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n	 INTRODUCTION

Rheumatic and musculoskeletal diseas-
es (RMDs) may significantly impact 

quality of life, including aspects related to 
reproductive health. Over the years, there 
has been an appreciable effort to define the 
outcomes of pregnancy in women suffering 
from RMDs, the compatibility of antirheu-
matic drugs with conception, pregnancy, 
and breastfeeding, as well as any potential 
risk in the case of paternal immunosuppres-
sive drug exposure.

In this scenario, unlike rheumatoid arthritis 
(RA) (1), there is still limited and contro-
versial data on the course of axial spondy-
loarthritis (axSpA) during pregnancy (2-4). 
Spondyloarthritis (SpA), especially in its 
axial form, has historically been considered 
a predominantly male disease, but recent 
data suggests a more balanced prevalence, 
with a male-to-female ratio of 3:1 for radio-
graphic axSpA (5). Therefore, in the last 
few years, more attention has been paid to 
issues related to reproductive health in 
women with SpA (6).
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SUMMARY
Objective. This paper aims to provide an overview of the use of treatments available for axial spondyloarthritis 
(axSpA) and psoriatic arthritis (PsA) during pregnancy and breastfeeding, according to current national recom-
mendations and international guidelines, as well as data on the impact on pregnancy outcomes of paternal expo-
sure to treatment.
Methods. We performed a narrative review of national and international recommendations and guidelines on the 
reproductive health of patients suffering from rheumatic diseases. The last updated recommendations and guide-
lines were considered source data.
Results. We reported updated information regarding the treatment of axSpA and PsA with nonsteroidal anti-in-
flammatory drugs, intra-articular glucocorticoids, conventional synthetic disease-modifying antirheumatic drugs 
(DMARDs), biologic DMARDs, and targeted synthetic DMARDs during the preconception period, pregnancy, 
and breastfeeding, as well as data related to paternal exposure. We highlighted any medications that should be 
discontinued and/or not used in the reproductive age group and also treatments that may be continued, avoiding 
the withdrawal of drugs that can be used in the different phases, thus preventing the risk of increasing disease 
activity and flares before, during, and after pregnancy in SpA patients.
Conclusions. The best management of pregnancy in patients with SpA is based on knowledge of updated drug 
recommendations, a careful and wise evaluation of the risks/benefits of starting or continuing treatment from the 
SpA diagnosis in a woman of childbearing age through pregnancy and lactation, and sharing therapeutic choices 
with other healthcare providers (in particular, gynecologists/obstetricians) and the patient.
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Understanding the mutual impact that SpA 
and pregnancy can have on each other is 
crucial since many affected females are of 
childbearing age. All decisions regarding 
medication management should take into 
consideration both the need to keep the ma-
ternal disease under control and the poten-
tial side effects of the therapies on the fetus. 
It is well established that appropriate preg-
nancy planning, including the optimization 
of disease control before conception and 
during pregnancy, is crucial to minimize the 
chances of adverse pregnancy outcomes (7, 
8). Therefore, the choice of treatment 
should be guided by a careful evaluation of 
the risk/benefit profile of every patient and 
should be discussed well before the patient 
attempts to conceive. 
The need for updated guidelines on the use 
of antirheumatic drugs for the treatment of 
SpA in pregnancy and breastfeeding is ob-
vious, given the expansion of biologic dis-
ease-modifying antirheumatic drugs (bD-
MARDs) with different modes of action in 
the last few years, as well as the introduc-
tion of targeted synthetic DMARDs (tsD-
MARDs) in the armamentarium of pharma-
cological options for SpA (9).
This is the rationale behind the recent up-
date of the 2016 British Society for Rheu-
matology (BSR) guidelines on prescribing 
antirheumatic drugs in pregnancy and 
breastfeeding (10-12), which considers the 
drugs now potentially available for SpA 
treatment. 
Similarly, the Italian Society of Rheumatol-
ogy (SIR) has recently released recommen-
dations on the reproductive health of pa-
tients suffering from rheumatic diseases 
(13). The recommendations were devel-
oped through a process of adaptation of pre-
existing guidelines, which were updated by 
a systematic literature review according to 
the Grading of Recommendations Assess-
ment, Development, and Evaluation-ADO-
LOPMENT methodology (14). As a source 
for the adaptation process, the American 
College of Rheumatology (ACR) guideline 
for the management of reproductive health 
in RMDs was selected (15).
This paper aims to provide an overview of 
the use of treatments available for axial and 

