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1. PROTOCOL SUMMARY

1.1. Summary of Trial Design

Title:

A phase Il study of nivolumab mono tients
with relapsed/refractory Hodgkin
autologous stem cell transplz
complete metabolic remissi
salvage therapy

Short Title/acronym:

ANIMATE

EUDRACT no:

2017-002544-32

Sponsor name & reference:

University College L

Funder name & reference:

Bristol-Myer

Clinicaltrials.gov no:

NCT033379

Design:

, multicentre phase Il trial

Overall aim:

cy of nivolumab as a second or third
in relapsed/refractory classical

Primary endpoint:

Secondary endpoints:

onse rate (ORR) by PET-CT scan following
f nivolumab

ression-free survival at 1 year

rall survival at 1 year

portion of patients proceeding to SCT

utologous or allogeneic)

Safety & toxicity of nivolumab, particularly
autoimmune toxicity

OS and PFS stratified by partial metabolic response
(PMR) versus complete metabolic response (CMR)
on FDG-PET

Transplant-related mortality and rate of serious
complications of allogeneic transplant (grade 3-4
graft-vs-host disease, hyperacute graft-vs-host
disease and steroid-responsive febrile syndrome)

Ex ory biologic dpoints

Correlate PET positive disease with histological
evidence of disease on biopsy to establish biopsy
negative PMR rate (subject to patient consent)
Correlate disease response, as assessed by FDG-
PET and histology, with serological markers,
including serum TARC

Evaluate the correlation between response to
nivolumab and biological parameters e.g. PDL1
expression on Reed-Sternberg cells
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Target accrual: 120 registered, to treat 30 patients

Inclusion & exclusion criteria: Inclusion criteria for registration

e Age 16 or over

e Primary refractory classical Hodgkin lymp
or classical Hodgkin lymphoma'infirst relapse

brentuximab vedotin)
Fit for autologq

Willing to comply
requirements of
Exclusion criteria for reg
o , ant Hodgkin

go, diabetes mellitus type 1,
rthyroidism not requiring

istory of allergy (including severe/life

ening skin reaction) to monoclonal

jes, anaphylaxis or uncontrolled allergy

jor surgery within 4 weeks prior to registration

cardial infarction, unstable angina, coronary
ry bypass graft, cerebrovascular accident or

nsient ischaemic attack within the past 6

months

¢ Non-haematological malignancy within the past
3 years (some exceptions apply — see section
6.2.2)

clusion criteria — trial treatment

Has received 2 cycles of first line or second line

salvage chemotherapy (4 cycles if being treated

with brentuximab vedotin)

e PET positive (Deauville score 4 or 5) after 2
cycles of first or second line salvage
chemotherapy (4 cycles if being treated with
brentuximab vedotin)

e Fit for further salvage chemotherapy
ECOG performance status 0-1

¢ Creatinine clearance >30ml/min calculated by
Cockroft-Gault formula

e Bilirubin <1.5 x ULN, ALT/AST <2.5 x ULN

¢ Adequate bone marrow function (Hb >80g/I,
Platelets >50 x 10%1, neutrophils >1.0 x 109/
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Exclusion criteria for trial treat
e Deauville score 1-3 after 2 cycle
second line salvage chemotk

being treated with brentuxi

from inhaled, intrana )
or systemicfeerticoste doses (<10mg
prednisolone’e i
e Chemo- or radi 9y Or corticosteroids at a
dose of morg 1y prednisolone or
‘ ior to response PET-
CT. NOTE: c@
a positive P for symptomatic disease

ior Hodgkin lymphoma treatments,
eption of alopecia and grade 2

Pregnant or breastfeeding women

Number of sites:

Treatment summary: s can be consented and registered at any time

during or within 14 days after completing two

of first line or second line salvage therapy (4

gycles if being treated with brentuximab vedotin).

A PET-CT scan will be performed under trial conditions

following 2 cycles of first line or second salvage (4 cycles

if being treated with brentuximab vedotin) to determine
eligibility for trial treatment.

e Patients who are PET-negative (Deauville 1-3)
will not be eligible for trial treatment. They will
enter follow up for the purpose of the trial, and any
further treatment will be at their treating clinician’s
discretion.

o Patients who are PET-positive (Deauville 4-5)
after first line salvage chemotherapy will receive
4 x 14-day cycles of nivolumab.

A further PET-CT scan will then be performed:

e Patients who are PET negative (Deauville 1-3)
will stop trial treatment and enter follow up.

e Patients who are PET positive (Deauville 4-5) will
have a further 4 x 14-day cycles of nivolumab,
unless there is evidence of progressive disease.
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Duration of recruitment:

3 years

Duration of follow up:

Patients will be followed up for a minimu
patients who have been in follow up for
annual survival and disease status follg
until the end of the trial.

years. For

Definition of end of trial:

End of trial will be declared whe t has
completed 3 years of follow up.

&
{
3
S
“
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1.2. Trial Schema

AN I MAT E Patients with classical Hodgkin lymphoma (primary refractory or in first
relapse) undergoing first or second line salvage chemotherapy
Study schema !

Consent & register
(any time up to 14 days post cycle 2 of salvage, or cycle 4 of brentuximab vedotin)

¥
——{ PET-CT scan (PETO)

L PET positive (Deauville 4-5)

PET negative A

[Deauville 1-3) Nivolumab x 4

PET negative

PET-CT scan (PETS

PET negative

Patients who receive nivolumab: 1, 2, 3, 6, ial treatment, annually thereafter
Patients who do not receive treatm
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2. INTRODUCTION

2.1. Background
The problem: Relapsed/ refractory cHL

Newly diagnosed classical Hodgkin lymphoma (cHL) has a good chan treated

limited stage disease (Raemaekers et al. 2014, Radford et & or advanced
stage disease (Borchmann et al. 2011).

However, approximately 200 patients in the UK per year will L and, due to the

demographics of the people affected by cHL, most will be yo it. Relapsed and primary
refractory (progressive within 6 months of initial therapy) disea afmuch bleaker outlook.
With standard chemotherapy alone, overall survival rate e between 10 and 20% (Longo
et al. 1992). This is significantly improved by treatmen s-reacting salvage regimes

and high intensity chemotherapy followed by autologo ansplant (ASCT) (Linch et

this approach was reported as 42% by the Ger
However, a minority of this relapsed/ refractory
in poor outcomes overall (17% 5 year FF2F).
disease, therapy related toxicity, failure of st
et al. 2000). Even within the sub-group o
heterogeneity in outcome. A number of
prognosis: shorter time to relapse or_prii

mphoma study group (GHSG).
ctually made it to ASCT, resulting
occurred because of progressive
d poor performance status (Josting
ake it to ASCT, there is considerable
have been identified as predictive of poor

2001). The most discriminatory factc
In patients achieving PET negativit
whereas in those not achieving thi

nt of PET negativity following salvage therapy.
age, 3-5 year PFS following ASCT is > 70%,
% (Jabbour et al. 2007, Moskowitz et al. 2012).

A number of strategies have plored to optimise outcomes post ASCT, particularly for
patients with poor prog i 20st ASCT consolidation with radiotherapy and/or cytotoxic
chemotherapy has so far ating results (Rapoport et al. 2004). The Aethera trial
(Moskowitz et al. rated some benefit of using the anti-CD30 monoclonal

antibody-drug conj

ab vedotin (BV) in this context. Median PFS was 42.9 months
placebo was given to high risk patients respectively (primary

morbidity especially from graft versus host disease. It is therefore usually still reserved for
patients relapsing post auto-ASCT or who are ineligible for ASCT because of chemo-refractory
disease or failure of stem cell harvest (Collins et al., 2014).
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The approach which has had the best results to date is the use of PET directed change to second
line salvage therapy. Various first line salvage regimes are commonly including ICE,
ESHAP, DHAP, GDP, IGEV with likely comparable efficacy, although varying toXicities (Collins

(EFS>80%) in patients achieving PET-negativity post second
chemotherapy, compared with those who achieved PET negativity poS
However, the literature is conflicting and other studies have been less.optimi
a retrospective series published by Villa et al. 2012, only 33% of the
line GDP chemotherapy responded to second line mini-BEAM che d of 9 patients
who proceeded to ASCT, 7 relapsed. There are additiona pact of multiple
lines of cytotoxic chemotherapy on bone marrow reserve for and also on patient
performance status, and fitness for auto/allo-SCT.

BV is increasingly being used in this setting, although there of evidence for this, and

was given pre ASCT (Zinzani et al., 2015). The o e rate (ORR) was 40% with a
complete response (CR) rate of 30%. However, trig [ 2 setting of relapse post ASCT
ths) (Younes et al. 2012). This
ecause of the time it can take for
donor matching and work-up. Moreover, BVAS ass with significant peripheral neuropathy
and neutropenia. The use of BV in the sal [ the subject of a current clinical trial,
BRaVE (NCT02280993), which combin up-front. This trial does not use PET
stratification to change therapy.

Immune checkpoint inhibitors

Alongside the breakthrough with
class of drug with promising res

heckpoint inhibitor drugs have emerged as a new
2d, refractory cHL. This suggests that they could
also be used to good effect in the tting. These drugs have been pioneered, and are
now licensed, in solid tumo oma and non-small cell lung cancer (Borghaei et al.,
2015;Ugurel et al, 2016 e also shown considerable promise in haematological
results of all in cHL (Ansell et al. 2015, Moskowitz et al.,
to PD-1 (programmed cell death protein 1) inhibitors far

Cs) with their corresponding receptors on T cells. These inhibitory
t” pathways inhibit the activity of CD8+ killer T cells and CD4+ helper T
ctivity of regulatory T cells. They prevent immune activation against self-
ainst auto-immune disease. They are also thought to be responsible for T
cell anergy i viral infections. Upregulation of these inhibitory ligands on tumour cells
allows them gage the corresponding receptor on immune effector cells and to hijack this
“immune checkpoint” pathway.
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Numerous receptor/ligand interactions in this regulatory immune pathway h

wve been identified

both also now therapeutic targets. The rationale is that inhibiting these path
T cell anergy, and generate an anti-tumour immune response. Nivolumab, on

class, is a fully humanised monoclonal IgG4 antibody directed against PD-1, from
binding to its ligands, PD-L1 and PD-L2.
There are several reasons why PD-1 blockade might be particularly ef
e PDL-1, the ligand for PD-1, is over-expressed by the o dgkin / Reed-
Sternberg (RS) cell) of cHL due to polysomy of chro
9p24.1a amplification, on which PDL-1 is located (Anse
e The 9p24.1 locus also encodes janus kinase 2 (JAK?2 er increases PD-L1
transcription through gene-dose dependent JAK-STAT een et al. 2010).
o Epstein Barr virus (EBV) which is implicated in enesis of 10-40% of cHL,

e Histologically, cHL is characterised by a particula
consisting of CD4+ T helper 2 cells (Th2) and T re s (TRegs). These Th2 cells
provide continuous CD40L stimulation cytokines that promote RS cell
survival and proliferation. Therapeutic kad -1 may alter the proliferation and
behaviour of different T cell subsets, r g this protective effect of the immune
environment (Steidl et al. 2011).

e immune infiltrate, mainly

Trial evidence for immune checkpoint inhi in cHL

Three key studies have demonstrate : of PD-1 inhibitors in relapsed/ refractory cHL.
Ansell et al., 2015, reported on a co 2nts with relapsed/ refractory cHL, 18 of whom
had had prior BV and 18 prior ASC nivolumab. Response rates were remarkably
high given how heavily pre-tre f ulation was: 87% achieved an ORR with 26%

L1/PD-L2 on RS cells, actiye ignalling and low levels of PD-1 on infiltrating T cells.
Younes et al. 2016, reporte nse rate to nivolumab in 80 patients with cHL, treated
across 34 centres, who

ab in haematological malignancies, has reported on 15
L, all of whom had failed prior treatment with BV and 71% of

patients with relap
' achieved an ORR, with 16% achieving a CR (Moskowitz et al.

whom had f

chemotherapy ntent to proceed to SCT are potentially eligible. Patients are consented
and registered during the first or second line salvage treatment. After 2 courses of first or second
line salvage (4 cycles if being treated with brentuximab vedotin), patients will undergo an ¥FDG-
PET-CT scan under trial conditions. Patients who are PET negative (Deauville score 1-3) will
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have further management at their treating clinician’s discretion and enter follow up for the
purposes of the trial. Patients who are PET positive (Deauville score 4-5) e eligible to receive
single agent nivolumab on a 2 weekly intravenous schedule. A repeat PET- be performed
after 4 cycles of nivolumab. Patient achieving a negative PET (Deauville s
of nivolumab and patients with evidence of progressive disease will stop_hivolumab\and enter
follow up. Further management will be at the treating clinician’s dISC € gh it is
anticipated that most patients will proceed to stem cell transplantatio vhoremain PET
positive (Deauville score 4-5) after 4 cycles of nivolumab, but idence of disease
progression, will receive up to a further 4 cycles of mvolumab aft er PET-CT will
be performed. Further management will again be at the tre [ i tion, regardless
of whether the PET-CT is positive or negative, with advice G [ ocol. The rationale
for continuing for 8 cycles is that in the Ansell et al. study (2@ e patients who responded,
only 12 out of 20 had achieved their first response by week ' i
some patients. The rationale for not permitting more tha ines of/Salvage therapy pnor to
nivolumab, and limiting the number of cycles, is to r
treatments that might compromise the patient’s fitne

Use of nivolumab in the salvage setting pre AS r th
progression through multiple lines of cytotoxic che

number of reasons.

after relapse post ASCT, or
potentially advantageous for a

o Rates of ORR appear to be at least.as
despite being tested in a more
promising rescue salvage regi
patients eligible for ASCT, a
procedure.

e Using nivolumab in a mor
successive lines of cyt
fitness for ASCT.

There are also theoretical argume
chemotherapy or BV in the 2 setting:

for cytotoxic chemotherapy and BV,
ed cohort, making nivolumab a very
potentially increase the proportion of
ce the risk of failure of this invasive and costly

ontext might avoid the need for exposure to multiple
erapy, which impact negatively on the patient’s

lumab might specifically be preferable to cytotoxic

e It is less likel utropenia and peripheral neuropathy, which are well

only see ing CR. Longer duration of response would allow time to plan
preferred treatment option, or potentially even obviate the need

has the attraction of reserving this expensive treatment option for those
t from it most and thus making the trial schedule more likely to become
Its are positive.

13 ANIMATE protocol 2.1 12.06.2018
Protocol Template version 7 25/Jul/2016




ANIMATE

Safety of nivolumab in the salvage context

In the Ansell et al. study (2015), nivolumab was reasonably well-tolerated with
being grade 1-2. Most frequently reported side effects were rash and thrombogy
3-4 events included decreased lymphocytes count, increased serum
pancreatitis, myelodysplasia (likely related to previous treatment rather than ni
in the pembrolizumab study suffered more grade 3 adverse events,.i
transaminitis, colitis, pneumonitis, nephrotic syndrome, with 2 patie
(Armand et al. 2015). However, on balance, this side effect profile is
that seen with BV: 28% grade 3 with BV (Younes et al.
nivolumab (Armand et al. 2015, Ansell et al. 2015).

There are particular concerns about potential autoimmune tioRs of nivolumab for

patients who may be candidates for subsequent allo-SCT, in increased risk of severe
GVHD. The extent of this problem is unclear as there is a lack ofjpublished data and experience.
One small study reported on 12 relapsed/ refractory cH [ 2d with nivolumab post
allo-HSCT. 2 patients developed grade IlI-IV skin acute/G although one had a prior history

of grade 2 skin GVHD). 1 patient developed grade IV n¢
Ill thrombocytopenia (Herbaux et al., 2015). There is cle
area, although it does not seem to be as great a pr.
also lends weight to the argument for using ni
reserving it as a treatment of last resort post all

1 patient developed grade
ploration to be done in this
pated at present. This concern
more upfront setting, rather than

Rationale for the selected dose schedul r ANIM

In the ANIMATE trial, eligible patients will
given once every two weeks.

