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and men with AD aspiring to be parents is difficult and characterized by uncertainty,
as evidence to inform decision-making on systemic anti-inflammatory treatment
Funding information is limited. This project mapped consensus across dermatologists, obstetricians and
Sanofi patients in Northwestern Europe to build practical advice for managing AD with
systemic anti-inflammatory treatment in men and women of reproductive age.
Twenty-one individuals (sixteen dermatologists, two obstetricians and three patients)
participated in a two-round Delphi process. Full consensus was reached on 32 state-
ments, partial consensus on four statements and no consensus on four statements.
Cyclosporine A was the first-choice long-term systemic AD treatment for women
preconception, during pregnancy and when breastfeeding, with short-course predni-
solone for flare management. No consensus was reached on second-choice systemics
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SYSTEMIC TREATMENT OF ATOPIC DERMATITIS IN PREGNANCY

preconception or during pregnancy, although during breastfeeding dupilumab and
azathioprine were deemed suitable. It may be appropriate to discuss continuing an
existing systemic AD medication with a woman if it provides good disease con-
trol and its benefits in pregnancy outweigh its risks. Janus kinase (JAK) inhibitors,
methotrexate and mycophenolate mofetil should be avoided by women during pre-
conception, pregnancy and breastfeeding, with medication-specific washout periods
advised. For men preconception: cyclosporine A, azathioprine, dupilumab and cor-
ticosteroids are appropriate; a 3-month washout prior to conception is desirable for
methotrexate and mycophenolate mofetil; there was no consensus on JAK inhibitors.
Patient and clinician education on appropriate (and inappropriate) AD treatments for
use in pregnancy is vital. A shared-care framework for interdisciplinary management
of AD patients is advocated and outlined. This consensus provides interdisciplinary
clinical guidance to clinicians who care for patients with AD before, during and after
pregnancy. While systemic AD medications are used uncommonly in this patient

INTRODUCTION

Atopic dermatitis (AD) is the most common skin disease in
pregnancy' and follows an unpredictable course; symptom
worsening has been reported in 52% and 61%’ of women,
while improvements reported in around 20%.* For the rest,
symptoms remain unchanged.

Treating future parents of both sexes, and pregnant
or breastfeeding women with AD is challenging, as no
large studies on the effects of treatment during precon-
ception, pregnancy and lactation exist or on their safety
for the unborn child." Some attention has been paid to
the effects of anti-inflammatory drugs on female fertil-
ity,” but less to male fertility and potential teratogenicity
following paternal exposure, so multiple data gaps exist.
Furthermore, patients often wish to avoid taking any
medication during pregnancy or before conception due to
safety concerns’; equally, clinicians and pharmacists are
often reluctant to prescribe or advise medications during
pregnancy.®

In 2019, the European Task Force on Atopic Dermatitis
(ETFAD) published a position paper' recommending AD
treatment in pregnancy should generally follow a ‘safety
first” approach using effective medications associated with
low risk, rather than avoiding all treatments.' The ETFAD
advocates optimising non-systemic treatment, including
daily emollients, intermittent use of most topical corticoste-
roids and calcineurin inhibitors, and ultraviolet B for preg-
nant and lactating women. If systemic treatment is needed,
cyclosporine A, azathioprine and short courses of systemic
corticosteroids are justifiable based on evidence in patients
with organ transplants.'

The ETFAD position paper, like other guidelines,””’
reinforces the importance of joint decision-making with
patients. Further, the benefit of collaboration with obstetri-
cians or a broader multidisciplinary team, especially when
considering biologics, is advocated."”'° How this is put into
practice is, however, unspecified.

group, considerations in this article may help patients with severe refractory AD.

This project convened dermatologists, obstetricians and
patients from North-western Europe to develop practical
advice for treating AD in men and women of reproductive
age. It supplements, not replaces, published clinical guide-
lines."”>" The consensus is based on expert opinion and is
intended to help clinicians make treatment decisions when
high-quality experimental evidence is lacking.