peripheral SpA (namely psoriatic arthritis, 
PsA) during pregnancy and breastfeeding, 
according to current national recommenda-
tions and international guidelines (10, 13, 
15). Data on the impact on pregnancy out-
comes of paternal exposure to treatment are 
also provided.

n	 THE USE OF DISEASE-
MODIFYING ANTIRHEUMATIC 
DRUGS DURING PREGNANCY 
AMONG WOMEN WITH AXIAL 
SPONDYLOARTHRITIS

Treatment with nonsteroidal  
anti-inflammatory drugs
According to the Assessment of Spondy-
loArthritis International Society-European 
Alliance of Associations for Rheumatology 
recommendations for the management of 
axSpA, the first line of treatment that should 
be considered for all patients with axSpA is 
based on physiotherapy, education to cor-
rect lifestyles and pharmacological treat-
ment with nonsteroidal anti-inflammatory 
drugs (NSAIDs) (9). Continuous treatment 
with NSAIDs should be prescribed to con-
trol symptoms and not to prevent radio-
graphic damage, since studies specifically 
designed to assess the effectiveness of 
NSAIDs on radiographic damage in axSpA 
have provided conflicting evidence (16).
Unlike BSR guidelines, SIR recommenda-
tions address the potential negative impact 
of NSAIDs on fertility in women wishing 
to conceive (10, 13). Therefore, they sug-
gest discussing treatment with NSAIDs 
since the planning of pregnancy (13). The 
ACR guidelines “conditionally recom-
mend discontinuation of NSAIDs pre-con-
ception if the patient is having difficulty 
conceiving (and if disease control would 
not be compromised) due to the possibility 
of NSAID-induced unruptured follicle 
syndrome, a cause of subfertility” (15). In-
hibition of prostaglandin synthesis by both 
selective and non-selective NSAIDs may 
interfere with follicular rupture and ma-
ture ovum release during ovulation, lead-
ing to ovulation failure [luteinized unrup-
tured follicle (LUF) syndrome] (17, 18). 
The increased risk of the LUF syndrome 
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seems to be higher when women are ex-
posed to selective COX-2 inhibitors than 
to traditional non-selective NSAIDs in the 
periovulatory phase, particularly at full 
doses (19). In a prospective cohort of 245 
female patients with RA, preconception 
use of NSAIDs was negatively associated 
with pregnancy rate [hazard ratio 0.66 
(0.46-0.94)] (20). More recently, a median 
2.6-fold increase in time to pregnancy was 
reported in preconceptionally NSAID-ex-
posed women with axSpA in comparison 
to women who were not exposed, irrespec-
tive of maternal age, smoking, and disease 
activity (21, 22).
According to the Italian recommendations 
and ACR guidelines, there is a strong rec-
ommendation against the use of NSAIDs 
during the third trimester of pregnancy 
since it has been reported to be associated 
with a significantly increased risk of prema-
ture closure of the ductus arteriosus (23). 
NSAIDs are allowed in the first and second 
trimesters, with non-selective NSAIDs con-
ditionally recommended over COX-2 in-
hibitors (10, 13).

