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ADVERSE HEALTH EVENTS AND MALARIA PROPHYLAXIS

—Hans Q. Lobei, MD, MPH

Volunteers and Peace Corps Medical Officers (PCMOs)
occasionally voice concerns about the safeiy and efficacy
of mefloguine. a drag used for prevention of malaria in
cournies with crlomguine-resisiant falcipaswn malariz.
Distrust of mefloguine may resull in hesiation or refusal
1= 1zse this drug to preveni majaria ané 1w switch to a less

-effective drug sech as doxycyckiae or chloroguine. Sudh
action may well lead *0 more faxaperan realanz cases
among PCVs and thereby to an increased risk of deaths
fom matatis. This articie revizws the published svi-
dence an the sids affects of mafloquine.

Al the outser it inust be stated that

and saveral PCVs had to be medicativ evacuated for
reatenent of severe malaga during Gus period.
Mefloquinie, a drug for prevention a2nd treatment of
wine-resisiant fakiparem maiags, was icitally
developed under the malaria drug develcpoment program
of the Waiter Reed Army Institute of Medical Research
The drug was made aveilzbis i 1989 to PCV5 in Africa
who then could cheose between mefoquine or
chloroguine {with or without progn..an.} a Britsh dn.z‘.
Intensified malaca surveillance was institated fo docu-
ment the affectiveness and televance of metloquine as
compared with chleroquane. Everv 3
wmonths 2 gueSHTAnaite was given to the

theze is no scientific evidence to indicate
that mefloguine causes adverse events
more fequentiy than Jdoes chlorocuine,
the drug uged for weatinent and prophv-
Iadis of malaria for sevaral decades unti]
the emergence cf Ciloroguine-rasistant
talcpanm\ eizria.

Anecgotal reports of adverse reactons
to drugs vsed for melaria prophviaxis
raige concern because such drugs need to
be wail tolerated. However, it needs to be

\ PCVs asking abot the drug(s) used for
malaria prophviads and any side offects
Hat the PCV atiributed to the drugis).
Also a blood samgple was collected at
that tirme ta determine the soncenration
of the drug it the blood. I was found
thar meiloguine was $:% more eﬁem-'e
than chicroquine i preventing o rialaria 2
The adverse events atiribured 0
meflequine weze Compared o those
arecthuted to caloroquine. No dider-

emphasized that anecdot] reports cannot For ccs is on wataria
extablish tha? an adverse event X causad proph o o a:; . ences were found: skrange dreams
£ CHIET | (29.9% in mefoquine wsars and 26.3% i

by 3 drug. Yo establish a cavsal relaton-
Rip, Le, that the drug causes an adverse
—sacton, formal scientific mvestigatons

enced PCMO. sea pege R

chloroguine usars), ingomnia (8.9 and
9.4%). dizziness (33 and 6.3%), wistead:-

ame nasdad, such a3 cohert or case-conaoi
studies.} Pericdically rumors and anecdotes coculate
that mefloquine, used for malaria prophylaxis, can give
rice 10 sicle effects. Somae of the reported events are
serious and some are merely unpleasant Thees numors
have recently increased as a result of sensational mpox-ts
on Bridish televisian, i1 newspaper articles, and 8 2iaws
action fawsuir agams: the manufacturer of the drug.
Resistance of faiciparum malaria to chlaroquine in
Africa began in 1973 in Kenya and subsequently spread
throughout sub-Saharan Africa, arriving in West Africa i
1986, Malara infections in Peace Corps Yolunteers in
West Africa creased rapidly from 8 cases per 100 PCVs
in 1966 0 42 cases per 100 PCVs m 1989, Several PCVs
expestenced 4 to 5 attacks in 2 year. there were fequent
hospitalizations of veiumtzers & from 2ealacis

