AlO-assoziierte-Studie

AlO-PAK-0317/ass_FOOTPATH

COORDINATING
INVESTIGATOR

Study coordinator

Prof. Dr. Volker Heinemann

Medizinische Klinik Ill, Campus Gro3hadern
Ludwig-Maximilians-Univ. Miinchen
Marchioninistr. 15, 81377 Minchen

Phone: 089 4400 72208

Fax: 089 4400 75256

E-Mail: volker.heinemann@med.uni-muenchen.de

Dr. Benedikt Westphalen

Medizinische Klinik Ill, Campus Grohadern Ludwig-Maximilians-Univ.
Muanchen

Marchioninistr. 15, 81377 Mlnchen

Phone: 089 4400 75250

E-Mail: cwestpha@med.Imu.de

OBJECTIVE(S) To determine the optimal first line regimen in metastatic pancreatic cancer.
INTERVENTION(S) Arm A: Gemcitabine & nab-paclitaxel (Standard)

» Nab-paclitaxel 125 mg/m?, i.v. infusion over about 30 minutes followed by
» Gemcitabine 1000 mg/m?as a 30-minute i.v. infusion on D1, D8, D15 of a
28-day cycle.

Treatment is given until disease progression or the occurrence of
unacceptable toxicity.

Arm B: NAPOLI regimen (Investigational 1)

On Day 1 of a 14-day cycle:

 Liposomal irinotecan 80 mg/m? i.v. over about 90 minutes followed by
+ Folinic acid 400 mg/m?i.v. over about 30 minutes followed by

+ 5-FU 2400 mg/m?i.v. over about 46 h (pump)

Treatment is given until disease progression or the occurrence of
unacceptable toxicity.

Arm C: Alternating NAPOLI/mFOLFOX6 (aNAPOLINOX)
(Investigational 2):

The NAPOLI regimen and the mFOLFOX6 regimen are applied in an

alternating fashion, starting with the NAPOLI regimen.

NAPOLI

On Day 1 of a 14-day cycle:

+ Liposomal irinotecan 80 mg/m? i.v. over about 90 minutes followed by
 Folinic acid 400 mg/m?i.v. over about 30 minutes followed by

» 5-FU 2400 mg/m?i.v. over about 46 h (pump)

mFOLFOXE6:

On Day 1 of a 14-day cycle:

+ Oxaliplatin 85 mg/m? i.v.

+ Folinic acid 400 mg/m?i.v.

followed by

+ 5-FU 2400 mg/m?i.v. over about 46 h (pump)

Treatment is given until disease progression or the occurrence of
unacceptable toxicity.

Recommended second-line regimens:

Second-line treatment is not part of the study protocol. After treatment on the
study, all further decisions are up to the treating physician. However, the
following recommendations may be followed:
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Arm A: After failure of gemcitabine/nab-paclitaxel the recommended second-
line treatment would be the NAPOLI regimen.

Arms B and C: After failure of the NAPOLI-regimen, a gemcitabine-based
regimen, preferentially gemcitabine/nab-paclitaxel, would be recommended.

KEY EXCLUSION
CRITERIA

e Locally advanced PDAC without metastasis

e Known DPD-deficiency (special screening test not required)

e Symptomatic clinically significant ascites (expected indication for
repeated paracentesis)

e Known metastatic disease to the brain. Brain imaging is required in
symptomatic patients to rule out brain metastases, but is not required
in asymptomatic patients.

e Previous palliative chemotherapy or other palliative systemic tumor
therapy for metastatic disease of PDAC

e Previous gemcitabine/5-FU treatment with exception of
gemcitabine/5-FU treatment applied in the adjuvant setting (after
potential curative RO or R1 resection) and if the adjuvant
chemotherapy was terminated at least 6 months before study entry

e Previous radiotherapy of PDAC
Any major surgery within the last 4 weeks before study entry
Clinical significant decrease in performance status within 2 weeks of
intended first application of study medication (by medical history)

e Severe tumor-related cachexia and/or known weight loss > 15% within
one month before study enroliment

e Pre-existing polyneuropathy = grade 2 according to CTCAE version
4.03

e Gastrointestinal disorders that might interfere with the absorption of the
study drug and gastrointestinal disorders with diarrhoea as a major
symptom (e.g. Crohn’s disease, malabsorption), and chronic diarrhoea
of any aetiology CTCAE version 4.03 grade > 2

e Any other severe concomitant disease or disorder, which could
influence patient’s ability to participate in the study and his/her safety
during the study or interfere with interpretation of study results e.g.
active infection, uncontrolled hypertension, clinically significant
cardiovascular disease e.g. cerebral vascular accident (£ 6 months
before study start), myocardial infarction (£ 6 months before study
start), unstable angina, heart failure = NYHA functional classification
system grade 2, severe cardiac arrhythmia requiring medication,
metabolic dysfunction, severe renal disorder.

