Pregnancy and Infant Outcomes From an
Ongoing Worldwide Surveillance Program of
Cladribine Tablets: 5-year Pharmacovigilance
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Table 1. Patient Characteristics

Figure 1. Prevalence of Known Pregnancy Outcomes

Q Characteristic Maternal Cohort | Paternal Cohort Following Exposure to Cladribine Tablets
Co NCLUSIO N S ' A. Maternal Cohort
Mother’s age at LMP, N N
years (mean £ SD) 30.4 = 6.2 35.0 £ 4.2 2.0% 1.3%
Gestational age at EOP, N N
weeks (mean % SD) 26.6 = 15.1 35.0 £ 12.1 29 6% 16.3% 21.1%
No cases of major congenital It iIs necessary to counsel patients Gestational age group at EOP, n (%) 20 69
= - - . (0
anomalies or stillbirth were to prevent pregnancy and to use 0 ke 12 (37.5 | (14.3) 25.9% 28.9%
reported in 180 pregnancies effective contraception during
exposed to cladribine tablets cladribine tablets intake and for 20-23 weeks 1(3.1) 0 (0)
between August 22, 2017 and at least 6 months after the last 24-27 weeks 0 (0) 0 (0) 44.4% 51.0%
May 12, 2022 cladribine tablet intake in each Sa 21 weeke L (3.1) 0 (0)
treatment year
32-36 weeks 2 (6.3) 1 (14.3) Retrospective reports  Prospective reports Total
_ (N=27) (N=49) (N=76)
Robust conclusions cannot 37-41 weeks 14 (43.8) 4 (57.1)
be made about the risks of 549 weeks 2 (6.3) 1 (14.3) B. Paternal Cohort
16.7% 11.1%

83.3%

adverse pregnancy outcomes Unk 44 ,
with cladribine tablets, but no e
\ - Timing of exposure to cladribine tablets in relation to pregnancy,
iIncrease has been signaled n (%)
thus far Bef 41 (53.9) 6 (66.7)
nan . .
erore pregnancy 100%

First trimester 20 (26.3) NA

Only after first trimester 1 (1.3) NA

Unknown 14 (18.4) 3 (33.3)

e I N T Ro D U CTI o N o o BJ E CTIV E S For continuous variables, unknown values are not included in the calculation of mean+SD. REtI"OSpECtive repo rts PrOSpeCtive repo r'ts otal

EOP, end of pregnancy; LMP, last menstrual period; NA, not applicable; SD, standard deviation — — —
_ . . . (N=3) (N=6) (N=9)

e Cladribine tablets are contralndlca?ted during To present cumulative pregnancy exposure + In the maternal cohort, 53.9% were exposed before pregnancy,

pregnancy. As a result, exposure is expected data and p_revalence of pregnancy and infant 26.3% during first trimester, and 18.4% with unknown timing B Live birth Elective termination

to be rare. outcomes In: (Table 1). In the paternal cohort, 66.7% were exposed before

pregnancy and 33.3% had unknown timing. Spontaneous abortion M Ectopic pregnancy

e A worldwide pregnancy surveillance program B Women_w_lth multiple SClerOS_|S (MS)_exposed e Among women exposed to cladribine tablets, 48.7% had live

(MAPLE-MS) was set up to assess the effect to cladribine tablets at any time during births and 21.1% had spontaneous abortions (Figure 1A). e o o i e aver

pregnancy or within 6 months before

Retrospective: Initial report was made after the pregnancy outcome had occurred.

of cladribine tablets exposure on pregnancy e In the maternal cohort, 180 pregnancies were reported;

and |nfant OUtCOmeS. preg nancy (maternal COhOI‘t). 76 (4220/0) Wlth knOwn OUtCOmes (Figure 1A) In the paternal ELZES;C:\;?;SIn:LaC:ir:ep;)trttr\:veaiinn::i? ia:ic?glt:etr;itoccurrence of the pregnancy outcome and therefore the pregnancy
cohort, 22 pregnancies were reported; 9 (40.9%) with known e .
— Pregnancies fathered by men with MS exposed outcomes (Figure 1B).
to cladribine tablets within 6 months before T . | . -
o ere were no cases of major congenital anomalies or stillbirth
partner pregnancy (paternal cohort). reported in any cohort.

Cladribine tablets 10 mg (3.5 mg/kg cumulative dose over 2 years) are indicated for the treatment of patients with MS in the United States (relapsing forms of MS, including relapsing-remitting disease and active secondary progressive disease, in adults).
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