4-8 cycles of nivolumab at a dose of 240mg,

A flat dose of 240mg was selected
light of research which has compa

e current EU licensed dose of 3mg/kg, in the
)ses. A population pharmacokinetic modelling

mise the ability of responding patients to get to a potentially curative
suffer side effects or lose their response.

Two groups of will stop treatment after 4 cycles: patients with evidence of complete
metabolic respon n PET4 and patients with progressive disease. Patients in CMR will have
already reached the maximum response to nivolumab, and therefore the clinical priority is to
proceed to stem cell transplant. Patients with progressive disease after 4 cycles would not benefit
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from any further treatment with nivolumab and would need alternative treatment to control their

lymphoma.

Correlative biomarker studies

This study offers potential for exploratory biomarker studies which could into the
mechanism of action of PD-1 inhibitors and help identify sub-sets of patients ost likely
to respond.

9p amplification will be assessed and correlated with response t ab} Multicolour flow
cytometry and immunohistochemistry will be used to char. i not of lymphocytes

in the blood and tumour microenvironment. This will be perfor
before and after exposure to nivolumab. This would allow teg
to nivolumab correlates with a more activated Th-1, ra
microenvironment.

cks from biopsies
hypothesis that response
and TReg, weighted

This study will also allow investigation into the optin of assessing response to PD-1
inhibitors. There is concern that because PD-1 inhi an immune flare, FDG-PET-CT
may give false positive results (Kong et al. 2016 y positive PET scans will be
correlated with tumour biopsies, assessing for a , Where possible. Alternative
measures of response will also be investigat exa erum TARC. Serum TARC levels
have been shown to correlate with good odtCom tients treated with panobinostat post
ASCT (Harrison et al. 2014).

<
&
.
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3. TRIAL DESIGN

in relapsed/ refractory classical Hodgkin lymphoma patients not achieving a ¢
response (CMR) on FDG-PET post 2 cycles of first or second line salvage the ¢ 3
Ahern single stage design with independent data monitoring committee or for
safety and efficacy.

Patients with relapsed/refractory classical Hodgkin lymphoma will be r
first or second line salvage therapy (first line is preferred). Thios
centrally reviewed PET CT scan after 2 cycles of the salvage
cycles if they are undergoing treatment with brentuximab vedoti e with CMR on PET CT
scan (Deauville score 1-3) will go on to receive further treatme
choice but will be followed up for trial data collection purposes; ‘
patients will proceed to SCT. Those achieving less than CM review of FDG-PET
(Deauville score 4-5) will be eligible to receive 4 x 2-wee ‘ [

After 4 courses of nivolumab, patients will have an ac
(PETA4). Patients achieving CMR will not receive anyf

(NMR) on PET4 can receive a further 4 cycle again followed by a centrally
reviewed PET-CT scan (PETS8).

Patients with PMD on nivolumab at any poi [ ab. If a repeat biopsy is obtained
to confirm progressive disease histologicall

Further management after PET8 will be discretion of the investigator, although it is
anticipated that those with CMR or PM SCT. If PET8 shows less than CMR (i.e.
PMR or NMR), patients who conse her biopsy to exclude false positive PET
signal. The block should be sent to

3.1. Trial Objective

Primary Objectives
e To assess the efficacy
patients, partic

ab as a second or third line salvage therapy in r/r cHL

Secondary Objectives
. i urvival and/or overall survival when nivolumab is used in this

tolerability of nivolumab.
r long term outcomes with nivolumab vary according to the depth of

To explore potential biomarkers of response to nivolumab.

To assess whether baseline biological characteristics predict response to nivolumab.
To assess whether biological characteristics predict response to first line salvage
treatment.
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e To assess safety of subsequent allogeneic SCT for patients
modality

aving this treatment

3.2. Trial Endpoints

Primary endpoints
e Overall response rate (ORR) by PET-CT scan following 4-8 ¢

Secondary endpoints
e Progression-free survival (PFS) at 1 year
Overall survival (OS) at 1 year
Proportion of patients proceeding to SCT (ASCT or allo!
Safety & toxicity of nivolumab, particularly autoimm
OS and PFS stratified by partial metabolic respon
response (CMR) on FDG-PET
e Transplant-related mortality and rate of seriou
(grade 3-4 graft-vs-host disease, hyperacute
febrile syndrome)
Exploratory endpoints
e Correlate PET positive disease with histologi
biopsy negative PMR rate (subject to patient co
e Correlate disease response, as ass
markers, including serum TARC
e Evaluate the correlation between
PD-1 expression on Reed-Stern cells

s complete metabolic

s of allogeneic transplant
st disease and steroid-responsive

f disease on biopsy to establish

G-PET and histology, with serological

lumab and biological parameters e.g.

3.3. Trial Activation

UCL CTC will ensure that all trial tation has been reviewed and approved by all relevant
bodies and that the following ha : ained prior to activating the trial:

e Health Research Author approval, including Research Ethics Committee
approval
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4. SELECTION OF SITES/SITE INVESTIGATOR

4.1. Site Selection

In this protocol trial ‘site’ refers to a hospital where trial-related activities are c¢
Sites must be able to comply with:

e Trial treatment, imaging, clinical care, follow up schedules and & ghts of the trial
protocol

¢ Requirements of the UK Policy Framework for Healt i eSearch, issued
by the Health Research Authority, and the Medicines fo ! ical trials) Act
(SI 2004/1031), and all amendments

e Data collection requirements, including adherence to
section 11.3 (Timelines for Data Return)

¢ Biological sample collection, processing and stora

e Monitoring requirements, as outlined in pro
Oversight) and trial monitoring plan

e Obtaining relevant license(s) for medical radiati
as necessary (PET centres)

4.1.1. Selection of Principal Investig investigators at sites

Sites must appoint an appropriate Princip
authorised by the site to lead and coordi
investigators must be trained and approv
and have experience of treating Hodgkin lymp
trial at their site and for ensuring that
Pl leaves/goes on a leave of abse
identified and appointed by the site.

), i.e. a health care professional

are implemented in a timely fashion. If a
must be informed promptly and a new PI

4.1.2. Training requirer staff

All site staff must be approp
trial related duties allocatedh:

2d by education, training and experience to perform the
must be recorded on the site delegation log.

CVs for all staff must be kep
Site File (ISF). A curre [

, signed and dated and copies held in the Investigator
of the CV with evidence of GCP training (or copy of GCP
CL CTC upon request.

esponsible for trial activities. The frequency of repeat training
ts of their employing institution, or 2 yearly where the institution
tly when there have been updates to the legal or regulatory

Before a site is activated, the UCL CTC trial team will arrange a site initiation with the site which
the PI, the pharmacy lead and site research team must attend. The site will be trained in the day-
to-day management of the trial and essential documentation required for the trial will be checked.
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Site initiation will be performed for each site by teleconference with site.
be required where there has been a significant delay between initiatio
patient, as per monitoring plan.

e-initiating sites may
enrolling the first

4.2.2. Required documentation

The following documentation must be submitted by the site to UCL CTC
activated by the UCL CTC trial team:

e Trial specific Site Registration Form (identifying relevant log
¢ Relevant institutional approvals

e A completed site delegation log that is initialled and ith all tasks and
responsibilities delegated appropriately)

e A signed and dated copy of the PI's current CV (Wi ented up-to-date GCP
training, or copy of GCP training certificate)

e Trial specific prescription & labels

e ARSAC certificate/license for the trial (PET only; iif a site is referring patients to
another hospital for PET-CT scans, the n d PET centre must hold an ARSAC
license for the trial prior to activation)

In addition, the following agreements must b pla

e A signed Clinical Trial Site Agreem A)
institution (usually an NHS Trust/, oard

tween the Sponsor and the relevant

4.2.3. Site activation letter

Once the UCL CTC trial team ha i uired documentation and the site has been
initiated, a site activation letter ssued to the PI, at which point the site may start to
approach patients.

Following site activation, the Pl i
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5. INFORMED CONSENT

Sites are responsible for assessing a patient’s capacity to give informed conse

Sites must ensure that all patients have been given the current approved ve
information sheet, are fully informed about the trial and have confirmed their
part in the trial by signing the current approved consent form.

Sites must assess a patient’s ability to understand verbal and written inf
whether or not an interpreter would be required to ensure fully infor

requires an interpreter and none is available, the patient should not be r the trial
The PI, or, where delegated by the PI, other appropriatel e required to
provide a full explanation of the trial and all relevant treatment optic patient prior to trial

entry. During these discussions, the current approved patient in neet for the trial should

be discussed with the patient.
A minimum of twenty four (24) hours should be allowed for the pa onsider and discuss

lerstands the trial and its
atient in the following days
at confirmation of ongoing

member of staff taking consent is satisfied that th
implications, a member of the research team must the
to confirm that they are still willing to participate in the
consent is documented prior to receiving study dr

Written informed consent on the current appro ver, the consent form for the trial must
be obtained before any trial-specific procedur ondueted. The discussion and consent
process must be documented in the patient gibtes:

Site staff are responsible for:

e checking that the current approved ve
form are used

f the patient information sheet and consent

e checking that information on , orm is complete and legible
e checking that the patient ha alle levant sections and signed and dated the form
e checking that an appropriate staff has countersigned and dated the consent

e checking that an appropriate ber of staff has made dated entries in the patient’s
medical notes rela ed consent process (i.e. information given, consent
signed etc.)

following registr i patients’ trial number to all copies of the consent form,

refuse to participate in the trial without giving reasons must be
free to withdraw at any time. Also refer to section 15 (Withdrawal of
Patients).
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6. SELECTION OF PATIENTS

6.1. Screening Log

A screening log must be maintained and appropriately filed at site. Site rd each
patient screened for the trial and, where applicable, the reasons why they were egistered
into the trial. The log must be sent to UCL CTC when requested.

6.2. Patient Eligibility

There will be no exception to the eligibility requirements at
relation to the eligibility criteria must be addressed prior to
the trial if all the inclusion criteria are met and none of the ¢

tration. Queries in
n, Patients are eligible for
a applies.

Patients’ eligibility must be confirmed by an investigator w
been allocated this duty, as documented on the site st 0g, prior to registering the
patient. Confirmation of eligibility must be docu the patients’ notes and on the
registration CRF.

Patients must give written informed consent before
be carried out. Refer to section 9.1 (Pre-registration

and procedures required to evaluate the suit of pati prior to entry.

6.2.1. Inclusion criteria — Study ion

1. Age 16 or over

2. Primary refractory classical H
relapse

3. About to receive, receiving,@
line salvage therapy (4 ¢

4. Fit for autologous stem ¢

lymphoma or classical Hodgkin lymphoma in first

eiving treatment with brentuximab vedotin)
lantation

5.

6 e requirements of the trial (see section 6.3.4)

1.

2. preastfeeding

3. bowel disease or pneumonitis

4, ders, except patients with vitiligo, diabetes mellitus type
1, hypo- ism not requiring immunosuppressive therapy

5. B or C infection

6.

7 (including severel/life threatening skin reaction) to monoclonal

hylaxis or uncontrolled allergy

ithin 4 weeks prior to registration

rction, unstable angina, coronary artery bypass graft, cerebrovascular

sient ischaemic attack within the past 6 months

10. ological malignancy within the past 3 years with the exception of (a)
adequately treated basal cell carcinoma, squamous cell skin cancer, or thyroid cancer;
(b) carcinoma in situ of the cervix or breast; (c) prostate cancer of Gleason grade 6 or
less with stable prostate-specific antigen levels; or (d) cancer considered cured by
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n

Noos~w

surgical resection or unlikely to impact survival during the duration of,the study, such as
localised transitional cell carcinoma of the bladder or benign tumours
or pancreas

6.2.3. Inclusion criteria for trial treatment

Has received 2 cycles of first or second line salvage chemotherapy, (4 iving
treatment with brentuximab vedotin)

PET positive (Deauville score 4 or 5) after 2 cycles of firs
chemotherapy (4 cycles if receiving treatment with brentuximal
Fit for further salvage chemotherapy
ECOG performance status 0-1

ine salvage

Bilirubin <1.5 x ULN, ALT/AST <2.5 x ULN
Adequate bone marrow function (Hb >80g/l, Platelets >50 Jtrophils >1.0 x 10%1)

6.2.4. Exclusion criteria for trial treatment

Deauville score 1-3 after 2 cycles of first or sec
if receiving treatment with brentuximab vedotin)
Positive serology for hepatitis B or C unless,(a) |
(HBsADb positive, all other tests negative
reactivation (HBsAb positive & HBCcAb
negative - Pl approval needed) — see s
Active infection requiring systemic t
Ongoing requirement for immuno ressiv apy, apart from inhaled, intranasal,
topical corticosteroids or systemic steroids at low doses (10mg prednisolone per
day, or the equivalent)
Chemo- or radiotherapy or cotti [ dose of more than 10mg per day

tests (including hepatitis B DNA)
more details

prednisolone or equivalent days, prior to response PET-CT. NOTE:
corticosteroids can be used ive PET-CT scan for symptomatic disease
but must be weaned to a dose ef p isolone <10mg/day or less (or equivalent) at

nivolumab
Ongoing grade 2-4
treatments, with the €
Pregnant or bre

gical toxicities related to prior Hodgkin lymphoma
lopecia and grade 2 fatigue
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6.2.5. Hepatitis B serology — eligibility criteria

The table below contains a brief outline for interpretation of HBV serology:

HBsAg | HBsAb* | HBcAb BEX Interpretation
No prior infection,
- ND - - vaccination status Y
unknown
- + - - Vaccinated Y
Past infection; Y
i +/ND * i low risk reacti at discretion of Pl
- +/-IND + + Ocecult infectio N
+ Any results Chronic N
infectio
HBsAg = Hepatitis B surface antigen; HBsAb = Hepatiti ody; HBcAb = Hepatitis B core
antibody; HBV DNA — Hepatitis B virus DNA
* HBsADb testing only required if standard of care locally.
6.3. Pregnancy and birth control
6.3.1. Pregnancy and birth coftrol
Definition of women of childbearing pot WOCBP) and fertile men
A woman of childbearing potenti BP) is a sexually mature woman (i.e. any female who

e undergone a hysterecto i oophorectomy/salpingectomy

e been postmenopau 2cutive months (i.e. who has had menses at any time

ive months without an alternative medical cause)

e data in the reference safety information. However, the risk of pregnancy
is considered to be low.

All female participants who are WOCBP must have a negative serum or urine pregnancy test
(minimum sensitivity 25 1U/I or equivalent units of HCG) at screening, following 2 cycles of
salvage and and within 24 hours prior to starting nivolumab treatment. Pregnancy testing
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should be repeated every 4 weeks during treatment, then at 1, 2 and 3 months post treatment.
Pregnancy test results must be filed in the patient source data.

6.3.4. Contraceptive Advice
Requirement for female patients

All female participants who are WOCBP must consent to use one of the_follo ods of

highly effective contraception from registration until 6 months after dministration of

nivolumab. Methods with low user dependency are preferable, particu e ihtroduced as a
c

result of participation in the trial.

e combined (estrogen and progestogen containing) h | associated
with inhibition of ovulation?:
oral

intravaginal

transdermal

progestogen-only hormonal contraception & ia hibition of ovulation?:
o oral (e.g. desogestrel)
o injectable
o implantable?
intrauterine device (IUD)?
intrauterine hormone-releasing system (|

[ ]
[ ]
e Dbilateral tubal occlusion?
e vasectomised partner?®
e sexual abstinence*
1. Hormonal contraception may be susceptible to in i /NIMP, which may reduce the efficacy of the

contraception method.

rovided that partner is the sole sexual partner of the
WOCRBP trial participant and that the vasect ef has received medical assessment of the surgical success.