Treatment with conventional synthetic 
disease-modifying anti-rheumatic drugs
In patients with axSpA with an insufficient 
response to at least two courses of NSAIDs 
for 2-4 weeks, a second-line treatment 
should be considered. The choice of the 
second-line treatment in axSpA should be 
guided by clinical manifestations: when the 
clinical picture is characterized mainly by 
peripheral symptoms, local glucocorticoid 
injections and sulfasalazine may be consid-
ered, while in patients with a purely axial 
disease, a treatment with conventional syn-
thetic DMARDs (csDMARDs) is not rec-
ommended and a bDMARD or tsDMARD 
should be started (9).
In axSpA patients with mono/oligo-ar-
thritis, enthesitis, or dactylitis, local glu-
cocorticoid injections can be efficacious. 
On the contrary, the chronic use of sys-
temic glucocorticoids for axSpA is not 
supported by evidence (9). A recent liter-
ature review on musculoskeletal steroid 
injections in pregnancy did not show an 
increased risk of adverse side effects to 

the mother or baby from the maternal use 
of non-systemic injections of steroids 
during pregnancy (24).
In patients with axSpA and peripheral ar-
thritis without active axial involvement, sul-
fasalazine may be considered due to its 
demonstrated efficacy in this subgroup of 
patients, while methotrexate did not show 
adequate efficacy in axSpA (25-27). Ac-
cording to the SIR recommendation, sul-
fasalazine can be continued during preg-
nancy.
 
Treatment with biologic/targeted 
synthetic disease-modifying 
antirheumatic drugs 
An appreciable effort has been made to bet-
ter define the use of bDMARDs in the man-
agement of patients with axSpA before and 
during pregnancy. This topic is extensively 
discussed in both the British and Italian rec-
ommendations (10, 13).
Several studies have focused on the impact 
of bDMARDs on pregnancy outcomes in 
women with autoimmune diseases, mainly 
RA (8, 10, 28-31). Most data are on anti-
tumor necrosis factor (TNF)-α drugs, 
which have revolutionized the management 
of axSpA (10). Overall, no increase in ad-
verse pregnancy outcomes or severe mater-
nal complications was reported in women 
with autoimmune diseases exposed to bD-
MARDs before or during pregnancy com-
pared to those not exposed. Interestingly, 
the use of bDMARDs by women during 
pregnancy is not even associated with an in-
creased risk of serious infections in infants 
during the first year of life (8). Regarding 
the characteristics of infants from pregnan-
cies exposed and unexposed to biologics, a 
recent Canadian population-based cohort 
study did not report an increased risk of 
preterm delivery and small-for-gestational-
age births in pregnancies that were exposed 
to bDMARDs (28). Although most studies 
did not stratify pregnancy adverse out-
comes based on different TNF inhibitors 
(TNFi), they did not describe an increased 
risk of preterm birth, miscarriage, low birth 
weight, or congenital malformations that 
were attributable to TNFi exposure (10). 
Moreover, the available data for several bD-
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MARDs exhibit no adverse effects on phys-
ical or neurocognitive development in chil-
dren during the first year of life (8).
Numerous studies examined the outcomes 
of pregnancies exposed to TNFi during late 
or early trimesters, generally reporting no 
significant concerns with late-trimester ex-
posure (10). It is clear that to optimize the 
therapeutic management of women with 
axSpa, in order to reduce both the possible 
adverse pregnancy outcomes and disease 
activity flares, it is decisive to evaluate the 
patient’s disease activity and stratify the 
risk of flare based on the inflammatory bur-
den of the disease (8). Based on this, axSpA 
with a low risk of disease flare on with-
drawal of TNFi during pregnancy, could 
stop infliximab at 20 weeks, adalimumab 
and golimumab at 28 weeks, and etanercept 
at 32 weeks of gestation (10). However, 
they may be continued throughout pregnan-
cy if the axSpA inflammatory burden re-
quires it. In this view, it is important to point 
out that the timing of drug exposure during 
pregnancy also impacts the infant vaccina-
tion schedule: using the aforementioned 
therapeutic regimens for TNFi, a full-term 
infant can have a normal vaccination sched-
ule (8).
The placental transfer rate of certolizum-
ab pegol is minimal due to the lack of the 
Fc region of the immunoglobulin G1 
(IgG1) structure; thus, it is compatible 
with all three trimesters of pregnancy, 
without any impact on the vaccination 
program (10, 32). 
Although data on biosimilar use in preg-
nancy are more limited than for originator 
bDMARDs, it is conceivable they could 
have comparable influences (10, 13).
Interleukin (IL)-17 inhibitors (IL-17i) have 
dramatically changed the scenario of axS-
pA treatment (9, 33), and currently include 
secukinumab (human IgG1κ monoclonal 
antibody that binds to IL-17A) (34), and ix-
ekizumab (humanized monoclonal anti-
body anti-IL-17A) (35). The IgG1 structure 
of secukinumab may theoretically imply an 
increased transplacental passage compared 
with the IgG4 structure of ixekizumab. Data 
on IL-17i use in pregnancy are still limited 
compared to those for TNFi. To date, avail-

