULATORIO SSN NET E VISITE
MULTIDISCIPLINARI

VENERDI > DISCUSSIONE CASI CLINICI E DH OMG




Coordinatori di
Ricerca Clinica

Programmazione
e gestione delle
procedure
previste dalla
sperimentazione

Raccolta ed
analisi dei dati
edella
documentazione

.8 IFO

Istituto Europeo di Oncologia

Coordinamento
di tutte le
figure coinvolte
all'interno del
team IEO

Elaborazione di
data-base per la
gestione dei
clinical trials

Mantenimento
dei rapporti con
gli Sponsor/CRO

Assistenza
inserimento
dati

Management
farmacie
campioni
biologici



Assessment
infermieristico
(cartella
elettronica)
p—
Gestione del farmaco "

Contatto sperimentale, educazione

telefonico | sanitaria (corretta
con il ! conservazione ed

=i assunzione del farmaco e f§
paziente stili di vita)

P

Somministrazione Y Valutazione

dei questionari di ‘ della
qualita di vita compliance
cartacei o tramite allaterapia

tablet . CIEGR=e)

Raccolta dei
campioni
centralizzati
(farmacocinetica
e biomarkers)

Infermiera
di
ricerca

. Yo

Istituto Europeo di Oncologia




patients and clinical trials

Screening visit
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LIST EXAMS
MEDICAL HISTORY
WRITTEN INFORMED CONSENT
PHYSICAL EXAMINATION
LABORATORY EXAMINATION

TUMOR EVALUATION (IMAGING, MAPPING OF
SKIN LESIONS)

CARDIOLOGICAL VISIT

INCLUSION / EXCLUSION CRITERIA

For inc

a.

2. Male or female subjects aged = 18 y

3. Histologically proven MCC

Selection of Trial Population

Inclusion Criteria

Confirmation of the diagnosis
appropriate cytokeratin expres
laboratory testing) in the tumg

Subjects must have metfastatid
recurrent or unresectable are I

entry

For Part A: Subjects must haw
of metastatic MCC and must bf
that was administered. Subj
chemotherapy regimens for
topotecan, doxorubicine, epi
combination with carboplatin |

For Part B: Subjects must not
MCC. Prior chemotherapy tf
disease; no metastatic disease
6 months prior to study start

IUSION T e WL, Al OF e TOLO W IMCSIon o Exclusion Criteria L—1
53.2

1. Signed written informed consent

Subjects are not eligible for this trial if they fulfill any of the following exclusion criteria:

1. Participation in another interventional clinical trial within the past 30 days (participation in
observational studies are permitred)

2. Concurrent treatment with a nonpermitted drug

3. Prior therapy with any antibody/drug targeting T-cell coregulatory proteins (immune
checkpoints) such as anti-PD-1. anti-PD-L1. or anticytotoxic T-lymphocyte antigen-4
(CTLA-4) antibody: for Part B. the Investigator must consult with the Medical Monitor and
consider other co-regulatory targets such as 4-1BB

4. Concurrent anticancer treatment (for example, cytoreductive therapy. radiotherapy [with the
exception of palliative bone-directed radiotherapy. or radiotherapy administered on non-target
superficial lesions]. immune therapy., or cytokine therapy except for erythropoietin).
Radiotherapy administered to superficial lesions is not allowed if such lesions are considered
target lesions in the efficacy evaluation or may influence the efficacy evaluation of the
investigational agent

5. Major surgery for any reason. except diagnostic biopsy. within 4 weeks and/or if the subject
has not fully recovered from the surgery within 4 weeks

6. Concurrent systemic therapy with steroids or other immunosuppressive agents. or use of any
investigational drug within 28 days before the start of trial treatment. Shorf-ferm
administration of systemic steroids (that is. for allergic reactions or the management of irAFs)
is allowed while on study. Note: Subjects receiving bisphosphonate or denosumab are eligible

