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DRUP - Drug specific study manual for AXITINIB (Inlyta)

1. Drug specific in- and exclusion criteria
Axitinib specific criteria are highlighted in light grey.

Inclusion criteria Yes No

1. Patients must be 218 years of age.

2. Histologically-proven locally advanced or metastatic solid tumor, multiple
myeloma, non-Hodgkin lymphoma or T-cell prolymphocytic leukemia, with
symptomatic or radiological disease progression after standard anti-cancer
therapy, or for whom no such treatment is available or indicated.

a. For patients with a primary brain tumor: histologically confirmed
recurrent or de novo primary brain tumor, with unequivocal progression
after prior therapy, at least 3 months after radiotherapy (either first line
chemo-radiotherapy or re-irradiation), and with stable or decreasing
dosage of steroids for at least 7 days prior to the baseline MRI scan.

3. Presence of an oncogenic mutation that can potentially be targeted by
axitinib (please refer to the list of drugs and acceptable profiles for further
definitions). A complete sequencing report, confirming the actionable
mutation has to be submitted for patient enrollment.

4. ECOG performance status 0-2

5. Patients must have acceptable organ and bone marrow function measured
within 4 weeks prior to administration of study treatment as defined below:

a. Absolute neutrophil count (ANC) > 1.5 x 10%/L

Hemoglobin > 5.6 mmol/I

Platelet count > 75 x 10°/L

Total bilirubin < 2 x ULN

olalo|o

AST (SGOT) and ALT (SGPT) < 2.5 x institutional ULN (or <5 x ULN in
patients with known hepatic metastases)

f.  Serum creatinine < 1.5 x ULN or calculated or measured creatinine
clearance > 50 mL/min/1.73 m?

6. Objectively measurable disease (by physical or radiographic examination,
according to RECIST v1.1 for patients with solid tumors, or according to
IMWG, Lugano, RANO or GCIG criteria, resp., for patients with multiple
myeloma, non-Hodgkin lymphoma and T-cell prolymphocytic leukemia,
primary brain tumors or ovarian cancer in case of CA125-based evaluation).
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Inclusion criteria Yes No

7. Anew (obtained <2 months before inclusion, and without any type of anti-
cancer therapy within those <2 months) fresh frozen tumor biopsy specimen
for extensive biomarker testing is mandatory before the start of treatment
with a targeted agent included in the protocol. Alternatively, fresh frozen
tumor tissue acquired in the context of a standard care procedure may be
used, provided that no systemic anti-cancer treatment was given between
the procedure and start of study treatment within DRUP.

The following exceptions are made:

a) An exception is made for patients with a primary brain tumor or other
tumor types with only intracerebral lesions, only if the mandatory DRUP
pre-treatment biopsy for biomarker analysis cannot safely be obtained:

i. The fresh frozen tumor biopsy sample may be replaced by fresh
frozen tumor tissue, obtained earlier from recurrent disease, as part
of standard of care surgical procedure (i.e., performed at
progression)

ii. If no fresh frozen tumor tissue is available for NGS, and the risk of
obtaining a new tumor biopsy is considered too high, no biopsy will
be required. In this case, the study coordinators must be informed
in advance, and there will be no reimbursement for the biopsy
procedure.

b) In case WGS is performed on tumor tissue outside the context of a
clinical trial before inclusion, and without any type of anti-cancer therapy
between the collection of tissue and inclusion in DRUP, this can replace
the DRUP pre-treatment biopsy, provided that the patient gives consent
to use his/her WGS data for biomarker analysis in DRUP.

c) An exception is made for patients that underwent an allogenic
hematopoietic stem cell transplantation prior to study enroliment, since
this will prevent a correct WGS analysis due to a mismatch between the
biopsy specimen and the required blood sample.

8. Ability to understand and the willingness to sign a written informed consent
document.

9. For orally administered drugs, the patient must be able to swallow and
tolerate oral medication and must have no known malabsorption syndrome.

10. Women of child-bearing potential and men must agree to use adequate
contraception for the duration of study participation, and for four months
following completion of study therapy. For women of childbearing potential:
negative serum pregnancy test.

Exclusion criteria Yes No

1. Patients that are eligible for on-label treatment with axitinib or for ongoing
phase 2 / 3 trials with axitinib are excluded from treatment with axitinib
within the DRUP trial.

2. Known hypersensitivity to the active substance or to any of the excipients.

3. Uncontrolled hypertension (€160 mm Hg systolic or €95 mm Hg diastolic)) as
documented by 2 baseline blood pressure readings taken at least 1 hour
apart. Note: Patients with hypertension who are adequately treated with
antihypertensive agents are eligible.
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Exclusion criteria Yes No

4. Current use or anticipated need for treatment with drugs that are known
potent CYP3A4/5 inhibitors (i.e., grapefruit juice, verapamil, ketoconazole,
miconazole, itraconazole, erythromycin, telithromycin, clarithromycin,
indinavir, saquinavir, ritonavir, nelfinavir, lopinavir, atazanavir, amprenavir,
fosamprenavir and delavirdine).

