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Objectives

* Integrate current evidence-based strategies into individualized
management plans for pregnant patients with IBD

» Assess the safety profiles of commonly used IBD therapies during
pregnancy and lactation

 We would like to take a moment to acknowledge the Indigenous people and
traditional territories where we work and live today.
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Pregnancy
and IBD P 8
Global Consensus Conference ":

The Helmsley PIANO Global Consensus and GRADE Statement:
The Management of Pregnancy in Inflammatory Bowel Disease

Chair: Uma Mahadevan Co-Chair: Millie Long
10 section leads; 6 continent leads; Multi-disciplinary consultants; Patient ambassadors.
Funding: Helmsley Charitable Trust

Mahadevan U, Seow CH, Barnes EL, et al. Gut. 2025 Aug 28:gutjnl-2025-336402.


https://pianostudy.org/conference.php

Case 1: Layla

24-year-old with Crohn’s
disease affecting her
colon, ileum, and also has
perianal disease

e Treatment: Infliximab and methotrexate

Layla is getting married in
a few months, and asks
her gastroenterologist
several questions,
including

e Will my child have IBD?
e What factors influence my ability to get pregnant?

* | may not be considering pregnancy right away, why
should | see you before | plan pregnancy?

#/BDMinds2025
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Layla: Question 1

Focus on modifiable factors
- prenatal vitamin
- healthy weight gain
- avoid alcohol and
smoking

Will my child have IBD?




What is the Role of Genetics, Smoking, Diet, Infections, and
Antibiotics on the Future Risk of Developing IBD?

Prenatal

,ﬁ‘ci

Childhood

CIT R LYY )

THE GEM PROJECT

Season/birth month

fo Mode of delivery Genetics, Environment, Microbiome
-g —Z:, Other perinatal factors
§ socit i Combining physiological biomarkers
cm.d.,ea.m,.,.,,m.my,mmw of gut inflammation, gut barrier
- — function, fecal microbial composition

and functional pathways to assess the
future risk of CD among healthy FDRs

> O Immigration from low- to high-IBD incidence country

| Antibiotics g I "’
Enteric and

non-enteric infection :

Agrawal M, et al. EClinicalMedicine. 2021 May 15;36:100884. Torres J. et al. Gut. 2020;69(1):42-51. Kim ES, et al. Gastroenterology. 2021 Mar;160(4):1118-1130.e3. Olivera PA, et al. Gastroenterology. 2024 Sep 3:S0016-
5085(24)05414-3. Turpin W, et al. Gastroenterology. 2022 Sep;163(3):685-698. Lee SH, et al. Gastroenterology. 2024 Oct 9:50016-5085(24)05539-2. Xue M, et al. Clin Gastroenterol Hepatol. 2024 Sep;22(9):1889-1897.e12.
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Layla: Question 2

Gyneco- Medical
logical conditions

 What factors influence my
ability to get pregnant?

Pelvic
surgery

> N

Substance
use
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Layla: Question 3. Why should | see my IBD
doctor before pregnancy? Preconception Counselling

Women are more concerned about IBD therapy than disease activity }

Consider maternal/pregnancy and fetal outcomes

Medically optimize prior to elective conception (?surgery)

Allow 3-6 months to effect change

Healthy mum= healthy baby

Mountifield RE, Prosser R, Bampton P et al. Journal of Crohns & Colitis. 2010;4(2):176-82. Lee S, Seow CH, Adhikari K et al. Aliment Pharm Ther. 2020 Mar;51(5):544-552. Watanabe C, Nagahori M, Fuijii
T et al. Dig Dis Sci. 2021 Feb;66(2):577-586. Selinger C, et al. Frontline Gastroenterol. 2020 May 7;12(3):182-187.
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Sabine: Question 1

34-year-old with ulcerative Am | having an IBD flare or are my

colitis on mesalamine prior to symptoms pregnancy related?
and during her pregnancy.

Now 18 weeks pregnant and How do you monitor disease

has noticed an increase in activity N pregnancy?
bowel movements (previously

1/day, to currently 4-5/day), _ _ -
looser stool and has noticed Monitor disease activity even

blood in her stool for 2 weeks. more cIoser during pregna ncy!

#/BDMinds2025
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Patient messaging:
Symptoms do not always indicate active disease.

You can have active disease without symptoms.

Monitor disease activity even more closely during pregnancy!



