€ MSD

2021 nanvoo
n/1201 /x9N
n/1201 /NN

TN
Rizalt® 10 mg tablets & Rizalt® RPD® 10 mg wafers
nio'on NI'7av 1"n 10 vV NI7ALV 2"'n 10 VYT
2xY7 [17va1 XoN'7 j1hva [1DTY

Dosage Form: tablets, tablets fast disintegrating
Route of Administration: per os

Composition: Each tablet contains RIZATRIPTAN ( AS BENZOATE ) 10 mg
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Rizalt is indicated for the acute treatment of migraine attacks with or without aura in adults.
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Some patients should receive a lower dose of RIZALT, in particular the following patient groups:

e Patients taking propranolol
Moderate to severe hepatic impairment
e Renal impairment: patients with creatinine clearance <10 mL / 1.73 m?

e Elderly patients

If lower dose is not optional, the physician should consider alternative therapies for these patients, for
example, other 5-HT1B/1D agonists.

DRUG INTERACTIONS
9.1 Propranolol

Concomitant treatment with RIZALT and propranolol is not recomrr;ended as propranolol has been
shown to increase the plasma AUC of rizatriptan by 70% [see Dosage and Administration (5.3) and Clinical
Pharmacology (13.2)].

USE IN SPECIFIC POPULATIONS
10.1 Pregnancy
Risk Summary
Available human data on the use of RIZALT in pregnant women are not sufficient to draw conclusions
about drug-associated risk for major birth defects and miscarriage.
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In animal studies, developmental toxicity was observed following oral administration of rizatriptan during
pregnancy (decreased fetal body weight in rats) or throughout pregnancy and lactation (increased
mortality, decreased body weight, and neurobehavioral impairment in rat offspring) at maternal plasma
exposures greater than that expected at therapeutic doses in humans [see Animal Data].

In the U.S. general population, the estimated background risk of major birth defects and of
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. The reported
rate of major birth defects among deliveries to women with migraine range from 2.2% to 2.9% and the
reported rate of miscarriage was 17%, which are similar to rates reported in women without migraine.

Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk

In women with migraine, there is an increased risk of adverse perinatal outcomes in the mother,
including pre-eclampsia and gestational hypertension.

Data
Human Data

The Pregnancy Registry for RIZALT did not identify any pattern of congenital anomalies or other
adverse birth outcomes over the period of 1998 to 2018. However, the lack of identification of any pattern
should be viewed with caution, as the number of prospective reports with outcome information was low
and did not provide sufficient power to detect an increased risk of individual birth defects associated with
the use of RIZALT. Additionally, there was significant loss to follow-up in the prospective pregnancy
reports, further complicating this assessment of an association between RIZALT and any pattern of
congenital anomalies or other adverse birth outcomes.

In a study using data from the Swedish Medical Birth Register, live births to women who reported
using triptans or ergots during pregnancy were compared with those of women who did not. Of the 157
births with first-trimester exposure to rizatriptan, 7 infants were born with malformations (relative risk 1.01
[95% CI: 0.40 to 2.08]). A study using linked data from the Medical Birth Registry of Norway to the
Norwegian Prescription Database compared pregnancy outcomes in women who redeemed prescriptions
for triptans during pregnancy, as well as a migraine disease comparison group who redeemed
prescriptions for triptans before pregnancy only compared with a population control group. Of the 310 women
who redeemed prescriptions for rizatriptan
during the first trimester, 10 had infants with major congenital malformations (OR 1.03 [95% CI: 0.55 to
1.93]), while for the 271 women who redeemed prescriptions for rizatriptan before, but not during,
pregnancy, 12 had infants with major congenital malformations (OR 1.48 [95% CI: 0.83 to 2.64]), each
compared with the population comparison group.

Animal Data

When rizatriptan (0, 2, 10, or 100 mg/kg/day) was administered orally to pregnant rats throughout
organogenesis, a decrease in fetal body weight was observed at the highest doses tested. At the mid dose
(10 mg/kg/day), which was a no-effect dose for adverse effects on embryofetal development, plasma
exposure (AUC) was approximately 15 times that in humans at the maximum recommended human dose
(MRHD) of 30 mg/day. When rizatriptan (0, 5, 10, or 50 mg/kg/day) was administered orally to pregnant
rabbits throughout organogenesis, no adverse fetal effects were observed. Plasma exposure (AUC) at the
highest dose tested was 115 times that in humans at the MRHD. Placental transfer of drug to the fetus was
demonstrated in both species.

Oral administration of rizatriptan (0, 2, 10, or 100 mg/kg/day) to female rats prior to and during mating
and continuing throughout gestation and lactation resulted in reduced body weight in offspring from birth and
throughout lactation at all but the lowest dose tested (2 mag/kg/day). Plasma exposure (AUC) at the no-effect
dose (2 mg/kg/day) for adverse effects on postnatal development was similar to that in humans at the MRHD.

Oral administration of rizatriptan (0, 5, 100, or 250 mg/kg/day) throughout organogenesis and lactation
resulted in neonatal mortality , reduced body weight (which persisted into adulthood), and impaired
neurobehavioral function in offspring at all but the lowest dose tested. Plasma exposure (AUC) at the no-effect
dose for adverse effects on postnatal development (5 mg/kg/day) was approximately 8 times that in humans
at the MRHD.

10.2 Lactation
Risk Summary
There are no data on the presence of rizatriptan or any active metabolites in human milk, or on the
effects of rizatriptan on the breastfed infant, or on milk production.
Rizatriptan was excreted in rat milk, with levels in milk approximately 6 times those in maternal plasma.
The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for RIZALT or RIZALT RPD and any potential adverse effects on the breastfed infant from
RIZALT or RIZALT RPD or from the underlying maternal condition.
Data
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Following oral administration of rizatriptan to lactating rats at a dose of 100 mg/kg/day, drug
concentrations of rizatriptan in milk samples exceeded maternal plasma drug concentrations by approximately
6-fold.
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Israeli approved PC Noatification : Rizalt_ TABS_RPD_PC_Aug2021
Israeli approved PPI Notification : Rizalt TABS_RPD_PPI_HEB_Aug2021
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