5. Current use or anticipated need for treatment with drugs that are known
CYP3A4/5 inducers (i.e., carbamazepine, dexamethasone, felbamate,
omeprazole, phenobarbital, phenytoin, amobarbital, nevirapine, primidone,
rifabutin, rifampin, and St. John’s wort).

6. Patients with acute gastrointestinal bleeding within 1 month of start of
treatment entry are not eligible.

7. Patients who had prior extensive radiotherapy in the abdomen or in the lungs
or in more than 3 vertebrae in the spine.

8. Patients with rare hereditary problems of galactose intolerance, Lapp lactase
deficiency or glucose-galactose malabsorption.

9. Ongoing toxicity > grade 2, other than alopecia or grade 2 peripheral
neuropathy.

10. Patient is receiving any other anti-cancer therapy (cytotoxic, biologic,
radiation, or hormonal other than for replacement). Required wash out
period prior to starting study treatment is at least two weeks. An exception is
made for patients suffering from CRPC, who are allowed to continue
androgen deprivation therapy.

11. Patient is pregnant or nursing.

12. Patients with brain metastases. Patients with previously treated brain
metastases are eligible, provided that the patient has not experienced a
seizure or had a clinically significant change in neurological status within the 3
months prior to registration. All patients with previously treated brain
metastases must be stable for at least 1 month after completion of treatment
and off steroid treatment prior to study enrollment.

For patients with a primary brain tumor:

a. Patients who require anti-convulsant therapy must be taking non-enzyme
inducing antiepileptic drugs (non-EIAED). EIAED are prohibited. Patients
previously on EIAED must be switched to non-EIAED at least 2 weeks prior
to randomization.

b. No radiotherapy within the three months prior to the diagnosis of
progression.

c. No radiotherapy with a dose over 65 Gy, stereotactic radiosurgery or
brachytherapy unless the recurrence is histologically proven.

13. Patients with clinically significant preexisting cardiac conditions, including
uncontrolled or symptomatic angina, uncontrolled atrial or ventricular
arrhythmias, or symptomatic congestive heart failure are not eligible.

14. Patients with known left ventricular ejection fraction (LVEF) < 40% are not
eligible.

15. Patients with stroke (including TIA) or acute myocardial infarction within 3
months before the first dose of study treatment are not eligible.
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Exclusion criteria Yes No

16. Patients with any other clinically significant medical condition which, in the
opinion of the treating physician, makes it undesirable for the patient to
participate in the study or which could jeopardize compliance with study
requirements including, but not limited to: ongoing or active infection,
significant uncontrolled hypertension, or severe psychiatric illness/social
situations.

NB Please note that official prescription instructions, as outlined in the Summary of Product
Characteristics (SPC, most recent version can be downloaded from
https://www.ema.europa.eu/en/medicines) and / or any other official documents concerning this
drug, will always take precedence over this manual. This manual is provided for practical support;
treatment can be performed according to local standard-of-care protocols.
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2. Treatment schedule

Screening (<28 | After D1 of every At the end After end of
days before screening, | treatmentcycle | of every2™ | treatment
treatmentstart) | pofore start | (1 cycle = 28 treatment (<30 days
days) cycle after stop)
Concurrent meds X X
Adverse events X
Physical exam X xt3
Vital signs X x12
Performance Status | x xt
Hb, hematocrit, X x4
neutrophil count,
platelets
Serum chemistry !
ALT, AST, bilirubin, x> X
thyroid function
Serum pregnancy x2
test
Axitinib (Inlyta) x (continuous
dosing)
Tumor biopsy x’ x’
Response evaluation | x° x®

According to local standard clinical practice, or as clinically indicated.
Monitor for hypertension and treat as needed.
Interrupt treatment if signs or symptoms of PRES (headache, insult, confusion, visual
complaints, or other neurologic symptoms) occur, consider brain MRI to exclude PRES.
Permanently discontinue axitinib if PRES is diagnosed.

4. Monitor hemoglobin and hematocrit before initiation of, and periodically throughout,
treatment with axitinib.

5. Monitor ALT, AST, bilirubin and thyroid function before initiation of, and periodically
throughout, treatment with axitinib.