4. Sexual abstinence is considered a highly
during the entire period of risk associated

atments. The reliability of sexual abstinence needs to be
e preferred and usual lifestyle of the subject.
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Requirement for male patients with female partners who are pregnant or WOCBP

Because the risk of genotoxicity and/or risk to the foetus from expos eminal fluid is

unknown;

¢ Male patients (including male patients who have had vasecto

e Male patients must also advise their female partners
contraceptive requirements as listed for female patients

For female and male patients:

The method(s) of contraception used must be stated in the otes. The medical
notes of male participants should include a statement that t artner has been
informed about contraception advice.

6.3.5. Action to be taken in the event of a pregna

Female patients:
If a female patient becomes pregnant

e prior to initiating treatment, the patient will n ive treatment unless they elect to
have a termination (please note, in suchdastan nation must be the patient’s own
choice)

m further trial treatment and, if they
pregnancy outcome

e during treatment, the patient will b
consent to pregnancy monitoring

e after the end of the treatment, [ gnancy at-risk period, the patient will be
followed up until pregnancy ou if they consent to pregnancy monitoring.

Male patients:

If a female partner of a male pa
8 months post last treatment a
whilst their female partner will be

pregnant between the start of trial treatment and
he male participant can continue with the study
they have given consent to pregnancy monitoring.
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7. REGISTRATION PROCEDURES

7.1. Registration
Patient registration will be undertaken centrally at UCL CTC, and this may be

the second cycle of first line salvage.

Pre-registration evaluations should be carried out at sites as dets
registration Assessments).

: atient at a site,
the registration case report form must be fully completed and faxed . The registration
form will be used to confirm patient eligibility. If further infor ired, UCL CTC will
contact the person requesting registration to discuss the patie updated forms to
be sent.

N.B. If the site is unable to fax, registration forms may be
identifiable information from the form (e.g. NHS nu
redacted before it is emailed to ctc.animate@ucl.ac.
provided to UCL CTC via telephone so that UCL CTC\gan/tra
form. The un-redacted form must then be posted to UCL

emailing forms, patient
and month of birth) must be
fiable information must be
e this information on to the
a copy kept in the patient file

signed for the patient and details

main contact and pharmacy.

020 7679 9860
020 7679 9861
ctc.animate@ucl.ac.uk

Registration telephone number:
Registration fax number:
Registration email address:

at site.

Once eligibility has been confirmed a trial nu r wi

should be added to the form by the site.

UCL CTC will e-mail confirmation of the pﬁQ the trial and their trial number to the

UCL CTC Office hours: 09:00 to 17:00 Monday to Friday,

excluding Bank Holidays

Please note that registratj
working day

eceived after 16:00 may not be processed until the next

Once a patient has been reg e trial, they must be provided with the following:

m and patient information sheet.

7.2. Confir

be confirmed centrally at UCL CTC after two cycles of first or
otherapy (four cycles if receiving treatment with brentuximab vedotin).

ied out at sites as detailed in section 9.1 (Assessment of eligibility for
results of these investigations will be used alongside the outcome of
the central revi e patient’s post-salvage PET-CT scan to confirm eligibility for trial

treatment.

Following post-salvage evaluations, post-salvage case report form must be fully completed and
faxed to UCL CTC. If a site is unable to send faxes, forms may be emailed to
ctc.animate@ucl.ac.uk. The post-salvage case report form will be used to confirm patient

26 ANIMATE protocol 2.1 12.06.2018
Protocol Template version 7 25/Jul/2016



mailto:ctc.animate@ucl.ac.uk
mailto:ctc.animate@ucl.ac.uk
mailto:ctc.animate@ucl.ac.uk

ANIMATE

eligibility for trial treatment, and must be sent even if the patient is pot eligible to receive
nivolumab. If further information is required, UCL CTC will contact erson requesting
registration to discuss the patient and request updated forms to be sent.

Registration telephone number: 020 7679 9860
Registration fax number: 020 7679 9861
Registration email address: ctc.animate@ucl.

09:00 to
excluding

UCL CTC Office hours: onday to Friday,

Please note that registration forms received after 16:00, may essed until the next

working day

Once eligibility for trial treatment has been confirmed:

e UCL CTC will e-mail the main contact and pharme [ifirming that the patient
may proceed with trial treatment.

e Eligible patients must be provided with a pati
hour medical care must be added to this carg
at all times while participating in the trial.

e A GP letter should be sent to the patient’'s GP
treatment (delete on GP letter template

ard. Site contact details for 24
s advised to carry this with them

at the patient is eligible for trial

Where patients are not eligible for trial treat

e A GP letter should be sent to the
trial treatment and that trial tr
applicable).

e The patient will enter follow up for t

rming that the patient is not eligible for
iven (delete on GP letter template as

oses of the trial. See section 9.6.1 for details.

7.3. Initial Trial Drug

Refer to Summary of Dru ents for details of initial supply of Nivolumab for the trial.
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8. TRIAL TREATMENT

Investigational Medicinal Products (IMPs)

For the purpose of this protocol, the IMP is Nivolumab (Opdivo®).

Non Investigational Medicinal Products (NIMPs)
There are no drugs defined as NIMPs for this trial.

8.1. Investigational Medicinal Products

Nivolumab (Opdivo®) will be provided free of charge by Bristol
Nivolumab (Opdivo®) is licensed, but within this trial will be us censed indication.

Refer to the Summary of Drug Arrangements for detailed guide
Nivolumab.

supply and storage of

8.2. Treatment Summary
Patients for whom eligibility for treatment is confi n 7.2 for details) will receive 4-
inistered on day 1 of each 14 day
cycle. Dose banding is not permitted.

Trial treatment should begin within 4 week
trial treatment (PETO).

T-CT scan to confirm eligibility for

1 /2 |3 7 |8 |9 |10 |11 |12 |13 |14

Nivolumab 240mg IV | X

Patients will have a PET-CT scan (PET4). This should be performed on cycle 4,
day 11-13 to allow time for central revi he cycle 5 day 1 visit would be due. Please note

e If PET-negative (Dea ey will stop nivolumab. Further management will be at
ian and the patient will be followed up as per the trial

8.3.

The IMP for this

Patients who are PET positive following first or second line salvage will initially receive 4-8 cycles
of single agent nivolumab.
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Nivolumab will be given at a dose of 240mg as an intravenous infusion oy,
of each 14 day cycle.

r 30 minutes on day 1

infusion reaction occurs, subjects should be managed according to secti
cycles.

between doses. Treatment may be delayed for up to 4 weeks to ¢
events (see section 8.5 below).

8.4. Dose Modifications

Dose reductions and escalations of nivolumab are not pe
for up to 4 weeks for the following:

olumab should be delayed

o Any = grade 3 Haematological toxicity (Hb < telets <50 x10%/1, neutrophils <1.0

x107/1)

e Any = grade 3 drug-related, non—haematolo exgept:

o Fatigue

o Alopecia

o Drug related endocrinopathi uately controlled with physiologic hormone
replacement.

o Electrolyte disturbance t can be corrected and are unlikely to cause clinical
safety concerns.

e Any grade 2 auto-imm
diarrhoea/ colitis, neurg
Guidelines for managem

including pneumonitis, renal dysfunction,
plication, derangement of liver function tests.
une complications are set out in Section 8.5.

e Any non-drug related AE
is in the patient’s bes

the local investigator’s opinion delaying treatment

Treatment may be resu resolve to grade <1 or baseline value. If the criterion to
resume treatment is 8.5), the subject should restart treatment at the next
scheduled time-point, as protocol. If treatment is delayed by >4 weeks, the subject

should be permane linued from study therapy. Treatment may be discontinued earlier

elated uveitis or eye pain or blurred vision that does not respond to

. Uveitis is inflammation of the eye, and includes anterior uveitis

us with iritis), posterior uveitis (comprising vitritis, choriditis, retinitis,
chroioretinitis) and pan-uveitis (inflammation of the anterior chamber, vitreous, retina
and choroid).
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e 2grade 3 pneumonitis

e Any grade 4 drug related AE or laboratory abnormality apart from the 0

o Grade 4 neutropenia <7 days (G-CSF may be instituted, an
neutrophils exceed 1.5x10%L, as per institutional policy)

o Grade 4 amylase or lipase abnormalities that are not asso
symptoms
o Grade 4 drug-related endocrinopathy AEs which are g
physiologic hormone replacement.

o Electrolyte abnormalities that can be correcte
clinical safety concern.

e Progressive disease: for assessment of disease respo

A treatment summary form must be completed and sent to ( ptly if treatment is
discontinued. See section 9.5 for further details of investigatic ifed when treatment is
withdrawn. The patient will enter follow up as per the trial 2'section 9.6.2).

8.5. Management of Adverse Events

8.5.1. Autoimmune complications

ions are common with nivolumab.
ne toxicity, these may be followed.
management of such autoimmune
vised to refer to the manufacturer’s

Because of its mechanism of action, autoim
Where sites have local policies for managem
Where there is no local policy, suggeste
complications are set out below. Clinici
guidelines (see summary of product chara

Autoimmune toxicities are regarded a
reporting to UCL CTC. Please refe
autoimmune events.

interest for this trial, requiring expedited
12.4 for details of how and when to report

If treatment is delayed by >4 we
permanently discontinued from

autoimmune toxicity, the subject should be

8.5.1.1 Management o e diarrhoea/colitis

Exclude infective and ,disease-rels causes e.g. with stool culture and gastrointestinal
endoscopy if indicated.

Diarrhoea/ Colitis
CTCAE v5

ion —trial treatment Recommended management
of toxicity

Continue nivolumab at 240mg Treat symptoms as per local
policies e.g. Loperamide

If worsens:

Treat as below, as per severity

Grade 2 Delay nivolumab treatment Treat symptoms as per local
Diarrhoea 4-6 stools/day over Restart nivolmab at 240mg policies.
baseline iffwhen improves to grade 0.
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IV fluids <24 hours

Colitis: abdominal pain, blood in
stool

If steroids given, patient must
have been weaned to £10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Consider investigation with lower

If sympto
or recur:

Initiate stero
local poli

Grade 3and 4

Diarrhoea:

G3: >7 stools/day over baseline;
hospitalisation indicated; limiting
self care ADL

G4 life threatening

consequences; urgent
intervention indicated.

Colitis:

G3: severe adominal pain;
peritoneal signs

G4: life threatening; urgent
intervention indicated (e.g.
perforation)

Permanently discontinue
nivolumab treatment.

/
&

8.5.1.2 Management o
Exclude infectious and di

case-rela

poliey (recommended 1-
2mg/kg/day IV

ethylprednisolone or equivalent
lose of oral steroids).

When symptoms improve to G1,
taper steroids over at least 4
weeks.

Consider lower Gl endoscopy.

Prophylactic antibiotics for
infection.

If persists >3-5 days: refer to
manufacturer’s
recommendations or manage as
per local policy.

m pneumonitis
] aetiologies.

CTCAE v5 grade of
pneumonitis

—trial treatment

Recommended management
of toxicity

Grade 1

Asymptomatic,
change

aphic

Ue nivolumab at 240mg.

Monitor for symptoms every 2-3
days.

Re-image at least every 2 weeks

Monitor closely for worsening of
symptoms and treat as G2/G3
and G4 accordingly

Grade

Mild to mod
symptoms; medical intervention
indicated; limiting instrumental
ADL

Delay nivolumab treatment.

Restart nivolumab at 240mg
iffwhen symptoms and
radiographic appearances
resove.

Monitor symptoms daily and
consider hospitalisation.

Steroid treatment as per local
policy (recommended dose
1mg/kg/day IV methyl-
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If steroids given, patient must
have been weaned to £10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

prednisolone,or equivalent dose
of oral steroi

Consider bronchgs

Grade 3-4:

G3:

Severe new symptoms
New/worsening hypoxia
Limiting self-care ADL
Oxygen indicated

G4: Life threatening respiratory
compromise

Urgent intervention indicated
(e.g. tracheotomy or intubation

8.5.1.3 Management o
Exclude

Permanently discontinue
nivolumab treatment.

ylprednisolone or equivalent
e of oral steroids).

ophylactic antibiotics.
Consider bronchoscopy.

Infectious disease and
respiratory referrals.

If improves to baseline: taper
steroids over at least 6 weeks.

If not improving after 48 hours
or worsening: manage as per
local policy — consider additional
immunosuppression e.g.
infliximab, cyclophosphamide,
IVIg or mycophenolate mofetil.

ed causes, and hepatotoxicity of other concomitant

ion —trial treatment

Recommended management
of toxicity

and/or
Bilirubin >ULN -

infective an ease
medications
Hepatitis

Continue nivolumab treatment at
240mg.

Continue monitoring of liver
function tests as per protocol.

If worsening, treat as G2 or G3-4

Grade 2:

AST/ALT >3xULN - 5xULN
and/or

Delay nivolumab treatment

Increase frequency of monitoring
to every 3 days

If persists >3 days or worsens:
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Bilirubin >1.5XULN - 3xULN Restart nivolumab at 240mg
iffwhen results improve to
baseline.

Steroid treatment as per local

If steroids given, patient must
have been weaned to £10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4

phylactic antibiotics
weeks. iC i

nfections.

Grade 3-4: Permanently discontinue
AST or ALT >5xULN and /or nivolumab treatment.
Bilirubin >3xULN

uency of monitoring
days:

prednisolone or

equivalent dose of oral steroids).

A\dd prophylactic antibiotics for
opportunistic infections.

Consult gastroenterologist.

If returns to G2:

taper steroids over at least 4
weeks

If not improving after 3-5 days
or rebounds:

give additional
immunosuppression as per local

policy.

8.5.1.4 Management o m dermatitis

New or worsening rash.
lesions.

2r non-autoimmune causes e.g. swab potentially infective

Rash
CTCAE v5 grade

ction — trial treatment Recommended management
of toxicity

Grade 1-2: Continue nivolumab treatment at | Treat symptoms as per local
240mg. policiese.g. anti-histamines,

If persists >1-2 weeks despite topical steroids

symptomatic treatment or If persists >1-2 weeks or
recurs: recurs:

Delay nivolumab treatment Consider skin biopsy.

Restart nivolumab at 240mg Consider steroid treatment as
iffwhen symptoms improve per local policy (recommended

If steroids given, patient must dose 0.5mg to Img/kg/day IV

have been weaned to <10mg per
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day (or equivalent) before
restarting treatment.

methylprednisolone equivalent
dose of oral ids).

Covering >30% body surface
area; erythroderma

Delay nivolumab treatment.

Restart nivolumab at 240mg
iffwhen symptoms resolve.

Grade 4: If steroids given, patient must
have been weaned to <10mg per
day (or equivalent) before

restarting treatment.

Life-threatening consequences

Maximum permitted delay 4
weeks.

For grade 4:

Permanently discontinu
nivolumab treatment.

Maximum permitted delay 4 If worsens:
weeks. treat as G3-4.
Grade 3: For grade 3: Consider skin

antibiotics against
infections.

Stevens-Johnson syndrome tinu
(SJS) or toxic epidermal

necrolysis (TEN)

Permanently di
treatment.

Refer to specialist unit for
assessment and treatment.

8.5.1.5 Management of immune relate

New or worsening endocrine disorde

crinopathies

Endocrine disorder

Recommended management of
toxicity

Asymptomatic TSH abnormalit e nivolumab treatment at

If TSH <0.5xLLN or >2xULN or
consistently out of range in 2
subsequent measurements,
include free T4 and consider
endocrinology opinion.

Symptomatic endocrinopathy ab treatment.

(CTCAE G2-3 hyp
G2-3 hyperthyroidism

tart nivolumab at 240mg
when symptoms improve.