‘.W..sz Fom realans,

ness {6.2 and 28%), headache (22 and
1.1%). Nome of these differences was statistically sigmifi-
cant. Any ONES events were repartec by 31.6% of the
mefloquine and 31.5% of the chioroquine users. The
adverse evenis apparently were not sericus, and ey
interfered with daily activities in oniy *..coxmeﬁoqume
ucers and 1.8% czduorcm.xmeuse::s Medical artention
for adverse events was sought by 15.9% of mefoguinge
users as compared with 15.5% of chderoquine users.
Again, there were no differences. bmpormantiy, no ase of
a serious adverse eifect {i-e. psychosis or convulsion) due
to mefloquine has been seen m PCVs. Thw drug has now
been used by soune 7000 PCV's for 2-3 vears each. There
5 no evidence that use of weekly mefioquine for several
years is associated with an increase in adverse reachons.
Comtinued ot page 3
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Trere have been several other
cohort studies to assess the effective-
ness and tolerance of mefloguime. alt
confirming the absance of higher
heaith fisks ameong mefioquing users
than among users of chloroquine {cr
a2 placebo in one study}. A Swiss
study of shart-term travelers to East
Africa comapared 53.00C users of
mzfloguine with 40,000 users of
chiloroquine. 3 Sericus adverse
evenis oicurred at a fregue=cy ¢f
1:11,000 among e meﬂoquine and a
freguency of 1:11.000 among me
chloroquine usars, oz 1:85,000
pe:son-weeks of use. Among British
troops in Kenva the incidence was
comp-rab‘& 151,000 rer:c-‘-weec
of usa? These low rates, and their
equal frequency amon?2 users ot
mefloquine and chloroquine suggest
that such s2rious adverss evenis are
not drug-assodated. A randomized
Souble-blind dlintcat &iai among VS
MMarines In Haweii not only asked for
symptoms, but 2lse induded a
stendardized review cf body sys-
teins, evaluation of mood siztes, and
a computerized sleep manitor to
evalvaie sisep gnality® The mesults
showed no comprornise im function
due to dizziness or incoardination.
Overall, both mefloguine and
chloroquine ware weil tolerated.
Among US. troops in Somalia,
insomnia was rone COIINOs AMOGY
mefloguine than among doxycycline
users.® Long-term maiaria prepny-
laxis was well tolerated by ..::00
Dutch marines in Cambodia’ A
randomized double-biind placebo
controlled cross-over design stady
among Stwissair Trainees comparad
the effects of mefloquine on perfor
mance n a Bight simulator and in 2
computer-based Neurvbehavioral
Evaluation System, standardized
review cf body systems and an
evaluation of mood states, and
documentation of the sleep pat-
ters.8 No significant differences
were detected in any of these tess
bétween mefloquine and placebo. A
double-blind randomized placebo
contiolied stady among Indenesian
mefloquine with dexycydine and

NOTES FROM AN EXPERIENCED AFRICA HAND

p. One feature of malaria prophyiaxis that I have found consis-
tently since I have been associated with expatriates (this in-
dudes PC¥s and State Department personnel alike) is that
there are always complaints abont side-effects. When people
were on chioroquine alone, they complained that it was mak-
ing their hair fall-out; ruining their libido, stopping them from
having a sun tan, and making them go blind. When they were
on chloroquine and paludrine they were convinced that the
paiudrine was mining their gastrointestinal tract, giving them
mouth ulcers-and poisoning them, as they equated daily dos-
ing with high toxidty. During the brief pericd of prophylaxie
with chloroquine and Fansidar you would have thought that I
wes feeding them cyanide. 4
Now we are in the fime of mefioguine. Lnforﬁmately, its
very success has bred rumors. The new generation of PCVs
and PCMOs has no memary of the desperaiciy sick Volunteers
who came down with resistant malaria. They would find it
hard 10 imagine that almost half of our Voluateers were getting

sick, one PCV in Keryr died, and the passibility of closing
Pezre Corps in chioroquine-resistant arezs was seriously dis-
cussed because we did not have reliable prophylaxis. The
arrival of mefloquine at that time was like a wonder drug.

Now malaria is seen relatively rarely so people have forgot-
ten the terrible problems that it created. PCMOs need o real-
ize that expairiates (and humans in general) are going to com-
plain about anything they have to take. The only constant
thing abou:t the side effects is that they seem to be the same no
matter what peopie take.

