
-I-I'EALTH\NfSE 
A Newsfe!ter far P$Z[ce Caq,s r.·1cdicaf ()!fic~rs ~':J"JidWld$.. . ~ . 

• 51OTVJ1i!r 1996 

ADVERSE HEALTH EVENTS AND MALARIA PROPHYLAXIS 
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VC'!u:>tet'= and Peace Corps ;\.1eG.ica1 Offke:,:,s (PCvfOs} 
O<:<:csionalh: v~ conc~ "'beu. the ~etv and eiiic:lC"J 
or m1!:fi.oquine.. a dr..lg ..sed !or F!"e'V~tion of rnala.-ia in' 
..-oc.nme-s .... '1t."'. chir)ll)quir'.e-NSis,a..T1t fakiparu.-n Jrvl'!a..-ia. 
Distnlst mmeilo4uine mzy result b hesitAtion or ~L 
tc '-'Se Ihis dr..l.g' to prevt:oU II>~r'.a ar.c tv ,,' .... tdt 10 " ie5 

. efEecti.w~ drug ~l.!c.!:. as da:"ycydme or ch1oroq-..:.b.e. 5<.:d:. 
lloCtum """ ..... well i<. .. d "0 =",,:a :fa;Q'P~= ~r'.2: ~ 
amO!1g pCys .ar.d l:haoaby to an ~"-....-.:! risk. 0: deal:hs 
f=n ma!a..-i&. TI--.is ar.icia t"G'--!~-s tr. .. pt'bllshed ,,".ii. 

dl!nce an the si~ ~~ of mai1oot1i=. 
At :fte o;..Jl;;S2~ It must b-l! sta~ that 

tM..~ is no ~ti6.c e\."ida-~ to l!utic.ate 
!l'..::t mefioqcine Ol...se; aci ... --ezse evenl5 
!nill"1t :.equenliy than d~ c,'"lloroqu.i.ne, 
~ drug oseci £o~ treal::tnel1t imrl prophy­
u..'ili of :malaria fOI ~·ruc.al ';~de; =til 
~ e;l'.~<:e cf d"Jo~uL"e-~t;ml 
l~lciparum mzk..";a. . 

( 
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.mrl $i!;\"e:a1 PCV51'.3d (0 be u-.e:;licaliv E:'=u.ated for 
tnla':rn!"n± of 5'!""ne malar.i.'I dur!ug tlti ~ 

MEfloquine. a d..-ug fee ?R'·WI:iOr. and !:re<llme:nt of 
dtlJ:lrcqillne-'!.Sicoo:tanl t..lcir= lTh'i1U..;;.. was lr~ny 
dev,=l<:>fed under the mzl.am dr~g de"<!!cp=t pmgnm 
of the \~ Reed Ann"l~tut~ of)'~ ~cd-_ 
Th-ecilU5~ ~av~~ in 1969 toPe'.'::; in Afr".= 
who tiwn eol.lld. ~~e between. mf:£!CQuir.e (k 

chloroquine {with <;It' wtrh.:o .. t ptQg=nU. a British drug}. 
!nte.-.sii'-.ed m<l1acia sw--'Q~ .... as ll1...<dt.ul!.'d to d",,<>­
mer.!~~v~u.d ro~~o£~.." 
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cOD'lp<L.--ea Mth dllcn:"iuina -h'e!? 3 
mo:<fu:s .! qu£sti=~ wC6 ~ V1tt1 to L»e 
PCVs as~ about the drug:<s) u:sW for 
a'8J.a. ... ...a prophyl.<l."<i5 a<ci =1' sro1:: ciects 
ma~ the PCV afuibute.<i to the <in..'g\s). 
.Also a blocx! S<ilmpl.e w~ collecteC at 

Anecdotal reportS ':If aa,'crse :el.Ctions 
to drugs c...;ed fOl" ~ilJia prophytaxis 
~ <:om;em becllll5l! ~c:h dn.iss ~d to. 
De well. tc!erated. How", .. ~ it ~ ro be 
eft'.phasize<;i ihat an«dotal rep<:lrt:5 =..not 
~lish u...at an ad,,_l:Se ~'e1t is ~.:sed 
by II drug. To estabfuh a <:auul. reh>tion-
'Up, i.e., that the drug Q!U5<'S an .a.-dves;iE 

---""lction,. fourcl ,;i<:-'ll:iik im'i!lStig<! Dons 

For ccmmcnts on maiaria 
prophyiaxis fTOm lUl ~ 
EnC8d PCMO; see ~ 3. 