Sabine: Question 2

Are women with IBD General advice:

at increased risk of e Be more

pact Pregnancy What | do t ;cc)’lcqi\CIErc?ii((:aasl?eout
outcomes? atcanl doto

avoid that than active
medications!

e Your body needs
to be focusing on

Are bablesf born to e
mothers with IBD at
increased risk of “bad 157 6T G VET
pregnancy outcomes? bowels!




Impact of IBD on Preghancy

* Disease activity increases the risk of
adverse materno-fetal outcomes

* Ongoing disease activity
e Spontaneous abortion, stillbirth

* Small for gestational age

* Preterm birth
- risk of neonatal infection
- neurologic complications

Vestergaard T, Julsgaard M, Rgsok JF, et al. Aliment Pharmacol Ther. 2023 Feb;57(3):335-344. Meyer A, Drouin J, Weill A, et al. Aliment Pharmacol Ther. 2020 Nov;52(9):1480-1490. Kim MA,
Kim YH, Chun J, etal. J Crohns Colitis. 2021 May 4;15(5):719-732. Friedman S, et al. Inflamm Bowel Dis. 2025 Feb 3:izaf010. PMID: 39899387



Impact of Pregnancy on IBD

* Women with UC are 3-4 times more likely to
flare in pregnancy than women with CD

. . ILC3 Fetal factors tolDC *IL-10 17 cell
* |s it the pregnancy or a disease flare? 5@ e © @ ons ¢

— role of non- invasive objective markers i @

a * PGE Tocell JE
:”"6 M2 macrophage 80 s §e?

IL-1 00 0 3
macr’z‘;}hage ::[NY Pro-infl y envir sl parop
" Lt
o IFNy
. . . DSC * LIF s 33w macrophage
* Treat to target irrespective of gestational age | | |
Implantation  Placentation Tolerance  Fetal growth Parturition

Th1 Th1
M T~
Microbial diversity

Vestergaard T, et al. Aliment Pharmacol Ther. 2023 Feb;57(3):335-344.
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Sabine: Question 3

e Who do | need to see during
this pregnancy?

e Consider nutritional status
and healthy weight gain




Sabine: Question 4

Is it safe for me to take aspirin in pregnancy?

My family doc/obstetrician recommended it, why?

Multiple risk factors for the development of pre-term pre-eclampsia’ —
IBD is just one of them. Some provinces provide ultrasound screening at
week 12 to guide decision re aspirin prophylaxis

#/BDMinds2025



Obstetric Care:

Aspirin for the prevention of Preterm Preeclampsia by week 12-16

180 74— |
% 1} "‘“““_‘
B 2 1"||-
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I 0 : ."rl'
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L Wesk of Gestation at Delvery Aspirin was not associated with an increased
Me. at Ris . .« .
Placebo ol L LT r|Sk Of IBD aCt|V|ty
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Figure 2. Kaplan=Meier Plot of Incidence of Delivery with Preeclampsia.
The grary hn:xhp!i‘ds;l‘e;:c aof prcr-:l:mpﬂr: :u:f:r:- i u.'echslcfger.1ahc-ﬁ. . .
s s e i dun o en ey e (Discuss DVT prophylaxis)

Rolnik DL, et al. N Engl J Med. 2017 Aug 17;377(7):613-622. DeBolt CA, et al. Dig Dis Sci. 2024 May;69(5):1803-1807. Memel Z, et al. Am J Gastroenterol. 2025 Jan 7. PMID: 39773571. Di Girolamo R,
et al. Eur J Obstet Gynecol Reprod Biol. 2023 Mar;282:64-71. PMID: 36652835.



Sabine: Question 6

Do | need to have a Cesarean Delivery?

.

e Gastroenterology indications
(active perianal disease, ileo-anal pouch surgery)

e Obstetric indications
e Personal preference!

#IBDMinds2025 Foulon A, et al. Inflamm Bowel Dis. 2017 May;23(5):712-720. Otero-Pifierio AM, et al. BMC
Inds Ga stroenterol. 2024 Jan 16;24(1):34. PMID: 38229023; PMCID: PMC10790466. Simpson AN,
et al. J Obstet Gynaecol Can. 2024 Jun;46(6):102463. PMID: 38631434.
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 Medications in Pregnancy:

Sabine: Question 5  11/39 GRADE statements

* 9/35 Consensus statements

Can | continue using my IBD medications through pregnancy?

Be more concerned about active disease than active medications!

Patient counselling: Your body needs to The majority of IBD medications can and
be focusing on baby not on your bowels! should be continued.




