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Trial design

Phase Il trial with two separate randomizations, corresponding to a kind of 2x2-
factorial design

EuCT number

2024 XXXXXX-XX

Trial sites 50 centers in Germany (planned)

Planned 720 patients undergo first randomization; 500 patients undergo second
sample size randomization

Indication Therapy-naive (anatomic and biologic) borderline-resectable (BR-A/B) and

unresectable (UR) pancreatic adenocarcinoma




Rationale

The value of radiochemotherapy in the treatment of borderline resectable and
unresectable pancreatic adenocarcinoma without distant metastases has not yet
been conclusively clarified.

In borderline resectable (BR) pancreatic adenocarcinoma, neoadjuvant
radiochemotherapy with 15x2.4 Gy with gemcitabine embedded in 2 cycles of
gemcitabine resulted in an improvement in survival after 5 years (5% to 20%)
(PREOPANC 1). Compared to neoadjuvant chemotherapy with 8 cycles of
FOLFIRINOX, there was no difference in survival after 3 years (FOLFIRINOX: 35.6%
vs. Gem/RCT/Gem: 32.8%) (PREOPANC Il). Neoadjuvant radiochemotherapy is
therefore a valuable treatment option, even if the design of the trials and their
results have been criticized. In particular, the study results raise the question of
whether therapy results could be improved by integrating radiochemotherapy into
a more intensive induction chemotherapy protocol. This approach has not yet been
investigated in prospective randomized trials.

Also, in unresectable (UR) pancreatic adenocarcinoma, after an initial
chemotherapy of 12 weeks, radiochemotherapy (50.4 Gy + gemcitabine) leads to
comparable survival after 5 years as continued chemotherapy with FOLFIRINOX
(9.6% vs. 4.3%) (CONKO 007, DKH No.: 109284) without accelerated toxicity and
has become one of the standard therapies in routine care as a result of the study.

In addition, various phase Il and Ill trials for borderline resectable and unresectable
pancreatic adenocarcinomas have shown that neoadjuvant therapy, both
chemotherapy (NEOLAP-1, ESPAC5F, CONKO 007) as well as radiochemotherapy
(PREOPANC I, ESPAC5F, CONKO 007), improves conversion to surgical RO resection
or enables conversion at all. Achieving resection without residual tumor (RO) is the
most important prerequisite for patient survival (NEOLAP, CONKO 007). Thus, the
CONKO 007 und the NEOLAP-1 studies demonstrated for the first time that a
situation previously considered palliative can be transformed into a curative
situation in a proportion of initially unresectable patients.

Beyond equivalence, the question is, whether additional radiochemotherapy can
improve the patient's prognosis in case of better patient selection following
induction chemotherapy.

The CONKO 007 study provided evidence for a higher effectiveness of
radiochemotherapy in the form of a deeper remission after initial chemotherapy
compared to continued chemotherapy in that the RO rate increased from 18% to
25% in all patients (n.s.), and from 50% to 69% in the resected patients (p=0.042);
in addition, the proportion of patients with negative CRM (1mm) and the rate of
ypNO and complete remission increased. The advantage in the resected patients in
particular indicates that the integration of radiochemotherapy into the
neoadjuvant treatment of patients with borderline resectable tumors makes sense.

In borderline resectable (BR) patients, the current CONKO 12/NEOLAP 2 trial will
investigate whether a concept adapted from the CONKO 007 study, i.e., intensive
chemotherapy followed by radiochemotherapy, leads to a further improvement in
RO resectability and thus to long-term survival. This question needs to be answered
in particular for patients in whom distant metastasis was excluded by initial FDG-
PET and MRI imaging (better diagnostic procedure) and for patients without
biochemical (CA 19-9) and macroscopic progression (better biological selection)
after 6 weeks of induction chemotherapy, which was not the case in the PREOPANC
Il study.

