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Study design

Open label, randomized, multicenter phase |l trial

Duration of study

Enroliment: 24 month
total study duration 34 month (incl. follow-up)

Indication

Second-line treatment for recurrent or metastatic squamous cell carcinoma of
the head and neck (R/M-SCCHN)

Target population

Patients with R/M SCCHN progressing after prior platinum-based therapy
(radiochemotherapy or systemic chemotherapy)

Total number of sites

24 planned, 19 initiated

Further sites desired

no

Primary objective

To test whether dual checkpoint blockade is superior to docetaxel
chemotherapy as early salvage therapy in R/M-SCCHN.

Secondary objectives

Secondary objectives of this study are:
e to assess efficacy, feasibilty and safety of an
immunotherapy regimen.

intensified

Planned number of patients

N=280 enrolled to receive nivolumab mono-therapy
N=154 randomized

Current number of patients

35 enrolled, 14 randomized

Inclusion criteria

1. Written informed consent including participation in translational research
and any locally-required authorization (EU Data Privacy Directive in the EU)
obtained from the subject prior to performing any protocol-related
procedures, including screening evaluations

2. Age = 18 years at time of study entry




10.

11.

12.

13.

Histological or cytological confirmed recurrent or metastatic squamous cell
carcinoma of the head and neck (HNSCC) or nasal sinus not amenable to
local therapies
Availability of tumor tissue from biopsy for determination of PD-L1 and HPV
status according to the following priority ranking: i) recent biopsy (3 month
old) without intervening therapy; ii) any recent biopsy (<3 month old); iii) any
archival tumor tissue (> 3 month old) [Biopsy should be excisional, incisional
or core biopsy. Fine needle aspiration is not allowed.]
Progression or recurrence during or after platinum-based palliative
chemotherapy for relapsed or metastatic disease
OR
progression within 6 months after completion of definitive platinum-
containing radiochemotherapy for locally advanced disease
At least 1 measurable lesion according to RECIST 1.1
ECOG performance status 0-1
Completion of local therapy for brain metastases with discontinuation of
steroids prior to start of study treatment
Adequate blood count, liver-enzymes, and renal function:
neutrophil count > 1.5 x 108/mL
Platelet count = 100 x 10%L (>100,000 per mm?®)
hemoglobin = 9 g/dL
INR < 1.5 and PPT < 1.5 x lower limit during the last 7 days before
therapy
e AST (SGOT)/ALT (SGPT) < 3 x institutional upper limit of normal (5 x
lower limit in case of liver metastases)
e Dbilirubin < 1.5 x ULN
e Serum Creatinine < 1.5 x institutional ULN or creatinine clearance (CrCl)
= 40 mL/min (if using the Cockcroft-Gault formula below):
Female CrCl = (140 - age in years) x weight in kg x 0.85
72 x serum creatinine in mg/dL
Male CrCl = (140 - age in years) x weight in kg x 1.00
72 x serum creatinine in mg/dL
Women of childbearing potential (WOCBP) must have a negative serum or
urine pregnancy test (minimum sensitivity 25 IU/L or equivalent units of
HCG) within 24 hours prior to the start of study drug.
Women of childbearing potential (WOCBP) must use appropriate method(s)
of contraception. [WOCBP should use an adequate method to avoid
pregnancy for 5 months (30 days plus the time required for nivolumab to
undergo five half-lives) after the last dose of nivolumab.]
Men who are sexually active with WOCBP must use any contraceptive
method with a failure rate of less than 1% per year. Men receiving nivolumab
and who are sexually active with WOCBP will be instructed to adhere to
contraception for a period of 7 months after the last dose of investigational
products (nivolumab, ipilimumab or docetaxel). Women who are not of
childbearing potential (ie, who are postmenopausal or surgically sterile as
well as azoospermic men do not require contraception).
Subject is willing and able to comply with the protocol for the duration of the
study including undergoing treatment and scheduled visits and
examinations including follow up.

e o o o

Inclusion criteria for randomization

1.
2.

ook

progressive disease according to RECIST 1.1
If applicable, successful biospy of tumor tissue at time of disease
progression (if feasible, biopsy from the progressive lesion is preferred)
known PD-L1 expression of most recent tumor tissue (primary, recurrence
or metastasis)
known HPV-status in oropharyngeal disease
ECOG: 01
adequate organ function, defined as:

e neutrophil count > 1.5 x 108/mL

e Platelet count = 100 x 10%/L (>100,000 per mm?®)

e hemoglobin =9 g/dL




7.

