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STUDY PHASE

Phase Il trial

STUDY DESIGN

This is an interventional, prospective multicenter, open-label, phase Il study

PLANNED NUMBER OF
PATIENTS

40 patients will be enrolled in a 1:1 randomized design (i.e. 20 patients per Arm).

STRATIFICATION
FACTORS

e Tumor site (ICC vs. ECC vs. gallbladder)
e Resection status (RO vs. R1)

TOTAL NUMBER OF
STUDY SITES

Approx. 15 participating centers

STUDY POPULATION

Patients with histologically proven und curatively resected biliary tract cancer
(intrahepatic, hilar or distal CCA as well gallbladder carcinoma) without
metastatic disease
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STUDY AIM

In this pilot trial phase, a pick the winner design is applied to determine whether
treatment with durvalumab and tremelimumab in combination with or without
capecitabine is more promising.

PRIMARY OBJECTIVE
AND ENDPOINT

To assess the anti-tumor activity of the combination of durvalumab and
tremelimumab with or without capecitabine by the recurrence-free survival rate
after 12 months (RFS@12).

SECONDARY To assess the efficacy by recurrence-free survival (RFS) and overall survival
OBJECTIVES AND (OS); to assess safety of the combination treatments (AEs, impact on liver
ENDPOINTS function, use of subsequent therapies); to assess quality of life (QoL).
EXPLORATORY To perform correlation analysis between selected molecular parameters and
OBJECTIVES clinical data to identify molecular biomarkers predictive for RFS and OS.
RATIONALE Biliary tract cancer is a rare malignancy arising from epithelial cells of the biliary

tree. Cholangiocarcinoma (CCA) is associated with poor prognosis and standard
therapeutic options are limited [Goetze et al., 2020; Kayhanian et al., 2017].

The incidence of biliary tract cancer is increasing, perhaps associated with an
increasing incidence of gallstone disease. Potentially curative resection is
feasible in 20% of presenting patients [Bridgewater et al, 2014], and increasing
centralisation of often complex surgery in specialist hepatopancreatobiliary
centres aims to improve outcomes [NICE 2018; Birkmeyer et al., 2003]. The
postoperative median overall survival is reported to be 18-30 months, with
patients with positive lymph nodes and positive resection margins having a
worse prognosis [DeQOliveira et al., 2007]. The standard of care for patients with
unresectable biliary tract cancer has been established as cisplatin and
gemcitabine, suggesting that biliary tract cancers are chemo sensitive
malignancies [Valle et al., 2010; Bridgewater et al., 2016].

Despite improvements in multidisciplinary management, patients with biliary
tract cancer have a poor outcome. Only 20% of patients are eligible for surgical
resection with curative intent, with 5-year overall survival of less than 10% for all
patients. Data regarding pure adjuvant chemotherapy in BTC’s are conflicting
and currently no adjuvant studies besides the British BILCAP- trial [Primrose et
al., 2019] described a benefit of adjuvant therapy. BILCAP aimed to determine
whether adjuvant capecitabine improved overall survival compared with
observation following surgery for biliary tract cancer.

BILCAP did not meet its primary endpoint of improving overall survival in the
intention-to-treat population, the prespecified sensitivity and per-protocol
analyses suggest that capecitabine can improve overall survival in patients with
resected biliary tract cancer when used as adjuvant chemotherapy following
surgery and authors concluded that capecitabine could be considered as
standard of care, nevertheless it is a negative trial, like other current trials e.g.
the French PRODIGE-12-ACCORD 18 (UNICANCER Gl)-study [Edeline et al.,
2019] with adjuvant doublet GEMOX-therapy (gemcitabine/oxaplipaltin) or the
Japanese BCAT [Ebata et al, 2018] with S1 vs. observation.

So currently capecitabine is formally the so-called adjuvant SOC in BTC-
treatment because finally we do not have sufficient alternatives.




Hypothesis:

We hypothesize that the |O-combination therapy of durvalumab and
tremelimumab combined with capecitabine is more effective than capecitabine
alone or that the |0-combination alone is as effective or even more effective than
capecitabine alone. Thus, the pick the winner principle will be applied to select
the partner for a future randomized phase 2/3 study against capecitabine alone.

INCLUSION CRITERIA

1.

Capable of giving written informed consent, including participation in
optional translational research if applicable, 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.

Histologically proven and curatively resected biliary tract cancer
(intrahepatic, hilar or distal CCA as well gallbladder carcinoma) without
metastatic disease, in the adjuvant situation (R0/R1) up to 16 weeks from
surgery.

Men or women* = 18 years at time of study entry.

*There is no data that indicates a specific gender distribution. Therefore,
patients are included regardless of their gender.