MILD -to- MODERATE MODERATE -to - SEVERE

5-ASA _ Anti-TNF

Biologics/Advanced Therapies

e LVedollzumab (Entyvio)
Mezavant Azathioprine

Adalimumab
Pentasa (Imuran) .

. Golimumab

Salofalk 6-mercaptopurine . .

Infliximab
Mezera
Octasa

Anti-1L-23
__ Sulfasalazine _ Anti-IL-12/23 PRy

LUsteklnumab J Rizankizumab (Skyrizi) J
| steoids ‘
i Guselkumab (Tremfya) J
"~ Prednisone — JAK inhibitor S1P modulator

_Budesonide CR | LTofacitinib(Xeljanz) J LOzanimod(Zeposia) J
 Budesonide MMX |

Upadacitinib (Rinvoq)  Etrasimod (Velsipity)




Table 3 IBD medications from preconception throwgh pregnancy and lactation

| Medication Preconcepdion first trimester peconed frimester third trimester Lactation L.
| 8 Arivecisis Definitely not
‘1 B Folic acid supplementation with sulfaslazine v vy helped by
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Ant-THF f Trump links autism and
Tylenol during pregnancy,
At without conclusive evidence
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during an official appearance Monday
s 4 . . CBC News
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U.S. President Donald Trump at the White House on

b I.H-E M!’ i\.l =0 m NHE w H-I' I'I'I-I[Hﬂ-al m‘ Monday.(Kevin Lamarque/Reuters)

U.S. President Donald Trump on Monday linked

Check mark = appropriate %2 use durisg pregnancy; X.= susid during pregnancy; = 2usid unless ra vishle sption for matemal health. § i " ~

Eli-THE nti-listoer necrosi lacton, MEL Janus kisate nhibiter, 511 Sphisgedine-1-phosphate

Mahadevan U, Seow CH, Barnes EL, et al. Gut. 2025 Aug 28:gutjnl-2025-336402.



Corticosteroids

Exposed Non-Exposed Cdds Ratio Weight Odds Ratio
. Study n./N, np/Ny (95% Cl Fixed) % {95% CI Fixed)
[ J
In Women Wlth IBD Who are Paopert (1962) 1715 ai7 _. 36 1.55[0.06,42.91]
Warrel (1963) 2135 0/34 e 28 5.45[0.24 111 .30
p reg n a nt’ We S u gge St u Se Of Heinonen (1977) 65145 2271 15037 ~.— 745 0.5%[0.40,2.06]
. ° hiogadam [1981) 37143 18377 —— 32 &.06[0.83,78.11]
Cort|COSte rold thera py When Mintz (1986) 0rs86 0s11s 25 1.37[0.0369.72]
o . . Park-Wyllie (20007 4411 o —— 135 211[0.46 9.55]
clinically necessary with
. R . Total With Heinonen 167535 2275 150845 # 10040 1.45[0.81 2 E0]
a p p ro p ri ate mon |t0 g ng as d ata Chi-square 4,33 (df=5) F: 050 F=1.25 F: 0.00002
does not demonstrate an increased . s o smmeas

”Sk Of Congenital malformations or Chi-sousre 136 (di=4) P 0.85 Z=210P: 0417

001

infant infections.

02

50

1006

Fig. 1. Individual and cumulative Mantd-Haenszd summary odds ratio for corticostercid-exposed

cohort studies for major malformations with and without the Heinonen et a._ ('77) analysis.

Park-Wyllie 2000



5-ASA & Sulfasalazine

Practical Considerations
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RahimiR, et al. Reprod Toxicol. 2008 Feb;25(2):271-5. Ngrgard BM, et al. Aliment Pharmacol Ther. 2022 Nov;56(9):1349-1360. Viktil KK, et al. Scand J Rheumatol. 2012 May;41(3):196-201
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non-enzymatic
reduction l —~ N/

N

S s
H
HN N XO/XD  HN H\
A e 2
07NN o N

thio acid

No increased risk of congenital
malformations or serious infections

6-mercaptopurine

& SH \
* Mono- vs. combination the_rap%/ . N 1
(Decision to use combination therapy is not random) A~y T S

* No increase in neonatal anemia

FDA, 29 April 2024 : | ) < W
RI Sk Of I ntra he patl C Cho IeStaS I S Of pre g n a n Cy methyl-6-thioinosine-monophosphate 6-thioinosine-monophosphate

Intrahepatic cholestasis of pregnancy: Hoii[? \ |
Incidence of 1.1% in the general population /O

OH
GMPS .
6-TGNs | ~— — -0~ |OH
HO 1
(o]