If steroids given, patient must
have been weaned to <10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Treatment should continue
alongside hormone replacement

Refer to Summary of Product
Characteristics for detailed
guidance on management of
individual endocrinopathies.

Monitor endocrine function and
relevant hormone levels.

Steroid treatment as per local
policy (recommended dose 1-
2mg/kg/day IV
methylprednisolone or
equivalent dose of oral steroids).

If improves, taper steroids over at
least 1 month.
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therapy as long as no symptoms | Hormone replacement as per
are present. local poli

Severe endocrinopathy Permanently discontinue

(G4 hypothyroidism, G4 nivolumab treatment.
hyperthyroidism, G3-4 adrenal
insufficiency, G4 hypophysitis,
G4 diabetes) function and

levels.

ent as per local
recommended dose 1-

ay |V

ednisolone or

t dose of oral steroids).

proves, taper steroids over at
least 1 month.

ormone replacement as per
ocal policy.

Consider prophylactic antibiotics
against opportunistic infection.

Suspicion of adrenal crisis e.g. | Permanentl ue Exclude sepsis: give broad
severe hypotension nivolum e nt. spectrum antibiotics if any clinical
disproportionate to current suspicion.

illness

Manage for Addisonian crisis as
Note: if adrenal crisis is per local protocols.
excluded, treat as for

symptomatic endocrinopathy. Consult endocrinologist.

Exclude other causes e.(
disease-related causes

icity of concomitant medications, outflow tract obstruction,

on —trial treatment Recommended management
of toxicity

Creatinine elevatio
CTCAE v5 grade

Grade 1

Creatini

Continue nivolumab treatment at | Monitor creatinine weekly

240mg. If resumes to baseline, resume

creatinine monitoring as per
section 9.4 (assessments during
treatment)

LN - I

If worsens:

treat as G2-3 or as G4

Grade 2 Delay nivolumab treatment. Closely monitor creatinine levels
Creatinine 1.5xULN - 3xULN (recommended every 2-3 days)
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Grade 3
Creatinine 3XxULN - 6xULN

Restart nivolumab at 240mg
iffwhen returns to <G1.

If steroids given, patient must
have been weaned to £10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Steroid treatment as per local

policy (reco nded dose 0.5-
1mg/kg/day IV
methylprednisa

Once improve
over at least 1

Grade 4
Creatinine >6xULN

Permanently discontinue
nivolumab treatment

ylprednisolone or equivalent
of oral steroids).

e improved, taper steroids
er at least 1 month.

Consult nephrologist and
consider renal biopsy.

8.5.1.7 Management of neurologic
New or worsening neurological symptom

n-inflammatory causes such as infections
ausing for example cranial nerve or spinal
eed or infarction).

Grade of neurological toxicity
CTCAE vbgrade

Recommended management
of toxicity

Contin ivolumab treatment at

240mg.

Grade 1

Asymptomatic or mild sympto
not requiring interventio

Monitor closely.
If worsens:
treat as G2-3 or G4.

Grade 2 umab treatment.

Moderate symptom
instrumen

estart nivolumab at 240mg
f/when returns to <G1.

If steroids given, patient must
have been weaned to <10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Treat symptoms as per local
guidelines.

Steroid treatment as per local
policy (recommended dose 0.5-
1mg/kg/day IV
methylprednisolone or equivalent
dose of oral steroids).

Once improved, taper steroids
over at least 1 month.

If worsens;
treat as G3-4.
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Grade 3-4

Severe symptoms limiting self
care ADL

Permanently discontinue
nivolumab treatment.

Treat sympto
guidelines.

Consider IVIg or other
munosuppressive therapies as
ver local guidelines.

eroids over at least 1

ns or atypical
tation:

8.5.1.8 Management of other immun
Adequate evaluation should be performed,t

toxicities.

erse reactions
logy and exclude other causes.

uidance on management of individual

CTCAE v5 grade

Recommended management
of toxicity

Grade 1

Grade 2 (first occurrence)

mab treatment at

Treatment for symptoms as per
local policy.

nivolumab treatment

t nivolumab at 240mg
n returns to <G1.

eroids given, patient must

ve been weaned to <10mg per
day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Treat symptoms as per local
guidelines.

Steroid treatment as per local
policy; taper prior to restarting
nivolumab.

Delay nivolumab treatment.

Restart nivolumab at 240mg
iffwhen returns to <G1.

If steroids given, patient must
have been weaned to <10mg per

Treat symptoms as per local
guidelines.

Steroid treatment as per local
policy; taper prior to restarting
nivolumab.
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day (or equivalent) before
restarting treatment.

Maximum permitted delay 4
weeks.

Grade 3 myocarditis Permanently discontinue
nivolumab treatment.

Grade 4 or recurrent grade 3; Permanently discontinue
nivolumab treatment.

Persistent grade 2 or 3 despite
intervention;

Inability to reduce corticosteroid
dose to 10mg prednisolone per
day or equivalent

8.5.2. Recommendations for Treatment of

As nivolumab is a fully humanised immunoglobulin, it i
an infusion or hypersensitivity reaction. However, if sue tion were to occur, it might
manifest with fevers, chills, rigors, rash, h he, arthralgia, hypo- or hypertension,
bronchospasm. All grade 3 or grade 4 infusion reactio Id be reported as an SAE within 24
hours (see section 12.4.4 for details of reportin

For grade 1 symptoms (Mild reaction, inf interruption not indicated)

¢ Remain at bedside and monitor covery from symptoms.

bsequent infusions. Administration of 10mg IV
O at least 30 minutes prior to infusion is

e Premedication is recommend
chlorphenamine and parac
recommended, but local polic

For grade 2 symptoms (Mod C requires therapy or infusion interruption but responds
promptly to symptomatic ma

J paracetamol PO, 10mg IV chlorphenamine is
onchodilator therapy and corticosteroids, up to 25mg IV

0% of the original infusion rate when symptoms resolve. If no
ns occur after 30 minutes, the rate may be increased to 100% of the
. Monitor subjects closely.

ecommended prior to subsequent infusions. Use of paracetamol,
nd hydrocortisone prior to infusion is recommended, but local policies
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For grade 3 or 4 symptoms (Grade 3: not rapidly responsive to symptomatic management;
recurrence of symptoms following initial improvement) (Grade 4 life atening; pressor or
ventilator support indicated)

e Stop the nivolumab infusion

e Give supportive care as per local policies. An 1V infusion of 0.9% sQ > solution
for injection and treatment with paracetamol, chlorphenamine,
described for grade 2 reactions above), and 100mg IV meth

is recommended.

one or equivalent

¢ Follow institutional guidelines for anaphylaxis if indicate volve intensive care/
critical care outreach teams at an early stage.

Tumour lysis risk

Nivolumab can be associated with tumour lysis syndrome, @ should be risk-assessed
and managed as per local protocols for patients undergoin

8.5.3. Recommendations for manageme DILI
The diagnostic criteria for pDILI are:
e ASTor ALT >3 x ULN

and
e Total bilirubin >2 x ULN, withoniQ of cholestasis (elevated serum alkaline

phosphatase)
and

¢ No other immediately apg of transaminase elevation and hyperbilirubinemia,
including but not limited ral hepatitis, pre-existing chronic or acute liver disease, or
the administration of othe g(s) kmown to be hepatotoxic

There is no specific mana
as outlined above, furt
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8.6. Management of Overdoses, Trial treatment error Q
Occupational Exposure

Overdose

Administration of a quantity of a trial treatment, either per administration or c
is in excess of the protocol specified dose. The dose can either be evaluated as oy
trial team at site or by the Sponsor upon review.

No specific information is available on the management of nivolu
should be carefully monitored and supportive care instituted as

The patient

Any overdoses require expedited reporting to UCL CTC as an SAE
of serious adverse events) for reporting procedures).

.2.2 (Reporting

Any overdoses must also be reported as an incident according >tions in section 13.1

(Incident reporting).

See also section 12.4.3 (Overdoses).

Trial treatment error

Any unintentional error in prescribing, dispensing, or a tration of a trial treatment while in
the control of a healthcare professional or consum e identified either by the trial
team at site or by the Sponsor upon review.

Include details from IB/SPC on the clinical man
Trial Treatment errors should be reported o
events resulting from a medication error s
reporting procedures).

treatment errors, where available.
rt (see section 13.1). Any adverse
as an SAE (see section 12.2.2 for

Occupational exposure

Exposure to a trial treatment as a
Occupational exposure should be r

professional or non-professional occupation.

on ncident report form (see section 13.1).

8.7. Supportive Car,

No specific supportive mea ed with nivolumab. Recommended supportive care for

or infusion reactions are set out in section 8.4.

Anti-emetics, anaglesic ibioti olyte and fluid replacement, anti-coagulants and anti-
platelet agents may be give e with local policies and as clinically indicated.

Medications used jsting co-morbidities can be continued, with the exception of
immune-su out in section 8.8). Supportive/prophylactic medications
[ previous chemotherapy regimes, e.g. acyclovir, may also be

local policy for neutropenia persisting for greater than 7 days.
s given should be clearly documented in the patient notes.

8.8. Contraindications

According to the IB for nivolumab, no drugs are contraindicated during nivolumab treatment.
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Any other systemic anti-cancer therapy or radiotherapy is prohibited whil
trial treatment. Steroids should be weaned down to <10mg/day (prednisolo
dose of other steroids) within 7 days prior to starting trial treatment.

atient is receiving
e equivalent

8.9. Pharmacy Responsibilities

All pharmacy aspects of the trial at participating sites are the respgbsil of the PI, who may

delegate this responsibility to the local pharmacist or other appropri Alifiedhpersonnel, who
will be the Pharmacy Lead. The delegation of duties must be recorded e site staff delegation
log.

Nivolumab supplied for the ANIMATE trial are for eligible A rial patients only and must

not be used outside the context of this protocol.

8.9.1. Temperature Excursions

All temperature excursions outside the storage condi ecified in the IB/Summary of Drug
Arrangements/labels must be reported to UCL € he ‘Pharmacy Procedure for
Reporting Temperature Excursions’ (see Pharmac

Upon identifying an excursion:

e all affected trial stock must be quara

¢ a ‘Notification of Temperature Ex
ctc.excursions@ucl.ac.uk or faxedsto

Please note that UCL CTC must
administered drug affected by a te

ust be completed and e-mailed to
99861.

immediately if a patient has been
re excursion.

8.9.2. IMP accountabili

The Pharmacy Lead must ensu iate records are maintained.

These records must include a
reconciliation and destructionge

forms will be supplied, a
alternative in-house reco

for each drug including: receipt, dispensing,
edication (on sponsor authorisation). Accountability
sed, unless there is prior agreement from UCL CTC to use

Copies of completed drug ty logs must be submitted to UCL CTC for all trial patients
upon request. Also < 4.1 (Central Monitoring).

trial treatment early, they will remain on trial for follow up purposes unless
consent. Also refer to sections 9 (Assessments) and 15 (Withdrawal of
etails regarding treatment discontinuation, patient withdrawal from trial

treatment an wal of consent to data collection.
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8.11. Drug Provision after the End of the Trial

BMS will supply sufficient nivolumab for all eligible patients to receive up to 8 cyc ivolumab.
Patients will not continue treatment beyond 8 cycles, and there are no arrang e for
supply following the end of the trial.

%
&
&
3
3
%
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9.  ASSESSMENTS

Please also see Schedule of Events table in Appendix 2

9.1. Pre-registration Assessments

Registration will take place before, during or within 14 days of completi 2 firs cles of first
or second line salvage treatment (4 cycles if treated with brentuxi in). Patients must
give written informed consent before any trial specific screening ay be carried
out. The following assessments or procedures are required itability of patients
for the trial and must be carried out within 28 days prior to [ 2ss otherwise stated:

¢ Medical history
e Pregnancy test (serum or urine; women of childbea ithin 24 hours prior to
registration)

Following study registration, the tumour block from th
biopsy performed at time of relapse, or if unavailablg
be retrieved from the hospital’'s pathology archive
Leeds). See section 10.1 and the Laboratory Manug

ymphoma biopsy (preferably
rom their initial diagnosis) must
he central laboratory (HMDS,

9.2. Assessment of eligibility

Following first or second line salvage, th
for treatment with Nivolumab.

The following investigations will be i ithin 18 days of cycle 2 first or second line
brentuximab vedotin) +3 days:
e PET-CT scan (PETO; to I ] as per trial requirements on an approved scanner;

for details).
e Contrast enhanced . If feasible, this should be performed at the same

T. If performed at the same session, the ceCT scan should

The following investiga ried out up to 3-6 weeks after last administration of cycle
2 first or second line salvag erapy (cycle 4 if being treated with brentuximab vedotin) if
PET-CT was positi

°

e Clinical

e Weight

. ifferential (must be performed at least 3 weeks post completion of

LT/AST, total bilirubin, alkaline phosphatase, urea, creatinine, calcium,

ium, potassium, LDH, albumin, urate, glucose) (must be performed at

ost completion of salvage)

rance (calculated by Cockroft-Gault method)

autoimmune conditions (amylase, lipase, thyroid function tests,
adrenocorticotrophic hormone (ACTH))

e Electrocardiogram (ECG)

e Echocardiogram (if clinically indicated e.g. abnormalities on ECG)
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¢ Lung function test
e ECOG performance status
e Hepatitis B & C serology:
o hepatitis B surface antigen (HBsAQ)
hepatitis B surface antibody (HBsAb) — if standard locally
hepatitis B core antibody (HBcADb)
hepatitis B DNA (HBV DNA) IF hepatitis B core antibody positive
hepatitis C antibody or hepatitis C DNA (HCV DNA) (lo adard test to be

used)

The following investigation is to be carried out within 24 hours prior g ing eligibility for

treatment:
e Pregnancy test (serum or urine; women of childbearingg

treatment with nivolumab must not be started until eligibi [ satment has been

confirmed.

Week post first or

second line salvage

PET CT?

Other treatment

eligibility tests?

Notes

1 = PET CT to be performed 18 days after last administr.

2 = FBC and biochemistry must be performed at least

treatment (or cycle 4 of brentuximab vedotin) to allow ti
required within 24 hours prior to starting nivolumab.

