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decreased the total risk of preeclampsia in pregnan-
cies with SLE by 46%, but it had no effect on the 
incidence of preeclampsia for APS/aPLs patients.44 
In parallel with that conclusion, Liu et al. summarised 
that treatment with 200–400 mg of HCQ daily 
significantly lowered the incidence of preeclampsia  
in autoimmune disorders.9 Therefore, the clear 
efficiency of HCQ in preeclampsia induced by 
rheumatic diseases needs more evidence from  
further RCTs and large-scale prospective cohort 
studies. Next, more basic and clinical studies  
should examine the benefit of HCQ treatment in 
preeclampsia patients without rheumatic diseases. 

Safety of HCQ therapy during pregnancy
Drug safety during pregnancy is a significant 
consideration for medical treatment. HCQ is an 
oral medication that is rapidly and completely 
absorbed from the upper intestinal tract.3 It is  
primarily metabolised into N-desethylhydroxy-
chloroquine in the liver via cytochrome P450 
enzymes.3 A large apparent volume of distribution 
leads to an elimination half-life of approximately 
40 to 60 days.3 Since creatinine clearance is not 
associated with the response to HCQ bioavailability, 
dosage adjustment is not necessary in patients with 

renal insufficiency. Notably, HCQ readily crosses 
the placenta with the ratio of fetal concentration 
to maternal concentration being 1.04.45 Various 
adverse reactions of HCQ have been found, of 
which ocular, skin and cardiac toxicity represent the 
most potential, especially when long-term therapy 
and large doses are used.45 A small number of 
investigations indicate that HCQ treatment during 
pregnancy may be associated with ocular damage 
in fetuses.46,47 This is debatable because normal 
newborns are likely to have malformations and  
these are just a few cases in the control group. A 
cohort study proposed the risk of malformations 
in first trimester pregnancy was slightly increased 
by HCQ, showing an adjusted relative risk (RR) of  
1.26.48 A clinical trial showed 5 of 45 (11%) 
infants exposed to 400 mg HCQ in utero had a 
prolonged corrected QT interval of more than 2 
standard deviation (SD), without other symptoms.49  
Meanwhile, numerous clinical studies recently 
consider HCQ has no harmful effect on fetal  
outcomes (Table 5). In a retrospective study, 14 
mothers who received HCQ treatment for an 
average of 7.2 months during their pregnancies 
at an average dose of 317 mg reported that 
their newborns’ visual acuity was normal with no 

Table 4. Clinical studies of HCQ therapy in pregnancy with SS.

Author or 
committee

Year No. of pregnancies HCQ dose HCQ duration Results and conclusion

Barros T, et al.30 2022 109 normal pregnant 
women and 26 SS 
pregnancies, 15 
pregnancies with  

HCQ therapy

Not 
reported

Not reported  Treatment with HCQ might benefit the 
obstetric results in SS patients.  

Ye S, et al.31 2023 Among 853 pregnancies 
with autoimmune, 49 
pregnancies with SS,  
of whom 42 treated  

with HCQ

≤400  
mg/day

32 initiated 
before 

pregnancy, 
5 from early 
pregnancy, 

5 from 
mid or late 
pregnancy

HCQ treatment significantly reduced  
preeclampsia, early-onset preeclampsia 
and pregnancy loss in 853 pregnancies 

with autoimmune abnormalities,  
including 49 SS cases.

Ballester C, et al.32 2017 54 pregnancies in 19 
women with pSS

At least 200 
mg/day

Started before 
pregnancy 

and 
throughout 

the pregnancy

6 patients treated with HCQ (n=6) did  
not deliver prematurely or give birth to  

a child in the LBW percentile.

Fierro JJ, et al.33 2023 48 SLE and 21 pSS 
pregnancies with 70 

fetuses (1 twin)

Not 
reported

Not reported No significance of APO in patients  
with pSS between HCQ use and  

non-HCQ use. 

Priori R, et al.34 2013 45 pregnancies in 36 
women, 11% of which 

were treated with HCQ 

Not 
reported

Not reported No differences in pregnancy and fetal 
outcome no matter whether treated  
with medications, including HCQ.

For superscript numbers, please see REFERENCES.
APO: adverse pregnancy outcomes; HCQ: hydroxychloroquine; LBW: low birth weight; pSS: primary Sjogren’s syndrome;  
SLE: systemic lupus erythematosus; SS: Sjogren’s syndrome