6-thioxanthosine-monophosphate



Anti-TNF therapy (and mAbs) do not
increase risk for Congenital Anomalies

Anti-TNF exposure Anti-TNF naive Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.2.1 Preterm birth (<37 weeks)
Casanova 2013 2 29 2 318 11.5% 11.70 [1.59, 86.39] w
Chaparro 2018 41 388 33 453 43.0% 1.50 [0.93, 2.43] T
Lichtenstein 2018 B 106 5 106 20.0% 0.79 [0.21, 3.04] "
Schnitzler 2011 8 42 8 78 25.5% 2.92 [0.99, 8.62] i
Subtotal (95% Cl) 555 955 100.0% 1.98 [0.92, 4.27] B
Jotwaievents 55 48
Heterogeneity: Tau®’ = 0.30; Chi’* = 6.05,df = 3 (P = 0.11); I¥ = 50%

Test for overall effect: Z= 1.74 (P = 0.08)

- Consider biologic plausibility

- No transplacental transfer of IgG1 in 15t trimester

Leung KK, et al. Inflamm Bowel Dis. 2021 Mar 15;27(4):550-562.




Benefits of Ongoing Anti-TNF Rx During Pregnancy
(S|m||ar message for Other mAbS) vs. Risks of Rx discontinuation

No difference in
~serious infections

—e— Anti-TNF continue —— Anti-TNF continue

Reduces preterm birth

254

20

. Anti TNF discontinued:
M preterm birth

a \ Anti TNF continued

15 1

Cumulative Risk for Preterm Birth, %
Cumulative Incidence for Serious Infections, %

104
A
/
5- .,’"
2+ /
/
Other refs: TEDDY, EVASION, ol | .
0 * Y T T T T T T T T T T : 0.0 0.5 1.0 1.5 2.0 25 3.0 3.5 4.0 4.5 5.0
24 25 26 27 28 29 30 31 32 33 34 35 36 @NCEIVE studies
Follow-up, y
Weeks of Amenorrhea .
Riskratio (95% €1 AtAr:tli(’TnNFcontinue 2342 1989 1769 1584 1423 1259 1117 980 869 755 658
0.94 0.90 0.91 0.81 0.81 0.84 0.85 0.81 0.63 0.59 0.67 0.70 0.67 =
(0.92-1.00) (0.82-0.96) (0.78-1.27) (0.71-0.96) (0.71-0.95) (0.72-1.07) (0.73-1.06) (0.71-0.98) (0.51-0.80) (0.45-0.75) (0.54-0.83) (0.58-0.82) (0.57-0.78) Anti-TNF stop 2793 2376 2122 1916 1739 1563 1410 1246 1110 983 841

TNF = tumor necrosis factor.

Meyer A, Neumann A, Drouin J, et al. Ann Intern Med. 2022 Oct;175(10):1374-1382. Mahadevan U et al. Gastroenterology. 2021 Mar;160(4):1131-1139. Barenbrug L, et al. J Autoimmun. 2021 Aug;122:102676. Chaparro
M, et al. Am J Gastroenterol. 2018 Mar;113(3):396-403. Luu M, Am J Gastroenterol. 2018 Nov;113(11):1669-1677. Moens A, et al. Aliment Pharmacol Ther. 2020 Jan;51(1):129-138. Meyer A, et al. Clin Gastroenterol
Hepatol. 2024 Jan 8:51542-3565(24)00010-7. PMID: 38199301. Prentice R, et al. Clin Gastroenterol Hepatol. 2024 Mar 15:51542-3565(24)00252-0. Julsgaard M, et al. Clin Gastroenterol Hepatol. 2024 Jan 24:51542-
3565(24)00083-1. Wils P, et al. Aliment Pharmacol Ther. 2021 Feb;53(4):460-470. Chugh R et al. .AmJ Gastroenterol. 2024 Mar 1;119(3):468-476. Nielsen OH, et al. Clin Gastroenterol Hepatol. 2022 Jan;20(1):74-87.e3.
Julsgaard M, et al. Aliment Pharmacol Ther.2021 Nov;54(10):1320-1329.



Oral Small Molecules

e Teratogenicity in animal studies

* If electively switching therapies,

 |f there is no other effective alternative therapy to maintain maternal health,

Ongoing data collection and pharmacovigilance
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Sabine: Question 7

Can | continue using my IBD medications while breastfeeding?