O O O O

treatment +3 days
last administration of cycle 2 salvage
ery. For WOCBP, a pregnancy test is

9.3. Assessments prior tg ivolumab
The following investigations are to Q ithin 24 hours prior to starting Nivolumab:
e Pregnancy test (urine or seru /O
The following investigations 3 erformed within 3 days prior to starting Nivolumab:
Clinical examinatio [ umentation of baseline adverse events

e Full blood count wi
e Biochemistry (A ubin, alkaline phosphatase, urea, creatinine, calcium,
[ DH, albumin, urate, glucose) *

e Thyroid function test
e Test for autgimmune co ns (Amylase, lipase, ACTH)

and sent to the central laboratory at the Weatherall Institute
ford (see section 10.2 and Laboratory Manual for details)

a4 ANIMATE protocol 2.1 12.06.2018
Protocol Template version 7 25/Jul/2016




ANIMATE

9.4. Assessments during Treatment

During treatment the patient should be seen every 2 weeks and the foll ssessments
performed within 3 days prior to the start of each cycle:

¢ Clinical examination

e Full blood count with differential
Biochemistry (ALT/AST, total bilirubin, alkaline phosphatase
magnesium, sodium, potassium, LDH, albumin, urate, gluc

e Tests for autoimmune conditions (amylase, lipase, ACTH)
Cycles 3, 5 & 7: pregnancy test (urine or serum; WOCBP o

e Cycle 4 and cycle 7: Thyroid function tests (TSH &
TSH/Free T4 abnormal)

e Adverse event assessment

e, calcium,

be performed if

The following investigations must be carried out on the day administration:

e Oxygen saturation measured by pulse oximetry

Blood samples for translational research

¢ Blood samples are to be taken and sent to th atory at the Weatherall Institute
of Molecular Medicine, Oxford within 3 start of cycles 2, 4, 6 and 8, and
at the 1 month post-treatment visit ection, 10.2 and Laboratory Manual for more
details)

Scanning required after cycle 4

e PET-CT scan to be carried out 0
approved scanner, and ima
trial Imaging Manual for d

e 4, day 11-13 as per trial requirements on an
PET core lab for central review (PET4; see

e Contrast enhanced CT ¢
imaging session as the PE . ormed at the same session, the ceCT scan should
be performed after the lo

9.5. Assessmep pletion of Trial Treatment

For patients who i , trial treatment for any reason during cycles 1-3 of
nivolumab:

. [ performed as soon as possible after decision to stop trial

If a biopsy i med to confirm progressive disease, please send the block to HMDS, Leeds
(see section 10).
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For patients who withdraw from trial treatment for any reason during cycles 5-7:

e PET-CT scan to be carried out at least 11-13 days after last trial treat administration,
as per trial requirements on an approved scanner, and images sent to the core lab
for central review (see trial Imaging Manual for details).

e Lung function test (to be performed as soon as possible after dec
treatment, and before the next line of treatment begins)

For patients who complete all 8 cycles of trial treatment:

ents on an

e PET-CT scan to be carried out on cycle 8, day 11-13 as pe
; (PETS; see

approved scanner, and images sent to the PET core
trial Imaging Manual for details).

o Repeat lymph node biopsy (if patient is PET positive &
biopsy). Block to be sent to central laboratory (HMD
Manual for details)

e Lung function test (to be completed 10 days aft

sented for a repeat
10.1 and Laboratory

1ab administration £2 days)

9.6.1. Patients who are ineli ab

9.6. Assessments During Follow

Patients will be followed up for a minimum of Il efforts should be made by the Site to
contact the patient’'s GP to assess their con n, if a patient fails to attend a clinic or cannot be
followed up at site.

Patients will be seen as follows:

e 3 months after PETO scan (i
6 months after PETO scan
9 months after PETO scan
12 months after PETQ
Annually thereafter

or
performed at end of first or second line salvage)

The following investigation

e Full blood count with differential

e Biochemistry (ALT/AST, total bilirubin, alkaline phosphatase, urea, creatinine, calcium,
magnesium, sodium, potassium, LDH, albumin, urate, glucose)
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Tests for autoimmune conditions (amylase, lipase, ACTH)
Thyroid function tests (TSH & Free T4; Free T3 to be performed if
Adverse event assessment

Pregnancy test (urine or serum; WOCBP only)

Remission status assessment (investigations as per local policy) —

ee T4 abnormal)

Blood samples for translational research

e Blood samples are to be taken and sent to the central laboratome eatherall Institute
of Molecular Medicine, Oxford at the 1 month post-treatme post last dose
of nivolumab (£3 days); see section 10.2 and Laboratory > details)

The following tests will be performed at months 6, 9 and

Clinical examination

Full blood count with differential
Biochemistry (U&E, LFTS)
Remission status assessment (investigations as per

Assessment for late toxicity of nivolumab
g | b\ carried out:

In addition, at month 12 post treatment, the followi

e Lung function test

Follow up from year 2 post treatment onw,

¢ Remission status assessment (i
e Assessment for late toxicity of ni

ession urgent event form must be submitted within
.5.2 for more information).

s assessment (investigations as per local protocols)

late toxicity of nivolumab

e progressions must be reported as urgent events within 72 hours of
section 12.5 (Urgent Events))
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10. EXPLORATORY BIOLOGICAL STUDIES

Service (HMDS) in Leeds will be responsible for central
immunohistochemistry (IHC), gene expression profiing (GEP)
hybridisation (FISH) studies. The Weatherall Institute of
carrying out biomarker studies on blood samples using flow ¢
Glasgow Centre for Virus Research will perform TARC analysi

Sites must keep a record of all samples sent to central laborat
update the sample tracking website when samples are sent. Se€
details of how to track samples.

10.1. Formalin fixed paraffin embedde

Formalin fixed paraffin embedded (FFPE) tissue
hospitals. This will preferably be from a lymph n
of this material, the initial diagnostic sample wi
from an involved lymph node, or solid tumou
material is acceptable (e.g. bone marrow ith involvement by Hodgkin). The
block should be sent to HMDS, Leeds. Se anual for details of how to send and
log FFPE samples. The consent for labor tudies will either accompany the tissue sample
or a copy of the consent form will be faxed to
not occur until patient consent has beg [

DS, Leeds from the referring
aken at first relapse. In the absence
. It should preferably be a biopsy
absence of this, any diagnostic

In addition, an optional biopsy will I of any PET avid residuum after nivolumab
treatment. This will also be formalin fixe affin embedded and sent to HMDS, Leeds.

If, following trial treatment, a bi
sent to HMDS, Leeds.

aken to confirm disease progression, the block should be

3um sections of the tissue bl
markers will be asses
BCL-6, CD79, CD15 an
performed in most cases.

en and immunohistochemistry performed. A panel of
3Se including: CD30, IRF-4, PAX-5, CD20, CD3, OCT-2,
nostaining for PD1, PD-L1 and PD-L2 will also be

prepared for FISH studies. The FISH studies conducted will
alities as these have previously been reported to be highly
emer et al 2016). Probes will include CD274/PD-L1, PDCD1LG2/PD-
eed-Sternberg cells per slide will be reviewed and the FISH signals
ic, relative copy gain or amplified.

sing either or both of the HTG Immunopanel and the Affymetrix Human
Transcriptome which is a whole transcriptome array. These are two gene expression
platforms currently being used in HMDS with bioinformatic support from within HMDS and in
collaboration with the University of Leeds.
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Once analysis is complete, blocks can be returned to sites at their reque

10.2. Peripheral blood samples

Research peripheral blood samples will also be collected as follows:

Timepoint Sample required
Within 3 days prior to start of cycle 1 50ml peripheral bloog

Within 3 days prior to start of cycle 2

Within 3 days prior to start of cycle 4

Within 3 days prior to start of cycle 6

Within 3 days prior to start of cycle 8

1 month post treatment follow up visit

Samples should be sent by first class mail t
Molecular Medicine, Oxford. No processin
Samples taken on a Friday should be refrige
day. Please refer to the Laboratory M
samples.

is required at site prior to sending.
eekend and sent on the next working
etails of how to send and log blood

Immunophenotyping by multicolo ) d/or CyTOF (depending on cell recovery) will
be performed on the blood to ig e signhatures prior to, during, and after nivolumab

myeloid and T cell markers WI|| b€ . datients with circulating activated T cells, these will
be sorted and analysed fu encing of TCR will also be performed. Any leftover

patients have completed trial treatment, and all TARC analysis
. Any leftover material following this analysis will be stored in a
lly approved research, subject to patient consent.

The trial co rm will include provision for samples to be sent to, and stored at, the HMDS,
the Weatherall Institute of Molecular Medicine, Oxford and the MRC-University of Glasgow
Centre for Virus Research. The ethical approval of the trial will cover storage and processing of
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samples at the HMDS, the Weatherall Institute of Molecular Medicine, Oxford and the MRC-
University of Glasgow Centre for Virus Research in accordance with the pro

HMDS is a CPA accredited laboratory with UKAS accreditation to 1SO15189 st

UCL CTC will hold laboratory agreements with the HMDS, the Weatherall Ins
Medicine, Oxford and the MRC-University of Glasgow Centre for Virus Resear
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11. DATA MANAGEMENT AND DATA HANDLING

GUIDELINES
Data will be collected from sites on version controlled case report forms (C ' or the
trial and supplied by UCL CTC. Data must be accurately transcribed ontg trial CRFs/and must
be verifiable from source data at site. Examples of source documents are hospita ds which

include patient’s notes, laboratory and other clinical reports etc.

indicated on all material and any patient identifiers re prior to sending to
maintain confidentiality.

Please note that, for this trial, patients must consent to t
CTC. This is required in order to allow for follow up via nati here needed.

11.1. Completing Case Report Forms

All CRFs must be completed and signed by staff : on the site staff delegation log
and authorised by the PI to perform this duty. The ble for the accuracy of all data
reported in the CRF.

All entries must be clear, legible and written i
site must be made by drawing a single line
entry is not obscured. Each correction mus
used.

en. Any corrections made to a CRF at
orrect item ensuring that the previous
initialed. Correction fluid must not be

The use of abbreviations and acrony ould be avoided.

11.2. Missing Data

To avoid the need for unnecess es CRFs must be checked at site to ensure there
are no blank fields before sending A C (unless it is specifically stated that a field may be
left blank). When data are ause a measure has not been taken or test not
performed, enter “ND” for, . If an item was not required at the particular time the form
relates to, enter “NA” for e. When data are unknown enter the value “NK” (only use
if every effort has beengm

11.3. Timelin

CRFs must be and returned to UCL CTC as soon as possible after the relevant
visit and within i

be faxed/emailed to UCL CTC in real time

RF — to be faxed/emailed to UCL CTC in real time

—to be sent to UCL CTC within 2 weeks of the end of each cycle

ary CRF —to be sent to UCL CTC within 2 weeks of the decision to stop

the Treatment CRF for the last cycle given)

Fs —to be sent to UCL CTC within 4 weeks of the patient being seen

e SAE forms — to be faxed or emailed to UCL CTC within 24 hours of becoming aware of
the event

51 ANIMATE protocol 2.1 12.06.2018
Protocol Template version 7 25/Jul/2016




ANIMATE

e Pregnancy report forms —to be faxed or emailed to UCL CTC within 24
aware of the pregnancy

e Post-allogeneic transplant urgent event form — to be faxed or emailed to U
72 hours of becoming aware of the event

e Disease progression form — to be faxed or emailed to UCL CTC
becoming aware of confirmed disease progression

ours of becoming

TC within

e Death form — to be faxed or emailed to UCL CTC within 24 hours of be are of
the death.

o New treatment form - to be faxed or emailed to UCL CTC wi e Follow up
CRF.

e Transfer of care form — to be faxed or emailed to UC
of care to another site.

e Lost to follow up form - to be faxed or emailed to UCL _ in 1 month of becoming
aware that the patient is lost to follow up.

Sites that persistently do not return data within the required ti
recruiting further patients into the trial by UCL CTC and subjected
See section 14.2 ('For Cause’ On-Site Monitoring) for d

ause’ monitoring visit.

11.4. Data Queries

Data arriving at UCL CTC will be checked for legibi
including checks for missing or unusual values
data contact at site. Further guidance on how
be found on the Data Clarification Request f

Ss, accuracy and consistency,
ation Requests will be sent to the
ould respond to data queries can

comp

2
R
®0
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12. PHARMACOVIGILANCE

12.1. Definitions

The following definitions have been adapted from Directive 2001/20/EC, IC
Data Management: Definitions and Standards for Expedited Reporting” and

Adverse Event (AE)

necessarily have a causal relationship with a trial trea erefore be any
unfavourable and unintended sign (including an abnorma ding), symptom or
disease temporally associated with the use of a trial treatme or not related to that trial
treatment. See section 12.2.1 for AE reporting procedures

Adverse Reaction (AR)

All untoward and unintended responses to a trial tre ed to any dose administered. A
causal relationship between a trial treatment and vent is at least a reasonable
possibility, i.e. the relationship cannot be ruled out.

Serious Adverse Event (SAE) or Serious ers ction (SAR)
An adverse event or adverse reaction that se:

e Results in death

e s life threatening (the term “lif
at risk of death at the time of the
might have caused death if 4

tening” refers to an event in which the patient was
It does not refer to an event that hypothetically

result in death or hospitalisation but may jeopardise the

patient or may r. ion to prevent one of the other outcomes listed above)

See section 12.2.2 fi

sed by the local investigator or sponsor as causally related to one or more
trial treatment

e event is not consistent with the applicable reference safety information

See section or reporting procedures for these events.
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Adverse event of special interest (AESI)

An AE that is of particular interest to the Trial Management Group, even if it Q ide the
standard AE reporting timeframes for the ftrial. They are to be reported m,
regardless of their seriousness. The AEs of special interest for this trial are:

AESiIs to be reported as SAEs

e Autoimmune diarrhoea / colitis
Autoimmune pneumonitis
Autoimmune hepatitis
Autoimmune dermatitis
Immune related endocrinopathies
Autoimmune renal toxicity
Autoimmune neurological toxicity
Autoimmune uveitis
Potential drug induced liver injury (pDILI)
Overdoses (regardless of whether patient experi
Grade 3 or 4 infusion reactions to nivolumab

adverse events as a result)

See section 12.4 for reporting procedures for these eve
Urgent event
Urgent events for this trial are:

Grade 3/4 graft versus host disease e allogeneic transplant only)
Hyperacute graft versus host dise have allogeneic transplant only)
Steroid-responsive febrile syndrom ients who have allogeneic transplant only)
Disease progression
Death

See section 12.5 for reporting proce e events.
Overdose, trial treatment erro al exposure
Refer to section (1 for details g of these events. Additionally refer to section 12.4.3 for

12.2. Reporting
Adverse Event Te

listed in gy Criteria for Adverse Events (CTCAE) v5.0 should be used.
This is .

Severity grade

Severity grade of each adverse event must be determined by using CTCAE v5.0. This is available
online at:

http://evs.nci.nih.gov/ftpl/CTCAE/
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Causality
The relationship between the treatment and an adverse event will be asse

For AEs, the local PI or designee will assess whether the event is ca d to trial

treatment.
For SAEs, a review will also be carried out by the Sponsor’s delegate.
Causal relationship to each trial treatment must be determined as fol

¢ Related (reasonable possibility) to a trial treatment
¢ Not related (no reasonable possibility) to a trial treatment

UCL CTC will consider events evaluated as related to be adv

Responsibility for reporting safety events following tra
In the event of transfer between trial sites

UCL CTC must be informed if a patient’s care is trang |10’ another trial site (see section 15.4
— Transfer of Care). The trial site caring for the pa : e of awareness of AE, SAE,
AESI, Urgent Event onset or pregnancy is respo pleting and sending relevant
reports to UCL CTC. When the patient’s care is t e referring site must provide
sufficient information about the patient’s trial iGi ~a copy of the patient’'s completed
CRFs up to the date of transfer) to the new em to complete SAE reports.

In the event of transfer between a trial si rial site

sending AE, SAE, AESI Urgent Event
arged to the care of a non-trial site, the
Pl/study team at the trial site should e at they are sent regular updates on the patient’s
progress and notified of any admissions or icant medical developments (including relapses
and deaths), in order that the site; g responsibilities can be fulfilled.

The trial site will remain responsible for;
and pregnancy reports to UCL CTC. If

12.2.1. Reporting of Ad vents (AEs)

All adverse events that occ tart of nivolumab treatment and 3 months post last

aencement of next treatment for lymphoma (whichever is

The reporting period ha d as the patients are followed up at 1, 2, 3 months, then
moving to 3 monthly, ch le. It is anticipated that most patients will have proceeded
' e 3 month timepoint.

inition“of a Serious Adverse Event (SAE) or Adverse Event of
0 be reported to UCL CTC using the trial specific SAE Report.
eporting of Serious Adverse Events (SAEs)) and section 12.4
nterest). Adverse events meeting the definition of an Urgent Event
on an Urgent Event form (also refer to section 12.5 Urgent Events).

do not qualify as adverse events unless they worsen.