e INR = 1.5 and PPT < 1.5 x lower limit during the last 7 days before
therapy
e AST (SGOT)/ALT (SGPT) < 3 x institutional upper limit of normal (5
x lower limit in case of liver metastases)
e Dilirubin < 1.5 x ULN
e Serum Creatinine < 1.5 x institutional ULN or creatinine clearance
(CrCl) 2 40 mL/min
Immune related adverse events to prior nivolumab therapy have to resolve
to grade <1 and may not require active treatment (prednisolone doses
<10mg or equivalent doses of steroids are allowed)

Global Exclusion criteria.

Assessments at screening
and re-assessment before
randomization

Medical criteria:

1.
2.
3.

Nasopharynx carcinoma or carcinoma of salivary glands
Live expectancy less than 3 months
Any condition or comorbidity that, in the opinion of the investigator, would
interfere with evaluation of study treatment or interpretation of patient safety
or study results, including but not limited to:
a) Minor surgery < 24 hours prior first dose of nivolumab monotherapy
b) Anticancer treatment during the last 30 days prior to start of nivolumab-
monotherapy treatment, including systemic therapy, or major surgery
[palliative radiotherapy has to be completed at least 2 weeks prior to start
of study treatment]
c) known active HBV, HCV or HIV infection
active tuberculosis
any other active infection requiring systemic therapy
f) history of allogeneic tissue/solid organ transplant
g) diagnosis of immunodeficiency or patient is receiving chronic systemic
steroid therapy or any other form of immunosuppressive therapy within 7
days prior to the first dose of nivolumab-monotherapy or randomization.
h) Has an active autoimmune disease requiring systemic treatment within
the past 3 months before enroliment or a documented history of clinically
severe autoimmune disease, or a syndrome that requires systemic
steroids or immunosuppressive agents. Subjects with vitiligo,
hypothyroidism, diabetes mellitus type | or resolved childhood
asthmal/atopy are an exception to this rule. Subjects that require
intermittent use of bronchodilators or local steroid injections would not be
excluded from the study. Subjects with hypothyroidism stable on
hormone replacement or Sjorgen’s syndrome will not be excluded from
the study. Psoriasis not requiring treatment is not excluded from the
study.
i) live vaccine within 30 days prior to the first dose of nivolumab-
monotherapy treatment or during study treatment.

j)  Other active malignancy requiring treatment

k) Clinically significant or symptomatic cardiovascular/cerebrovascular
disease (incl. myocardial infarction, unstable angina, symptomatic
congestive heart failure, serious uncontrolled cardiac arrhythmia) within
6 months before enrollment

[) History or clinical evidence of CNS metastases
Exceptions are: Subjects who have completed local therapy and who
meet both of the following criteria:

l. are asymptomatic and

Il. have no requirement for steroids 6 weeks prior to start of
nivolumab-monotherapy treament. Screening with CNS imaging
(CT or MRI) is required only if clinically indicated or if the subject
has a history of CNS metastases

Drug related criteria:

4.
5.
6.

Medication that is known to interfere with any of the agents applied in the
trial.

Has known hypersensitivity to nivolumab or ipilimumab or docetaxel or any
of the constituents of the products.

Any other efficacious cancer treatment except protocol specified treatment
at study start.




Safety criteria:

7. Patient has had a prior monoclonal antibody within 4 weeks prior to study
Day 1 or who has not recovered (i.e., < Grade 1 or at baseline) from adverse
events due to agents administered more than 4 weeks earlier. [Subjects with
< Grade 2 neuropathy or alopecia are an exception to this criterion and may
qualify for the study.]

8. Female subjects who are pregnant, breast-feeding or male/female patients
of reproductive potential who are not employing an effective method of birth
control (failure rate of less than 1% per year). [Acceptable methods of
contraception are: implants, injectable contraceptives, combined oral
contraceptives, intrauterine pessars (only hormonal devices), sexual
abstinence or vasectomy of the partner]. Women of childbearing potential
must have a negative pregnancy test (serum B-HCG) at screening.