MATERIALS AND METHODS

The project explored clinical collaborations and joint
decision-makingand considered systemicanti-inflammatory
treatment during pregnancy and breastfeeding. Pre-
pregnancy planning for both sexes was also considered. AD
of any severity was discussed, with a focus on moderate to
severe disease in pregnant women. Discussion of topical
treatments, antihistamines, antibiotics and atopic eruptions
of pregnancy were outside scope.

Delphi methodology was used to explore consensus.
Delphi is a recognized consensus approach useful when
data are limited, and expert opinion is important in shaping
judgements."*™"> A two-round Delphi was conducted using
online surveys.

Definitions of consensus

Responses to survey statements were captured via a 9-point
Likert scale; from 1 (‘Strongly disagree’) to 9 (‘Strongly
agree’). Experts could give no answer if the question was
outside their expertise. Experts were encouraged to add free
text to explain their response to support statement modifica-
tion between rounds.

Consensus was defined a priori if 275% of responses
scored 7, 8 or 9 (‘Agree’ to ‘Strongly agree’), as in similar
projects.'®" Partial consensus occurred if some—but not
all—parts of a multi-part question reached consensus.
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Participants
Initial scoping and gap analysis
The experts were 16 dermatologists experienced in manag- Steer'"g';’;?"";g;‘;e =)
ing AD, two obstetricians and three patient representatives.
Clinicians were selected for their practical expertise, pub-
lishing records, national and regional standing and interests. Round 1 survey development with
A subset of eight experts formed a steering committee (SC). Ste.e”gg :z’;s’gg;ze;ormulated
Meeting facilitation, data analysis and project manage-
ment were conducted by an impartial Delphi facilitator, y
assisted by a medical writer. The sponsor abstained from dis- L] S Ce D Eel P
R . X Online survey, all experts (N = 21)
cussions and had no input on the surveys, Delphi, or consen- July 2022
sus. The views and opinions reported are the authors' alone. 38 questions
Data review by steering committee. Of
38 questions asked:
* 28 full consensus (=75%)
SUI‘VCY development ¢ 6 partial consensus (some parts of
question >75%, others <75%)
. . . * 4 no consensus (<75%)
The SC agreed on project scope, target patients and topics for Round 2 survey developed for
consideration. To support this, a comprehensive gap analysis statements with no/partial consensus.
of the literature, including guidelines"”*!! and literature ap- Some stalements al consensus were
110 > g8 p rephrased for Round 2 because of
praisals,”" was done to identify areas where best practices changes to other statements and to
are unclear; this project focused on the gaps. Additionally, a y__ensure overall consistency.
search for articles published after the ETFAD guideline was Round 2 s”"‘;ﬁ‘;;’;?s”pdated gap
submitted for publication (January 2018) aimed to capture Online survey, all experts (N = 21)
recent data. The gap analysis was provided to all experts as Oeiigtzi e
N 18 questions
part of the Delphi surveys. Draft statements were developed,
refined. and acreed by the SC Data review by steering committee. Of
i g Y ’ all questions asked after both rounds:
The SC reviewed the Round 1 result and developed the + 32 full consensus (275%)
Round 2 survey. A virtual results meeting allowed experts to -4 partt_lal Sonsensus (som;sp/a)rts of
. . .. . uestion 275%, others <75%
contextualize their opinions (Figure 1). . 2 No consensus (<75%)
* Agenda and discussion points
v developed for results meeting
RESULTS Results meeting
Online meeting; no voting (N =16)
November 2022
Across the two rounds, 32 statements reached full consensus
(Figure 1).
FIGURE 1 Development of consensus through the Delphi rounds.
Pre-pregnancy planning and conception little experience of treating pregnant women.** Indeed, an

Accurate information and education are vital for
patients with AD

Research is limited on the educational needs of patients with
AD and their physicians; however, data from related condi-
tions highlight the need for better education. For example,
a survey of 141 US women with psoriasis—a chronic condi-
tion with treatments overlapping with AD—revealed a lack
of awareness among patients on its management before and
during pregnancy. Sixty-five percent of interviewees who be-
came pregnant stopped the treatment they were taking, with
nearly one-quarter taking this decision themselves and one-
third citing misinformation regarding the treatment's com-
patibility with pregnancy.”? Again, although AD-specific
information is lacking, reasons for physicians' undertreat-
ment of other chronic inflammatory diseases, including
psoriasis and rheumatoid arthritis, include poor guidelines
knowledge, medication safety fears for mother and baby and

obstetrician in our project explained that, in her experience,
patients are often instructed by their general practitioner or
nurse to stop all treatments when trying to conceive, and she
suggested education is thus needed for primary care practi-
tioners, pharmacists, and midwives too.