In patients with tumors initially classified as unresectable (UR), the current CONKO
12/NEOLAP 2 trial will investigate the same question as in the CONKO 007 trial, the




survival benefit of radiochemotherapy compared to continued chemotherapy.
However, the results of the CONKO 007 study are to be incorporated here and a
better patient selection based on intensified diagnostics (FDG-PET-CT, MRI) and
biochemical response (20% decrease in CA 19-9 after induction chemotherapy) as
a biological marker will be introduced. This is because the CONKO 007 data indicate
that patients in particular, in whom the CA 19-9 value falls by 20% after induction
chemotherapy, could benefit from radiochemotherapy (unpublished data: 5-year
survival rate: 3.2% versus 13.2%; exclusive CA 19-9 < 37 U/I); the same applies to
patients who underwent surgery (unpublished data: 5-year survival rate: 12%
versus 24%;).

Significant changes as compared with CONKO-007 study are:

A) Better selection of suitable patients by restricting the therapy to patients in
ECOG 0 and 1 with the ability to undergo multi-agent chemotherapy (results of
CONKO 007), by using FDG-PET-CT and MRI imaging as part of optimized staging (as
a diagnostic procedure now required in the S3-Guideline), use of CA 19-9 as an
early biochemical response marker (results of NEOLAP 1 and CONKO 007 study)

B) Strong recommendation for surgical exploration (exploratory laparotomy) with
the aim of determining resectability and immediate resection in all patients
without clear signs of progression and irrespective of radiographic downstaging (as
a result of the NEOLAP 1 and CONKO 007 study). Both studies showed significantly
better survival after resection compared to continued conservative therapy. This
corresponds to the recommendations of the S3-Guideline, which have since been
updated. In particular, the CONKO 007 study showed that the proportion of
patients who underwent surgery increased from 13% to 32% over the course of
the trial and at the same time the rate of RO resected patients increased from 11%
to 17%.

C) Improvement of the effectiveness of the radiochemotherapy protocol by using
capecitabine instead of gemcitabine (SCALOP Trial), use of a moderately
hypofractionated radiation of 20 x 2.4 Gy (equivalent to 50.4 Gy of the CONKO trial
and increased dose in comparison to the PREOPANC | and Il trial), administration
of additional cycles of mFOLFIRINOX before and after radiochemotherapy and
limitation of the treatment-free phase preoperatively to 4 weeks (improvement
compared to the PREOPANC | and Il trial) as well as implementation of a RT- quality
assurance program (improvement compared to CONKO 007).

D) Use of structured templates for radiographic staging of localized pancreatic
adenocarcinoma (based on NCCN-criteria) and continued use of the national
expert panel, which in the CONKO 007 study led to an increasing resection
frequency from 13% to 32% and the RO rate from 11% to 17% of the included
tumors initially assessed as inoperable over the recruiting period. In the CONKO
012/NEOLAP 2 trial the classification into the resectability groups should be
checked by the board on the basis of the structured diagnostic imaging report and
the images. An evaluation of the panel is given as a supportive second opinion
comparable to the CONKO 007 trial. The panel is used as a platform for
recommendations for alternative studies in the event of non-inclusion as well.

An evaluation of the question of the benefit of radiochemotherapy for the groups
of borderline resectable (BR) and unresectable (UR) tumors within a study is
appropriate due to the expected comparable benefit of a 10% survival advantage
after 5 years. These are based on the observations from CONKO 007 trial where
patients without progression under induction chemotherapy with FOLFIRINOX and




biochemical response, measurable as an at least 20% decrease in CA 19-9 after an
RCT, have a 5-year survival benefit of 3% to 13% and in later resected patients of
8% to 32%. For borderline resectable patients, the extent of the improvement is
more difficult to estimate. The PREOPANC | study assumes a long-term (5-year)
survival of 15% as a result of preoperative therapy. A clinically relevant benefit
would also exist with an increase in survival of 10%. A further advantage of the joint
study is that every patient without distant metastases who is not primarily assessed
as resectable can be offered this therapy trial.

Study type Investigator-initiated, multicenter, open-labeled, randomized phase Il study

and design

Hypothesis: For patients with borderline resectable (BR) or unresectable (UR) pancreatic
adenocarcinoma who continue to have no distant metastases after optimal
induction chemotherapy and a CA 19-9 response, the addition of
radiochemotherapy to multi-agent chemotherapy will improve survival rate by 10%
after 5 years (15% to 25%).

