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LETTER TO  THE  EDITOR

CHLOROQUINE  AND  PREGNANCY

Sir,

( Rece ived  on  August  3 ,  2007 )

Despi te  wide-spread res is tance  in  some
par t s  o f  the  wor ld  ( inc lud ing  sub-Saharan
Afr ica )  ch loroquine  (CHQ)  i s  one  of  the
safes t  an t imala r ia l s  i f  t aken  cor rec t ly
dur ing  pregnancy.  However,  I  be l ieve  tha t
de l ibera te  acu te  CHQ in tox ica t ion  usua l ly
resu l t s  in  dea th  and  can  be  de tec tab le  in
body  f lu ids ,  pos t -mor tem spec imens  and
corpses (1, 2). CHQ poisoning is common in
Afr ica  and  the  Far  Eas t .  Hypotens ion  i s
of ten  the  f i r s t  c l in ica l  mani fes ta t ion  of
poisoning ,  fo l lowed by  card iogenic  shock ,
pu lmonary  oedema and  card iac  a r res t .
Agitat ion,  acute psychosis ,  convulsions and
coma may fo l low.  Hypokalaemia  usua l ly
occurs  as  a  consequence  of  CHQ-induced
potass ium channel  b lockade (3) .  Ciszowski
e t  a l .  descr ibes  a  16-year  o ld  g i r l  who
inges ted  5-g  of  CHQ in  a  su ic ide  a t tempt
(4). The patient experienced general seizures
after 2 hr followed by ventricular fibrillation
and cardiac  ar res t .  Fol lowing resusc i ta t ion
14-h  la te r  she  had  ano ther  ca rd iac  a r res t
as a consequence of bradysystole.  Although
an external pacemaker and electrostimulation
were  app l ied ,  spontaneous  c i rcu la t ion  d id
not  re tu rn  and  the  pa t ien t  d ied .  Pos t -
mortem toxicological  examination of blood,
vitreous humour, bile and the liver revealed
ext remely  h igh  concent ra t ions  o f  CHQ
(252.15  mg/L in  p lasma) .  Another  pa t ien t ,
a  15-year  old gir l ,  ingested 7.5  g  of  CHQ
and deve loped  s ign i f ican t  hypotens ion
requiring intravenous infusion of fluids and
ca techolamines ,  and  resp i ra to ry  d i s t ress

pos i t ive ly  t rea ted  wi th  endot rachea l
in tuba t ion  and  mechanica l  ven t i l a t ion .  In
both cases of CHQ poisoning, hypokalaemia
and prolonged QT

C
 intervals  were observed

(4). High performance liquid chromatography
has been used to determine the concentration
of CHQ in bodily fluids and tissues following
dea th  f rom CHQ overdose ,  de te rmined  a t
16.71 mg/L in blood (5). Indeed moderately
low doses of CHQ can result in rapid death
poss ib ly  through a  drug- induced a l te ra t ion
of mood or a toxic confusional state resulting
in  unintended overdose  and death  (6 ,  7) .

