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NINLARO is indicated, in combination with lenalidomide and dexamethasone, for the treatment of

patients with multiple myeloma who have received at least one prior therapy.

Ixazomib (as Citrate) - 2.3 mg, 3mg & 4 mg 59 2" n
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2.1 Dosing and Administration Guidelines

NINLARO should be taken once a week on the same day and at approximately the same time for the first
three weeks of a four week cycle. The importance of carefully following all dosage instructions should be
discussed with patients starting treatment. Instruct patients to take the recommended dosage as directed,
because overdosage has led to deaths /see Overdosage (9)].

5.8 Embryo-Fetal Toxicity

NINLARO can cause fetal harm when administered to a pregnant woman based on the mechanism of act10n
and findings in animal studies.
NINEARO- Ixazomib caused embryo-fetal toxicity in pregnant rats and rabbits at doses resulting in exposures
that were slightly higher than those observed in patients receiving the recommended dose. Advise pregnant
women of the potential risk to a fetus. Advise females of reproductive potential to use effective non-hormonal
contraception during treatment with NINLARO and for 90 days following the final dose. Advise males with

female partners of reproductive potential to use effective contraception during treatment with NINLARO and
for 90 days following the final dose [see Drug Interactions (7.1) and Use in Specific Populations (8.1, 8.3)].

8.1 Pregnancy
Risk Summary

Based on its mechanism of action /see Clinical Pharmacology (11.1)] and data from animal reproduction
studies, NINLARO can cause fetal harm when administered to a pregnant woman fsee-ClinieatPharmacotosy-

H-+H-There are no human-data available data regardingthe-petentialeffeetof-on NINLARO use in pregnant
women to evaluate drug-associated risk enpregnaney-or-development-of-the-embryo-erfetus: [xazomib caused

embryo-fetal toxicity in pregnant rats and rabbits at doses resulting in exposures that were slightly higher than
those observed in patients recelvmg the recommended dose (see Data) AdVlse pregnant women of the
potential risk to a fetus a notreate h

8.2 Lactation

Risk Summary

There are no Ne data on are-availableregarding the presence of ixazomibNINEARO-or its metabolites in
human milk, the effects of the drug on the breast fed infant, or the effects of the drug on milk production.

Because of the potential for serious adverse reactions from NINLARO in a breastfed infants-is-anknewn, advise
aurstrg-women not to breastfeed during treatment with NINLARO and for 90 days after the last dose.

Takeda Israel Ltd.
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8.3 Females and Males of Reproductive Potential
NINLARO can cause fetal harm when administered to pregnant women [see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating NINLARO.
Contraception

Females

Advise females Male-and-female-patients of reproductive ehtldbearing potential smust to use effective non-
hormonal contraception eentraceptive-measures during treatment with NINLARO and for 90 days after the final

dose foHewingtreatment. Dexamethasone is known to be a weak to moderate inducer of CYP3A4 as well as
other enzymes and transporters. Because NINLARO is administered with dexamethasone, the risk for reduced

efficacy of contraceptives needs to be considered [see Drug Interactions (7.1)]. Advise-women-using-hormeonal-
. | b hodof o
Males

Advise males with female partners of reproductive potential to use effective contraception during treatment with
NINLARO and for 90 days after the final dose.

9 OVERDOSAGE

TFhere-isno-known-specific-antidote-for NINEARO-Overdosage, including fatal overdosage, has been reported in
patients taking NINLARO-everdese: In-the-event-of an-overdosemonitor the-patient.

Manifestations of overdosage include adverse reactions reported at the recommended dosage [see Dosage and
Administration (2.1), Adverse Reactions (6.1)]. Serious adverse reactions reported with overdosage include
severe nausea, vomiting, diarrhea, aspiration pneumonia, multiple organ failure and death.

In the event of an overdosage, monitor for adverse reactions and provide appropriate supportive care.

NINLARO is not dialyzable.

Manufactured by:
Takeda Pharma A/S, Delta Park 45, 2665 Vallensbaek Strand, Dybendal Alle 10, Taastrup, 2630 Denmark
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