For Use in India
To be sold by retail on the prescription of Oncologist only

1. GENERIC NAME
Tucatinib Tablets 50 mg and 150 mg

Tucaone®

gobldal

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Tucatinib Tablets 50 mg
Each Tablet contains................. 50 mg of Tucatinib

Tucatinib Tablets 150 mg

Each Tablet contains................ 150 mg of Tucatinib
3. DOSAGE FORM AND STRENGTH

Tablets; 50 mg and 150 mg

4. CLINICAL PARTICULARS

4.1. Indication

Metastatic Breast Cancer

Tucatinib is indicated in combination with trastuzumab and capecitabine for treatment of adult patients with advanced unresectable or metastatic HER2-positive breast cancer, including
patients with brain metastases, who have received one or more prior anti-HER2-based regimens in the metastatic setting.

4.2. Posology and Method of Administration

Posology
The recommended dosage of Tucatinib is 300 mg taken orally twice daily in combination with trastuzumab and capecitabine until disease progression or unacceptable toxicity.

Dosage Modifications for Adverse Reactions
The recommended Tucatinib dose reductions and dosage modifications for adverse reactions are provided in Tables 1 and 2. Refer to the Full Prescribing Information for trastuzumab
and capecitabine for information about dosage modifications for these drugs.

Table 1: R led Tucatinib Dose Red! for Adverse R
Dose Reduction Recommended Tucatinib Dosage
First 250 mg orally twice daily
Second 200 mg orally twice daily
Third 150 mg orally twice daily

Permanently discontinue Tucatinib in patients unable to tolerate 150 mg orally twice daily.
Table 2: Recommended Tucatinib dose modifications for adverse reactions

Adverse Reaction Severity'

Grade 1and 2

Tucatinib dosage modification
No dose modification is required.

Initiate or intensify appropriate medical therapy.
Interrupt Tucatinib until recovery to < Grade 1, then resume Tucatinib at the
same dose level

Grade 3 without anti-diarrheal treatment

Diarrhoea — - y - -
Initiate or intensify appropriate medical therapy.
Grade 3 with anti-diarrheal treatment Interrupt Tucatinib until recovery to < Grade 1, then resume Tucatinib at the
next lower dose level
Grade 4 Permanently discontinue Tucatinib
Grade 2 bilirubin (>1.5 to 3 x ULN) Hold Tucatinib until recovery to < Grade 1, then resume Tucatinib at the next
dose level.
(G)Eade SALTorAST (> 51020 x ULN) Hold Tucatinib until recovery to < Grade 1, then resume Tucatinib at the next
Grade 3 bilirubin (> 3 to 10 x ULN) lower dose level.
Hepatotoxicity?

Grade 4 ALT or AST (> 20 x ULN)
OR Permanently discontinue Tucatinib.
Grade 4 bilirubin (> 10 x ULN)
ALT or AST >3 x ULN

AND Permanently discontinue Tucatinib.
Bilirubin > 2 x ULN

Interrupt Tucatinib until recovery to < Grade 1, then resume Tucatinib at the

Grade 3
next lower dose level.

Other adverse reactions

Grade 4 Permanently discontinue Tucatinib

'Grades based on National Cancer Institute Common Terminology Criteria for Adverse Events Version 4.03
2Abbreviations: ULN = upper limit of normal; ALT = alanine aminotransferase; AST = aspartate aminotransferase

Special populations
Elderly
No dose adjustment is required in patients aged = 65 years. Tucatinib has not been investigated in patients above the age of 80 years.

Renal impairment
No dose adjustment is required in patients with mild, moderate, or severe renal impairment

Hepatic impairment
No dose adjustment is required in patients with mild or moderate hepatic impairment. For patients with severe hepatic impairment (Child-Pugh C), a reduced starting dose of 200 mg
orally twice daily is recommended.

Paediatric population
The safety and efficacy of Tucatinib in paediatric patients have not been established. No data are available.