Primary 5-year survival rate after second randomization (radiochemotherapy vs. continued

endpoint: multi-agent chemotherapy)

Secondary Main secondary endpoint:

endpoints:

Disease control rate (DCR) at 6 weeks (BR) or 12 weeks (UR) after first
randomization (MFOLFIRINOX vs. nab-Paclitaxel/Gemcitabine/mFOLFOX as multi-
agent induction chemotherapy)

Further secondary endpoints:

Median disease-free survival (DFS) and overall survival (OS)
biochemical response (CA19-9)

radiographic and metabolic response (RECIST, PERCIST)
safety and toxicity of chemo- and radiochemotherapy
macroscopic complete resection rate (conversion rate)

histopathological assessment of resection specimens (ypTNM-stage, resection
status, regression rate)

rates of locoregional recurrence vs. distant metastases after surgery

quality of life

Key inclusion
criteria

therapy-naive, (anatomic or biologic) Borderline-resectable (BR-A/B) or
unresectable (UR) pancreatic adenocarcinoma (according to NCCN and ABC
criteria) based on a diagnostic ®F-FDG-PET-CT with a structured report of
radiographic findings according to the German S3 guidelines

Age > 18 years
ECOG 0-1
Biopsy-(histological/cytological) confirmed adenocarcinoma of the pancreas

no evidence of distant metastases in ¥F-FDG-PET-CT and MRI of the liver / upper
abdomen

sufficient kidney, liver, bone marrow function




Patient must be able to understand the content of the protocol and give

written consent to participate

Key exclusion

ECOG 2 and higher

criteria distant metastases
known DPD mutation
Ca 19-9 normal value at primary staging
pregnant or breastfeeding women
patients of childbearing or reproductive age who are unwilling or unable to take
consistent contraceptive measures during treatment
synchronous second malignancies, with the exception of a basal cell carcinoma of
the skin or a carcinoma in situ of the cervix after successful therapy. The inclusion
of patients with other tumors that have been successfully treated and have not
recurred within the last 5 years must be discussed with the LKP.
chronic inflammatory bowel disease
known allergic reactions to oxaliplatin, irinotecan, nab-paclitaxel, gemcitabine,
5FU, folinic acid
simultaneous or within 4 weeks participation in another study with one or more
drugs currently being tested
concomitant diseases that prevent the application of chemotherapy or
radiotherapy, e.g., clinically apparent heart failure
insufficient liver function: bilirubin >2,5 mg/dl (after sufficient relief), GOT, GPT,
AP, > three times the normal range (if necessary, after sufficient relief)
in patients with a stent, if necessary, after assessment by the local investigator or
after consultation with the LKP
insufficient bone marrow function; leukocytes <3 Gpt/I, thrombocytes <100Gpt/I,
anemia <7g/dl
insufficient renal function: serum creatinine > 1.5mg/dl, creatinine clearance <
60ml/min or comparable test, e.g., cystatin C.
uncontrolled, serious physical or mental disorders, such as unstable angina
pectoris, myocardial infarction within the last 6 months, significant arrhythmia,
apoplexy, high-grade carotid stenosis, neurological or psychiatric disorders
including seizure disorders, dementia, psychosis, active, uncontrollable infection
or sepsis, cirrhosis of the liver of stage Child B, C; HIV infection
pre-existing neuropathy (> grade 1)
Ongoing drug, medication or alcohol abuse
Need for long-term immunosuppressive therapy
simultaneous therapy with the antivirals sorivudine or brivudine
previous radiotherapy or chemotherapy
unwillingness to storage and use of personal medical data

Study Trial scheme:

procedure
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Screening and central review panel (online)

After checking the inclusion and exclusion criteria, the treatment center will assess
resectability and present the patient to the central radiological-surgical review
panel.

This takes place after a written consent to participate in the study.

The initial imaging (FDG-PET/CT, MRI) with a standardized report of findings is
presented to 8 experts for a second opinion on the classification of borderline or
unresectable tumor. The panel will recommend a treatment. But the final decision
of the treatment is made by the treating center. The evaluation is based on the
structured evaluation report of the diagnostic FDG-PET/CT.