General advice:

Breastfeeding does not increase the risk of a disease There is no increased risk of infection in babies who
flare are breastfed while moms are on biologics for IBD




Monoclonal antibodies (mAbs) & breastfeeding

The estimated infant mAb exposure via breastmilk (Relative Infant Dose)

~50% ~0.01%
digested? absorbed
. > > >
Studies of radiolabeled 1gG
mADbs used in (after day 4)3

IBD!
Maternal Breast Infant Infant
Serum Milk Gl-tract Serum

Relative Infant Dose of < 10% is considered safe
Avoid breastfeeding if on oral small molecules

LactRx iz

Organization of Teratology Information Specialists
Designed for iPad

Slide courtesy of Dr M. Julsgaard

LaHue SC et al. Neurol Neuroimmunol Neuroinflamm 2020 , Sah BNP et al. Front Nutr. 2020, Krysko KM et al. Lancet Neurol 2023, Julsgaard M et al. Gastroenterology 2016,
Julsgaard M et al. AP&T 2021, Julsgaard M et al. Clin Gas Hep 2024.
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Which vaccines can or can’t | receive?

Sa b| ne: QU estion 8 Avoid live vaccines in pregnant women

(regardless of medication exposure)

Tell me about vaccines for Advise the dTAP, RSV vaccine, influenza
myself and my infant! +/- COVID, pneumonia vaccines

Which vaccines can or can’t my child receive?

Avoid the live BCG vaccine (only used in certain areas in
Canada to prevent tuberculosis)

All other standard childhood vaccines can be given

Can receive the live oral rotavirus vaccine, and the early
MMR vaccine (speak to your public health clinic)

_ Barenbrug et al. ] Autoimmun. 2021; De Lima et al. J Crohns Colitis 2018, Duricova et al. Inflamm Bowel Dis 2019, Weiss et al. Front Pediatr 2022
#1BDMinds2025 Fitzpatrick et al. Lancet Child Adolesc Health. 2023 Ernest-Suarez et al. Clin Gastro Hepatol 2024



mmary: Healthy mum = healthy baby

Be more concerned about active disease than active medications!

* Risk of disease flare generally outweighs any potential risks with
treatment.

 Continue IBD medications preconception, during pregnancy and
while breastfeeding!

 Goalis for IBD to be in remission before, during, and after
pregnancy!

* Protect your baby by vaccinating yourself and your baby!
* Check out this website https://pianostudy.org

crohn’s % crohn Canada Future Directions in IBD E
colitis colite
can
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Summary: Infant considerations
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Pregnancy
and IBD

Global Consensus Conference. §

HELMSLEY

il plane
) https: //pianostudy.org /
Online resources Global Consensus on Management of
& videos Pregnancy in Inflammatory Bowel Disease Funded by the Leona M. and

Harry B. Helmsley Charitable
Trust



https://pianostudy.org/

Key references

 Mahadevan U, Seow CH, Barnes EL, Chaparro M, Flanagan E, Friedman S, Julsgaard M,
Kane S, Ng S, Torres J, Watermeyer G, Yamamoto-Furusho J, Robinson C, Fisher S,
Anderson P, Gearry R, Duricova D, Dubinsky M, Long M; Global Consensus Group for
Pregnancy in IBD. Global consensus statement on the management of pregnancy in
inflammatory bowel disease. Gut. 2025 Aug 28:gutjnl-2025-336402. doi:
10.1136/gutjnl-2025-336402. Epub ahead of print. PMID: 40876906.

* The PIANO website
e https://pianostudy.org/ (landing page)

e https://pianostudy.org/GCC video/MainMenu/story.html (Patient videos)

* https://pianostudy.org/conference videos.php (Provider videos)

Canada Future Directions in IBD E


https://pianostudy.org/
https://pianostudy.org/
https://pianostudy.org/GCC_video/MainMenu/story.html
https://pianostudy.org/GCC_video/MainMenu/story.html
https://pianostudy.org/conference_videos.php
https://pianostudy.org/conference_videos.php

Resources

* Global Consensus on Management of Pregnancy in IBD
e https://pianostudy.org/

e CCConline information on fertility in IBD
https://crohnsandcolitis.ca/support-for-you/gutsy-learning-series/Past-Gutsy-Learning-
Presentations/Gutsy-Learning-Events/fertility-pregnancy-in-ibd

 |BD Parenthood Project
* https://myibdlife.gastro.org/parenthood-project/

e CCCSupport and Services
e https://crohnsandcolitis.ca/support-for-you/Gutsy-support
* Crohn’s and Colitis Connect, Peer Connect Events, local community chapters
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