Our experts almost unanimously agreed that wide-
ranging patient education, including what to expect with
AD in pregnancy, which treatments are appropriate or in-
appropriate, and when and how to seek advice, is important
for men and women wishing to conceive. Such advice is best
given individually and in collaboration with an obstetri-
cian'; a view echoed by our patient representatives (Table 1).

Our obstetricians noted that, in some settings, communi-
cation between obstetrics and other disciplines is common,
especially for those managing diseases where systemic treat-
ments are used, such as gastroenterology and rheumatology.
Patients with AD needing systemics would similarly benefit
from such interdisciplinary collaboration between obstetri-
cians and dermatologists, and perhaps with fertility centres if
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34 SYSTEMIC TREATMENT OF ATOPIC DERMATITIS IN PREGNANCY
TABLE 1 Pre-pregnancy education for patients with atopic dermatitis.
Likert score, %
Statement Status 1-3 4-6 7-9 Respondents, n
1 All women with AD who are planning pregnancy should receive education on:
(a) the potential AD disease course during pregnancy Consensus (Round 2) 0 5 95 21
(b) the risk of uncontrolled AD to the mother Consensus (Round 2) 5 5 90 21
(c) the AD medication that is safe to use prepregnancy Consensus (Round 2) 0 0 100 21
(d) when, prior to conception, to stop AD treatments thatare ~ Consensus (Round 2) 0 0 100 21
unsafe in pregnancy
(e) what to do if a woman becomes pregnant while receiving Consensus (Round 2) 5 0 95 21
AD treatment that is unsafe to use during pregnancy
(f) where to find advice relating to AD treatment during Consensus (Round 2) 0 0 100 21

pregnancy

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process.

« Broad pre-pregnancy education is needed for men and women with AD

« Advice is best given and often in ion with an
Women Men

Appropriate  + Cyclosporine A (first choice) « Azathioprine

systemics < Prednisolone for flares * Cyclosporine A
® ° + No consensus on second choice systemics * Dupilumab

although is in ines o Ce i
Tobe « JAK inhibitors: 1 week to 1 month washout * Methotrexate: 3 month washout is desirable INTER-DISCIPINARY
avoided + Methotrexate: 3 month washout * Mycophenolate mofetil: 3 month washout is COLLABORATION
+ Mycophenolate mofetil: 3 month washout desirable
PRE- « No consensus on JAK inhibitor use ) . o
CONCEPTION + Women inadvertently exposed to and * No on whether a woman who - D should p y discuss family planning with men and

mofetil peri-conception should be referred to an obstetrician for
teratological advice

while her male partner is taking methotrexate or
mycophenolate mofetil peri-conception should
consult an obstetrician for teratological advice

women of childbearing age

« Discussions should include treatments appropriate for use peri-conception,
during pregnancy, and while lactating, as well as those that should be
avoided

« Each clinical centre should establish a shared-care framework for

« Undertreatment of maternal AD is risky for the mother and is discouraged, but risks to the baby are low between and inthe

+ Optimising AD control in women before and during pregnancy is important for maternal wellbeing
« Itis appropriate to discuss continuing an existing systemic AD medication if it provides good disease control and the

benefits outweigh the risks

« Consider systemic therapies if AD is severe, and topical therapies or UVB are inadequate

« Approp! A (first choice); predni for flares
ics although ioprine is

— No consensus on second choice

of AD patients

« Suggestions for a shared-care framework for inter-disciplinary AD patient
management are provided. It may, however, be more practical to feed into
existing frameworks; this may also help pool pregnancy outcomes data for
systemic medications to expand the limited evidence base for AD