Dosage Modifications for Concomitant Use with Strong CYP2C8 Inhibitors
Avoid concomitant use of strong CYP2C8 inhibitors with Tucatinib. If concomitant use with a strong CYP2C8 inhibitor cannot be avoided, reduce the recommended dosage to 100 mg
orally twice daily. After discontinuation of the strong CYP2C8 inhibitor for 3 elimination half-lives, resume the Tucatinib dose that was taken prior to initiating the inhibitor.

Method of administration

Tucatinib is for oral use. The tablets should be swallowed whole and should not be chewed, crushed, or split prior to swallowing.

Tucatinib should be taken approximately 12 hours apart, at the same time every day, with or without a meal. Tucatinib may be taken at the same time with capecitabine.

If the patient vomits or misses a dose of Tucatinib, instruct the patient to take the next dose at its usual scheduled time.

When given in combination with Tucatinib, the recommended dosage of capecitabine is 1000 mg/m? orally twice daily taken within 30 minutes after a meal. Tucatinib and capecitabine
can be taken at the same time. Refer to the Full Prescribing Information for trastuzumab and capecitabine for additional information.

4.3. Contraindications
None.

4.4. Special Warnings and Precautions for Use

Hepatotoxicity

Tucatinib can cause severe hepatotoxicity. Monitor ALT, AST, and bilirubin prior to starting Tucatinib, every 3 weeks during treatment, and as clinically indicated. Based on the severity of
hepatotoxicity, interrupt dose, then dose reduce or permanently discontinue Tucatinib.

Tucatinib with trastuzumab and capecitabine

In HER2CLIMB, 8% of patients who received Tucatinib had an ALT increase > 5 x ULN, 6% had an AST increase > 5 x ULN, and 1.5% had a bilirubin increase > 3 x ULN (Grade 23).
Hepatotoxicity led to dose reduction of Tucatinib in 8% of patients and discontinuation of Tucatinib in 1.5% of patients.

Tucatinib with trastuzumab

In MOUNTAINEER, 6% of patients had a bilirubin increase > 3 x ULN (Grade 23), 6% had an AST increase > 5 x ULN, and 4.7% had an ALT increase > 5 x ULN. Hepatotoxicity led to
dose reduction of Tucatinib in 3.5% of patients and discontinuation of Tucatinib in 2.3% of patients.

Diarrhoea

Diarrhoea, including severe events such as dehydration, hypotension, acute kidney injury and death, has been reported during treatment with Tucatinib. If diarrhoea occurs, antidiarrheals
should be administered as clinically indicated. For Grade >3 diarrhoea, treatment with Tucatinib should be interrupted, then dose reduced or permanently discontinued. Prompt medical
management should also be instituted in the event of persistence of concomitant Grade 2 diarrhoea with concomitant Grade 22 nausea and/or vomiting. Diagnostic tests should be
performed as clinically indicated to exclude infectious causes of Grade 3 or 4 diarrhoea or diarrhoea of any grade with complicating features (dehydration, fever, neutropenia).

Embryo-foetal toxicity

Based on findings from animal studies and its mechanism of action, Tucatinib may cause harmful effects to the foetus when administered to a pregnant woman. In animal reproduction
studies, administration of Tucatinib to pregnant rabbits during organogenesis caused foetal abnormalities in rabbits at maternal exposures similar to the clinical exposures at the
recommended dose.

Pregnant women should be advised of the potential risk to a foetus. Women of childbearing potential should be advised to use effective contraception during and up to at least 1 week
after the last dose of treatment. Male patients with female partners of childbearing potential should also be advised to use an effective method of contraception during and up to at least 1
week after the last dose of treatment.

Sensitive CYP3A substrates

Tucatinib is a strong CYP3A inhibitor. Thus, Tucatinib has the potential to interact with medicinal products that are metabolised by CYP3A, which may lead to increased plasma
concentrations of the other product. When Tucatinib is co-administered with other medicinal products, the SmPC for the other product should be consulted for the recommendations
regarding co-administration with CYP3A inhibitors. Concomitant treatment of Tucatinib with CYP3A substrates when minimal concentration changes may lead to serious or life—
threatening adverse reactions should be avoided. If concomitant use is unavoidable, the CYP3A substrate dosage should be reduced in accordance with the concomitant medicinal
product SmPC.