e Any other malignancies than PDAC within the last 5 years before study
start, except for adequately treated carcinoma in situ of the cervix,
basal or squamous cell skin cancer

e Hypersensitivity to the study drugs or to any of the excipients or to
compounds with similar chemical or biologic composition

e Use of strong CYP3A4 inhibitors (CYP3A4 inhibitors have to be
discontinued at least one week prior to start of study treatment). Use
or strong UGT1A1 inhibitors or strong CYP3A4 inducers unless there
are no therapeutic alternatives.
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Patient known to be homozygous for UGT111*28 or strongly
suspected to be homozygous for the UGT111*28 allele

Requirement for concomitant antiviral treatment with sorivudine or
brivudine

Continuing abuse of alcohol, drugs, or medical drugs

Pregnant or breast-feeding females or FCBPs unable to either perform
highly effective contraceptive measures or practice complete
abstinence from heterosexual intercourse

Current or recent (within 4 weeks prior to first application of study
treatment) treatment with an investigational drug or participation in an
investigational clinical trial

KEY INCLUSION
CRITERIA

Adult patients = 18 years of age and < 75 years
Histologically (not cytologically) confirmed diagnosis of metastatic
pancreatic ductal adenocarcinoma (PDAC) (Stage IV according to UICC
TNM edition 8 of 2016) (each T, each N, M1)
No option for surgical resection or radiation in curative intent
At least one unidimensionally measurable tumor lesion (according to
RECIST 1.1)
ECOG performance status 0 - 1
Life expectancy at least 3 months
Adequate hepatic, renal and bone marrow function, defined as:
* Absolute neutrophil count (ANC) 2 1.5 x 10%/L
» Haemoglobin =9 g/dL
* Thrombocytes = 100 x 10%/L
= Total bilirubin < 1.5 x ULN. Patients with a biliary stent may be
included provided that bilirubin level after stent insertion decreased
to < 1.5 x ULN and there is no cholangitis.
= AST/GOT and/or ALT/GPT < 2.5 x ULN or in case of liver
metastasis < 5 x ULN)
= Serum creatinine within normal limits or creatinine clearanceit= 60
mL/min/1.73 m? as calculated by CKD-EPI formula for patients with
serum creatinine levels above or below the institutional normal
value.
= Acceptable coagulation studies defined as prothrombin time (or
INR) and PTT < 1.5 x ULN
Females of childbearing potential (FCBP) must have a negative highly
sensitive serum pregnancy test within 7 days of the first application of
study treatment and they must agree to undergo a further pregnancy
tests at monthly intervals and at the end of treatment visit
and
FCBP must either agree to use and be able to take highly effective
contraceptive birth control methods (Pearl Index < 1) during the course
of the study and for at least 1 month after last application of study
treatment. Complete sexual abstinence is acceptable as a highly
effective contraceptive method only if the subject is refraining from
heterosexual intercourse during the entire study treatment and at least
one month after the discontinuation of study treatment and the
reliability of sexual abstinence is in line with the preferred and usual
lifestyle of the subject.
A female subject following menarche is considered to be of
childbearing potential unless she is naturally amenorrhoeic for = 1 year
without an alternative medical reason, or unless she is permanently
sterile.
Males must agree to use condoms during the course of the trial and for
at least 6 months after last administration of study drugs or practice
complete abstinence from heterosexual intercourse.
Signed and dated informed consent before the start of any specific
protocol procedures
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Patient’s legal capacity to consent to study participation

OUTCOME(S)

Primary Endpoint:
e Progression free survival (PFS)
Secondary Endpoints:
eOverall survival (OS)
¢Objective response rate (ORR)
eDisease control rate (DCR)
eDuration of study treatment
o Type, incidence, causal relationship and severity of adverse events
according to NCI CTCAE version 4.03
¢Quality of life as assessed by EORTC-QLQ-C30
e Treatment with second-line chemotherapy as documented in the
patient’s medical file

STUDY TYPE

Multicenter randomized phase Il

STATISTICAL
ANALYSIS

Based on published phase |l data for progression free survival for
FOLFIRINOX (6.4 months) and Gemcitabine/nab-Paclitaxel (5.5 months) and
the expected dropout rate (appr. 30%) 90 patients will be needed per arm (a
=0,1 & B = 0.2 —Hazard Ratio 0.65) to detect a difference in PFS between
Gemcitabine/nab-Paclitaxel and the two investigational arms (B and C).
Hence the hypotheses to be tested are:

Hp: PFS (arm B) < PFS (arm A)

H1: PFS (arm B) > PFS (arm A)

and

Ho: PFS (arm C) < PFS (arm A)

H1: PFS (arm C) > PFS (arm A)
Both pair of hypotheses will be tested with one-tailed a=0.067 and 3=0.2. This
leads to a total a of one-tailed 0.1 for testing both pair of hypotheses. Given
118 required events for one pair of hypotheses and the expected dropout rate
(appr. 30%) 90 patients will be needed per arm.

TRIAL DURATION

5 years