« Enhanced information sharing between specialities and settings on the

PREGNANCY

- ient data exists to i or
« To avoid: JAK inhibitors, methotrexate, and mycophenolate mofetil

« A woman wishing to should be to do so;

appropriate use of AD medications may support holistic discussions about
family planning, and AD treatment during conception, pregnancy, and
lactation

« Ata minimum, dermatologists should alert the woman's obstetrician when
systemic AD treatment is prescribed during pregnancy

« AD treatment should be tailored to support breastfeeding and practical advice for different medications provided
« Sometimes it may be appropriate to prioritise a woman’s AD control over breastfeeding, although such decisions should

always be made in discussion with the patient
« Appropriate sy i ine A (first choice),
« To avoid: JAK inhibitors, methotrexate, and mycophenolate mofetil

BREAST-
FEEDING

FIGURE 2

appropriate. Given the rapid development of systemics for AD
and the increasing willingness of dermatologists to use them,
such collaborations are becoming more important.

Cyclosporine A is the first choice for women
preconception; second choices were not agreed

In common with the ETFAD recommendations,' our ex-
perts agreed cyclosporine A is the first-choice systemic in
women before and during conception, and prednisolone
is appropriate for short-term flare management (Figure 2;
Table S1). However, there was no consensus on second-
choice systemics for long-term AD control preconception in
women. Our experts thought this problematic, as concep-
tion can take multiple years and the burden of untreated AD

(second choice), azathioprine, prednisolone for flares

Key consensus recommendations. AD, atopic dermatitis; JAK, Janus-activated kinase; UVB, ultraviolet B.

can be high, meaning women unable to take cyclosporine
A need effective alternatives. Most experts felt azathioprine
was appropriate; interestingly, all obstetricians favoured
azathioprine, while some dermatologists were hesitant. We
suggest this reflects differences in perspective: obstetricians
see azathioprine used for other indications without adverse
consequences, while in most countries, dermatologists use it
infrequently for AD, and even less so preconception.

JAK inhibitors, methotrexate and mycophenolate
mofetil should be avoided for women
preconception

In common with guidelines, the experts all agreed that
women should avoid JAK inhibitors, methotrexate and
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mycophenolate mofetil preconception, with washout periods
largely aligned with guidelines. The exception was metho-
trexate: our experts recommended a shorter washout than
ETFAD' (3 vs. 6 months; Figure 2).

There was unanimous consensus that women inadver-
tently exposed to methotrexate, mycophenolate mofetil or
JAK inhibitors preconception should be referred to an obste-
trician for teratological advice, or to other services offering
this (Table S2). For example, in Finland, patients and health-
care providers can contact the Teratological Information
Service for information and support.

Azathioprine, cyclosporine A, dupilumab and
systemic corticosteroids are appropriate for men
preconception

Data from non-AD indications suggest that azathioprine and
cyclosporine A are compatible with paternal exposure,*»’
although some data suggest azathioprine may reduce sperm
motility or induce oligospermia.”*2® Similarly, data are
mixed on the effects of high-dose glucocorticoids on male
fertility.” Our experts agreed all these drugs are appropriate
for men preconception, although some expressed concerns
around azathioprine and suggested close follow-up in case
of fertility concerns would be needed (Table 2).

Although no information exists on the effects of either
dupilumab or tralokinumab on male fertility, the experts

largely agreed dupilumab could be used, but reached no
consensus for tralokinumab. Given their similar modes of
action, the experts suggest these drugs likely have a similar
safety profile but recommend dupilumab for now as it has
been available for longer.