P-gp substrates

Concomitant use of Tucatinib with a P-gp substrate increased the plasma concentrations of P-gp substrate, which may increase the toxicity associated with a P-gp substrate. Dose
reduction of P-gp substrates (including sensitive intestinal substrate such as dabigatran) should be considered in accordance with the concomitant medicine SmPC and P-gp substrates
should be administered with caution when minimal concentration changes may lead to serious or life-threatening toxicities.

Strong CYP3A/moderate CYP2C8 inducers
Concomitant use of Tucatinib with a strong CYP3A or moderate CYP2C8 inducer decreased Tucatinib concentrations, which may reduce Tucatinib activity. Concomitant use with a strong
CYP3A inducer or moderate CYP2C8 inducer should be avoided.

Strong/moderate CYP2C8 inhibi

Concomitant use of Tucatinib with a strong CYP2C8 inhibitor increased Tucatinib concentrations, which may increase the risk of Tucatinib toxicity. Concomitant use with strong CYP2C8
inhibitors should be avoided. There are no clinical data on the impact of concomitant use of moderate CYP2C8 inhibitors on Tucatinib concentrations. Monitoring for Tucatinib toxicity
should be increased with moderate CYP2C8 inhibitors.

4.5. Drug Interactions

Effects of Other Drugs on Tucatinib

Table 3: Drug Interactions that Affect Tucatinib
Strong CYP3A Inducers or Moderate CYP2C8 Inducers

Clinical Impact Concomitant use of Tucatinib with a strong CYP3A or moderate
CYP2C8 inducer decreased tucatinib plasma concentrations, which may reduce Tucatinib activity
Management Avoid concomitant use of Tucatinib with a strong CYP3A inducer

or a moderate CYP2C8 inducer

Strong or Moderate CYP2C8 Inhibitors

Clinical Impact Concomitant use of Tucatinib with a strong CYP2C8 inhibitor
increased tucatinib plasma concentrations which may increase the risk of Tucatinib toxicity.
Management Avoid concomitant use of Tucatinib with a strong CYP2C8

inhibitor. Increase monitoring for Tucatinib toxicity with moderate
CYP2CS8 inhibitors

Effects of Tucatinib on Other Drugs
Table 4: Tucatinib Drug Interactions that Affect Other Drugs
Strong CYP3A substrates

Clinical Impact Concomitant use of Tucatinib with a CYP3A substrate increased the
plasma concentrations of CYP3A substrate, which may increase the toxicity associated with a CYP3A substrate
Management Avoid concomitant use of Tucatinib with CYP3A substrates, where

minimal concentration changes may lead to serious or life-threatening toxicities. If concomitant use is unavoidable, decrease the CYP3A
substrate dosage in accordance with approved product labelling.

P-glycoprotein (P-gp) Substrates

Clinical Impact Concomitant use of Tucatinib with a P-gp substrate increased the
plasma concentrations of P-gp substrate, which may increase the toxicity associated with a P-gp substrate
Management Consider reducing the dosage of P-gp substrates, where minimal

concentration changes may lead to serious or life-threatening toxicities.

women, paediatric

4.6. Use in Special Poy

Pregnancy

There are no data from the use of tucatinib in pregnant women. Tucatinib should not be used during pregnancy unless the clinical condition of the woman requires treatment with
tucatinib. The pregnancy status of women of childbearing potential should be verified prior to initiating treatment with Tucatinib. If the patient becomes pregnant during treatment, the
potential hazard to the foetus/newborn child must be explained to the patient

Women of childbearing potential should be advised to avoid becoming pregnant and to use effective contraception during and up to at least 1 week after treatment. Male patients with
female partners of childbearing potential should also be advised to use effective contraception during and up to at least 1 week after treatment.
Please also refer to section 4.6 of the prescribing information for trastuzumab and capecitabine.

(such as preg| women, | geriatric pati etc.)