6. Baseline scan should be performed < 28 days before start of treatment. Tumor assessments
will initially be repeated every 8 weeks after treatment initiation. If the patient continues
study treatment beyond 3 response evaluations (i.e., 24 weeks), response evaluation will

thereafter be performed at the end of every 3'" treatment cycle (i.e., every 12 weeks).
7. Tumor biopsy: after screening is positive, a mandatory DRUP pre-treatment biopsy should be

taken. After termination of DRUP treatment, a post-treatment biopsy can be taken. The
post-treatment biopsy is optional.

8. During screening, a serum test should be performed within 7 days before the first dose of
axitinib for all female participants of childbearing potential.
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3. Administration and starting dosage
The recommended dose of axitinib is 5 mg twice daily. Administer axitinib dose approximately 12
hours apart with or without food. Axitinib should be swallowed whole with a glass of water.

Patients who tolerate the axitinib starting dose of 5 mg twice daily with no adverse reactions > grade
2 for two consecutive weeks may have their dose increased to 7 mg twice daily, unless the patient’s
blood pressure is > 150/90 mmHg or the patient is receiving antihypertensive treatment.
Subsequently, using the same criteria, patients who tolerate an axitinib dose of 7 mg twice daily may
have their dose increased to a maximum of 10 mg twice daily.

Treatment should continue as long as clinical benefit is observed or until unacceptable toxicity
occurs that cannot be managed by concomitant medicinal products or dose adjustments. If the
patient vomits or misses a dose, an additional dose should not be taken. The next prescribed dose
should be taken at the usual time.

4. How supplied
Axitinib is supplied as 1 mg film-coated tablets. Drugs can be (re-)ordered by filling in the required
fields in the eCRF. Drugs will be shipped to the site’s pharmacy. Per shipment, sufficient drug can be
ordered to treat the patient until the next response evaluation (and 1 cycle beyond for the first
order, to cover the period in between response evaluation and re-supply).

5. Dose modifications for toxicity
Please refer to Summary of Product Characteristics (SPC).

6. Warnings and precautions
Cardiac failure events: signs or symptoms of cardiac failure should periodically be monitored

throughout treatment with axitinib. Management of cardiac failure events may require temporary
interruption or permanent discontinuation and/or dose reduction of axitinib therapy.

Hypertension including hypertensive crisis has been observed. Blood pressure should be well-
controlled prior to initiating axitinib. Monitor for hypertension and initiate treatment if necessary. In
case of persistent hypertension despite use of antihypertensive medications, reduce the axitinib
dose.

Arterial and venous thrombotic events have been observed and can be fatal. Use with caution in

patients who are at increased risk for these events.

Elevation of haemoglobin or haematocrit: an increase in red blood cell mass may increase the risk of

embolic and thrombotic events. Haemoglobin or haematocrit should be monitored before initiation
of, and periodically throughout, treatment with axitinib. If haemoglobin or haematocrit becomes
elevated above the normal level, patients should be treated according to standard medical practice
to decrease haemoglobin or haematocrit to an acceptable level.
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Hemorrhagic events, including fatal events, have been reported. Axitinib has not been studied in

patients with evidence of untreated brain metastasis or recent active gastrointestinal bleeding and
should not be used in those patients.

Gastrointestinal perforation and fistula, including death, have occurred. Use with caution in patients

at risk for gastrointestinal perforation or fistula.

Hypothyroidism requiring thyroid hormone replacement has been reported. Monitor thyroid
function before initiation of, and periodically throughout, treatment with axitinib.

Stop axitinib at least 24 hours prior to scheduled surgery.

Posterior reversible encephalopathy syndrome (PRES): PRES is a neurological disorder which can

present with headache, seizure, lethargy, confusion, blindness and other visual and neurologic
disturbances. Mild to severe hypertension may be present. Magnetic resonance imaging is necessary
to confirm the diagnosis of PRES. In patients with signs or symptoms of PRES, temporarily interrupt
or permanently discontinue axitinib treatment. The safety of reinitiating axitinib therapy in patients
previously experiencing PRES is not known.

Monitor for proteinuria before initiation of, and periodically throughout, treatment with axitinib. For
moderate to severe proteinuria, reduce the dose or temporarily interrupt treatment with axitinib.

Axitinib should be discontinued if the patient develops nephrotic syndrome.

Elevation of liver enzymes has been observed during treatment with axitinib. Monitor ALT, AST and

bilirubin before initiation of, and periodically throughout, treatment with axitinib. The starting dose
of axitinib should be decreased if used in patients with moderate hepatic impairment. Axitinib has
not been studied in patients with severe hepatic impairment.

Concomitant medication: caution should be exercised due to the risk of increased axitinib plasma

concentrations in patients taking strong CYP1A2 and CYP2C19 inhibitors (including proton-pump
inhibitors), and in patients taking concomitant CYP1A2-substrates.