7. Subjects with active cenit Jjects with a
lustory of treated CNS m . unless they
have fully i nonths. and




First day of treatment




Assessment during the treatment

irRECIST RECIST 1.1

Unidimensional

210 mm

5 lesions total, 2 per
organ

Incorporated into
TTB

CR = disappearance
of all lesions

PR = 30% decrease
from baseline TTB

SD = when neither
PR nor PD can be
established

PD = 20% increase in
the nadir of TTB
(minimum 5 mm)

Yes, wait up to 12 weeks to
confirm PD to account for

flare

Unidimensional

210 mm

5 lesions total, 2 per
organ

Always represents PD

CR = disappearance of
all lesions

PR = 30% decrease
from baseline TTB

SD = when neither PR
nor PD can be
established

PD = 20% increase in
the nadir of TTB
(minimum 5 mm)

Yes, if response is
primary endpoint

‘



CRF (case report form)
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DISEASE HISTORY
Disease history

1% Site of primary tumer (1CD-0)

2% SubSites

Note
+ Prosimsl > uj
+ Distal -» lower.

3% Tumor histopathok

4°  Date of Inital Can
5 TNM ciassfication:
6 | TNM dassification!
77 Date of documente

Other molecular abnormal

# Record identifier
1

3 Sereening Visit
Visit Date
Subjest Eligibility

3 RCR Research Sampl
Informed Consent

Planned Treatment
Strategy

~

Demographics

Pregnancy test

Reproductive status

General Medical Histol
and Baseline Conditior
Log

[& Colorectal cancer histc

Smoking History

[3 Alcohol Use History

Drug Abuse History

Vital Signs (Screening

ECOG Performance
Status

Physical Examination
Lab - Hematology

Lab - Coagulation
Lab - Blood chemistry
Lab - Blood chemistry_
Lab - Urinalysis
Archival tumour tissue

RECIST 1.1 - Tumor
Assessment - Target
Lesions Assessment
(Screening)
RECIST 1.1 - Tumor
Assessment - Target
Lesions (Sereening)

RECIST 1.1 - Tumor
Assessment - Non-Tar
Lesions Assessment
(Screening)

[ RECIST 1.1 - Tumor
Assessment - Non-Tar
Lesions (Screening)

[) Protocol Amendment

@® Stomach adenocarcinoma
QO Gastro-esophageal junction adenocarcinoma

O Proximal

for study
Cohott: Cohort 2

Subject: 4761
Page: RECIST 1.1 - Tumor

YY) 08 JUL 2015

Exam/scan date (dd MMM yyyy) 2]

- Target Lesions - Screening Visi

Sex: Female

15JUL2015 @ W B
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2 ¢ & s INCREASED OF TRANS,
15 ¥ & 7 neutropenia 21 FEB 20
12 ¢ & g neutropenia 22 MAR 20
5 ¥ & 5 piatelet count decrease
5 ¢ & 10 fever 10 FEB 2017

5 % & 11 intermitent diarrahea
(5 ¥ & 15 fatighe 22 FEB 2017
9% 13 anemia 22 MaR 2017
5 ¥ & 14 edema inferior limbs 1
12 ¢ & 15 deep vein thrombosis
51 ¥ & 16 neutropenis 31 May 2
0 ¢ & 17 intermittent Platelet ¢
12 ¥ & 15 intermitrent platelet ¢
5 ¢ & 15 anemia 05 MAY 2017
BV

3 ¢ & 21 anemia 31 MAY 2017

12 ¢ & 22 intermittent platelet ¢
(2 ¥ & 23 intermittent platelet c

ADVERSE EVENT

anemia

Adverse Event

SAE?

Start Date (DD/MMM/YYYY)

Outcome Resalved {provide End Date)

Desth KBV W

If Resolved, was this due to change in seriousness/severity?