able studies have reported IL-17i not being 
teratogenic (10). Three studies of mostly 
first-trimester pregnancy exposures to both 
IL-17i did not report any adverse pregnancy 
outcomes (36, 37). However, there is still 
insufficient evidence to be confident that 
they are fully compatible with pregnancy 
(10). Therefore, it may be appropriate to 
consider discontinuing the drugs at concep-
tion if axSpA is well controlled and reserv-
ing their use during pregnancy only in cases 
of severe maternal disease for which alter-
native pregnancy-compatible treatments are 
not available.
The armamentarium of pharmacological 
options for axSpA also includes Janus ki-
nase inhibitors (JAKi) as tsDMARDs (9). 
Data on their use in pregnancy remains elu-
sive, relying primarily on case reports, 
small case series, and data provided by 
companies (10). Structurally, JAKi are 
small molecules of low molecular weight 
capable of crossing the placenta. Although 
they are characterized by a short half-life, 
their biological effects could persist for 
longer (10, 38). Thus, both BSR guidelines 
and SIR recommendations suggest stop-
ping them at least 2 weeks before planned 
conception in women suffering from axS-
pA, as well as other RMDs (10, 13).

n	 THE USE OF DISEASE-
MODIFYING ANTIRHEUMATIC 
DRUGS DURING PREGNANCY 
AMONG WOMEN WITH 
PSORIATIC ARTHRITIS

Treatment with conventional synthetic 
disease-modifying antirheumatic drugs
In patients with PsA, the choice of treat-
ment should be guided by the domains in-
volved, concomitant treatments and/or dis-
eases, and patient’s preferences. According 
to the latest recommendations by the Group 
for Research and Assessment of Psoriasis 
and Psoriatic Arthritis (GRAPPA), the first 
treatment approach should consider 
NSAIDs, physiotherapy, and glucocorti-
coid injections for all patients with axial 
disease, peripheral arthritis, enthesitis and/
or dactylitis (39).
In patients with PsA and peripheral arthri-



226 Reumatismo 3/2024

REVIEW___________________________________________________________________________________________________________________________________________ M. Manara, D. Bruno, M. Ferrito, et al.REVIEW

tis, enthesitis, or dactylitis not responding 
to this approach and/or psoriasis not re-
sponding to topical procedures, a csD-
MARD should be considered; on the con-
trary, treatment with csDMARDs is not 
recommended in patients with axial disease 
and/or psoriatic nail disease (39).
According to GRAPPA recommendations, 
the use of csDMARDs (methotrexate, sul-
fasalazine, or leflunomide) is strongly rec-
ommended in PsA patients with peripheral 
arthritis, due to supportive observational 
data and universal accessibility (39). How-
ever, evidence from randomized controlled 
trials (RCTs) in support of their use is 
scarce, as demonstrated by a systematic re-
view of the literature, which showed low-
quality evidence concerning the efficacy of 
methotrexate in PsA (40). For patients with 
enthesitis or dactylitis, the use of metho-
trexate is suggested based on the results of a 
single trial, which did not demonstrate a 
higher efficacy of etanercept than metho-
trexate in controlling symptoms related to 
enthesitis and dactylitis in patients with 
PsA (41). Skin psoriasis unresponsive to 
topical agents may be treated with photo-
therapy, csDMARDs, or bDMARDs; 
among csDMARDs, methotrexate and cy-
closporine may be considered (39).
The teratogenic effect of methotrexate is 
well known; therefore, all guidelines and 
recommendations strongly recommend 
against its use during pregnancy. Metho-
trexate must be discontinued before con-
ception. ACR guidelines strongly recom-
mend discontinuation within 3 months be-
fore conception, and SIR recommendations 
recommend discontinuation 1-3 months 
before conception (13, 15). 
If the characteristic malformations associ-
ated with methotrexate embryopathy have 
been well described after elective termina-
tion of pregnancy with high-dose metho-
trexate, the teratogenicity of low-dose 
methotrexate, as prescribed to women with 
rheumatic disease, is more debated; how-
ever, a significantly increased risk of spon-
taneous abortion has been described in this 
population (42). Nevertheless, collecting 
data on this topic could be difficult because, 
according to published recommendations, 

