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2.1 Dosing and Administration Guidelines

Concomitant Medications

Consider antiviral  prophylaxis in
patients being treated with NINLARO
to decrease the risk of herpes zoster
reactivation [see Adverse Reactions

6.1)].

2.1 Dosing and Administration Guidelines

2 Dosage and
Administration

5.7  Embryo-Fetal Toxicity
NINLARO can cause fetal harm

when administered to a pregnant
woman based on the mechanism of
action and findings in animals.
There are no adequate and well-
controlled studies in pregnant
women using NINLARO. 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.

5.7  Embryo-Fetal Toxicity
NINLARO can cause fetal harm

when administered to a pregnant
woman based on the mechanism of
action and findings in animals.
There are no adequate and well-
controlled studies in pregnant
women using NINLARO. 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.

5 Warnings and
Precautions




Females of reproductive potential
should be advised to avoid becoming
pregnant while being treated with
NINLARO. If NINLARO is used
during pregnancy or if the patient
becomes pregnant while taking
NINLARO, the patient should be
apprised of the potential hazard to the
fetus. Advise females of reproductive
potential that they must use effective
contraception during treatment with
NINLARO and for 90 days following
the final dose. Women using
hormonal contraceptives should also
use a barrier method of contraception
[see Use in Specific Populations (8.1,
8.3) and Nonclinical Toxicology
(12.2)].

Females of reproductive potential
should be advised to avoid
becoming pregnant while being
treated with NINLARO. If
NINLARO is used during pregnancy
or if the patient becomes pregnant
while taking NINLARO, the patient
should be apprised of the potential
hazard to the fetus. Advise females
of reproductive potential that they
must use effective contraception
during treatment with NINLARO
and for 90 days following the final
dose [see Use in Specific
Populations (8.1, 8.3) and
Nonclinical Toxicology (13.1)].

6.1 Clinical Trials Experience

Herpes Zoster

Herpes zoster was reported in 4% of
patients in the NINLARO regimen and
2% of patients in the placebo regimen.
Antiviral prophylaxis was allowed at
the physician’s discretion. Patients
treated in the NINLARO regimen who
received antiviral prophylaxis had a
lower incidence (< 1%) of herpes
zoster infection compared to patients
who did not receive prophylaxis (6%).

6.1 Clinical Trials Experience

6 Adverse
Reactions




8.1 Pregnancy
Risk Summary

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

There are no human data available
regarding the potential effect of
NINLARO on pregnancy or
development of the embryo or fetus.
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 [see Data].
Advise women of the potential risk
to a fetus and to avoid becoming
pregnant while being treated with
NINLARO.

In the U.S. general population, the
estimated background risk of major
birth defects and miscarriage in
clinically recognized pregnancies is
2-4% and 15-20%, respectively.

8.1 Pregnancy

. .
Wormen Elz_IIEIIEn_EIEIIEEEEI|||| g'l
NINEARO-

Risk Summary

NINLARO can cause fetal harm when
administered to a pregnant woman.

There are no human data available
regarding the potential effect of
NINLARO on pregnancy or
development of the embryo or fetus.
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 [see Data].
Advise women of the potential risk
to a fetus and to avoid becoming
pregnant while being treated with
NINLARO.

In the U.S. general population, the
estimated background risk of major
birth defects and miscarriage in
clinically recognized pregnancies is
2-4% and 15-20%, respectively.

8 Use in Specific
Populations




8.2 Lactation
Risk Summary

No data are available regarding the
presence of NINLARO 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 the
potential for serious adverse reactions
from NINLARO in breastfed infants
is unknown, advise nursing women
not to breastfeed during treatment
with NINLARO and for 90 days after
the last dose.

8.2 Lactation
Risk Summary

It is not known whether NINLARO

or its metabolites are present in human
milk.

Many drugs are present in human milk
and as a result, there could be a
potential for adverse events in nursing
infants. Advise women to discontinue
nursing.

8.3 Females and Males of
Reproductive Potential

Contraception

Male and female patients of
childbearing potential must use
effective contraceptive measures
during and for 90 days following
treatment.

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.

Advise women using hormonal
contraceptives to also use a barrier
method of contraception.

8.3 Females and Males of
Reproductive Potential

Contraception

Male and female patients of
childbearing potential must use
effective contraceptive measures
during and for 90 days following
treatment.

Infertility

Fertility studies were not conducted
with NINLARO; however there were
no effects on reproductive organs in
either males or females in
nonclinical studies in rats and dogs
[see Nonclinical Toxicology (13.1)].
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