Breast Feeding
Tucatinib should not be used during pregnancy unless the clinical condition of the woman requires treatment with tucatinib.

Fertility

No fertility studies in men or women have been conducted. Based on findings from animal studies, tucatinib may impair fertility in females of reproductive potential.

4.7. Effects on Ability to Drive and Use Machines

Tucatinib has no or negligible influence on the ability to drive and use machines. The clinical status of the patient should be considered when assessing the patient’s ability to perform
tasks that require judgment, motor, or cognitive skills.
4.8. Undesirable Effects

Gastrointestinal disorders:

General disorders:

Skin and subcutaneous tissue disorders:

Diarrhea, Nausea, Vomiting, Stomatitis, Abdominal pain, Constipation
Fatigue, Pyrexia, Chills
Palmar-plantar erythrodysesthesia syndrome, Rash

Hepatobiliary disorders: Hepatotoxicity
Metabolism and nutrition disorders: Decreased appetite,
Blood and lymphatic system disorders: Anemia

Musculoskeletal and connective tissue disorders:
Investigations:

Infusion related reaction:
Nervous System Disorders:
Respiratory, thoracic and
Laboratory Abnormalities:

Back pain, Arthralgia, Myalgia

Creatinine increased, Weight decreased

Infusion related reaction

Peripheral neuropathy

Epistaxis, Cough, Dyspnea

Decreased haemoglobin, Decreased lymphocytes, Increased bilirubin, Increased ALT, Increased AST, Decreased
magnesium, Decreased potassium, Increased creatinine, Decreased sodium, Increased alkaline phosphatase
Vascular disorders: Hypertension

Psychiatric disorders: Anxiety

As per BE study (study title: An open label, balanced, randomized, two-treatment, two-sequence, four-period, full replicate, cross-over, single oral dose, bioequivalence study of Tucatinib
Tablets 150 mg of MSN Laboratories Private Limited, India comparing with TUKYSA® (Tucatinib) Tablets 150 mg of Seagen Inc, USA in healthy, adult, human subjects, under fed
conditions, study no: 081-BE-2023) the following ADRs have been identified:

During post study safety assessment total 22 adverse events were reported in 12 participants.

In that, Increased Phosphorus was reported in six participants (i.e., Participant IDs: 02, 07, 09, 10, 15 & 23) which was mild in severity and unlikely related to the study treatment
administered, Decreased Neutrophils was reported in one participant (i.e., Participant ID: 02)

which was mild in severity and unlikely related to the study treatment administered, Increased lymphocytes was reported in two participants (i.e., Participant IDs: 02 & 12) which was
mild in severity and unlikely related to the study treatment administered, Increased eosinophils was reported in five participants (i.e., Participant IDs: 02, 07,11, 13 & 18) which was mild
in severity and unlikely related to the study treatment administered, Increased ALT was reported in four participants (i.e., Participant IDs: 12, 18, 19 & 23) which was mild in severity
and possibly related to the study treatments administered, Increased AST was reported in one participant (i.e., Participant ID: 18) which was mild in severity and possibly related to the
study treatment administered, Increased Total cholesterol was reported in one participant (i.e., Participant ID: 19) which was mild in severity and unlikely related to the study treatment
administered, Decreased lymphocytes was reported in one participant (i.e., Participant ID: 20) which was mild in severity and unlikely related to the study treatment administered and
Increased GGT was reported in one participant (i.e., Participant ID: 23) which was mild in severity and unlikely related to the study treatment administered. All the post study adverse
events were mild in severity and were considered as resolved with no sequelae (except for Participant ID: 18 was considered as lost to follow-up).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. To
report Suspected Adverse Reactions, contact MSN Laboratories Private Limited at pharmacovigilance@msnlabs.com or through company website www.msnlabs.com->Contact us-
>Medical Enquiry/ to report a side effect. You can also report side effects directly via the National Pharmacovigilance Programme of India by calling on 1800 180 3024 or you can report to
MSN Labs on +91- 40 38265227 (Direct line); +91 7331134745 (WhatApp). By reporting side effects, you can help provide more information on the safety of this product.