For men preconception, a washout period
for methotrexate and mycophenolate mofetil
is desirable

Experts largely agreed that a 3-month washout period
for methotrexate and mycophenolate mofetil was desir-
able, with many suggesting just 1 month, but evidence
suggests that even this may be unnecessary (Table 2).
Historically, literature regarding paternal exposure to
both agents has been conflicting,***® but recent evidence
for methotrexate is more reassuring.”’ ' While the US
Food and Drug Administration (FDA) and European
Medicines Agency (EMA) recommend a washout period
(3 and 6 months, respectively) before conception attempts
begin for men using methotrexate, the American College
of Rheumatology changed their recommendation in 2020
to ‘conditionally recommend continuing’ methotrexate
in men wishing to become fathers.*> Some of our experts
suggested that stopping these therapies may reduce AD
control, which is not proportionate to the hypothetical
risks of teratogenicity.

TABLE 2 Prepregnancy systemic atopic dermatitis treatments appropriate for men.

Likert score, %

Statement Status 1-3 4-6 7-9 Respondents, n
10 The systemic anti-inflammatory medications that can be used by MEN with AD prior to and during conception are (in alphabetical
order):
(a) Azathioprine Consensus (Round 2) 12 13 75 16
(b) Cyclosporine A Consensus (Round 2) 0 0 100 18
(c) Dupilumab Consensus (Round 2) 11 11 78 18
(d) JAK inhibitors (abrocitinib, baricitinib, No consensus 33 17 50 18
upadacitinib)
(e) Systemic corticosteroids Consensus (Round 2) 6 6 89 18
(f) Tralokinumab No consensus 11 22 67 16
11 A washout period of 3 months prior to conception is desirable for MEN who are taking:
(a) Methotrexate Consensus (Round 2) 6 17 78 18
(b) Mycophenolate mofetil Consensus (Round 2) 6 6 89 18
12 A woman who conceives while her male partner has ~ No consensus 28 6 67 18
been taking methotrexate for AD in the 3 months
prior to conception does not need to consult an
obstetrician for teratological advice
13 A woman who conceives while her male partner has ~ No consensus 30 12 59 17

been taking mycophenolate mofetil for AD in the
3 months prior to cwwonception does not need to
consult an obstetrician for teratological advice

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process. Pale red: No consensus was reached regarding the question

in the group of experts involved in the Delphi process.
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Experts reached no consensus on JAK inhibitors
in men wishing to conceive

Data on JAK inhibitors are scarce, and the experts reached
no consensus on their use in men wishing to conceive
(Table 2). One expert stated concerns over testicular toxic-
ity, evidenced by the recent FDA rejection of filgotinib for
rheumatoid arthritis on these grounds.”® The information
on testicular toxicity for other JAK inhibitors is inconclu-
sive, although has not been seen for baricitinib or tofacitinib
in clinical use.***

AD and its treatment during pregnancy

Undertreatment is risky for the mother and is
discouraged, but risks to the baby are low

Stress during pregnancy may exacerbate the mother's AD
symptoms and reduce her quality of life.! While our experts
agree AD undertreatment is detrimental to the mother's
health, little robust evidence links maternal stress to ad-
verse outcomes in her child and studies have conflicting
findings. For example, a Danish population study showed
the risks associated with maternal AD in pregnancy in-
clude premature rupture of membranes and staphylococ-
cal neonatal septicaemia, although the absolute risks were
very low.”*® Conversely, a 2021 Japanese study found no as-
sociation between maternal AD and threatened preterm la-
bour.”” Reflecting this conflicting evidence base, our experts
reached no consensus on whether AD and associated stress
and anxiety can pose risks to the offspring, although most
agreed that optimising the mother's AD control could be of
some benefit to the baby (Table 3).

Consider systemics if AD is severe and topical
therapies or UVB are inadequate

All our experts agreed systemic therapy is appropriate for
severe AD inadequately controlled by topical therapies or
UVB therapy (Table 4). They also agreed it is appropriate to
discuss the continuation of a woman's existing systemic AD
medication if it provides good disease control and benefits
outweigh potential risks.