th3t ti!:1e to ciete!:m1:ne the ;;Of\Ommi non 
oi the dzug- ~ the b1ccXi. l~ w~ round 
tfuu; =iJ.oqlJ.ine was ~~Q ID.:m:! t'ff.ecti\."e 
than~.e in p<el..-entiIlg maJ.nia..:2 
~ aci\·e~ """,,rots attJ:ii:nlred ~ 
m~floqt.Une '\i"C~ compared tc those 
attributzei to d:l.!or<>-t~ No diiler-
.... ~ we.ore found: :;l::ra. .. ~ d...~ 
(22'? ;n m~<>gUm.-~ aru:! :M.?r" ix: 
ch..1o~uL,.,e us;m;), ir<SQ\:m\la {8..9 and 

= !'~ed,:such as cohert Of ~\:ntrol 
5tud.~.1 !':;.dcdl;:slh~ .... = <IDe! ~res ct.-o.t!ate 
tl-.2!t ~lJoquitIe. ~di fer~.a prophi"~, clin gi'i-e 
r~ to :oid4'~. Some of t.~ reported events <1re 
serious and SC>Irni! are n"~y 'mplea..'<1Ult. 11--= I".:mors 
M7e ~Hy ~~ as a ~t of scnsatio:1.al reports 
an Btitish television. in 1WWSP2raeI" articles, and e d= 
actlDn lawsuit ag<tinst the I!'~~ of the dntS. 
~tmce oi ialcip= malaria to chJoroqume ir. 

Airica beg<ut In 19i8 in J<ffiya 1Uld subsequ€ntly spn2d 
througOOut sub-5a..~'1 .-tirica. arriving in ~ Afric" c... 
1986.. M.i\i.ari;l i.niecti= in Peace Coq:rs Voluntote:::;. in 
~.~ in<=SSed rapidly from 8 cases Fe!" 100 PCVs 
in 1%6 to -t2 ases ~ 100 POls in 1989. ~eiaJ. Pt..---Vs 
cxp~ced 4 to 5 atUQ;s in ... y!ilM. Ifuu-e W~ frequent 
ho5.Pl~lm~ O! V¢i.~~ s-~~~g tr~ ~~~ 

9.i'l'~). d.iztine:.;:, (S.3 and 6$%), ~­

MSS (6.1 arui :!..S%), h~ (Z.2 -0: 
U ..... ). ~ of ~ ~ wa:s stAtistically signif>­
-.mt. _:..-ny eNS eventS Wi!N repmmd by Sl.6~" of tile 
meiloquine and. 31.9% of tlw dUaxoqtUne 11WJ"S. UMi 
ad.~ events apparently were not sericlJs, and !hey 
intert~rcl with dailv .1ctivities in otUv .!..3':'a oi mefioqWne 
u....ce1"S and -i..6~ .. oi chloro~.e useI:S.' Medkal ~ 
f01" ndvent'- e~!S was sOugh! by lS.r." of ~oquiI"K! 
~ a5 =pared witi"'l15..5% of chloroquiru: u:ms. 
Again, then' ~ M di£fi=nc= llnpormntiy, no t=e of 
a o;;ertom; adv~'" ... ~ (i.e. psy<::ho9b ar CQnvu15iCnl) dc;..>e 
to mfiloqui:ne has bff'!"l S4!-en In FC'\ls, nw drug has now 
been used by SQ11\e 7 JX)(J l:'CVs to!" 2·3 Years ex:h-~ 
1:; no Ei\-~ l11al use of w~y ~ ror5e'iaai 
years is .associ0reci witit C!rI ~ in ad\'l~rse ~ 



MAJariLl.o~ ~ r 
rr.er<! haVe ~ several other 

=ilort studitls to assess the eff .. ,di.;'Q­

t\E5S and toie=Jce of mefllXU.i!le... all 
amfr.ning 1M abser.ce of higher 
i'=Iith rnb MnClig ::"dloqui.. ... ~ '-'Se.~ 
tn.m.amGng use:s o! chloroqcitte {cr 
a ola~bo in one stud .. ~, A Swiss 
s.~Cv 0: short-term ~\-ele~ to E~t 
A.or;.ca co=pa..--ed 53,roc =ers 01' 
~floaume with 40,000 u...--en of 
c."lo~iill!~.3 ~ous ad~'e:se 
<t'l.'ol!nl;$ oo:u~ ... t .. f!'ea~<;"" ef 