Methodological criteria:

9. Prior therapy with an anti-Programmed cell death protein 1 (anti-PD-1), anti-
PD-L1, anti-Programmed cell death-ligand 2 (anti-PD-L2), anti-CD137 (4-
1BB ligand, a member of the Tumor Necrosis Factor Receptor [TNFR]
family), or anti-Cytotoxic T-lymphocyte-associated antigen-4 (anti-CTLA-4)
antibody (including ipilimumab or any other antibody or drug specifically
targeting T-cell co-stimulation or checkpoint pathways)

10. Participation in another clinical study with an investigational product during
the last 30 days before inclusion or 7 half-lifes of previously used trial
medication, whichever is longer

11. Previous treatment in the present study (does not include screening failure).
[Criterion is not applicable during re-assessment of eligibility for
randomization]

Regulatory and ethical criteria:

12. Patient who has been incarcerated or involuntarily institutionalized by court
order or by the authorities § 40 Abs. 1 S. 3 Nr. 4 AMG.

13. Patients who are unable to consent because they do not understand the
nature, significance and implications of the clinical trial and therefore cannot
form a rational intention in the light of the facts [§ 40 Abs. 1 S. 3 Nr. 3a AMG].

Investigational agents

e nivolumab
e ipilimumab
e docetaxel

Treatment schedule

Subjects enrolled in this trial will initiate palliative systemic treatment with
nivolumab monotherapy (3 mg/kg Q2W). Tumor response will be assessed after
4, 8, 12, 18 and 24 weeks to capture early progressors. Patients with (radiologic)
tumor progression during the first 6 months of NIVO mono will be randomized
(1:1) to receive either docetaxel (75 mg/m? Q3W) or nivolumab+ipilimumab
combination (NIVO 3mg/kg Q2W + IPl 1mg/kg Q6W) until PD or death.
Randomization will be performed centrally.
The stratification parameters are:
e PD-L1 expression:
<1%vs21%
e time point of PD during nivolumab monotherapy:
<2 months vs > 2 months

e HPV status (p16 IHC; mandatory for subjects with oropharynx
carcinoma):
positive vs negative

Patients without PD within 6 months NIVO monotherapy continue treatment under
study surveillance for a maximum of 12 months measured from first dose of NIVO
or until documented disease progression. If disease progression occurs within the
12 months of study treatment a re-biopsy of the tumor will be conducted.

Tumor assessment:

Nivolumab monotherapy cohort:
o from 1st dose of NIVO monotherapy until 12 weeks of treatment: Q4W
o from weeks 13 until 6 months of NIVO monotherapy: Q6W
e from 7" month until PD or end of study treatment: Q12W




Randomized cohorts:
e  Q8W for the first 6 months and Q12W thereafter.

Treatment will continue until

a) progressive disease or death or a maximum of 12 months measured from

randomization

b) intolerable toxicity

c) withdrawal of consent.
Study subjects on NIVO monotherapy who do not progress during the first 6
months of treatment continue NIVO monotherapy for an additional 6 months
under study surveillance. Thereafter, NIVO mono subjects continue treatment at
the discretion of the treating physician and enter survival follow-up

Primary endpoint

e objective response rate in all randomized patients

Secondary endpoints

e OS (measured from begin of nivolumab-monotherapy therapy and from
randomization; including sub-group analysis for HPV status; PD-L1
expression and tumor localization (i.e. oropharynx carcinoma))

e PFS (measured from begin of nivolumab- monotherapy therapy and from
randomization; including sub-group analysis for HPV status; PD-L1
expression and tumor localization (i.e. oropharynx carcinoma))

e BOR, DOR

e QoL (EORTC QLQC30; HN35; EQ-5D)

e AEs/SAEs

Translational research:
Exploratory objectives and
endpoints

Tumor tissue analysis:

All listed analysis are to be performed on pre-treatment tumor samples and in
tissue matrial from re-biopsies taken at disease progression under - nivolumab
monotherapy OR after 6 months of nivolumab monotherapy:

PD-L1

IFN — gamma signature (nano-string technology)
mutational load of the tumor

genetic alterations in the JAK signal transduction pathway

Rationale
Hypothesis

Squamous cell carcinoma of the head and neck (SCCHN) is one of the most
common cancers world-wide, accounting for more than 500,000 incident
cases (Parkin et al. 2002: CA Cancer J Clin 2005; 55: 74—108). During recent
years a substantial increase of the incidence of SCCHN has been detected in
young adults, which is due to the wide spread of HPV16-infection among this
patient population (Marur et al. Lancet Oncol 2010: 11(8), 781-789). For locally
advanced SCCHN surgery and adjuvant radiotherapy, with or without
chemotherapy or anti-EGFR antibody, remain the mainstay of therapy. Overall
survival (OS) may achieve 20-42% after 5-year in these patients (Callais et al.
Bull Cancer 2000; 87: 48-53).