End Date (DD/MMM/YYYY)

ty/Severity Grade

to Study Treatment

12 ¢ & 24 intermittent anemia 1
5 & 25 intermittent platelet ¢

(3 ¢ &f 26 intermittent platelet c
2 27 (lab findings) 23

[Unlikely Related - k@Y

- Ibrutinib/Placebo

to Study Treatment

15 28 neutropenia 23 AuG 2017

5 ¥ & 29 intermittent platelet ¢
(2 ¢ & 30 intermittent platelet ¢
[ER g 18 APR 201

[Possibly Related MEL Ead

- Nab-paclitaxel

to Study Treatment

51 % & 32 anemis 18 APR 2017

15 ¥ & 33 leucopenia 21 JUL 201
51 ¥ & 34 neutropenia 21 JUL 2¢
(3 ¢ &f 35 1ntermittent Anemia 1
51 ¥ & 36 intermitent diarrohea
2 ¢ & 37 Leucopenia 18 1an 20

51 ¥ & 3¢ leucopenia 20 SEP 20

[ Possibly Related k@Y

- Gemcitabine

Action Taken with Study Treatment _
Not applicable (2 ¥ W

- Ibrutinib/Placebo (mark all that apply)

Dose not chaﬁ ed

[oun - @Y

CT slice thickness smm® @ W B/
CT slice thickness unit MM @ % B
MR slice interval mm @ W E
MR slice interval unit MM @ % B
# |Lesion#(1-5) Siteforgan | 1f Other, specify | Location of lesion(?] | Method! | | Measurement Unit |
11 Liver I |11V SEGMENT | CT with contrast 1153 | MM | O/
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TYPE OF REPORT

A. REPORTER INFORMATION

Aodrons

Courtry

E-Mat

Reporner's Fext Nare

Ievostigator's First Name (if diflerent from Reporter)

SUBJECT INFORMATION
Subject 10

EMR 100070003 /

Toel Mo Coner No

Serious Adverse Event Report Form

(Clinical Trial)

Aeporter's Last Name

Investigator's Last Neme (If different from Reporter

| oy

Phone Numbet

Foa Number

L)

SAE (serious adverse event)

CONMPANY USE ONLY

Recept date of this report
(stornp or date)

Subgect Inmak

CnicityRace

Date of Biin (@ammvyyyy) OR  Age

Sox
O Femate [ Male

] Amedcan Indian/Alaska native ] Asian [ Black or African Amercan [ CaucasianWhite [ Masparic or Latine

] Natvo Hawailan or other Paciic slander

C. RELEVANT MEDICAL HISTORY

ekt

om

Viognt
L]

0 other

¢ Time of Adverse Event (Speclly unil. 0 g yeers montls, etc)
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Flexibio RT (can be modihod i cartain sections)

Study Information

1 Country:
Centre Number: |
| el
Indication: |
Study 10: |
2 Initet: [

Recurent events or compliications of 8 previously reporied ovent should be reported as follow-up
Follow-up: [7]

[
Argus case 1D (If known) '

3 Was the treatment  [7] ves, ploase anter iy secson 6
codo broken?
O

] Mot sppricatia (0. pen study)

Subject Information

4 Subject 10: Randomisation No. L

Subject Initials: |

Date of Birth: |

Sec [ mate [ Fomale

Ethnicity: [ Caucosien [ Mspankc [J Other

0 Btack 0 Asen 0 Unknown
\
Welght Ow Ors Pleass tek which unt s agproprate
{ )
r )
Melgnt |Oem Oin Pleass tck which unt 8 approprate

5. Medical history relevant to the SAE Inchuding concurrent and pre-existing conditions (please provide dates)

Onset date Ongoing at time i no, End date
Condition ) men  yyyy of SAE? dd mon  ywwy
(r— — — e O y . -
L [ yos O] no
+ - 4 - B 1
\ | i ; 0O yes O no | i i |
[ [ Dy O | ,
[ yos (] mo i |
H [ yos OJ mo
! H H 4 H H {
! i 0 yes O no | : ; |
| 1 r] yos r: no 3

| et






THANK YOU FOR YOUR ATTENTION

alice.laffi@ieo.it
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