Our experts reached the same consensus as the ETFAD,'
agreeing that cyclosporine A should be the first choice
for pregnant women whose AD is uncontrolled with non-
systemic treatments, and that prednisolone (<0.5mg/kg/
day) can be used for flares (Figure 2; Table S3). As with pre-
conception choices, our experts reached no consensus on
appropriate second-line systemics during pregnancy, and
for the same reasons. Over 70% of experts—including all
obstetricians—suggested azathioprine, but others disagreed
on account of limited experience in pregnant women with
AD, or their own limited use of azathioprine in AD generally.

Although it did not reach consensus, there was discussion
of using low-dose corticosteroids for the entire duration of
a woman's pregnancy because the risk: benefit ratio during
pregnancy may differ from that outside of pregnancy. Indeed
low-dose corticosteroid use is supported by safety data from
other indications,*® and our expert obstetrician considered
it unconcerning.

Insufficient data exist to recommend dupilumab
or tralokinumab in pregnancy

The experts reached no consensus on dupilumab or traloki-
numab, citing the lack of safety data in pregnant women

TABLE 3  Atopic dermatitis control and maternal well-being before and during pregnancy.
Likert score, %
Statement Status 1-3 4-6 7-9 Respondents, n
14 It should be recognized that even women with mild or well-controlled Consensus (Round 1) 0 0 100 21
AD may experience worsening of AD during pregnancy, although the
risk is greatest for patients with more severe AD prepregnancy
15 It should be recognized that AD symptoms during pregnancy expose the woman to stress and anxiety, which may:
(a) exacerbate maternal AD Consensus (Round 2) 0 10 90 20
(b) reduce the quality of life of the mother Consensus (Round 2) 0 0 100 19
(c) increase the risk of AD in the offspring No consensus 30 36 35 17
16 There should be greater awareness of the risks of AD undertreatment Consensus (Round 2) 0 0 100 21
to the mother, as well as wider recognition that some effective AD
treatments are safe and necessary in pregnancy
17 Optimising AD control in women prior to conception and during Consensus (Round 2) 5 0 95 21
pregnancy is important to protect the mother
18 The risks to the baby of uncontrolled maternal AD are low. Nevertheless, Consensus (Round 2) 5 10 8 20

optimising AD control in the mother during pregnancy could be of

some benefit to the baby

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process. Pale red: No consensus was reached regarding the question

in the group of experts involved in the Delphi process.
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TABLE 4

Statement

19 During pregnancy, AD should be primarily controlled with
topical corticosteroids, topical calcineurin inhibitors
and UVB therapy and adherence should be optimized

20 Systemic treatment during pregnancy should be considered
when the patient has severe AD (suchas severe itch, sleep
loss, and impaired DLQI) that is inadequately controlled
by recommended topical treatments, UVB therapy, and
patient education

21 If a pregnant woman's severe AD is well controlled on
her current systemic AD medication, it is appropriate
to discuss with her the continuation of her existing
systemic therapy if the benefits outweigh the potential
risks

General considerations for atopic dermatitis control during pregnancy.

Likert score, %

Status 1-3 4-6 7-9 Respondents, n
Consensus (Round 1) 0 0 100 18
Consensus (Round 1) 0 0 100 18
Consensus (Round 1) 0 0 100 18

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process.

TABLE 5 Considerations for atopic dermatitis treatment during breastfeeding.
Likert score, %
Statement Status 1-3 4-6 7-9 Respondents, n
26 A woman with AD who wishes to breastfeed should be Consensus (Round1) 0 0 100 21
encouraged to do so; her AD treatment should be tailored to
accommodate this
27 For a woman with severe AD who does not have a strong Consensus (Round2) 5 10 85 20
desire to breastfeed and is willing to use alternatives, it is
appropriate for dermatologists to advocate prioritising her
AD control using systemic therapy over breastfeeding, as
part of shared decision-making with the patient
28 Active treatment of nipple eczema should be encouraged to Consensus (Round 1) 0 0 100 21
enable breastfeeding
29 Topical corticosteroids (or topical calcineurin inhibitors) Consensus (Round1) 0 0 100 19

should be applied to the nipple immediately after

breastfeeding, and the nipple should then be cleaned gently

prior to the next breastfeed to avoid exposing the newborn
to topical corticosteroids or calcineurin inhibitors

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process.