All SAEs that occur between the start of nivolumab treatment and 5 months post last nivolumab
administration or commencement of next treatment for lymphoma (whichever is earlier), including
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stem cell transplant (or after this date if the site investigator feels the event is related to

nivolumab) must be submitted to UCL CTC.

worse) toxicity profile compared to nivolumab. The different reporting require
(see section 12.4 below) allows for continued reporting of important nivolu

SAEs must be reported by fax or email within 24 hours of observin [ f the event,
using the trial specific SAE Report. All sections on the SAEReport leted. If the
event is not being reported within 24 hours to UCL CTC i at led to this
must be detailed in the SAE Report to avoid unnecessary querie

The following AESIs must be reported on the SAE report form

e Autoimmune diarrhoea / colitis

e Autoimmune pneumonitis

e Autoimmune hepatitis

e Autoimmune dermatitis

¢ Immune related endocrinopathies

e Autoimmune renal toxicity

e Autoimmune neurological toxicity

e Autoimmune uveitis

e Potential drug induced liver injury (pDIL

e Overdoses (regardless of whether the i experiences any adverse events as a
result)

e Grade 3 or 4 infusion reactions to nivelumab

See section 12.4 for further information.

To summarise, the SAE reporting requ )r non-autoummune events, based subsequent
treatment, are as follows (see details of reporting windows for autoimmune
events):

Next Planned Treatment dow for non-autoimmune SAEs

No treatment administration of nivoumab until 5 months post last

al treatment.

e patient relapses and starts new treatment within 5
ter completing nivolumab, SAEs will no longer be

Further che om first administration of nivoumab until 5 months post last
ose of trial treatment or first administration of next line of
chemotherapy, whichever is sooner.

From first administration of nivoumab until 5 months post last
dose of trial treatment or first adminsitration of pre-transplant
chemotherapy, whichever is sooner.

Allogeneic stem cell From first administration of nivoumab until 5 months post last
transplant dose of trial treatment or commencement of transplant
conditioning, whichever is sooner.
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Exemptions from SAE Report submission

For this trial, the following events are exempt from requiring submission on
must be recorded in the relevant sections of the trial CRFs:

Report, but

e Events that occur more than 5 months post last trial treatment ad 5 ess:
o considered to be a late effect of the trial treatment
o itis a pregnancy related event (see section 12.8)

e Events that occur after the commencement of further treat mphoma unless:
o An autoimmune event classed as an AESI 4)

red related to the
cause are Urgent Events

e Disease progression (including disease related deatf
trial treatment). N.B. disease progression and deaths
— see section 12.5)

e The following post-allogeneic transplant toxicities, be reported as urgent

events (see section 12.5):
o Grade 3/4 graft-vs-host disease (patieAtsw ave allogeneic transplant only)
o Hyperacute graft-vs-host disease (p: ve allogeneic transplant only)

o non-infectious febrile episodes rec
responsive febrile syndrome; patients v allogeneic transplant only)

o Sinusoidal obstruction syndr veno-occlusive disease (patients who have
allogeneic transplant only)

Please note that hospitalisation for elective treatm luding further treatment for lymphoma),
palliative care, for logistical or socio-e ic reasons does not qualify as an SAE.

Completed SAE Repo St beyfaxed or emailed to UCL CTC within 24
hour

SAE Follow-Up Re
All SAEs will be follow

Sites must ens
changes or a n
event j i

ion and until there are no further queries.

d relevant information is provided promptly. If the event term
ded, the causality must be re-assessed by an Investigator. If the
thin 24 hours to UCL CTC, the circumstances that led to this must
Report to avoid unnecessary queries.
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Adverse Event Reporting Flowchart

Adverse Event

Was the
event an AESI? (as
stated in section 12.4 of the
protocol)

—Yes

Was the
event serious?

Was the
event within the
{_ SAE reporting
riod? Urgent Event
reporting
period?

l

Complete Urgent
Event Form and send to
UCL CTC (as stated in
section 12.5 of the

Was the
event within the ANo
AESI reporting
period?

protocol)
2y Was the
requiring sub event witmn the
on a SAE rept AE reporting No
Vo5 ction Y perﬂ:a?w
No further
processing
required
Complete CRF
——AND—————> (to be submitted at time point
stated in protocol)
Sl, SAE and Urgent Events reporting periods differs.
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SAE Processing at UCL CTC

On receipt of the SAE Report, UCL CTC will check for legibility, complete
consistency. Expectedness will be evaluated, to determine whether or not th

, accuracy and
gualifies for

SAE and to perform an evaluation of causality on behalf of UCL CTC. If UCL €
expectedness difficult to determine, the CI, or their delegate, will be cg

12.3. SUSARs

If the event is evaluated as a Suspected Unexpected Seriot eaction (SUSAR), UCL
CTC will submit a report to the MHRA within the required time

Wherever possible, evaluations of causal relationshij
reviewer will be reported.

UCL CTC will submit all SUSAR reports relating t umab to Bristol-Myers Squibb (BMS)
according to the timelines outlined in the agree th CL and BMS.

site and the Sponsor’s clinical

Informing Sites of SUSARs

UCL CTC will inform all Pls of any SU n the trial. Pls will receive a quarterly
line listing which must be processed a [

12.4. Adverse events of est
All AESIs must be submitted to
using the trial specific SAE Re
event is not being reported wit
that led to this must be detailechi

ax or email within the timeframes outlined below,
s on the SAE Report must be completed. If the
ired timeframe to UCL CTC, the circumstances
eport to avoid unnecessary queries.

elating to AESIs in patients who have received Nivolumab
to BMS according to the ' ned in the agreement between UCL and BMS.

12.4.1. Autoim e to Nivolumab

of special interest for Nivolumab must be reported on the
est form within 24 hours of confirmed diagnosis.

s of special interest for Nivolumab must be reported on an SAE report
f confirmed diagnosis. Please note that any signs and symptoms should
rits and reported as AES/SAEs as applicable pending confirmation of

orting requirements for autoimmune events based the treatment arm are
as follows: ( note that the reporting window for autoimmune events differs to those for non-
autoimmune SAEs; see section 12.2.2 for details).
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Next Treatment Reporting window for autoimmune toxicity
No treatment or further From first administration of nivoumab until 5 mont
chemotherapy of trial treatment (or after this date if the investigatc

related to nivolumab).

Autologous stem cell transplant | From first administration of nivoumab until
trial treatment (or after this date if the inve,
related to nivolumab).

Allogeneic stem cell transplant | From first administration of nivoume i pst last dose of

related to nivolumab).

Please note that colitis, dermatiti
transplant day 0 should be reported ) sus-host disease in

the first instance unless other oe of autoimmune origin
(see section 12.5 (Urgent detalls of reporting graft-versus-
host disease).

the CTC on an SAE report
phoma within the 5 months

Please note that confirmed autoimmune events must b
form even if the patient has received further treat
after completing nivolumab.

Events will be collected as follows:

Description

Event See section 8.5
definitions

Form required Timeframe

SAE report Within 24 hours of
confirmed diagnosis

Autoimmune
diarrhoea / colitis

Autoimmune SAE report Within 24 hours of
uveitis confirmed diagnosis
Autoimmune SAE report Within 24 hours of
pneumonitis confirmed diagnosis
Autoimmune SAE report Within 24 hours of
hepatitis confirmed diagnosis

worsening rash where SAE report Within 24 hours of
toimmune causes have confirmed diagnosis

Immune related ew or worsening asymptomatic SAE report Within 24 hours of
endocrinopathy or symptomatic endocrine confirmed diagnosis
disfunction
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Autoimmune renal

Raised creatinine unless due to SAE report ithin 24 hours of

toxicity nephrotoxicity of concomitant med diagnosis
medications or outflow tract
obstruction
Autoimmune New or worsening radiographic SAE report
neurological changes or neurological agnosis
toxicity symptoms

Cases of autoimmune toxicity must be reported on

SAE report by fax or e
Fax: 0207 679 9861
Email: ctc.animate@ucl.a

12.4.2 Potential Drug Induced Liver Injury (pDILI)

All occurrences of potential DILIs, meeting the definéd : low, must be reported as
SAEs.

Potential drug induced liver injuries should be reported first administration of
nivolumab until five months post-treatment ( is date If the investigator feels the event is

related to nivolumab).

Event

Description m required Timeframe

(pDILI)

Potential drug
induced liver injury

AST or ALT >3 x U
and

Total bilirubi
initial finding
(elevated se
phosphatase)

SAE report Within 24 hours of
diagnosis
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Cases of pDILI must be reported on the trial-specific
SAE report by fax or email:
Fax: 0207 679 9861
Email: ctc.animate@ucl.ac.uk

12.4.3. Overdoses

Any overdoses of nivolumab, must be reported as both an SAE and a in 24 hours
of the overdose occurring, regardless of whether the patient experienc adverse events
as a result of the overdose. Examples of potential overdoses are listed in

there is uncertainty about whether a patient has been overdo e ANIMATE

study team to discuss (ctc.animate @ucl.ac.uk).

Any adverse events occurring in patients who have received a
as serious events within the SAE report.

Event Examples Timeframe

Overdose e Administration of a nivolumab
dose in excess of 240mg at
any individual dosing episode

Within 24 hours of
overdose occurring

e Administration of a cumul
nivolumab dose in exces
1920mg (240mg x 8 dose

Overdoses must be repor.

y sending both the trial-specific

Infusion reactions should b
treatment.

See next page for reportin
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Event Definition Form required

Grade 3 or 4 As per CTCAE V5 infusion related |e  SAE report
infusion reaction to | reaction:

nivolumab e Grade 3: Prolonged (e.g. not

rapidly responsive to
symptomatic medication
and/or brief interruption of
infusion); recurrence of
symptoms following initial
improvement; hospitalisation
indicated for clinical sequelae

e Grade 4: Life threatening
consequences; urgent
intervention indicated

Grade 3 or 4 infusion reactions must n the trial-specific
SAE report by fa
Fax: 0207 679

Email: ctc.ani

12.5. Urgent events

12.5.1. Post-allogeneic trans

The following urgent events for Nivolumab
form within 72 hours of becomi
transplant day 0 and day 100 p
transplant following nivolumab.

e event if they occur at any time between
in patients who receive an allogeneic stem cell

Event Form required | Timeframe
Grade 3 — 4 graft ersus host disease | Post-allogeneic | Within 72 hours of
versus host : transplant becoming aware of
disease ia (see Appendix 5) urgent event event
form
D of any grade occurring Post-allogeneic | Within 72 hours of
days after stem cell infusion, | transplant becoming aware of
r to neutrophil engraftment urgent event event
aliba et al 2007) form
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Post-allogeneic
transplant
urgent event
form

Non-infectious Ste_roid responsive febrile_ syndr(_)me is
febrile episodes defined as 3 of the following major
o i criteria or 2 major and =1 minor
requiring steroid criteria:
therapy Major criteria
(including steroid- e Non-infectious fever
responsive febrile e Rash covering >25% of body
syndrome) surface area
e Non-cardiac pulmonary
oedema
Minor criteria
e Bilirubin >17.1 ymol/L
e Weight gain >2.5% above
baseline
e AST>2xULN
e Creatinine >2 x baseline
Typically occurring within 96 hours of
neutrophil engraftment and
responsive to corticosteroids (Spitzer
2001)
Any non-infectious febrile episodes
treated with steroids, occurring within
42 days post-transplant should
reported, even if the above crj
a diagnosis of steroid-respo
febrile syndrome are not me
Sinusoidal 2 of the following criteria
obstruction within 20 days after ste
syndrome (veno- .
occlusive disease) .

Within 72 hours of
becoming aware of
event

ost-allogeneic
transplant
urgent event
form

Event Form required | Timeframe

Disease Disease Within 72 hours of

progression progression becoming aware of
form confirmed

progression

The following event

relevant Urgent

be reported within 24 hours of becoming aware of the event on the
orm if it occurs at any time during the trial:

Event

Description

Form required | Timeframe
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ithin 24 hours of
ing aware of

Death Death from any cause Death form

Where the cause of death meets the criteria for an SAE (see section 12
report must also be submitted.

All Urgent Events must be reported on the the
Urgent Event Form by fax or email:

Fax: 0207 679 9861

Email: ctc.animate@ucl,

c.uk

12.6. Expedited Safety Reports (ESR)

BMS may report other important findings as an Expedit eport (ESR), including:
increased frequency of a clinically significant expectedsS onsidered associated with
study procedures that could modify the conduct of thg's aclkyof efficacy that poses significant
hazard to study subjects, clinically significant safé om a nonclinical (e.g. animal)
study, important safety recommendations from a st itoring committee, or Sponsor
decision to ed or temporarily halt a clinical study for

UCL CTC will forward ESRs received from Sto . These must be processed by sites in
the same way as SUSARS according to localire ments, and filed with the IB.

12.7. Safety Monitoring

Trial Management Group (TMG) and the

UCL CTC will provide safety information
f n a periodic basis for review.

trial, the CI or TMG will be‘eensulted for their opinion, and if necessary the issue will be referred
to the IDMC.

12.8. Preg

omes pregnant between the start of trial treatment and 6 months after last
ration or the female partner of a male trial patient becomes pregnant
| treatment and 8 months after last trial treatment administration, the site
cific Pregnancy Report to UCL CTC by fax or email within 24 hours of

The site must request consent from the pregnant trial patient or female partner of a male patient
to report further information regarding a pregnancy.

65 ANIMATE protocol 2.1 12.06.2018
Protocol Template version 7 25/Jul/2016




ANIMATE

e For female patients, consent for pregnancy monitoring will be sought at study entry, using
the trial Patient Information Sheet and Informed Consent Form

e For female partners of male patients: the trial specific Pregnancy Monitg grmation
Sheet and Informed Consent Form for partners of study patients will be ~
of a pregnancy.

If consent is not given, the initial notification that a pregnancy has occurred
UCL CTC, and an anonymised copy will be forwarded to BMS, however ne
taken on the information detailed in the report.

All preghancies must be reported by faxing or emailing &
Pregnhancy Report to UCL CTC within 24 hours comi
pregnancy
Fax: 020 7679 9861
Email: ctc.animate@ucl.ac.

Pregnancy Follow-Up Reports

For pregnant patients or partners who consent, their preg must be followed -up until an
()
L)

outcome is determined. Follow-up Pregnancy Reports
email within 24 hours of learning of the outcome. Re

possible relationship of each trial treatment to the pregne e.

SAEs during pregnancy
ing the trial specific SAE Report,

O
Any SAE occurring in a pregnant patient must orte
according to SAE reporting procedures. R to sectj .2.2 (Reporting of Serious Adverse
Events (SAEs)) for details.
Pregnancy Report processing at U

UCL CTC will submit a report to th anththe REC if the pregnancy outcome meets the

definition of a SUSAR. Refer to sec (SUSARSs) for details.

UCL CTC will submit all pregnancy r erning exposure to Nivolumab to Bristol-Myers
[ in

Squibb according to the time the agreement between UCL and Bristol-Myers
Squibb.

12.9. Development ate Reports (DSURS)

Safety data obtained from ' included in DSURs that UCL CTC will submit to the

ers Squibb with DSURs that include information regarding
Nivoluma
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ACHES

13. INCIDENT REPORTING AND SERIOUS B

13.1. Incident Reporting
Organisations must notify UCL CTC of all deviations from the protocol or ately. An

Incident form) is acceptable where already completed.

If site staff are unsure whether a certain occurrence constitutes a
GCP, the UCL CTC trial team can be contacted immediately to dis

UCL CTC will use an organisation’s history of non-co : isions on future
collaborations.

UCL CTC will assess all incidents to see if they meet the d f ious breach.

13.2. Serious Breaches

onditions or principles of Good
Ps) which is likely to affect to

A “serious breach” is defined as a breach of the prot
Clinical Practice (or equivalent standards for cond
a significant degree the safety or physical or mental
value of the research.

P and/or the protocol, including failure
e, may be deemed a serious breach.

