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DRUP - Drug specific study manual for DACOMITINIB (Vizimpro)

1. Drug specific in- and exclusion criteria
Dacomitinib 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 or 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
dacomitinib (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 enroliment.

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

b

C.

d. Total bilirubin <2 x ULN

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

f.  Serum creatinine < 2 x ULN or calculated or measured creatinine
clearance > 30 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. A new (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 allogeneic
hematopoietic stem cell transplantation prior to study enrollment, 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.
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Exclusion criteria Yes No

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

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

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

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

5. 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.

Patient is pregnant or nursing.

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.

8. 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.

9. Patients with a history of, or currently suspected, diffuse non-infectious
pneumonitis or interstitial lung disease including:

a. Past medical history of interstitial lung disease, drug-induced interstitial
disease, radiation pneumonitis which required steroid treatment or any
evidence of clinically active interstitial lung disease;

b. Pre-existing idiopathic pulmonary fibrosis evidenced by CT scan at
screening;

c. Insufficient lung function as determined by either clinical examination
or an arterial oxygen tension of <70 mmHg.

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

eligible.
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Exclusion criteria Yes No

11. Patients with stroke (including TIA) or acute myocardial infarction within 3
months before the first dose of study treatment are not eligible.

12. 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
fromhttps://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 of | After end of
days before screening, treatment cycle | every 2™ treatment
treatment start) | hofore start | (1 cycle = 28 treatment (< 30 days after
days) cycle stop)

Concurrent meds X X

Adverse events X

Physical exam X xt

Vital signs X xt

Performance Status | x x!

CBC w/diff, platelets | x x*

Serum chemistry x? x12

Pregnancy test x3

(serum or urine)

Dacomitinib X (continuous

(Vizimpro) dosing)

Tumor biopsy x> X

Response evaluation | x* x4

1. According to local standard clinical practice, or as clinically indicated.

2. Including creatinine, sodium potassium, AST, ALT, bilirubin.

3. All female subjects with reproductive potential must have a negative pregnancy test (serum
or urine) prior to starting study treatment.

4. 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).

5. 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.

3. Administration and starting dosage
The recommended dose of dacomitinib is 45 mg taken orally once daily, until disease progression or
unacceptable toxicity occurs.
Patients should be encouraged to take their dose at approximately the same time each day. If the
patient vomits or misses a dose, an additional dose should not be taken and the next prescribed
dose should be taken at the usual time the next day. The tablets should be swallowed with water
and can be taken with or without meals.

4. How supplied
Dacomitinib is supplied as 15 mg, 30 mg or 45 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).
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5. Dose modifications for toxicity
Dose modifications may be required based on individual safety and tolerability. If dose reduction is
necessary, then the dose of dacomitinib should be reduced as described in Table 1. Dose
modification and management guidelines for specific adverse reactions are provided in Table 2 (see
sections 4.4 and 4.8 of the Summary of Product Characteristics (SPC)).

Table 1. Recommended dose modifications for dacomitinib adverse reactions

Dose level Dose (once daily)
Recommended starting dose 45 mg
First dose reduction 30 mg
Second dose reduction 15mg

6. Warnings and precautions
Interstitial lung disease (ILD)/Pneumonitis
ILD/pneumonitis, which could be fatal, has been reported in patients receiving dacomitinib. Patients

with a history of ILD have not been studied.

Careful assessment of all patients with an acute onset or unexplained worsening of pulmonary
symptoms (e.g., dyspnoea, cough, fever) should be performed to exclude ILD/pneumonitis.
Treatment with dacomitinib should be withheld pending investigation of these symptoms. If
ILD/pneumonitis is confirmed, dacomitinib should be permanently discontinued and appropriate
treatment instituted as necessary.

Diarrhoea

Diarrhoea, including severe diarrhoea, has been very commonly reported during treatment with
dacomitinib. Diarrhoea may result in dehydration with or without renal impairment, which could be
fatal if not adequately treated.

Proactive management of diarrhoea should start at the first sign of diarrhoea especially within the
first 2 weeks of starting dacomitinib, including adequate hydration combined with anti-diarrhoeal
medicinal products and continued until loose bowel movements cease for 12 hours. Anti-diarrhoeal
medicinal products (e.g., loperamide) should be used and, if necessary, escalated to the highest
recommended approved dose. Patients may require dosing interruption and/or dose reduction of
therapy with dacomitinib. Patients should maintain adequate oral hydration and patients who
become dehydrated may require administration of intravenous fluids and electrolytes.

Skin-related adverse reactions

Rash, erythematous and exfoliative skin conditions have been reported in patients treated with
dacomitinib.

For prevention of dry skin, initiate treatment with moisturizers, and upon development of rash,
initiate treatment with topical antibiotics, emollients, and topical steroids. Start oral antibiotics and
topical steroids in patients who develop exfoliative skin conditions. Consider adding broad spectrum
oral or intravenous antibiotics if any of these conditions worsen to greater than or equal to Grade 2
severity. Rash, erythematous and exfoliative skin conditions may occur or worsen in areas exposed
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to the sun. Advise patients to use protective clothing and sunscreen before exposure to the sun.
Patients may require dosing interruption and/or dose reduction of therapy with dacomitinib.

Hepatotoxicity and transaminases increased

Increased transaminases have been reported during treatment with dacomitinib.
Therefore, periodic liver function testing is recommended. In patients who develop severe
elevations in transaminases while taking dacomitinib, treatment should be interrupted.

Medicinal products metabolised by cytochrome P450 (CYP)2D6
Dacomitinib may increase exposure (or decrease exposure of active metabolites) of other medicinal

products metabolised by CYP2D6. Concomitant use of medicinal products predominantly
metabolized by CYP2D6 should be avoided unless such products are considered necessary.

If concomitant use of such medicinal products is considered necessary, they should follow their
respective labels for dose recommendation regarding co-administration with strong CYP2D6
inhibitors.

Other forms of interactions

Concomitant use of proton pump inhibitors (PPls) with dacomitinib should be avoided. The aqueous
solubility of dacomitinib is pH dependent, with low (acidic) pH resulting in higher solubility.

Based on pooled data in patients, there was no apparent effect of histamine-2 (H2) receptor
antagonists on steady-state trough concentration of dacomitinib. Local antacids and H2 receptor
antagonists may be used if needed. Dacomitinib should be administered 2 hours before or at least
10 hours after taking H2 receptor antagonists.

Coadministration of rivaroxaban and dacomitinib has not been studied, but should be approached
with caution. Rivaroxaban concentrations may increase due to potential inhibition of P-gp and BCRP
by dacomitinib, but this effect has only been established in vitro. Close monitoring for rivaroxaban
toxicity and anti-Xa activity or switching to a different anticoagulant is recommended.

Lactose

This medicinal product contains lactose. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency, or glucose-galactose malabsorption should not take this
medicinal product.



