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CONDITION Untreated, unresectable HER2-positive cholangiocarcinoma or gallbladder
carcinoma (BTC)

OBJECTIVE(S) The primary objective of this trial is to assess the efficacy of the combination
of SOC treatment via GemCis in combination with trastuzumab and
pembrolizumab in terms of objective response rate after 6 months (ORR@6).

INTERVENTION(S) All eligible patients will receive SOC treatment with gemcitabine/cisplatin in
combination with trastuzumab and pembrolizumab.

e Gemcitabine: 1000 mg/m? on day 1 and day 8 of each 21-days cycle
(Q3W)

e Cisplatin: 25 mg/m? on day 1 and day 8 of each 21-days cycle

e Trastuzumab: initial dose 8 mg/kg, then 6 mg/kg on day 1 of each 21-
days cycle
e Pembrolizumab: 200 mg on day 1 of each 21-days cycle

KEY EXCLUSION 1. Participant has received prior systemic anti-cancer therapy

CRITERIA NOTE: Participants who have received up to 4 cycles of prior GemCis
treatment or pior other cancer therapy prior to initiation of study treatment
are eligible for the study

2. Participant has received prior therapy with an anti-PD-1, anti-PD-L1, or
anti PD L2 agent or with an agent directed to another stimulatory or co-
inhibitory T-cell receptor (e.g., CTLA-4, OX 40, CD137). NOTE: Up to 4
cycles of prior cancer therapy are permitted

3. Participant has received prior radiotherapy within 2 weeks of start of
study intervention. Participants must have recovered from all radiation-
related toxicities, not require corticosteroids, and not have had radiation
pneumonitis. A 1-week washout is permitted for palliative radiation (<2
weeks of radiotherapy) to non-CNS disease.

4. Participant has received a live vaccine or live-attenuated vaccine within
30 days before the first dose of study intervention. Administration of killed
vaccines is allowed.

5. Participant is currently participating in or has participated in a study of an
investigational agent or has used an investigational device within 4
weeks prior to the first dose of study intervention.
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Participant has a diagnosis of immunodeficiency or is receiving chronic
systemic steroid therapy (in dosing exceeding 10 mg daily of prednisone
equivalent) or any other form of immunosuppressive therapy within 7
days prior to the first dose of study drug.

Participant has known additional malignancy that is progressing or has
required active treatment within the past 3 years.

Participant has known active CNS metastases and/or carcinomatous
meningitis.

Participant has severe hypersensitivity (=grade 3) to pembrolizumab,
trastuzumab, gemcitabine, cisplatin and/or any of their excipients.

Participant has active autoimmune disease that has required systemic
treatment in the past 2 years (i.e. with use of disease modifying agents,
corticosteroids or immunosuppressive drugs).

Patient has inadequate cardiac function (LVEF value < 55%) as
determined by echocardiography.

Participant has a history of (non-infectious) pneumonitis/interstitial lung
disease that required steroids or has current pneumonitis/interstitial lung
disease.

Participant has an active infection requiring systemic therapy.

Participant has a known history of Human Immunodeficiency Virus (HIV)
infection.

Participant has a history or current evidence of any condition, therapy, or
laboratory abnormality or other circumstance that might confound the
results of the study, interfere with the participant’s participation for the full
duration of the study, such that it is not in the best interest of the
participant to participate, in the opinion of the treating investigator.

Participant has had an allogenic tissue/solid organ transplant.

Participant has known psychiatric or substance abuse disorders that
would interfere with cooperation with the requirements of the trial.

Participants who are pregnant or breastfeeding or expecting to conceive
or father children within the projected duration of the study, starting with
the screening visit through 7 months after the last dose of trial treatment.

Participant is considered a poor medical risk due to a serious,
uncontrolled medical disorder, non-malignant systemic disease or active,
uncontrolled infection.

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

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].

Patients who are dependent on the sponsor, the investigator or the trial
site.

KEY INCLUSION CRITERIA
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Participant provides written informed consent.

Male/female Participants who are at least 18 years of age on the day of
signing informed consent.

Participant has histologically confirmed diagnosis of cholangiocarcinoma
or gallbladder cancer.

Participant is not eligible for surgery.

Participants must have HER2-positive disease defined as either IHC 3+
or IHC 2+, the latter in combination with FISH+, as assessed locally on
primary tumor OR positively confirmed by NGS-analysis OR positively
confirmed by mRNA

ECOG performance status < 1.

Have adequate organ function as defined in the protocol

OUTCOME(S)

Primary endpoint:




ORR@§6, defined as proportion of subjects with complete response (CR) or
partial response (RP) according to RECIST v1.1 at 6 months after treatment
initiation.

Secondary endpoints:

* Overall survival (OS)

* Progression free survival (PFS)

* PFSrate at 6, 9 and 12 months (PFSR@6, PFSR@9, PFSR@12)
+ Safety and tolerability

Translational Research:

FFPE tissue for future translational research projects are being collected
upon the patient’s consent only. Translational research projects are not per-
determined by this protocol and will be defined taking latest research data
into account.

STUDY TYPE

Open-label, single-arm, multicenter phase Il trial

STATISTICAL ANALYSIS

Statistical analysis is based on the ICH Guidelines “Structure and Content of
Clinical Trial Reports” and “Statistical Principles for Clinical Trials”. All

statistical procedures will be done according to the current standard
operating procedures (SOPs) of the Frankfurter Institut fir Klinische

Krebsforschung IKF GmbH.

SAMPLE SIZE

24 patients

TRIAL DURATION

Overall study duration: 51 months

PARTICIPATING CENTERS

7 centers




	TRAP-BTC - Efficacy and safety of GemCis plus Trastuzumab plus Pembrolizumab in previously untreated HER2-positive biliary tract cancer