Systematic or persistent non-compliance by
to report SAEs occurring on trial within the s

In cases where a serious breach has b
within 7 calendar days of becoming a

Sites must have written procedures fo ifying the sponsor of serious breaches (MHRA

Guidance on the Notification of Seri ea

Q
(.00
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14. TRIAL MONITORING AND OVERSIGHT

Participating sites and Pls must agree to allow trial-related on-site monitoring
and regulatory inspections by providing direct access to source data/docun
Patients are informed of this in the patient information sheet and are asked
medical notes being reviewed by appropriate individuals on the consent form.

or audits
ired.

UCL CTC will determine the appropriate level and nature of monitoring regui al. Risk
will be assessed on an ongoing basis and adjustments made accordin

14.1. Central Monitoring

ill be checked for
consistency and completeness. Also refer to sections 4.2.2 (§ entation) and 6.1

(Screening Log).

of the criteria listed on the registration form will be und appropriately trained UCL
stration).

Details relating to the informed consent process will be c@ he registration form and are
subject to review by UCL CTC as part of patient eligiBility.

Copies of completed drug accountability logs
Sites will be required to submit logs in accorda

Data received at UCL CTC will be subje iewmin® accordance with section 11.4 (Data
Queries).

Sites will be requested to conduct quality checks of documentation held within the
Investigator Site File and Pharmacy S uency detailed in the trial monitoring plan.

this purpose.

Where central monitoring of data and
may have been placed at risk ose has been administered, or data indicate that
following an adverse reaction), the matter will be raised

urgently with site staff and eScalated as appropriate (refer to section 13 (Incident Reporting and

14.2. ’For Cause ite M@mitoring

On-site monitorin
compliance i

scheduled where there is evidence or suspicion of non-
t aspect(s) of the trial protocol/GCP requirements. Sites will be
the reason(s) for the visit and confirming when it will take place.
The let il i list of the documents that are to be reviewed, interviews that will be
tions of the facilities and who will be performing the visit.

t, the Trial Monitor/Trial Coordinator will provide a follow up email to
deficiencies, co s, actions taken and/or actions required. The Pl at each site will be

responsible for ensuring that monitoring findings are addressed in a timely manner, and by the
deadline specified.
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UCL CTC will assess whether it is appropriate for the site to continue participation in the trial and
whether the incident(s) constitute a serious breach. Refer to section 13 ident Reporting and
Serious Breaches) for details.

14.3. Oversight Committees

14.3.1. Trial Management Group (TMG)

The TMG will include the Chief Investigator, clinicians and experts pecialities and

overseeing the

trial. The group will meet regularly (approximately quarté ates to PlIs (via
newsletters or at Investigator meetings) and to the NCRI Ly tudies Group

The TMG will review substantial amendments to the protocgl pri submission to the REC and
MHRA. All PIs will be kept informed of substantial a rough their nominated

responsible individual and are responsible for their prompt

TMG members will be required to sign a TMG Ch describes the committee’s

nflicts of interest to be declared.

e trial. The TSC will review the
mmittee and, on consideration of this
tions for the trial as necessary. The

The role of the TSC is to provide overall
recommendations of the Independent Data
information, recommend any appropriate
TSC acts on behalf of the funder and th

TSC members will be required to rter, which describes the committee’s

flicts of interest to be declared.

Meetings of the Committee will b
necessary to address any issues:.
premature closure of the tgi

IDMC members will be 5ign a IDMC Charter, which describes the committee’s
responsibilities and reqv ential conflicts of interest to be declared.

St once per year to review interim analyses, or as
C is advisory to the TSC and can recommend

day to day coordination and management of the trial and
will act as cust generated in the trial (on behalf of UCL). UCL CTC is responsible
i acovigilance which are conducted in accordance with section 12
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15. WITHDRAWAL OF PATIENTS

In consenting to the trial, patients are consenting to trial treatment, assessme
biological samples, follow-up and data collection.

ction of

15.1. Discontinuation of Trial Treatment

patient’s best interests, but the reasons for doing so must be recorded el pati notes and
on the relevant Case Report Form(s). Reasons for discontinui i

e Disease progression whilst on therapy
e Unacceptable toxicity

e Intercurrent iliness which prevents further treatment
e Patient decision not to continue with trial treatment

u discontinuation of treatment in
res
fe t fails to use adequate birth

ses of follow-up and data analysis

¢ Any alterations in the patient’s condition which j
the site investigator’s opinion

¢ Non-compliance with the trial treatment and/or

e |f a female patient becomes preghant or m
control (for patients of childbearing pote

In these cases patients will remain within the tri
unless they explicitly withdraw consent.

reatment, sites should explain the
iling this of allowing routine follow-up data to be
ected data to be used. If the patient gives a

If a patient expresses their wish to wit
importance of remaining on trial follow-up;
used for trial purposes and for allowing existi
reason for their withdrawal, this shoul

15.2. Future Data Collect

contribute further data to the trial their decision

If a patient explicitly states the
4 of essential safety data, and recorded on the relevant

If a pati t a site every effort should be made to contact the patient’s GP to
' atient’s status.

(Wales) or the | n Services Division (Scotland).
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15.4. Transfer of Care

For patients moving from the area, every effort should be made for the patie
at another participating trial site, and for this new site to take over respon
trial visits and data collection going forward.

followed up

The process for transferring care to another participating site is as follows:
o Liase with the proposed new site and obtain written confir
take over follow up duties for the patient.
e Complete a Centre Transfer Form (provided as part of the ds to UCL CTC.
o CRFs relating to visits up to the point of transfer. lete d submitted to
UCL CTC.
o Provide the new site with copy of the patient’s comple

they are willing to

p until the point of transfer.
The original site remains responsible for submitting all da e date of transfer, and
for resolving any data queries relating to those data. The site e patient is transferred
will be responsible for completing CRFs pertaining to visi date of transfer only.

C study team upon request.

If the patient cannot be transferred to another partici i e site that registered them into

15.5. Loss of Capacity

ill be withdrawn from trial treatment, but
of safety data.

If a patient loses capacity during trial
will remain on trial for follow up and co

If a patient loses capacity after co ing t
follow up only.

Q
(.00

atment, they will remain on trial for survival
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16. TRIAL CLOSURE

16.1. End of Trial

For regulatory purposes the end of the trial will be when the last patient comple ears of

Ethics Committee, as required.

Following this, UCL CTC will advise sites on the procedure for closi
notify HMDS and the Weatherall Institute of Molecular Medicine, Oxfo

Once the end of trial has been declared, no more prospecti
sites must co-operate with any data queries regarding existin allow for analysis and
publication of results.

16.2. Archiving of Trial Documentation

d trial related documentation
will then be made. It is the
elating to the trial held at site
trial, and in accordance with

At the end of the trial, UCL CTC will archive securely all
for a minimum of 25 years. Arrangements for confiden
responsibility of Pls to ensure data and all essential d¢
are retained securely for a minimum of 25 years after the'e
national legislation.

Essential documents are those which enable b
data produced to be evaluated and show whet
and all applicable regulatory requirements.

UCL CTC will notify sites when trial doc
documents must continue to be available for

t t of the trial and the quality of the

site gomplied with the principles of GCP

tion held at sites may be archived. All archived
tion by appropriate authorities upon request.

16.3. Early Discontinuatig

The trial may be stopped before j
recommendation of the TSC or : pbe informed by UCL CTC in writing of the reasons
for early closure and the actiofis en with regards the treatment and follow up of patients.
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17. QUALITY ASSURANCE

PET QA and central review for this study is being undertaken by the UK PE ab at St.
Thomas’ Hospital, London.

Please refer to the trial Imaging Manual for more details.

%
&
&
3
S
%
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18. STATISTICS

18.1. Sample Size Calculation

Assuming that the overall response rate (ORR) will be around 60% (a conser

based on ORRs of 65-87%; Moskowitz et al. Blood 2014b, Armand et al., 2015 al.
2016), but to rule out a rate <40% (i.e. BV given pre ASCT; Zinzani et a

A’hern design with 80% power and a one-sided alpha of 0.1 we requireg We hope to
see at least 16 responses (CR or PR).

We assume that 25-40% will be PET positive following first lin€ to treat 30

patients we will need to register 75-120. We will also replace an
starting nivolumab or who is found to be ineligible after starting
be excluded from all analyses of the nivolumab treated cohort
primary endpoint), but will be included in analyses of the total i.e. all patients registered)
if appropriate i.e. if the patients were eligible at this point.

Sample size was calculated using “Sample size tables al studies” software.

18.2. Statistical analysis

18.2.1. Analysis of main endpoint

The primary endpoint is the ORR i.e. the pr
response (PMR and CMR compared to en
PETO) after either 4 (PET4) or 8 cycles (
confidence intervals.

d line salvage treatment scan;
This will be presented as a proportion with 80%

Any patient without a response sca
(i.e. the denominator will be all eligi
analysis may also be conducted ex

treated patients). However, a secondary
ient who drops out before the first response
or death from disease.

Analysis of the primary endp i place after all patients have finished nivolumab
treatment and response daita

18.2.2. Analysi endpoints and secondary analyses

d from the date of the PET scan after first or second line salvage
date of progression or death (whichever comes first). Patients who
ree will be censored at the date last seen.

Overall survival (O
OS time will be red from the date of the PET scan after first or second line salvage
treatment (PETO) until the date of death. Patients who are alive will be censored at the date last
seen.
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Analysis of PFS and OS will take place once we have 1 year follow-up for all patients. Kaplan
Meier survival analyses will be used for both.

Subgroup analyses will be performed for responders and non-responders i."do patients with a
PMR do worse than those with a CMR after nivolumab treatment. Kaplan Mei
analysis and Cox regression may be used, although this will be dependent
patients with a response and the numbers of events.

PFS and OS will also be analysed by further treatment i.e. did the g
allograft or autograft, though we acknowledge that numbers will be
be descriptive.

CMR/PMR rates
Proportions of patients achieving CMR and PMR will also b

Adverse events:
Analysis will focus on grade 3/4 adverse events. The wg per patient will be
shown for each event type.

AESIs will be reported in more detail, with autoimmune eve any grade presented. All
analysis will be descriptive.

Transplant related mortality and the rate of s lications of allo SCT will presented,

Other analyses:
The association between pre-nivolum meters and response to nivolumab will
Il mostly descriptive statistics will be used i.e.

numbers and percentages will be presente ary/categorical data and means and

IDMC) will review all trial data yearly and can suggest stopping the trial
ns about safety or efficacy. Trial Management Group (TMG) meetings
ely every 3-6 months and the committee will review safety data including

full SAE listi
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laws and statutes, as amended from time to time, applicable to the performa
including, but not limited to:

e the principles of ICH Harmonised Tripartite Guideline for Good Clinical Pre
in Schedule 1 (Conditions and Principles of Good Clinical Practi he Protection
of Clinical Trial Subjects) of the Medicines for Human Use (C [ Regulations
2004 and the GCP Directive 2005/28/EC, as set out in SI 2006

e Human Rights Act 1998

e Data Protection Act 1998

e Freedom of Information Act 2000
e Human Tissue Act 2004

e Medicines Act 1968

¢ Medicines for Human Use (Clinical Trials) UK Re
amendments

2004/1031, and subsequent
¢ Good Manufacturing Practice

e the UK Policy Framework for Health and ial
Research Authority
Where applicable, UCL CTC and sites will wark dsi
Regulation EU/536/2014. &

earch, issued by the Health

mentation of the EU Clinical trials

19.1. Ethical Approval

The trial will be conducted in acca
Helsinki entitled ‘Ethical Principles
version) and in accordance with the

Medical Research Involving Human Subjects’ (1996

@ itiithe World Medical Association Declaration of
a ditions of the ethical approval given to the trial.

The trial has received a favo > rom the London — South East Research Ethics
Committee (REC) and Healthi Resea Authority (HRA) approval for conduct in the UK.

UCL CTC will submit Ann ogress Reports to the REC, commencing one year from the date

proved trial sites in accordance with the trial protocol and the
by the MHRA.

Evidence of ass t of capability and capacity by the Trust/Health Board R&D for a trial site
must be provided to UCL CTC. Sites will only be activated when all necessary local approvals
for the trial have been obtained.
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19.4. Protocol Amendments

UCL CTC will be responsible for gaining ethical and regulatory approval,
amendments made to the protocol and other trial-related documents. Once
will ensure that all amended documents are distributed to sites as approp

apropriate, for

Site staff will be responsible for acknowledging receipt of documents and menting all
amendments promptly.

19.5. Patient Confidentiality & Data Protection

Patient identifiable data, including initials, date of birth and
required for the registration process and will be provided tQ
patient confidentiality and will not disclose or reproduce a
be identified. Data will be stored in a secure manner a

quivalent) will be
. UCL CTC will preserve

By which patients could
ials are registered in
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20. SPONSORSHIP AND INDEMNITY
20.1. Sponsor Details
Sponsor Name:  University College London

Address: Joint Research Office

Gower Street

London

WCI1E 6BT
Contact: Director of Research Support
Tel: 020 3447 9995/2178 (unit admin)
Fax: 020 3447 9937

20.2. Indemnity

University College London holds insurance against clai icipants for injury caused by
their participation in the clinical trial. Participants claim compensation if they can
prove that UCL has been negligent. However, a ial is being carried out in a hospital,
the hospital continues to have a duty of care ant of the clinical trial. University
College London does not accept liability f he hospital’'s duty of care, or any
negligence on the part of hospital employe hether the hospital is an NHS Trust
or otherwise.

Participants may also be able to claim ion for injury caused by participation in this
clinical trial without the need to pro : the part of University College London or
another party. Participants who sust Y wish to make a claim for compensation should
be advised to do so in writing in the firs nce to the Chief Investigator, who will pass the claim
to the Sponsor’s Insurers, via the Sp [

Hospitals selected to participa
cover for harm caused by the
shall be provided to Universi

al trial shall provide clinical negligence insurance
and a copy of the relevant insurance policy or summary
don, upon request.
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21. FUNDING
Bristol-Myers Squibb are supporting the central coordination of the trial th UCL CTC,
translational research at HMDS and the Weatherall Institute of Molecular | ord, and

supplying Nivolumab free of charge for use in the trial.
Research costs will be reimbursed to sites as per the finance section of the

3
&
&
3
3
%
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22. PUBLICATION POLICY

coordinator and trial statistician, and Pls at sites that make a significant cont
recruitment.

Abstracts and papers will be reviewed by BMS prior to submission
requirements of the Trial Drug Supply Agreement.

The Clinicaltrials.gov number of the trial and the funder refe
publications.

Central laboratories and the PET core laboratory may not publi
patients without prior written permission from the TMG.

pertaining to ANIMATE

Sites may not publish any data pertaining to ANIMATE patient
from the TMG.