Performance status (PS) < 1 (ECOG scale),with no deterioration over the
previous two weeks prior to baseline.

Must have a life expectancy of at least 12 weeks
Appropriate hematological, hepatic and renal function:

Absolute number of neutrophils (ANC) = 1.5 x 10%/L

Platelets = 100 x 109/L

Hemoglobin = 9 g/dL (5.58 mmol/L)

Total bilirubin < 1.5 times the upper limit of normal (UNL) or <3 x ULN in the
presence  of documented Gilberts syndrome (unconjugated
hyperbilirubinemia)

AST (SGOT) and ALT (SGPT) 2.5 x UNL

Serum creatinine < 1.5 x UNL or creatinine clearance (measured by 24h
urine) 2 40 mL / min (i.e., if the serum creatinine level is > 1.5 x UNL, then
a 24-h urine test must be performed to check the creatinine clearance to be
determined).

Adequate coagulability, as determined by the International Normalized
Ratio (INR) < 1.5 and partial thromboplastin time (PTT) < 5 seconds above
the UNL (unless anti-coagulation therapy has been given). Patients
receiving warfarin / phenoprocoumon must be switched to low molecular
weight heparin and before starting study-specific procedures.

Patients of reproductive age must be prepared to use a suitable
contraceptive method during the study and up to 3 months after the end of
treatment. A suitable method of contraception is defined as a method with
a failure rate of less than 1% per year (for details see Table 8). Women of
child-bearing potential must have a negative serum pregnancy test within
the last 7 days prior to the start of study therapy.

Men who are sexually active with WOCBP must use any contraceptive
method with a failure rate of less than 1% per year. Men receiving IMP 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 (durvalumab and tremelimumab).

Women who are not of childbearing potential (i.e., who are postmenopausal
or surgically sterile) as well as azoospermic men do not require
contraception).

Subject is wiling and able to comply with the protocol (including
contraceptive measures) for the duration of the study including undergoing
treatment and scheduled visits and examinations including follow up.

EXCLUSION CRITERIA

Presence of tumors other than biliary tract cancer or a secondary tumor
other than squamous or basal cell carcinomas of the skin or in situ
carcinomas of the cervix which have been effectively treated. Patients who
have received curative treatment for other tumors and have been disease-
free for at least 5 years at the time of screening are eligible for enroliment.

Metastatic biliary tract cancer disease.

Simultaneous, ongoing systemic immunotherapy, chemotherapy, or
hormone therapy not described in the study protocol.

Simultaneous treatment with a different anti-cancer therapy other than that
provided for in the study

Previous therapy with a PD-1, PD-L1 inhibitor (including durvalumab) or
CTLA4 inhibitor (including tremelimumab) or classical chemotherapy
agents like platinum, fluoropyrimidine or gemcitabine based regimens.

Any unresolved toxicity NCI CTCAE Grade 22 from previous anticancer

therapy with the exception of alopecia, vitiligo, and the laboratory values

defined in the inclusion criteria

e Patients with Grade 22 neuropathy will be evaluated on a case-by-
case basis after consultation with the LKP / Lead Investigator.

o Patients with irreversible toxicity not reasonably expected to be
exacerbated by treatment with durvalumab or tremelimumab may be
included only after consultation with the LKP / Lead Investigator.

Stage B cirrhosis according to Child-Pugh criteria (or worse) or cirrhosis (of
any grade) with a history of hepatic encephalopathy or clinically significant
ascites resulting from cirrhosis. Clinically significant ascites is defined as
ascites resulting from cirrhosis requiring diuretics or paracentesis.

Known allergic / hypersensitive reactions to at least one of the treatment
components.

Known dihydropyrimidine dehydrogenase (DPD) deficiency.

. Uncontrolled intercurrent illness, including but not limited to, ongoing or

active infection, symptomatic congestive heart failure, uncontrolled
hypertension, unstable angina pectoris, cardiac arrhythmia, interstitial lung
disease, serious chronic gastrointestinal conditions associated with
diarrhea, or psychiatric iliness/social situations that would limit compliance
with study requirement, substantially increase risk of incurring AEs or
compromise the ability of the patient to give written informed consent within
the last 12 months prior to the start of the study.




11.
12.

13.
14.

15.

16.

17.

18.

19.

20.

21.

Presence of an active, uncontrollable infection.

Active or prior documented autoimmune or inflammatory disorders
(including inflammatory bowel disease [e.g., colitis or Crohn's disease],
diverticulitis [with the exception of diverticulosis], systemic Ilupus
erythematosus, Sarcoidosis syndrome, or Wegener syndrome
[granulomatosis with polyangiitis, Graves' disease, rheumatoid arthritis,
hypophysitis, uveitis, etc.]). The following are exceptions to this criterion:

e Patients with vitiligo or alopecia

e Patients with hypothyroidism (e.g., following Hashimoto syndrome)
stable on hormone replacement

¢  Any chronic skin condition that does not require systemic therapy

e Patients without active disease in the last 5 years may be included
but only after consultation with the study physician

e Patients with celiac disease controlled by diet alone

Active disseminated intravascular coagulation.