4.9. Overdose
There is no specific antidote, and the benefit of haemodialysis in the treatment of Tucatinib overdose is unknown. In the event of an overdose, treatment with Tucatinib should be withheld
and general supportive measures should be applied.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic Properties

Cardiac electrophysiology

Multiple doses of Tucatinib 300 mg twice a day did not have an effect on the QTc interval in a TQT study in healthy subjects.

Mechanism of action

Tucatinib is a reversible, potent and selective tyrosine kinase inhibitor of HER2. In cellular signalling assays, tucatinib is >1000-fold more selective for HER2 compared to epidermal
growth factor receptor. In vitro, tucatinib inhibits phosphorylation of HER2 and HER3, resulting in inhibition of downstream cell signalling and cell proliferation, and induces death in HER2
driven tumour cells. In vivo, tucatinib inhibits the growth of HER2 driven tumours and the combination of tucatinib and trastuzumab showed enhanced anti-tumour activity in vitro and in
vivo compared to either medicinal product alone.

| disorders:

5.2 Pharmacokinetic Properties
Plasma tucatinib exposure (AUC,_and C__ ) demonstrated dose proportional increases at oral doses from 50 to 300 mg (0.17 to 1 time the recommended dose). Tucatinib exhibited 1.7-
fold accumulation for AUC and 1.5-fold accumulation for C_, following administration of 300 mg tucatinib twice daily for 14 days. Time to steady-state was approximately 4 days.

Absorption

Following a single oral dose of 300 mg tucatinib, the median time to peak plasma concentration was approximately 2.0 hours (range 1.0 to 4.0 hours).

Effects of food

Following administration of a single dose of tucatinib in 11 subjects after a high-fat meal (approximately 58% fat, 26% carbohydrate, and 16% protein), the mean AUC,  increased by
1.5-fold, the T ., shifted from 1.5 hours to 4.0 hours, and C_, was unaltered. The effect of food on the pharmacokinetics of tucatinib was not clinically meaningful, thus tucatinib may be
administered without regard to food.

Distribution
The apparent volume of distribution of tucatinib was approximately 1670 L in healthy subjects after a single dose of 300 mg. The plasma protein binding was 97.1% at clinically relevant
concentrations.

Biotransformation

Tucatinib is metabolized primarily by CYP2C8 and to a lesser extent via CYP3A and aldehyde oxidase.

In Vitro drug interaction studies

Tucatinib is a substrate of CYP2C8 and CYP3A. Tucatinib is a reversible inhibitor of CYP2C8 and CYP3A and a time-dependent inhibitor of CYP3A, at clinically relevant concentrations.
Tucatinib has low potential to inhibit CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6, and UGT1A1 at clinically relevant concentrations.

Tucatinib is a substrate of P-gp and BCRP. Tucatinib is not a substrate of OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, MATE2-K, and BSEP Tucatinib inhibits MATE1/
MATE2-K-mediated transport of metformin and OCT2/MATE1-mediated transport of creatinine. The observed serum creatinine increase in clinical studies with tucatinib is due to inhibition
of tubular secretion of creatinine via OCT2 and MATE1.

Elimination
Following a single oral dose of 300 mg, tucatinib is cleared from plasma with a geometric mean half-life of approximately 8.5 hours and apparent clearance of 148 L/h in healthy subjects.

Excretion

Tucatinib is predominantly eliminated by the hepatobiliary route and is not appreciably renally eliminated. Following a single oral dose of 300 mg 14C-tucatinib, approximately 85.8% of
the total radiolabelled dose was recovered in faeces (15.9% of the administered dose as unchanged tucatinib) and 4.1% in urine with an overall total recovery of 89.9% within 312 hours
post-dose. In plasma, approximately 75.6% of the plasma radioactivity was unchanged, 19% was attributed to identified metabolites, and approximately 5% was unassigned.