Data generated from the ANIMATE trial will be the prop

pFIor written permission

as Trial Sponsor.
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AlloSCT Allogeneic stem cell transplant
ALP Alkaline phosphatase

ALT Alanine transaminase

ANC Absolute neutrophil count

AR Adverse reaction

APPENDIX 1: ABBREVIATIONS
ACTH Adrenocorticotropic hormone
ADL Activities of daily living
AE Adverse event
AESI Adverse event of special interest

ARSAC Administration of Radioactive Substances ommittee
ASCT Autologous stem cell transplant
AST Aspartate aminotransferase
BEAM Carmustine, etoposide, cytarabine, melph
BID Twice a day
BM Boehringer-Mannheim test (glucos
BMS Bristol-Myers Squibb
BSA Body surface area
BV Brentuximab vedotin
CCL-17 Chemokine (C-C maotif) ligan
CHI Community Health Index
cHL Classical Hodgkin lympho
ceCT Contrast enhanced co tomagraphy
Cl Chief Investigator
CMR Complete metabolic nse
CPA Clinical Pathology Acc ion
CR Complete response
CRF Case report form
CT Computerised
CTA Clinical trial au
CTAC CT-based attent
CTCAE Common Tekmi C eria for Adverse Events
CTSA Clinical Frig
CyTOF
DHAP ‘
DICOM igital i ommunications in medicine
DRL i
Etoposide, methylprednisolone, cytarabine, cisplatin
EudraCT opean Clinical Trials Database
FBC ull blood count
FDG 18F-Fluorodeoxyglucose
FDG-PET Fluorodeoxyglucose positron emission tomography
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FF2F
FFPE
FISH
FTP

FU
G-CSF
GDP
GEP
GFR
GVHD
Hb
HBCADb
HBsADb
HBsAg
HBYV DNA
HCV Ab
HCV DNA
HCG

HIV

HL
HMDS
HRA

B

ICE

ICH GCP
IDMC
IGEV
IHC

IMP
IPEM

IR
ISRCTN
IUD

IUS

v

LDH

LFT

LLN
MHRA
MRC
MRI
NCRI
NHS
NMR
ORR

Freedom from second failure
Formalin-fixed paraffin embedded
Fluorescent in-situ hybridisation

File transfer protocol

Follow up

Granulocyte colony stimulating factor
Gemcitabine, dexamethasone, cisplatin
Gene expression profiling

Glomerular filtration rate
Graft-versus-host disease
Haemoglobin

Hepatitis B core antibody

Hepatitis B surface antibody

Hepatitis B surface antigen

Hepatitis B virus deoxyribonucleic acid
Hepatitis C virus antibody

Hepatitis C virus deoxyribonucleic acid
Human chorionic gonadotrophin
Human immunodeficiency virus
Hodgkin lymphoma

Haematological Malignancy Diagnosti ice

Health Research Authority
Investigator’s Brochure
Ifosfamide, carboplatin, etopo
International Conference of H
Independent Data Monitorj
Ifosfamide, gemcitabine,
Immunohistochemistry
Investigational medicinal pro
Institute of Physics a i

International Stanc @
Intra-uterine device

Lactate de
Liver functi

med cell death protein 1

PD-L1 ammed death ligand 1
PD-L2 Programmed death ligand 2
PET Positron emission tomography
PFS Progression free survival
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P
PMD
PML
PMR
PO

PR

QC
REC
RIC
ROI
RIR
RS

RT
SAE
SAR
ScT
SPC
SUSAR
Suv
TARC
TCR
TRM
TSH
TMF
™G
TSC
UCL CTC
U&E
UKAS
ULN
WOCBP

Principal Investigator

Progressive metabolic disease
Progressive multifocal leucoencephalopathy

Partial metabolic response
By mouth

Partial response

Quiality control

Research Ethics Committee

Reduced intensity conditio
Region of interest
Relapsed/refractory
Reed-Sternberg cell
Radiotherapy

Serious adverse event
Serious adverse reaction
Stem cell transplant

Summary of Product Characteristics
Suspected unexpected serious ad
Standardised uptake value

Thymus and activation-regulated

T cell receptor

Treatment-related mortality
Thyroid-stimulating hormon

Trial Master File
Trial Management Group
Trial Steering Committ
CR UK and UCL Can

ned

Vi tion
he

(%

>y
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APPENDIX 2: QUICK REFERENCE GUIDE TO PATIENT

Appendix 2.1 Patients who receive Nivolumab

15-21 days after
first or second
line salvage

3-6 weeks after
first or second
line salvage!
FU - 3 months
FU - 9 months
FU - 12 months
FU - Annual
Relapse/Disease
Progression

Before
registration
After
registration
During
treatment

FU - 6 months

>

Informed Consent
Medical History
Clinical examination
Weight

Full blood count with
differential
Biochemistry?
Pregnancy test® X
Tests for autoimmune
conditions*

Thyroid function tests®
Hepatitis B & C serology®
ECG (& echo if indicated)
Lung function test

PET-CT scan (for central
review)

Adverse event assessment
Blood samples for
translational research®

>

>
>
x
>
>
x

X[ X XXX

X X [ X|X| X
XXX
X[ X [ X[|X| X

—
QD
(o))

X7 X
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Retrieve archival biopsy
sample and send to HMDS
Tumour biopsy; block to be
sent to HMDS

Remission status
assessment (investigations
as per local protocols)
Assessment for late toxicity
of nivolumab

X10

Notes:
1 = To avoid subjecting to patients to trial-specific tests unnecessarily, it is strongly recommended , ation of PET positivity before undertaking these investigations
2 =toinclude ALT/AST, total bilirubin, alkaline phosphatase, lactate dehydrogenase, urea, creatinine, cal pumin, magnesium, sodium, potassium, urate, glucose

3 = Women of childbearing potential

4 = Amylase, lipase, ACTH

5= (TSH & Free T4; Free T3 to be performed if TSH/Free T4 abnormal)
6 = HBsAg, HBsADb (if standard locally), HBcAb, HBV DNA (if HBcAb+), HCV Ab or HCV ormed as standard locally)
7 = Lung function tests to be performed as soon as possible after decision to stop tria
lung fiunction test should be performed 10 days after last nivolumab administration
8 = See section 10.2. To be sent to Weatherall Institute of Molecular Medicine, Ox
9 = End of treatment biopsy to be performed if PET positive after 8 cycles and pati consented. Block to be sent to HMDS.
10 = Biopsy to be performed at relapse if clinically indicated. Block to be sent to HMDS.
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Investigations during treatment

Investigations to be performed within 3 days prior to the start of the cycle unless other

ing of Cycle 5

Cycle 4 day 11-13

Cycle 8 day 11-13

Clinical examination

Full blood count with
differential
Biochemistry!

Tests for autoimmune
conditions?

X |X]| X |X| Beginning of Cycle 1
X |X]| X |X| Beginning of Cycle 2
X |X]| X |X| Beginning of Cycle 3
X |X]| X |X| Beginning of Cycle 4

X |X]| X |X| Beginning of Cy

X
w
x
fX)
X
w
X
fX)

Oxygen saturation

X
w

Adverse event
assessment

>
>

>

X

Thyroid function tests*

Pregnancy test
(WOCBP only)

X5

Blood samples for
translational research®

PET-CT scan (for
central review)

Notes:

1 =toinclude ALT/AST, total bilirubin, alkalin seplactate dehydrogenase, urea, creatinine, calcium, albumin,

magnesium, sodium, potassium, urate, gluc
2 = Amylase, lipase, ACTH
3 = Immediately prior to administration of nive

rial treatment administration.

T-CT scan should be performed and sent for central review. This
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Appendix 2.2 Patients who do not receive Nivolumab

registration
registration
15-21 days after
first or second
line salvage

3-6 weeks after
first or second
line salvage?
FU -— 3 months
FU - Annual

Before
After

X

Informed Consent
Medical History
Clinical examination
Weight
Full blood count with
differential
Biochemistry?
Pregnancy test® X
Tests for autoimmune
conditions?*
Thyroid function
tests®
Hepatitis B & C
serology®
ECG (& echo if
indicated)
Lung function test
PET-CT scan (for
central review)
Retrieve archival
biopsy sample and
send to HMDS
Remission status
assessment
(investigations as per
local protocols)
1 = To avoid subjecting to patie
confirmation of PET positivity b
2 =toinclude ALT/AST, total bi
magnesium, sodium, potassilia
3 = Women of childbearing po
4 = Amylase, lipase, ACT,
5= (TSH & Free T4; Fr
6 = HBsAg, HBsADb (if stan
standard locally)

X

XX X XXX

X X X X X

ic tests unnecessarily, it is strongly recommended to wait for

ing these investigations
)hosphatase, lactate dehydrogenase, urea, creatinine, calcium, albumin,

d if TSH/Free T4 abnormal)
BV DNA (if HBcAb+), HCV Ab or HCV DNA (use test performed as
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APPENDIX 3: RESPONSE ASSESSMENT

Modified from:

Role of Imaging in the Staging and Response Assessment of Lymphoma: Co
Guidelines of the International Conference on Malignant Lymphomas Imaging
(Barrington et al. 2014) and Recommendations for Initial Evaluation, Stg
Assessment of Hodgkin and Non-Hodgkin Lymphoma: The Lugano C
al. 2014).

Assessable disease

Classical Hodgkin lymphoma is consistently 18-FDG avid. Onl
(noting that the first on trial assessment will take place after 2
salvage therapy) will be deemed to be assessable lesions for t
primary assessment of disease response is by PET-CT.

of this study. The

For the purposes of accurate response assessment, t
establishing the presence of refractory disease or disez ot acquired under study
conditions) will be requested for central review alongside scan performed (under
study conditions) post 2 cycles of first or second i therapy (or 4 cycles if treated with
brentuximab vedotin; PETO).

n acquired at the time of

Complete Metabolic Response (CMR):

Score 1, 2, or 3 with or without a residual on 5 point scale 5-PS (Deauville criteria) T

It is recognised that in Waldeyer’s ring or.extran ites with high physiologic uptake or with
activation within spleen or marrow (e4g" motherapy or myeloid colony-stimulating
ircumstance, complete metabolic response
may be inferred if uptake at sites of ent is no greater than surrounding normal

tissue even if the tissue has high ph

Score 4 or 5 with redu compared with first study scan and residual mass(es) of any
size

there ar es in the marrow in the context of a nodal response,
[ iven to further evaluation with MRI or biopsy.

Progress
Score 4 or 5T wi
lesions or with a

isease (PMD):
an increase in intensity of uptake in previously identified FDG avid
Itional new FDG-avid lesions consistent with lymphoma

BUT for previously identified FDG-avid lesions, increase in intensity must be accompanied by a
change in size that meets criteria for overall progression with >50% increase in overall tumour
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burden as measured by SPD of up to 6 lesions at PET4 or PET8 compared with the first scan

performed under trial conditions (end of first or second line salvage; PETC

Growth of one or more existing lesion(s) by >50% with an increase in uptal in the
context of a lack of overall progression does not meet the criteria for PMD
indeterminate response (IR), see below.

AND new lesions must be consistent with lymphoma and have an ide

Indeterminate responses according to the refinement of the Lugan # i
documented. For this reason patients will also have contrast enhanged
combined PET with low dose CT at each response time pC vhich efperformed at a
single imaging session if feasible.

[Note this is a modification of PMD adapted from Cheson & ferentiate tumour

flare from ‘true’ PD].
No Metabolic Response (NMR):

Score 4 or 5 with no significant change in FDG upt first @n study scan [i.e. after 2
cycles of first or second line salvage therapy (4 cyc eated with brentuximab vedotin);
PETO]

Indeterminate Response (IR)

Score 4 or 5 with increase in intensity of
growth of one or more existing lesion(
context of lack of overall progression
by the SPD of up to 6 lesions at PET4 or
trial conditions (end of first or secg

sly identified FDG avid lesions or
e during treatment, occurring in the
increase) of overall tumour burden, as measured
mpared with the first scan performed under

[Note this is a modification of IR Q& from Cheson et al (2016) to differentiate tumour flare
from ‘true’ PD].

Patients with IR remain ondhiv ab (but are not counted as ORR unless later become
CMR/PMR as best overa

scans (ceCT) will be performed in addition to PET with low dose CT
same imaging session or if not possible at a separate imaging session.
e session, contrast enhanced CT scan should be performed after (low
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Management of patients with indeterminate response

Recent evidence suggests that treatment beyond PET-defined progression
tumour volume reduction in a substantial number of patients (Cohen et al. 20
an indeterminate response at PET4 may therefore continue to receive a fu
nivolumab under the following circumstances:

to stable

1. The Pl judges that it is in the patient’s best interests to continue with
2. There is no concern that further lesion growth before the next sca ould cause

bal consent — this
discussion should be documented in the source docu

1 Deauville Criteria (5 point scale)

The 5-PS scores the most intense uptake in a site of i ase
if present, as follows:

1. No uptake

2. Uptake < mediastinum

3. Uptake > mediastinum but < liver

4. Uptake moderately higher than liver

5. Uptake markedly higher than liver and/afthew lesi
U

X. New areas of uptake unlikely to be rela mphoma

Score 4 is uptake greater than the m
Score 5 is uptake = 3 times the maxi

Q
(.00

large region of normal liver
a large region of normal liver
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APPENDIX 4: MODIFIED GLUCKSBERG CRIT
ASSESSMENT OF ACUTE GVHD

RIA FOR

Severity of acute pattern GvHD is graded according to the modified Gluck
(Przepiorka et al, 1995):

Stage Skin Liver (bilirubin, umol/
1 Maculopapular rash <25% 25-50 pmol/l
BSA
2 Maculopapular rash 25- -1500mli/day
50% BSA
3 Generalised erythroderma >100-250 | >1500ml/day
4 Generalised erythroderma >250 U ere abdominal pain
with bullous formation and with or without ileus
desquamation
Grade Skin stage Gut stage
I 1-2 0
Il 1-3 1
11 2-3 2-3
I\ 2-4 2-4
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APPENDIX 5: PROTOCOL VERSION HISTORY

2,
appendix 2

9.3,94,
9.6.2,
appendix 2

9.3,94,
9.6.2, 10,
10.2, 16.1,
21,
Appendix 2

Protocol: Amendments:
Version | Date Amendment | Protocol Summary of from
no. no. Section previous version.
(no.ftitle)
1.0 04.01.2018 | N/A N/A
11 21.02.2018 | Responseto | 2.1
MHRA GNA;
amendment
1to
REC/HRA
2.0 10.04.2018 |2 TMG
1.1,6.2.2,
6.2.4,6.2 own history of Hepatitis B or C

now known active infection.
criteria amended to state
ons apply to patients with a history
f hepatitis B infection, with a detailed

le added at section 6.2.5.

mptoms listed in management of
dverse events section updated for
diarrhoea, colitis, pneumonitis, rash and
creatinine clearance in line with updated
CTCAE v5

Test for chloride removed from all trial
assessments

Creatinine clearance added to eligibility
for nivolumab treatment, previously
omitted in error. Testing requirements for
hepatitis B and C serology expanded in
line with section 6.2.5

Clarification of thyroid function testing
requirements

References to UCL Cancer Institute have
been removed from throughout the
document and replaced with the
Weatherall Institute of Molecular
Medicine, Oxford who will now be
performing analysis on peripheral blood
samples
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&dix 1
@hroughout

10.1, 10.2

111

12.2.2;
1251

2

Minor revisions to analysis plans for
FFPE and pe eral blood samples,
following change ©of €entral laboratory

e febrile syndrome
0 non-infectious febrile
iring steroid therapy

nsp

soidal obstruction syndrome/veno-
occlusive disease (patients who have
allogenic transplant only) added.

C name added

Publication policy amended to state that
central laboratories and the PET core
laboratory may not publish any data
pertaining to ANIMATE patients without
prior written permission from the TMG.

Additions made to list of abbreviations

References to CTCAE v4 have been
replaced by v5 throughout the document,
this will be used for the assessment of
adverse events for the trial

2.1 12.06. 3 2

Throughout | Minor clarifications and corrections of
typographical errors.

6.2.5, 9.2, Minor updates to requirements for

Appendix 2 | hepatitis serology testing to reflect

standard of care within the NHS. HBsAb
now only required if standard of care
locally; HBV DNA only required if patient
is HBcAb positive, and clarification that
hepatitis C testing should use the local
standard test (either HCV Ab or HCV
DNA).

%o
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10.1, 10.2,
10.3,
Appendix 2
10.2
11.3 eturn updated with
orm, Lost to follow up
er’of Care form
15.3 S We matics Service (Wales)
ation Services Division
to provide further data if
re lost to follow-up, Health &

re Information Centre amended
Digital in line with recent name
ange

ferences to the Data Protection Act
98 replaced by the Data Protection Act
2018

Abbreviations updated with CCL-17
(Chemokine (C-C motif) ligand 17) and
MRC (Medical Research Council) added
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