1: n.roD C!mcng &ri! rnffi~U;-E ~d a 
frequetlq' of 1:14.COO ammg ml" 
dUo~ us=, o. 1:95,tl(XI 
pe.--son-weeks of use. .".mong Bri~~ 
troops in Kenya ~ incirl= W~ 
comp;'l.r.ab!e.. 1:81,000 p==-o!,oweeks 
of use. ~ ~ lew :ares, ?-t\d ti'-Air 
eou.a! freo'.1en..-v am«L2 rse..--s of 
~~ and: l:..il!oro<p.m-.e ~~t 
~at sua. ~ ad.-erse ev-e.nt5 are 
nOt drug-~ociared. A ~omi2ed 
cOl..lble-bUnd cii..rri~ t:;hl ~ U.s. 
}..f=WoES in H4 ........ ~ tWt oI"lyasked fur 
symptoms. but ~ included a 
sttndard±Zed review of body ~v:s­
rein5, e'.~uaticn of tI"-=ci 5;;~, otr,d 

a computerized sJeep ~.mlltor to 
~i!1J.uare ~ quality,::' The =ults 
$howed no compt'Otnise in f.w.ction 
due W dizzine!S<)l: ir:~.ati=­
O\.-enll,. both meiloquine and 
d-l~w~ ~~~ll tolented. 
Atnong U.s. troops in 501:ruili.a, 
insomnia was more Ci:!m:!lO:l. amor;g 
me~ than ~ong do~y0'cllne 
users.6 Long-t€= ~na prophy­
laxis was well tolerated by 1300 
Outrn marinez L"l. C;mIDodla.7 A 

~andomized doubI~llnd placebo 
controlled a.=-o-.... u design sh:.dy 
.=umgSw.iss.rir TnlneEs =~ 
the ci!f!dsm mclloquir-.e on pe..-for­
m= in a .flight simulator and :n a 
rompul:er--based N~vIDru 
E valuation S~rem. st;mdanl.ized 
rf!Vlew cI bod\" ~ and an 
eval=tionof ~~ state:!. i!tId 
d~tion of the sleep p.:u­
re.:ns.B NO ~ differences 
were deoocted in ilnV of ~ tti::s 

~een meil~::rod p:cr>-..u. A 
double-blind ra.~~ p~ 
contlQlled smdy anwng lrldc..Tre5i-w 
military in Irian l..v.o =~ 
mcll~ "Nith d.¢:<yc:;ycixm: ;md 

@
'NOTESFROMANEXPERIENCEDAFRICAHAND. 

• ..l4~"'" 

One:feature of malaria. prophyiaxis that I have fuund CO-71Sis­
rentfy since I have been assodated with e:tpatriafes (this in- . 
clud~ PCV:s a...~d State 'I:)epartment pe;:sonne1 alike) is that 
there a...-e always comp1a.irus about side-effects.. 'When peop1e 
v.. ..... e on chloroquine a1o:neAhey complained that it 'Q\.'CIS mak-
ing therr hair fall'ou~ ruining their libido. stopping them. from 
hc:v1ng a sun tar., 2nd making them go blind.. \<\-fien they 'Were 

f on, chl~roquine ru:d. pa}~.d~rte they were convinced that the 
! paludnne W""25 rmru:ng thriI gastrointestinal tIact, giving them 
I mouth uke.rs'B-"ld poisoning them, as they equated daily des­
I ing with high toxicity. Dur..ng tl:>..<: brief period of prophylaxis 
"""ith chloroquine and Fansidar you woUid ha ... -e thaught th~t I 
was feeiling ~ cyanide. .... 

Now VIr-e are in the ,tiIne of me£i.oquine. Unfortunately. ifS 
veI}~ success has bred tumors. TIle new generation clPCVs 
and PCM:O~ has no memory or ihe tiespet:aU:.iy sick Volunteers 
wh.o c~·do'vn with resistant malaria_ 1hey would .find it . 

~ to imagine that almost f...alf of our Volmlieers "Were getting j 
:>lo;" one pa: in Kenya died. and the possibility of dosing J 
Pe2Ce Cmps In ..::h.lmoquine-resistant an>zs ""'35 seriously d!s­
~ because we did not have reliable prophylaxis.. "The I 
arnval of me£loqulne at that time was like a wonder drug. I I Now:ma1a..ri.a i.e;. seen relatively ~y SO people have forgot­
ten the 1e!TIDIe problems that it created... l'CMCJs need 1:0 :real­
ize that ~2ilri.ates {ru;d h1l.IlliU\S in general) are going to com­
I phUu a.!x>ut anytIUngthey have to lake. ~ only constant 
I thing about the side effects is that they seem to be the.s.ame no 
matter what pelpie take-

Shrdla WaIeTmtm, RN,FCM, PA-C, TDY PCMO GuineJz...Bissau 
(PCMO Knrya 1981-85, Togo 1986-94) 

p~bo,~..nia oc:=ned .les:s 
frequently i;;. the me£l.oqttine group 
tM:r1 in !:he placebo group {Ohrt C. 
per5OtIal=mnicmon.. 1996)- A 
ranrlrn:nizffi double blind.:s~ v 
iml.0Rg B~ tnxJop:! in KetlJll-l'1l.so 
fuur.d no d1i!t:tdlO!S cl the ~ 
des of CN"S ~-mptoms between th':! 
:neiloqu:ne and ~:hlot~ groups 
(Croft A.."1f.. pasruW cilll:\JlAunic;;­
:::.on).. 