Special populations

Based on population pharmacokinetic analysis according to demographic characteristics, age (<65 years (N=211); 2 65 years (N=27)), albumin (25.0 to 52.0 g/L), creatinine clearance
(CLer 60 to 89 mL/min (N=89); CLcr 30 to 59 mL/min (N=5)), body weight (40.7 to 138.0 kg), and race (White (N=168), Black (N=53), or Asian (N=10)) did not have a clinically meaningful
effect on tucatinib exposure. There are no data for subjects with severely impaired renal function.

Renal impairment
The pharmacokinetics of tucatinib have not been evaluated in a dedicated renal impairment study.

Hepatic impairment
Mild (Child-Pugh A) and moderate (Child-Pugh B) hepatic impairment had no clinically relevant effect on tucatinib exposure. Tucatinib AUC,  was increased by 1.6-fold in subjects with
severe (Child-Pugh C) hepatic impairment compared to subjects with normal hepatic function. There are no data for breast cancer patients with severely impaired hepatic function.

6. NONCLINICAL PROPERTIES

6.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with tucatinib. Tucatinib was not clastogenic or mutagenic in the standard battery of genotoxicity assays.

In repeat-dose toxicity studies in rats, decreased corpora lutea/corpus luteum cyst, increased interstitial cells of the ovary, atrophy of the uterus, and mucification of the vagina were
observed at doses of 2 6 mg/kg/day administered twice daily, equivalent to 0.09 times the human exposure based on AUC,, at the recommended dose. No histological effects were
observed on male or female reproductive tracts in cynomolgus monkeys or on male reproductive tracts in rats at doses resulting in exposures up to 8 times (in monkey) or 13 times (in
rat) the human exposure at the recommended dose based on AUC, ,,. Embryo-foetal development studies were conducted in rabbits and rats. In pregnant rabbits, increased resorptions,
decreased percentages of live foetuses, and skeletal, visceral, and external malformations were observed in foetuses at 290 mg/kg/day; at this dose, maternal exposure is approximately
equivalent to the human exposure at the recommended dose based on AUC. In pregnant rats, decreased maternal body weight and body weight gain were observed at doses of 290
mglkg/day. Foetal effects of decreased weights and delayed ossification were observed at 2120 mg/kg/day; at this dose, maternal exposure is approximately 6-fold higher than human
exposure at the recommended dose based on AUC.

7. PHARMACEUTICAL PARTICULARS

7.1 Incompatibilities

None

7.2 Packing Information
10's OPA/AIU/PVC-Alu Blister pack

7.3 Storage and Handling Instructions
STORAGE: Do not store above 30°C.
Keep out of reach of Children.

8. PATIENT COUNSELLING INFORMATION

Diarrhea

Inform patients that Tucatinib has been associated with severe diarrhea. Instruct patients on how to manage diarrhea and to inform their healthcare provider immediately if there is any
change in bowel patterns.

Hepatotoxicity
Inform patients that Tucatinib has been associated with severe hepatotoxicity and that they should report signs and symptoms of liver dysfunction to their healthcare provider immediately.

Embryo-Fetal Toxicity

. Inform pregnant women and females of reproductive potential of the risk to a fetus. Advise females to inform their healthcare provider of a known or suspected pregnancy
. Advise females of reproductive potential to use effective contraception during treatment with Tucatinib and for 1 week after the last dose.

. Advise male patients with female partners of reproductive potential to use effective contraception during treatment with Tucatinib and for 1 week after the last dose.

. Refer to the Full Prescribing Information of trastuzumab and capecitabine for pregnancy and contraception information.

Lactation
. Advise women not to breastfeed during treatment with Tucatinib and for 1 week after the last dose. Refer to the Full Prescribing Information of trastuzumab and capecitabine for
lactation information.

Infertility

. Advise males and females of reproductive potential that Tucatinib may impair fertility. Refer to the Full Prescribing Information of trastuzumab and capecitabine for infertility
information.

9. DETAILS OF MANUFACTURER

MSN Laboratories Private Limited,

Formulation Division, Unit Il

Sy.n0.1277, 1319 to 1324,
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Ranga Reddy District,

Telangana-509228,

India.
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