If the patient fulfills the criteria for "anatomic oder biologic borderline-resectable
(BR-A/B)", he will be included in the CONKO 12/NEOLAP2 study part BR; if the
criteria for an “unresectable pancreatic carcinoma” are fulfilled, patient will be
included in the CONKO 12/NEOLAP 2 study part UR for induction chemotherapy.
1. First randomization

In the respective BR and UR-Arms, randomized allocation will be performed
according to the 1:1 principle between the mFOLFIRINOX arms (BR-FFX, UR-FFX
arm) and the sequential regimen with nab-paclitaxel/gemcitabine/mFOLFOX
(BR-SEQ and UR-SEQ arm)

2. Induction chemotherapy

All patients registered for the study undergo induction chemotherapy:

The duration of induction chemotherapy depends on the stratum (BR A/B vs. UR)

For patients assessed as borderline resectable (BR-Arm), induction therapy lasts 6
weeks.

For patients deemed unresectable (UR-Arm), induction chemotherapy lasts 12
weeks.

Arm BR-FFX and UR-FFX: mFOLFIRINOX




consisting of:

Oxaliplatin 85mg/m? d1,

Folinic acid 400mg/m? d1,

Irinotecan 150mg/m? d1,

5-Fluorouracil 2400mg/m? continuous infusion over 46h

Arm BR-FFX: d1, 15, 29
Arm UR-FFX: d1, 15, 29, 43,57, 71

Arm BR-SEQ and UR-SEQ: Sequence scheme
consisting of:
Arm BR-SEQ

nab-Paclitaxel 125 mg/m? + gemcitabine 1000mg/mg/m?, d1, 8, 15,
mod FOLFOX®6, d29

Oxaliplatin 85 mg/m?,

Folinic acid 400mg/m?

5-Fluorouracil 400mg/m? as bolus

5-Fluorouracil 2400mg/m? continuous infusion over 46h

Arm UR-SEQ

nab-Paclitaxel 125 mg/m? plus gemcitabine 1000mg/ mg/m?,
di, 8, 15, 43, 50, 57

mod FOLFOX6, d29 + d71

Oxaliplatin 85 mg/m?,

Folinic acid 400mg/m?

5-Fluorouracil 400mg/m? as bolus

5-Fluorouracil 2400mg/m? continuous infusion over 46h

3. Restaging at week 6 for borderline resectable patients (arm BR); restaging at
week 12 for unresectable patients (arm UR)

At week 6 or 12 after the end of the induction chemotherapy, a CT scan of the
abdomen and thorax is performed to rule out distant metastasis and
determination of CA19-9 value is planned.

4. Exclusion from further treatment in the study

The following patients are excluded from further treatment in the study:

- Patients with distant metastases

- Patients without a CA 19-9 decrease of at least 20%.

5. Second randomization

All patients, regardless of their primary allocation to arm BR or arm UR, who are

without distant metastases and have a CA 19-9 response, will be randomized at
week 6 or 7 (Arm BR) or at week 12 or 13 (Arm UR) between radiochemotherapy




+ 2 cycles of mFOLFIRINOX (Arm RCT; 1 cycle before and after RCT) and 4 cycles
of mFOLFIRINOX (Arm FFX)

6 A. Intervention (RCT):
Arm RCT: moderately hypofractionated radiotherapy with capecitabine

The patient initially receives a further course of mFOLFIRINOX in week 8
(borderline) or week 14 (unresectable) to ensure treatment density

From week 10 — 11 (borderline) or week 16 - 17(unresectable), moderate
fractionated radiotherapy of the primary tumor and any PET-avid lymph node
metastases with 20x 2.4 Gy is started.

In parallel, the patient receives capecitabine 830mg/m? BID on the irradiation days.
If restitution of hematopoiesis has not yet occurred, radiotherapy begins, but
chemotherapy is delayed until hematopoiesis is restored.

Radiotherapy lasts from week 10-11 to 14 — 15 for borderline resectable tumors
and from week 16 - 17 to 20 — 21 for unresectable tumors.

At week 16 -17, the patient receives a further course of mFOLFIRINOX if primarily
assessed as borderline resectable and at week 21 — 22 if assessed as unresectable.