Any other serious concomitant or medical condition that, in the opinion of
the investigator, presents a high risk of complications to the patient or
reduces the likelihood of clinical effect.

Major surgical procedure (as defined by the Investigator) within 28 days
prior to the first dose of IP.

Mean QT interval corrected for heart rate using Fridericia's formula (QTcF)
2470 ms calculated from 3 ECGs (within 15 minutes at 5 minutes apart)

History of active primary immunodeficiency

Active infection including tuberculosis (clinical evaluation that includes
clinical history, physical examination and radiographic findings, and TB
testing in line with local practice), hepatitis B (known positive HBV surface
antigen (HBsAg) result), hepatitis C, Patients with a past or resolved HBV
infection (defined as the presence of hepatitis B core antibody [anti-HBc]
and absence of HBsAg) are eligible. Patients positive for hepatitis C (HCV)
antibody are eligible only if polymerase chain reaction is negative for HCV
RNA.

Current or prior use of immunosuppressive medication within 14 days
before the first dose of durvalumab or tremelimumab. The following are
exceptions to this criterion:

Intranasal, inhaled, topical steroids, or local steroid injections (e.g., intra
articular injection)

Systemic corticosteroids at physiologic doses not to exceed 10 mg/day of
prednisone or its equivalent

Steroids as premedication for hypersensitivity reactions (e.g., CT scan
premedication)

Receipt of live attenuated vaccine within 30 days prior to the first dose of
IP. Note: Patients, if enrolled, should not receive live vaccine whilst
receiving IP and up to 30 days after the last dose of IP.

Female patients who are pregnant or breastfeeding or male or female
patients of reproductive potential who are not willing to employ effective
birth control from screening to 90 days after the last dose of durvalumab




monotherapy or 180 days after the last dose of durvalumab +
tremelimumab combination therapy.

STUDY TREATMENT
SCHEDULE

Treatment consists of durvalumab and tremelimumab with or without
capecitabine:

Treatment Arm A (Capecitabine + Durvalumab + Tremelimumab)
Treatment Arm B (Durvalumab + Tremelimumab)

Treatment will be continued until recurrence or progression of disease,
unacceptable toxicity or patients’ request. Active treatment within the context of
the study is limited to 12 months (=13 cycles) per subject.

Treatment will be divided into 4-week cycles* and will be started as soon as
possible and within a maximum of 12 weeks from surgery.

*Note: The numerical designations of the cycles correspond to the 4-week cycles
(Q4W) of durvalumab.

Capecitabine (Arm A only)
Oral capecitabine will be given at 1.250 mg/m? twice a day on days 1to 14 of a
3-weekly (21-day) cycle for eight cycles™

**Note: last day of the last capecitabine cycle (Q3W, D21/C8) correspond to last
day of cycle 6 (Q4W, D28/C6).

Durvalumab (Arm A and B)

Durvalumab will be administered at a fixed dose of 1.500 mg as an IV infusion
over 1 hour, on day 1 of each cycle (D1Cn), to be repeated every 4 weeks
(Q4W) for a maximum of 12 months.

Tremelimumab (Arm A and B)
Tremelimumab will be administered once at a fixed dose of 300 mg as an IV
infusion over 1 hour on day 1 of cycle 1 (D1C1) together with durvalumab.

STATISTICAL
CONSIDERATIONS

The trial design is based on the Simon, Wittes and Ellenberg’s Pick-the-winner
design [Simon et al., 1985].

The trial requires 18 patients per arm to detect a 14% difference in RFS@12
between arms with an 80% power, assuming an RFS@12 of 56% for the
combination of durvalumab and tremelimumab without capecitabine based on
the data observed in the observation arm of the intention to treat group in the
BILCAP trial (see ref Primrose JN, Fox RP, Palmer DH, et al. BILCAP trial,
Lancet Oncol 2019). If no difference in the recurrence-free survival rate is
detected, the least toxic regimen will be selected. The dropout rate is set at 10%.
Therefore, the total population is 40 patients (20 patients per arm).

The primary endpoint can be analyzed as soon as events are available

PLANNED TRIAL
PERIOD

Study Start (FPI): Q2/2022
Last Patient In (LPI): Q1/2024
Last Patient Last Visit (LPLV): Q1/2025
Analysis of primary endpoint: Q1/2025

Analysis and Reporting Q3/2025