(Table S3). This aligns with the ETFAD position'; their
guidelines contain no information on tralokinumab because
Phase 3 data were unavailable when they were drafted.

No strong evidence exists on biologics for AD in pregnancy,
only case reports®*>** and a database review on dupilumab;
all so far conclude dupilumab appears safe during pregnancy.
Patient representatives suggested this is an area where ano-
nymized registry data could help fill knowledge gaps, and that
patients would be willing to participate in such initiatives.

Breastfeeding

Systemic treatment options exist for women with
AD wishing to breastfeed

Breastfeeding is advocated by the World Health
Organization,*” but this advice may not suit all families,

and excellent alternatives are available should a woman
decide not to breastfeed. Our experts agreed that a woman
wishing to breastfeed should be encouraged to do so, and
that treatments compatible with breastfeeding exist. The
experts agreed that sometimes it may be appropriate to
prioritize AD control over breastfeeding, although such
decisions should always be made together with the patient
(Table 5).

Cyclosporine A is the first-choice long-term
therapy during breastfeeding

Our experts again recommended cyclosporine A as the
first-choice long-term systemic, and prednisolone for
flares. Most agreed dupilumab is an appropriate second
choice (Figure 2; Table S4). Preliminary evidence indicates
dupilumab may be safe during breastfeeding, even if low
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doses are secreted into breastmilk. When ingested it is
likely destroyed in the infant's gastrointestinal tract. The
LactMed® database advises caution with dupilumab use
during breastfeeding, especially while nursing a newborn
or preterm infant, until more evidence is available. No in-
formation is yet available for tralokinumab, but the same
advice is given as for dupilumab.”’

While most experts agreed azathioprine may be bet-
ter avoided due to difficulties with timing doses relative
to breastfeeding, one obstetrician suggested that experi-
ence from patients with rheumatological conditions shows
azathioprine during breastfeeding carries no significant
concerns.**™*

JAK inhibitors are contraindicated in pregnancy and
breastfeeding due to teratogenicity in animals, and the ex-
perts unanimously agreed (Table S4). One highlighted that
women are at an elevated risk of venous thromboembolism
in pregnancy and early post-partum; therefore, even should
a woman decide not to breastfeed, JAK inhibitors may still
be inappropriate for post-partum use.

Clinical collaborations and joint
decision-making

Dermatologists should proactively discuss family
planning with AD patients of childbearing age

All our experts advocate positive, proactive family-planning
discussions that include men and women, and which dis-
cuss the treatments appropriate for use preconception, dur-
ing pregnancy and while lactating, not just those to avoid
(Figure 2; Table S5). Although national differences exist,
patients with mild-to-moderate AD are generally managed
in primary care: the most likely setting in which family
planning is discussed. Those with more severe AD requir-
ing systemic medication tend to be managed in secondary or
tertiary care by dermatologists, where family planning may
not be considered in treatment plans. Obstetricians and gy-
naecologists see mostly women with complex pregnancies or
comorbid conditions, or when the health of the foetus must
be considered, and uncommonly encounter patients for
whom early and effective AD treatment may be beneficial.
Enhanced information sharing between these specialities
and settings may support holistic discussions about family
planning, and AD treatment during conception, pregnancy
and lactation.

Shared-care frameworks could improve
inter-specialty collaborations

The experts agreed a shared-care framework between der-
matologists and obstetricians would be valuable, especially
as use of systemics is becoming widespread and the need for
effective communication more important (Table 6).

Cross-specialty communications are common between
obstetricians and rheumatologists, cardiologists and gastro-
enterologists, but less common between obstetricians and
dermatologists. We give practical advice for shared-care ar-
rangements, although suggest incorporating dermatology
into existing shared-care frameworks to reduce administra-
tive burden, especially in smaller units. Feeding into exist-
ing frameworks may help pool pregnancy data for systemic
medications—many of which are used for other indications—
and may expand the limited evidence base for AD.