6B. Control arm (continued chemotherapy)

Arm FFX: continuation of chemotherapy with mFOLFIRINOX

Borderline resectable:

Patient receives a further 4 courses of mFOLFIRINOX at weeks 7, 9, 11 and 13, the
latter administration if clinically justifiable.

Unresectable tumor:

The patient receives a further 4 courses of mFOLFIRINOX at weeks 13, 15, 17 and
19, the latter administration if clinically justifiable.

7. Re-evaluation

Borderline: Re-evaluation of resectability takes place at week 20- 21, i.e., 4 weeks
after the last course of chemotherapy and 6 weeks after completion of
radiochemotherapy.

Unresectable: Re-evaluation of resectability takes place at week 25 - 26, i.e., 4
weeks after the last chemotherapy and 6 weeks after completion of

radiochemotherapy.

A second diagnostic F-FDG-PET/CT with KM and an MRI of the liver should be
performed as well as determination of CA 19-9 should be carried out.

8. Second opinion of the central review panel




The re-presentation to the central review panel takes place to assess surgical
resectability (non-binding vote)

9. Surgical exploration and resection

If there is no evidence of disease progression in the control or trial arm; (still no
distant metastases, no significant local progression and ongoing CA 19-9 drop >
20% compared to baseline), surgical exploration by means of laparotomy to
evaluate definitive resectability should be performed independently of the
radiological assessment of (secondary) resectability (downstaging). Surgical
exploration should be performed no later than 8 weeks after the last
chemotherapy (or 10 weeks after the end of the RCT).

If resection is not possible during surgical exploration, the reasons should be
documented (i.e., detailed vascular contact, peritoneal or liver metastasis)

Resection is performed in accordance with the S3 guideline for exocrine pancreatic
carcinoma.

If surgical tumor resection is performed, a standardized pathohistological
examination of the tumor specimen should be carried out with regard to the
histomorphology of the tumor (typing, grading), tumor extent (ypTNM, R
classification) and tumor regression grading.

If the patient is not resectable intraoperatively, the patient is excluded from the
study and treated further according to the treating physician.

10. Adjuvant chemotherapy

In the case of a macroscopic complete tumor resection (RO or R1), all study patients
should, if possible, receive adjuvant/additive chemotherapy with mFOLFIRINOX
postoperatively. The number of adjuvant/additive chemotherapy cycles depends
on the duration of the preoperative chemotherapy (total duration of perioperative
chemotherapy 6 months or 24 weeks).

11. Procedures in case of unresectability
Further treatment (i.e., continued chemotherapy or radiochemotherapy for
patients in the control arm) is at the discretion of the treating physician.

12. Duration of treatment

Treatment lasts 7 - 8 months including resection, depending on convalescence
after resection and the start of adjuvant chemotherapy.

13. Follow up

The follow-up phase begins at the time of the performed or scheduled resection
and should be carried out for all patients for up to 5 years (until death or at least
5 years after second randomization) analogue to the recommendations of the
German Cancer Society (or the German S3 guideline).




Translational
research

A translational research program will be established to identify tumor response
mechanisms, prognostic markers and predictive markers

Central archiving is planned (as performed in the CONKO 007 trial) of unused
material from initial biopsy, the tumor specimen and from any biopsy of a
metastasis/local recurrence. Additional serial blood samples will be taken. The
images are also archived centrally. All material will be available for members
within the new established German Pancreatic Cancer Alliance on request.

Sample size
calculation

Randomisation 2:
The primary endpoint of the study is the survival rate 5 years after randomisation
2 for patients with randomisation 2.

For initially unresectable (UR) tumors: Based on the subgroup analysis of the
CONKO-007 study, it is assumed that patients without distant metastases with CA
19-9 response (20% drop) have a 5-year survival rate of 3.2% after induction
chemotherapy and 13.2% after radiochemotherapy.

