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IBD + Pregnancy:
The Numbers

+ 1.3% of the US population (3 million people!)

— Y female

« Most carry this diagnosis during childbearing years
«  Fertility
— CD/UC in remission: same as general population
— S/p IPAA, proctectomy, or ostomy:l
— Active disease:l

- REl indications: age, timing



IBD + Pregnancy:
The Patient Perspective

Voluntary childlessness rates: 17% vs 6%

Recent study evaluating perspective of
minority women

— Although most (70%) noted importance of compliance
during pregnancy, they also believed there would be a
negative fetal impact

Discussion with physician inversely related to

rates of voluntary childlessness



IBD + Pregnancy:
The Preparation

Discuss before pregnancy

Medications
Remission
Pre-conception, pregnancy, delivery and post-delivery

Infant considerations

.| @ | PARENTHOOD
bAPROJECT

IBD Parenthood Project
IBD in Pregnancy Clinical Care Pathway (AGA)




IBD + Pregnancy:
Care Team

Gastroenterologist

Obstetrician

— MFM or regular OB
CRS, if needed
Other considerations:

— Nutrition, lactation, behavioral health




IBD + Pregnancy:
The Medications

Steroids

Immunomodulators
— MTX, azathioprine, 6MP
Biologics

— Anti-TNF, anti-integrin,
anti-1L-12/IL-23
Small molecules

— JAK inhibitors,
S1P receptor modulators




IBD + Pregnancy:
Medication Basics

» Discontinue MTX prior to conception
— At least 3 months

* Avoid steroids if possible

— 1st trimester,'cleft palate risk




IBD + Pregnancy:
Mediations to Continue

* Mesalamines™
— All phthalate free except Azulfadine EN
— SFZ concerns
* Thiopurines™
— Continue if monotherapy
— Consider stopping if combination therapy

— Don’t start during pregnancy




IBD + Pregnancy:
The [Classic] Medications

* Infliximab

» Adalimumab ’

* Certolizumab ,,
— Pegylated e
— Does not cross placenta ‘\

* Golimumab



IBD + Pregnancy:
The [Classic] Medications a8
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IBD + Pregnancy:
The [Classic] Medications

o . . Adjustments prior to estimated
Timing of administration delivery date

+ Adjust timing of dose in attempt to Infliximab

deliver at trough —  6-10 weeks prior (4-6 weeks if

: Q4week dosin
- Resume after delivery 9)

_ * Adalimumab
— 24 hours after vaginal

_ — 2-3 weeks prior (1-2 weeks if
— 48 hours after c-section weekly dosing)

*  Golimumab
— 4-6 weeks prior

«  *Certolizumab: continue regular dosing



IBD + Pregnancy:
The [Newer] Medications

= = . = Vedolizumab Disease Healthv controls
Anti-integrin: vedolizumab exposed matched y
_ _ (N =98)
(N=93) (N = 104)
. 1 . .
Vedolizumab P regnancy r';}‘,(le (%m e 88/93 (94.6) 99/104 (95.2) 85/98 (86.7)
Exposure Registry
Spontaneous 3(9.4) 3(6.1) 1(5.7)
abortion n/N (%) ’ ' '
Figure 1. Gestational Timing of Vedolizumab Use in Pregnancy
Termination; n/N (%) 0/93 (0) 0/104 (0) 0/98 (0)
1st Trimester Only g1 Still birth; n/N (%) 0/93 (0) 1/104 (1.0) 0/98 (0)
® 1st Trimester and 2nd Trimester Only Preterm rate 13 (15.3) 6(6.1) 6 (7.3)
® 1st Trimester, 2nd Trimester, and 3rd Trimester
Mean birthweight (g) 3405.4 3427.9 3307.4
43 Maijor birth defects;
38 AN (%) 5/91 (5.5) 7/103 (6.8) 4/86 (4.7)
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IBD + Pregnancy:
The [Newer] Medications

Anti-IL-12/IL-23: Ustekinumab
* Literature demonstrates

Safety data through 2019

' ' I SEEIE Spontaneous Live_tBrirth
similar birth outcomes as LiveBith  Induced  Perian with.
Abortion bortion Congenital
compared to the general AEs
population All Cases 68.8% 9.0% 18.4% 2.7%
g;c;sepsectwe 75.7% 7.8% 13.5% 2.7%
g:ggspe"t"’e 57.7% 11.0% 26.4% 2.7%
General 62.9% 19.4% 17.9% 4.0%
Population




IBD + Pregnancy:
The [Newer] Medications

Maternal Exposure Paternal Exposure

JAK inhibitor: Tofacitinib (11/1157) (14/1157)

No. (%) No. (%)

«  Other agents preferred
Healthy newborn 4 (36.4) 11 (78.6)
— At least avoid during 1st trimester
Medical termination 2(18.2) 0 (0.0)
* Animal studies show in utero
fetal harm Neonatal death 0(0.0) 0(0.0)
° lelted data Fetal death 0 (0.0) 0 (0.0)
: : C ital
— 11/1157 pregnancies with mZﬂ%?;'a?ions 0(0.0) 0(0.0)
maternal exposure Spontaneous ) 152 000
abortion
*  Pregnancy registr .
g y g y 1I::)?Ircm)f,j\:nugpor lost to 3 (27.3) 3 (21.4)




IBD + Pregnancy:

The [Newer] Medications

S1P receptor modulator: Ozanimod

«  Other agents preferred

« Animal studies have shown
in-utero exposure may cause
fetal harm

 Data from MS trial

— 42 pregnancies/1868 females

*  Elimination takes
approximately 3 months

*loss of one twin.

+ Rate of spontaneous abortion in general population 12-22%.

Live born
infant
n/N (%)

Ozanimod
exposed
pregnancies
(N =42)

27/42 (64.3)

Outcome, n

Pregnancies

Healthy live birth

Spontaneous
abortion n/N
(%)

6/42*+(14.3)

Congenital
abnormality

Premature

Termination
n/N (%)

9/42 (21.4)

Ongoing

Preterm rate
n/N (%)

3/27 (11.1)

Spontaneous
early loss

Elective
termination




IBD + Pregnancy:
The [Future] Medications

JAK1 inhibitor: Upadacitinib JAK1 inhibitor: Filgotinib

«  Other agents preferred «  Other agents preferred

* Animal studies have shown in utero * Decreased fertility + impaired
exposure can cause fetal harm spermatogenesis in animal studies

* No effect on fertility *  Animal studies have shown in utero

exposure can cause fetal harm




What About Males?

- Paternal exposure to immunosuppressive or biologic therapies near or
at the time of conception did not lead to increased risk of adverse
neonatal outcomes

*  No increased risk of
— Major congenital malformations
— Low birth weight
— Preterm birth




Infant Care

- Breast feeding

— Medications safe, in general
* PIANO - no increased risk of infection in first 12 months of life
- SFZ least preferred Asa (higher excretion of metabolite, unk effect)

 MTX - not enough info
- Small molecules — generally recommended against
* Vaccinations in biologics™
— NO LIVE VACCINES IN FIRST 6 MONTHS OF LIFE
— Okay to give thereafter, and if ongoing breast feeding



Additional Considerations

» Will new medications affect future fertility?

* In whom should we consider fertility
preservation, if anyone?



Take Home Points

» Knowledge is essential

- Remission is key 717/'% ! I /

— Best chance of a healthy pregnancy
* Fertility affected by surgery, active disease

- Be aware of therapy implications

- Women with IBD can have healthy pregnancies!
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