A study on knowledge and misconceptions
among secondary  school  s tuden ts  and
teachers revealed that  28.3% believed CHQ
could  cause  abor t ion  (8 ) .  In  a  s tudy  in
Uganda, 93.3% of women knew about CHQ
and 83% believed it  was used for treatment
of malaria, not its prophylaxis. Some women
believed CHQ could cause abortions (9, 10).
There  have  been  ques t ions  ra i sed  on  the
safe ty  of  an t imalar ia l  d rugs  in  pregnancy ,
te ra togen ic i ty  be ing  observed  when  these
drugs are administered at high dosages (11).
CHQ and i ts  metaboli tes cross the placenta
and can be detected in cord blood, neonatal
systemic blood and neonatal urine (12). The
au thors  showed tha t  ra tes  o f  spontaneous
abor t ion  and  b i r th  defec t s  a re  comparab le
in  p regnant  women tak ing  mef loquine ,
compared  wi th  CHQ-proguani l ,  o r
pyr imethamine-su l fadoxine  prophylax is  in
the first  tr imester of pregnancy. In a study
approximately 60% of women from CHQ and
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mef loquine  (MQ)  groups  had  s ide  e f fec t s
a f te r  a  t rea tment  dose  (13) .  Major  s ide
ef fec t s  inc luded  i t ch ing ,  d izz iness  and
gas t ro in tes t ina l  d i s tu rbances .  Spontaneous
abortion rate was 1.2% and st i l lbirth 3.9%.
These  f ind ings  sugges ted  an t imala r ia l
t rea tment  and /or  p rophylax is  fo r  a l l
pregnant women are fairly safe, but if drugs
are  in  shor t  supply ,  they  should  be
prescribed in their first or second pregnancy
(13).  In the case of CHQ-resistant  malaria,
however ,  t reatment  with  mefloquine should
be  employed  par t i cu la r ly  in  cases  o f  d i re
necess i ty  in  p regnant  women dur ing  the
f i r s t  t r imes te r  (14) .  Pr imaquine  should  be
avoided  for  the  t rea tment  o f  re laps ing
malar ia  un t i l  a f te r  de l ivery .  Weekly  CHQ
can  be  taken  in  the  in te r im to  p reven t
relapse (15). In a study in Guatemala, CHQ
injec t ions  were  p re fe r red  to  t ab le t s  and
believed to be approximately three times as
potent  as  tablets  of  the same concentrat ion
(16) .  About  two- th i rds  o f  in te rv iewees
believed that  pregnant and lactating women
with malar ia  should avoid the use of  CHQ
because it  could cause spontaneous abortion
or  d ry  up  breas t  mi lk .  Bouree  and  Pa l ies
(17) and Levy et al. (18) argue that although
the  use  of  CHQ and  hydroxychloroquine
(HCHQ) in  the  t rea tment  o f  mala r ia
prophylax is  dur ing  pregnancy  i s  p robably
safe ,  the  use  of  much  h igher  doses  fo r
t rea tment  of  sys temic  lupus  e ry thematosus
(SLE)  and  rheumato id  a r th r i t i s  dur ing
pregnancy  i s  r i sky .  In  the i r  s tudy  of  24
pregnant  women wi th  a  to ta l  o f  27
pregnanc ies  who had  taken  these

ant imalar ia ls  during their  f i rs t  t r imester  of
pregnancy,  14 deliveries resulted in normal
bab ies ,  s ix  were  abor ted ,  th ree  were
s t i l lborn ,  and  four  spontaneous ly  abor ted
(18). The seven pregnancies associated with
foetal  loss occurred part icularly in patients
with active SLE. Sti l lbirth and spontaneous
abor t ion  occur red  in  pa t ien t s  wi th
rheumato id  a r th r i t i s  and  in  two of  th ree
pa t ien t s  t rea ted  prophylac t ica l ly  fo r
mala r ia ,  sugges t ing  a  cumula t ive  r i sk
associated with antimalarials  (18).  The risk
of  malar ia  f lare  and the loss  of  pregnancy
f rom d iscont inu ing  therapy  ou tweigh  any
r i sks  to  foe tuses  f rom cont inu ing  the
medication (19,  20).  Ochsendorf and Runne
(21) advocate in pregnancy that there is the
risk of foetal damage (hearing loss, abortion)
fol lowing CHQ consumption given that  the
le tha l  dose  i s  4  g  fo r  adu l t s .  De l ibera te
a t tempts  to  induce  abor t ions  o f ten  occur
amongst  the younger women in Africa who
may take  la rge  overdoses  o f  CHQ (22) .
Primary Antiphospholipid Syndrome (PAPS)
may be  a  forerunner  of  lupus ,  and i t  may
a lso  coex is t  wi th  SLE as  an  independent
au to immune  d i sorder .  Pregnancy  loss  may
there fore  be  re la ted  to  PAPS ra ther  than
CHQ per se (23).

Therefore ,  CHQ should  be  prescr ibed
with caution  in patients with mental health
d isorders  and  in  p regnant  women.
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