most women avoid conception while taking 
methotrexate. 
Leflunomide use is contraindicated during 
pregnancy; discontinuation of this drug be-
fore conception and, if discontinuation has 
been for less than 24 months, cholesty-
ramine washout until serum levels of me-
tabolite are undetectable are strongly rec-
ommended by ACR and BSR guidelines 
(10, 15). Conversely, cyclosporine is condi-
tionally recommended as compatible for 
use during pregnancy (13, 15).

Treatment with biologic/targeted 
synthetic disease-modifying 
antirheumatic drugs 
In patients with PsA not responding to csD-
MARDs or when csDMARDs are not indi-
cated (as for subjects with axial or nail in-
volvement), a treatment with b/tsDMARDs 
should be considered. The choice of treat-
ment should be guided by clinical features 
and should also carefully consider associ-
ated extra-articular manifestations or co-
morbidities, such as uveitis or inflammatory 
bowel disease (39).
Treatment with TNFi, IL-17i, and JAKi dur-
ing pregnancy has already been discussed in 
this paper for axSpA. For the IL-12/23 in-
hibitor ustekinumab, ACR guidelines condi-
tionally recommend continuing treatment 
while a woman is trying to conceive but dis-
continuing once she is found to be pregnant 
(15). Accordingly, BSR suggests stopping 
the drug at conception since limited evidence 
has not shown ustekinumab to be teratogen-
ic, but there remains insufficient evidence to 
be confident that it is compatible with preg-
nancy (10). Data from observational studies 
showed pregnancy outcomes of women with 
PsA exposed to ustekinumab during the first 
and second trimesters of pregnancy consist-
ent with the general population and TNFi-
exposed pregnancies (43). 
No recommendation is given by ACR 
guidelines regarding the use of apremilast 
during pregnancy due to the lack of evi-
dence on this topic; however, they underline 
that small molecules are likely to pass 
through the placenta (15). SIR recommen-
dations suggest discontinuing apremilast 
before conceiving (13).
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n	 THE USE OF DISEASE-
MODIFYING ANTIRHEUMATIC 
DRUGS DURING 
BREASTFEEDING AMONG 
WOMEN WITH AXIAL 
SPONDYLOARTHRITIS AND 
PSORIATIC ARTHRITIS

Studies on the excretion of drugs into hu-
man breast milk are scarce and mostly 
based on single-dose or short-term treat-
ment (8). Additionally, even when the pas-
sage of a drug into human breast milk is as-
certained, studying the effects on the nurs-
ing infant remains complicated, consider-
ing the many possible confounding factors.

Treatment with nonsteroidal anti-
inflammatory drugs/conventional 
synthetic disease-modifying 
antirheumatic drugs
Treatment with NSAIDs, when necessary, 
is conditionally recommended during 
breastfeeding (13, 15). Among traditional 
NSAIDs, the Italian panel suggests prefer-
ring ibuprofen, considering its short half-
life and the low levels found in maternal 
milk (13, 44). When a COX-2 inhibitor is 
necessary, the Italian panel suggests prefer-
ring celecoxib (13, 44).
According to SIR recommendations, due to 
the lack of available evidence, sulfasalazine 
is conditionally recommended during 
breastfeeding if clinically needed; the panel 
suggests maintaining a maximum time in-
terval from drug assumption to breastfeed-
ing (13, 44).
ACR guidelines strongly recommend 
against the use of leflunomide during 
breastfeeding and conditionally against the 
use of methotrexate because, despite the 
minimal passage of methotrexate into 
breast milk, the risk of drug accumulation 
in neonatal tissue cannot be excluded. On 
the contrary, cyclosporine use is condition-
ally recommended as compatible with 
breastfeeding (13, 15).