DISCUSSION

The impact of AD and its treatments on teratogenicity, fer-
tility, pregnancy and breastfeeding outcomes are consid-
erations for both sexes in all stages of family planning, as
is the need for continuous disease control to safeguard the
patient's well-being. These considerations are best discussed
proactively with patients—male and female—and informa-
tion shared among all specialties involved in their care. It
is vital that patients and clinicians are educated on which
treatments are safe to use in pregnancy, not just those that
are not, to reduce undertreatment or the use of unsafe thera-
pies. Further, proactive information sharing between spe-
cialties is needed to fill the data gaps owing to the lack of
empirical data in these patients.

This consensus captures the opinions of dermatologists,
obstetricians and patients on how to enhance AD man-
agement in patients of childbearing age needing systemic
anti-inflammatory treatment. The key consensus recom-
mendations are shown in Figure 2.

This consensus aligns with existing guidelines but offers
additional opinions and ideas, particularly around interdis-
ciplinary collaboration between dermatologists and obste-
tricians, as well as joint decision-making with patients. With
such limited data, embracing shared-care frameworks that
could enhance patient care and offer a way of collecting ad-
ditional patient data is desirable.

The authors note some limitations. First, our group was
small and weighted with dermatologists, as these are most
likely to prescribe systemics for patients of childbearing age
with AD. Second, sometimes the views of dermatologists
and obstetricians diverged. We suggest reasons for this di-
vergence but given the small numbers, especially of obste-
tricians, we must be cautious in our conclusions on these
differences. Third, we acknowledge national and regional
differences limit the applicability of our suggestions to this
small group of related countries in Northwestern Europe.
Lastly, the views are based on the opinions of a small group
of physicians in the same geographical region. While highly
experienced, their opinions cannot supplant well-conducted
research. Frustratingly, this is presently lacking; however,
improving cross-specialty collaborations could help syn-
thesize information and build evidence to support future
decision-making.
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TABLE 6 Considerations for implementing shared-care frameworks to enhance the care of patients of childbearing age with atopic dermatitis.

Likert score, %

Statement Status 1-3 4-6 7-9 Respondents, n
37 Each hospital or clinical centre should establish a shared-care framework ~ Consensus 0 5 95 21
for collaboration between dermatologists and obstetricians on the use (Round 1)
of immunomodulatory/immunosuppressive treatments, including in
the management of patients with moderate to severe AD who wish to
conceive, or who are pregnant or breastfeeding
38  This shared-care framework:
(a) should be agreed and written by local specialist dermatologists Consensus 0 10 90 21
and obstetricians taking a lead on immune-dermatology and AD (Round 1)
in pregnancy
(b) should identify the circumstances in which dermatologists should ~ Consensus 0 5 95 21
consult or refer AD patients to an obstetrician (Round 1)
(c) should identify the key staff in different departments who have Consensus 0 10 90 21
expertise in managing AD in pregnancy (Round 1)
(d) should be communicated to all healthcare professionals managing  Consensus 0 0 100 21
women with AD during pregnancy (Round 1)
(e) should be reviewed and updated regularly to keep abreast of Consensus 0 0 100 21
changes in clinical practice and treatment recommendations (Round 1)
(f) should include consistent approaches to patient education on AD Consensus 0 10 90 21
in pregnancy (Round 1)
(g) should provide consistent guidance on safe and unsafe treatment Consensus 0 0 100 21
options (Round 1)
(h) should provide information on preconception washout periods of ~ Consensus 0 0 100 21
AD treatments, where necessary (Round 1)
(i) should ensure data on AD and pregnancy outcomes are recorded Consensus 0 10 90 21
for the purpose of building additional knowledge (Round 1)
39 Patients with the most severe AD should be given a patient education Consensus 0 0 100 21
leaflet outlining the benefits and risks of different AD treatments (Round 1)
to aid effective shared care decision-making during conception,
pregnancy and while breastfeeding
40 At a minimum, dermatologists should alert the woman's obstetrician Consensus 0 5 95 20
when systemic AD treatment is prescribed during pregnancy (Round 1)

Note: Green: Consensus was reached regarding the question in the group of experts involved in the Delphi process.
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