For initially borderline resectable (BR-A/B) patients: In the CONKO-007 trial,
patients with CA 19-9 decrease (>20%) and subsequent resection showed a 5-year
survival rate of 13.3% in the chemotherapy arm versus 28.7% in the
radiochemotherapy arm. Even these data are based on a small number of cases,
they correspond well with the data from the Dutch studies. The PREOPANC | study
showed a 5-year survival of 20.5% (all patients initially classified as operable and
borderline) after RCT followed by surgery. In the PREOPANC Il study (also initially
classified as operable and borderline), survival rates after 3 years were 31% - 35%
after radiochemotherapy or chemotherapy. This corresponds to the 3-year survival
in PREOPANC |, so that a 5-year survival rate of 25% can also be assumed here.

The following hypotheses will be tested (after second randomization):

Ho: 5-years OS-rate (Arm RCT) < 5-years OS-rate (Arm FFX)
versus
Hi: 5-years OS-rate (Arm RCT) > 5-years OS-rate (Arm FFX)

According to the assumptions below, a sample size of 500 patients (i.e., 250
patients per treatment arm) is needed. Assuming a dropout rate of appr. 30%
patients undergoing randomisation 1 but not reaching randomisation 2, a total of
N=720 patients will be included at randomisation 1.

The sample size calculation is based on the following conditions:

Success of radiochemotherapy (Arm RCT) is expressed in a 10%-points
improvement of survival rate

Initially unresectable patients: An improvement of 10%-points from 5% to 15% can
be regarded as realistic and clinically significant.

Initially borderline resectable patients: An improvement of 10%-points from 25%
to 35% can be regarded as realistic and clinically significant.




A distribution of 1:1 between initially unresectable and initially borderline
resectable patients at time of randomisation 2. This led to a combined assumed
survival rate of 25% (Arm RCT) versus 15% (Arm FFX).

30% of patients with randomisation 1 will not reach randomisation 2

2-sided chi-square test with alpha of 5% and power of 80%

Randomisation 1:

The DCR (disease control rate) is the main secondary endpoint of the study and
the target criterion for the assessment of the first part of the study (randomisation
1). A DCR of 60% is assumed in both treatment arms; the aim is to show non-
inferiority of the sequential arm with a non-inferiority threshold of A=15%. With a
one-sided alpha of 5% and a power of 80%, a total of 190 patients are required,
separately for both subgroups (borderline resectable patients, unresectable
patients).

The following hypotheses will be tested:

Hour: DCR (Arm UR-FFX) - A > DCR (Arm UR-SEQ)
versus

Hiur: DCR (Arm UR-FFX) - A < DCR (Arm UR-SEQ)
and

Hoer: DCR (Arm BR-FFX) - A > DCR (Arm BR-SEQ)
versus

Higr: DCR (Arm BR-FFX) - A < DCR (Arm BR-SEQ)

Time schedule

Preparation: Q4/2024

Start of Recruitment: Q2/2025
Planned end of recruitment: Q2/2030
Planned end of follow-up: Q1/2035
Final study report: Q3/2035

Interim
analysis/
adaptive design

After appr. 200 patients, the mixing ratio at time of randomisation 2 will be re-
evaluated to see whether there are any imbalances in recruitment with an impact
on the predicted survival time. For the sample size calculation of the primary
endpoint a 1:1 distribution between initially unresectable (UR) and initially
borderline resectable (BR) patients at time of randomisation 2 is assumed and
crucial for the total sample size.

The following adaptive design will be applied after re-evaluation of mixing ratio:
Rate of UR and BR patients, respectively, appr. 50%

No change of study design

Continuation of recruitment as planned

Rate of BR patients insufficient

Inclusion of borderline be stopped

Change of primary endpoint only based on initially unresectable patients and re-
calculation of sample size

Borderline resectable patients included before interim analysis will be treated
according to study protocol




Rate of UR patients insufficient
It will be evaluated whether a joint analysis with the patients of the CONKO 007
study should be performed.

All other situations, including a threshold for “insufficient” and the procedure if
the rate of unresectable patients is assessed as insufficient, will be discussed in a
data review meeting. Members of the data review meeting are at least the
sponsor representative and the study statistician, others and/or delegates
involved in the study may be invited as appropriate.

GCP
compliance

The proposed study will be conducted in compliance with the current version of
the clinical trial protocol