WWit coilid ~lain the tn30y 
~dotP.S i\!'lolli' ~ p.~ of 
mcik>quine!tt ~ face of the IruIlly 
investigations indicating tt-.at ~ 

drug is wi!ll tDlea!tat W-.~ used fur 
proph~l.ax1s? Thf! aneoiotal ~ 
foalS on neurops:.rc.lwiogi.od t!'\-m~o 
~ d.iz:ti.."teSS, strange d..rea:ar> 
(so~pCVs reponed.lilcing theIn), 
.anxiety, atld head.ada:. ~~­
tive <!Vertt5 = OCCUI";W; the resWl: of 
s~ n-.ese5Jmptoms ~ 
for half o£ Ill<! ronsclts with PO'viOs 
ev~ beto-re mcll.oauine was used. 
1== ~ ~k ~'I--e1 indl.tre.s stI=:s 
ana. certainly PCVs oftJ!n en<:DUlJ.ta 

.5!:t!Ssful smaot.ions.. Sucl:t ~ 
~ 4!'W'flh; are ~ attributed to a 

Cutr:tinw:d :m ~ 4 
3 
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drug' on tht! basis of rumors or 
~=ay. 1l\i$ may e:qllain .... hy sudl 
events are more ~tly attrib\..ot.!!d 
1:0 InefloquinI> in soma coun tries than 
in othet$. It also needs to be pointed 
out thi!lt ;un- drug. including" aspi.."i. .. 
t;;m cause ~ adv=e event in SOlne 

users.. 
Despite the scter.tifk ~~"'-~t=~ 

imllcating thiJt !l"Id'.oqwtle IS toler­

ated ii! well as ch.io-ro.:pune, thi~ rr-.a}' 

~ of ht!!e hclp m deter!!1!r.ln$ 
whether !:he n=ptc= in ~ indio 
,,'idwa!. natlerti ,:ou!d h<l v;r.v.s~ b\' ~ 
Cr-..!g. J.i the PCV is .$l\.-ncnea [rom 

mefloqWn.e 10 <UlOthu drug to 
pre1'e!lt malaria and the sY~lPl;,r.-.s 
do not disanpear, mclloquint'is 
u..<likdv to be thf.: culpnt and the 
PCV m.~y conside.r resuming 
mefIoqtrine prcphyiam. If the . 
sywptoms ~~ it can be ~r.J.! 
toreb=b;l 

~ 

trcops who ~ D> Saola1ia is 
~v ill=tM! af~ iac:t ~~ 
th~ ili:.d: zare among doxyrycline 
,= .... ..:; 5 times ~!han =ong 
~ oimei!oqu.me." TI-.iS ~ 
.... as att:lbute:i tQ lad cl roI:1plia..~ 
or ~ ~ In adci.irion.. 
d~ is iiI.'i5Ociated with 
~,.;(£! sjd., clfOOs. inciucimg 
phototexicit:l: ~hagi!is. and ~ 
"llon!tis. 
~ine (with or without ~ily 
~~} provide!! Ies5 protection 
~O!-~~ ~ then doxvcydi= 
o;.~~ of the ~-jdespreaci F~ 
ii.~ rJgh Je\."'ei 01' restsl3nce to 
chloroquine. The ~ Swiss ~y 
of short-term tn vdeI:s too ~1 Aft'.c.._ 
ro~.d ~t wed:iy~djd 
!'.o~p>Q'-ide ar.}'~.3 ;'Ve 
~n'ed that adding p:r~..!=ii to 
c:.hJmoquine die! no~ ~gnllic:u-.tly 
increase the e'!e:ti"=s of 
tf,Jcroquil'le.2 

happy to 
prophylaxis 
t;)~er­

~ifthc 
symptoms 
r&ppe;u. 
\'etyofte! 

It also needs tn be pointed out 
thai tmy drug, inrlwiing ~. 
can cause an ad:cx:rse evt:nt tn 5I}mJ: 

hlx the 
tabclated. 
5~ 
of the 
~ 

meydonot 
rett::n.. 

~tudles to 
interested 
FCMCYs. 

P!use ce.I.l or t~ ~ ,,-i~lt yDUr ~ 
ttta:ni::er. My telerhON: nurt\h= >$ 

(770) 48S-7i90. fax (770) 48S-~~. 
r a.tIl \'erV ir.tZ!:n!Stf!ci i:o. recel~ 

v~u.t ~ on the iss1.Ie of 
~.-cr.ie et--eztts and .ma\.ma prophy­
~xis. P'.e~ send your CQlI\D1,etIts to = by €v. or mail (Mltihtop F2Z,. 
CDC. Atlanta. GA 30333'. 
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