Sheila Watermar, RN, FCM, BA-C, TDY PCMO Guinea-Bissau
(PCMO Kerrya 1981-85, Togo 1986-54)

drug is wall tolerated when used for
prophwilaxis? The apecdotal stories

focus on neurcpsychological events,
insommia, dizziness, swange dreams

placebo. Insogvia occurred less
frequenty in the mefioguine group
than in e placebo group (Chrt C,
persona comumumication, 1996). A

randormized double blind study {some PCVs repocted liking themj,
amorg British roops in Kenya also anxiety, and headache. Such subjec-
found no ditterences of the frequen- tive events <an oot a5 the result of
dies of NS symptoms between the  sizess. These symptoms accounted
mefloquine and chloroquine groups  for half of the consalts with PCMOs
{Croit AM], personal communics- even before mefloquine was used.
sonh For some pecpie ravel induces strews
What couid explain the many and cextainty PCVY's oftem encounter
anecdotes about adverse effects of | siressful sihuations. Such adverse

meiloquine in the face of the many
investgatians indicating that the

hmiﬂ\wﬁmoﬁmammtna
Cortiruwed ar page 4
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drug on the Easfs of rumors or
hearsay. This may explain why such
events are more frequently ahributed
to mefloguine in same countries than
w1 others. It also needs to be pointed
out that any dn:g, ncluding aspizin,
C2n cause an adverse event in some
users.

Despite the sqantific evidesice
indicating that mefloquine is toler-
ated ac well as chicroguine, this mav
be of little hetp in determining
whether the symptoms ir an indi-
vidiual patient could be caused by the

treops who served in Sonakia is
highly dlusrative of this fact WS~
the a¥ack rate among doxyrycline
tsers was 5 times higher than 2mong
users of mefloquine? This difffence
was attributed o0 lack of compliance
or missed doses. In addirion,
doxyeyciing is assocated with
severzl side affects, inciuding
Thototexicity. esophagitis, and veast
vagonitis.

Chioroquine {with or without Zdaily
proguanil) provides less protection
zgeinst maiaria than doxveydine
necause of the widespread presence
and high leve! of resistance to

drug [f the PCV is swirched rrom X d .
mefloquine to another drug to S?;’:rm .?:e Large 5’;‘: 5;“;)’
prevent malaria and the symptams 42 é:t‘ m ‘vvelzxs to East d: -
Z‘f.n i!ml djle;ep:; mefloquin lmande :, o not provide any protection.’ We
PCV may consider resuming chserved that adding progussi o
o - viaxis. If the chleroguine 4id not significantly
mefloquine prophylads. lithe o G the effectivensss of
symptoms disappear it can be userd e el e
:.e‘!oquix: i ) I will be
. . happy to
P ":’1?;"“”"“5 . o fax the
" ;’& Tt also needs to be pointed out tabulated
svoptanms that ary drug, indluding aspirin, SUIRRAYIES
reappear. can cause an adverse eoent in sonme ofthe
Very often USETS. crdiies to
they do not rterested
. PCMO’s.
sugge=ting Please call or fex me with your fax

that the sy =ms werw rot m=iated
to the vse of meflogquine. Even if
symptoxs aze due to mefloquine, the
good news is that they always

. aftes some Hme.

In cases whese PCVs atixibute
adverse health svents to mefloquine,
the POMO should 2ssess whether the
event is serious encugh 1o require
discontinuation of mefloquine. Itis
the most effective drg availzble to

revent fakipanmm malatiz, a
&mm_v fazl fitness. The PCMO
and the voluntesr need 1o be aware
that switching to doxveydine is not
ideal Daxvcycline requires d2ily
dosing because of its short haif ﬁ.‘el
Therefore, forgetting to take one pill

increases the risk of a malariz attack
Conversaly, if you miss 2 weekly
dose of mefloguine by one o tWo
days, the meflogume drug blood
concentration will stilt give effective
protection. The experierce of US,

nugniber. My telephone numbes is
(77D0) 485-7790, fax {770} 485-7679.

Tam very interested m receiving
your somunents on the issue of
adverse eveats and malaria prophy-
laxis. Fiease send your comuments to
e by fax or mail (vailstop F2Z,
CDC, Alanta. GA 30333).
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