However, most patients will relapse and require subsequent palliative
chemotherapy. Platin combined with fluorouracil and cetuximab is the GOLD
standard in 1%t line palliative systemic therapy which achieves a median OS of
10.1 months (Vermorken et al. 2008: NEJM 359(11), 1116-1127). Patients
face tumor progression and subsequent therapies may be offered with limited
clinical activity (Stewart et al. 2009: JCO, 27(11), 1864-1871). A contemporary
phase Il study comparing afatinib and methotrexate (MTX) confirmed the poor
outcome in these patients (OS 6.8 vs. 6.0 mo.; P=0.70) (Machiels et al. (2015).
Lancet Oncology, 16(5), 583—-594).

Recently, checkpoint inhibitors have demonstrated efficacy in R/M-SCCHN.
Pembrolizumab has shown a high response rate of confirmed responses in
18% of patients and was associated with an median OS of 13 mo. (Chow et
al. JCO 2016; Seiwert et al. Lancet Oncol. 2016). More recently, nivolumab
reported a positive phase Il study in RM-SCCHN after platinum failure, which
was superior in ORR and median OS in comparison to Investigator's Choice
(IC) single-agent treatment (e.g. MTX, docetaxel or Cetuximab). This is the
first study that achieved better clinical outcome, when compared to MTX and
other single-agent treatments in previously treated patients in R/M-SCCHN.
However, non-responder progress early on both IC and nivolumab, rendering
a steep drop during the early slope of the progression free survival (PFS)




curve. A pattern that is similar for pembrolizumab. Hence, early switch to an
alternative therapy may improve outcome for these patients, possibly by
introduction of chemotherapy or by intensification of immunotherapy. Based
on the mechanism of action and the distinct outcome of patients with HPV-
associated SCCHN, an enrichment strategy will be included in order to provide
sufficient patients for subgroups analysis in these cohorts.

Research hypothesis:

We hypothesize that patients with early failure of single agent nivolumab
benefit from escalated immunotherapy given as a combination of nivolumab
and ipilimumab when compared to docetaxel chemotherapy.

Safety data

e AEs, SAEs and treatment emergent adverse events according to CTC 4.03
e Frequency of clinically significant abnormal laboratory parameters

Sample size estimation and

Statistical analysis
considerations

N=280 patients enrolled to receive NIVO monotherapy
N=154 patients randomized after rapidly progressing disease.

Sample size calculation is based on the assumptions:

e that NIVO/IPI improves ORR to 25% in the randomized population
compared to 10% with docetaxel treatment;

o that approximately 85% of patients entering the study on a nivolumab
monotherapy will develop a radiologic progression during the first 6
months of immunotherapy (becoming eligible for intensified treatment
with NIVO/IPI combination)

o approx. 30-35% drop-out before the possibility of randomization due to
toxicity, withdrawal of consent or loss-to-follow-up

Calculation for the randomized part:

Group sample sizes of 77 in each group achieve 80.3% power to detect a
difference between the group proportions of 15%. The proportion in group A (the
experimental treatment group NIVO/IPI) is assumed to be 10% under the null
hypothesis and 25% under the alternative hypothesis. The proportion in group B
(active comparator) is 10%. The test statistic used is the one-sided Z-Test with
unpooled variance. The one-sided significance level of the test is 0.05. Thus the
total sample size of the randomized part is N=154.

Total sample size of the trial is N= 154/0.85/0.65 = 280

Analysis strategies:

The primary objective will be measured by the primary endpoint of ORR (based
on investigator assessments) among all randomized subjects.

It is defined as the number of subjects with a best overall response of CR or PR
divided by the number of all randomized subjects per arm.

Best overall response is defined as the best response designation, as determined
by investigator, recorded between the date of randomization and the date of
progressive disease per RECIST v1.1 or the date of death or subsequent therapy,
whichever occurs first. Patients who stop therapy for other reasons than
progression should receive scheduled disease assessment as determined within
the protocol and followed until documented disease progression occurs.

Study plan / time lines

First Patient In (FPI): Q3/2018

Last Patient In (LPI): after approx. 24 months
Last Patient Last treatment (LPLT): after approx. 42 months
End of follow-up period after LPI: after approx. 48 months
Study report: after approx. 57 months

Publication: after approx. 60 months
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