Treatment with biologic/targeted 
synthetic disease-modifying 
antirheumatic drugs 
TNFi are fully compatible with breastmilk 
exposure, although low transfer to breast 

milk has been detected for infliximab, adal-
imumab, etanercept, and certolizumab. 
Therefore, the continuation of TNFi agents 
is compatible with breastfeeding (10, 13).
Concerning IL-17i, data are much more 
limited than those on TNFi. However, 
based on available evidence, maternal 
treatment with IL-17i is compatible with 
lactation (10, 13). The same recommenda-
tion was given for ustekinumab, which, 
based on limited evidence, is conditionally 
recommended for use during breastfeed-
ing (10, 13). 
Finally, there is inadequate data to draw 
conclusions about JAKi and apremilast use 
in breastfeeding. However, due to their 
small molecular structure, they should be 
avoided as they are likely to transfer into 
breast milk (10, 13). Ongoing development 
of national registries could help to better 
define their safety profile, even during 
breastfeeding. 

n	 PATERNAL EXPOSURE TO 
DISEASE-MODIFYING 
ANTIRHEUMATIC DRUGS

Paternal treatment exposure around the 
time of conception could impact reproduc-
tive outcomes (8). Spermatogenesis takes 
approximately 74 days to complete its cycle 
(45). Thus, paternal medication use in the 3 
months before conception can potentially 
lead to detrimental effects on pregnancy 
and children, primarily affecting spermato-
genesis and/or sperm quality.

Treatment with conventional  
synthetic disease-modifying 
antirheumatic drugs 
Limited data from observational studies 
suggests that paternal exposure to low-dose 
methotrexate (≤25 mg/week), leflunomide, 
or cyclosporine within 3 months of concep-
tion is not associated with an increased risk 
of adverse fetal outcomes. Therefore, pater-
nal use of these drugs is conditionally rec-
ommended as compatible with pregnancy 
by Italian recommendations and BSR 
guidelines (10, 13). Further data on paternal 
exposure to methotrexate have been recent-
ly reported in a registered study: methotrex-
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ate exposure was not associated with con-
genital anomalies, preterm birth, or small 
gestational age (46).
Cohort studies on male patients treated with 
sulfasalazine did not show an increased risk 
of adverse fetal outcomes, but sulfasalazine 
was associated with oligospermia, reduced 
sperm mobility, and abnormal sperm (10). 
On this basis, SIR recommendations condi-
tionally suggest continuing sulfasalazine as 
compatible with pregnancy but stopping it 
if male patients experience difficulty in 
conceiving (13).

Treatment with biologic/targeted 
synthetic disease-modifying 
antirheumatic drugs 
Among the therapeutic options for the man-
agement of axSpA with b/tsDMARDs, data 
on paternal exposure are very reassuring. 
TNFi use was not associated with an in-
creased risk of adverse fetal outcomes (10, 
13). Similarly, paternal exposure to secuki-
numab and ixekizumab did not lead to any 
adverse drug-related effects (10, 13, 36, 
37). No data are available on paternal expo-
sure to ustekinumab (10).

Table I - Summary of the compatibility of drugs used in spondyloarthritis during the preconception period, pregnancy, breastfeeding, 
and paternal exposure, according to national recommendations and international guidelines.

Peri-conception
Pregnancy

Breastfeeding Paternal 
exposureI trimester II trimester III trimester

Local GC injections

NSAIDs a a b

Methotrexate c

Leflunomide d

Sulfasalazine e

Cyclosporine

Infliximab f

Adalimumab g

Golimumab g

Etanercept h

Certolizumab pegol

Secukinumab

Ixekizumab

Ustekinumab

Apremilast

Tofacitinib i

Upadacitinib i

Strongly recommended Strongly contraindicated

Conditionally recommended Conditionally contraindicated

GC, glucocorticoids; NSAIDs, nonsteroidal anti-inflammatory drugs. aNSAIDs are allowed in the 1st and 2nd trimester, with non-selective NSAIDs conditionally recom-
mended over COX-2 inhibitors; bNSAIDs are conditionally recommended during breastfeeding, with ibuprofen preferred among non-selective NSAIDs; cthe Italian Soci-
ety of Rheumatology (SIR) recommends discontinuation 1-3 months before conception; the American College of Rheumatology guidelines strongly recommend discon-
tinuation within 3 months before conception; the British Society for Rheumatology (BSR) guidelines recommend discontinuation ≥1 month pre-conception; dif discon-
tinuation has been for less than 24 months, SIR recommendations recommend starting cholestyramine washout before attempting to conceive. If pregnancy occurs while 
using Leflunomide, SIR recommendations recommend discontinuing therapy and initiating a washout with cholestyramine; eif conception is delayed by >12 months, 
consider stopping sulfasalazine alongside the investigation of other causes of infertility. Indeed, sulfasalazine was associated with oligospermia, reduced sperm mobility 
and abnormal sperm; fSIR recommendations recommend maintaining therapy during 1st and 2nd trimester. According to BSR guidelines, it could be stopped by 20 weeks 
if there is a low risk of disease flare. This will allow full-term infants to have a normal vaccination schedule; gSIR recommendations recommend maintaining therapy during 
1st and 2nd trimesters. According to BSR guidelines, it could be stopped by 28 weeks if there is a low risk of disease flare. This will allow full-term infant to have a normal 
vaccination schedule; hSIR recommendations recommend maintaining therapy during 1st and 2nd trimesters. According to BSR guidelines, it could be stopped by 32 
weeks if there is low risk of disease flare. This will allow the full-term infant to have a normal vaccination schedule; idiscontinuation ≥2 weeks pre-conception.
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Finally, paternal exposure to tofacitinib in 
RA, psoriasis, and ulcerative colitis appears 
to be safe, not being associated with a great-
er risk of pregnancy adverse outcomes 
compared to the general population (10, 13, 
47). Data on paternal exposure to baricitin-
ib include eight cases in the clinical trial 
programs, with six full-term healthy infants 
and two spontaneous miscarriages (10, 48). 
Based on the foregoing, available guide-
lines consider paternal exposure to JAKi to 
be compatible with conception time (10, 
13). No specific data were reported con-
cerning pregnancy outcomes after paternal 
exposure to apremilast; therefore, SIR con-
ditionally recommends its use as compati-
ble with conception (13).

n	 CONCLUSIONS

Table I summarizes the current knowledge 
on the use compatibility of drugs during the 
preconception period, pregnancy, breast-
feeding, and paternal exposure in SpA, ac-
cording to the national recommendations 
and international guidelines. Certainly, the 
continuous expansion of treatments for this 
disease, together with the increase in 
knowledge and experience about the use of 
these drugs, will require a continuous up-
dating of the recommendations. While there 
will always remain a certain degree of un-
certainty about the use of some therapies in 
pregnancy, the updated information pro-
vides guidance to rheumatologists and pa-
tients to ensure safer prescribing in these 
scenarios, highlighting any medications 
that should be discontinued and/or not used 
in the reproductive age group, but also 
avoiding the withdrawal of drugs that can 
be used in the different phases, thus pre-
venting the risk of increasing disease activ-
ity and flares before, during, and after preg-
nancy in SpA patients.
Therefore, the best management of SpA in 
pregnant patients is based on knowledge of 
updated drug recommendations, a careful 
and wise evaluation of the risks/benefits of 
starting or continuing treatment from SpA 
diagnosis in a woman of childbearing age 
through pregnancy and lactation, and shar-
ing therapeutic choices with other health-

care providers (in particular, gynecologists/
obstetricians) and the patient.
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