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Y USE OF DRUGS 107 MALARTA BRADIC ATTOW
Cheroiievony i of increasing dvporkonco dn 2L phasaes ol wmilaeis

eradisation progprames and in pra-grodleftion prograniti.

With regsrd to their chemlend siwaciwes the aabinalrvial dougs
penerally used ecan be divided into gix classes: the cinchons alladoidn.
the O-tminowceridines {mepacrine}, the le-amino-quinolines {ehlororguine,
smodiaquine, the O-aminoquinolinazs {(primaquing ), the biguanides {progu~
the dieminopyrimidines, It seems that we should add woddy & nev clags
antimalorials, namely the sulfonarddes end sulfones although ihe valus

these compourds is stild not fulﬂ;f asoented.

The sinchona alkaloids; mepacringg chloroquine and amediagquine have
a prenounced agtion on the pryihrocytic forms of a1l specles of madaris
parasites amd ave of valuwe for trealment of the clinical abiacls and fow
suppression. In this respeet chlorcowine and ameodiaquine are gonek raliy Iny

- superior to other drugs.

Primacuine has a poweriul aetion on the go whooybes of P, nlolpavi
rontest practical use lies in the radical curative effoct on the

ng infections with L.vivar, L.n alovias and probably Poovale,

The bignanides ond diaminopyrimidines ave excellent gousal nropbyiactls
druge with a wide range of sarety, most affective agoinstd pripary Lissun

tnges especially in Pofalciparum. They are also vaiugble for their

:—:porontocidal effect on the malaria parasites develeping in the mosguiic

and, thereforey of special value for preventlon of transsission, They am

relatively slow-acting schizontocidal dvugs and idable to produce veslstone:

more eagily thm others.

venared by Ur LeJ. Bruce=Chwatl, Chief, Resesrch and Technica
Division of Maiaria Eradicalion
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srodieation of maloarle Ly drogs one wowld have Lo son up & Boaidd
crgunisation to aohieve the regulay drug adnipisitvabion in Lowps woraldl ool
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sormamicotiens are inouffdicilent and wiowe the roral healih soervion

frmn comploie. Moroover, ono would hove Lo obiwin o constonl and ocw

*

co=sneraiicon of the wiols populaticn and this Aifficult for any lengih of

tima,
A bricf swmeary of the new developments in bhe field of chemothoraly o
molaria moy b of ipiovest snd value
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The dovelonment over the past six yeows ol eyclogum il pansslo, in

injeatabls depob-forming drvg represents ga lnloxusting abueompt e produns

“he dihydyotrlinsin: *::.abolite of progo Taeot doseritud Ty Caridingion
e ot in 1931 wes prepered as an olly suspeesionm of tha pEmoie 53l oof uho

narond ::cmpm.mcl and assessad on rodont and nonkny molowia rh promdsing

35uLlio, awlias on human volmotoors showed thut o ﬁ;){,.}c‘ injootion gl

at & dose of 5.40 mg/isg had a protective effeet lor seversl moenths aghlo

t)

hlocd and G czoite induced infecvions with the Chaoson diyain of P.vi

AT Pt
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It does not provend celapses of his infecticn bul may delay them. Gy

]

suanil pomoatc has also a protestive scbion for ong yoar or longsor agad

bplocd and spovezoite iaduced infectiens with the propuwmil sensivive Mo Leoost

rain of P.f rolodinarung sunpressive effced againgy o

B )

ekn Puf:,,,,‘:.mt‘u.. strain from ATclca is ILinliod but 4 cavsnl proph/iuuid

o gl bt e ke Ty

s el progusndl

aotlon againgd sporozoite Snduccd dafoction wivh this straln was ovident.

Uowgver, this d::.“u@' falls o achieve olllior o svapressive or & p:rophylact—i.e
effcet in infosbtions with muitiresistant stiains of P.foleiperwn from Sonih
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grerall wesunits of thens telals agree o o lorgs axdont Blth dhe conedae oo

voachsd recantly by MeGregor et a2l {3874 dn The Conbis ond vy Dlaghk ob

18565 in Austwaling

The durabilon of the protective offced in the £iald trinls wrs o
than expretod and averaged 3-8 months with a wide raage, Whorevey puopn 00
ov prrincthmine resistomee was Imowa 0 axiss or wos discoverad duvings
vho wriad {e.z. Tanzmnia, Terviiory of Papun and Now Guinca) the absenc: of
peragitasnis vas consliderably shortor. The apitindamodizl elffcet of
gycloguanil pamoats was less pronmounced in children than in adulis. o
systondic toxieity of the drug wasz obviouvs and the averepe freguancy of nbaub
20% of leocal reoctions could be decroased Wy the vse of appropriate injociicn

teclhnigus,

It is elill oo carly o give & bolanced assossuant of the ploca thnt
cyelogumnll pancate may have in the ficid of chemotheracy of malaria. It
sppears that this compound is essentially & caural prophylactic drug in
Pofaledparum (bub not in Pyvivom) wibth a prenounced repository action
(perileloriy obvicws In non-iuprmesS) ood with o fair desres of sghizontoclidnl
cifeet on speeles of malovia perusifos susceptivle to mdimalaricls of oo
anti~folic zeid grovp. It is likely that its intaresting properties will ho
of valuz in apsociatlon with other compounds especidlly l~aminoguinolines,
sulfonas or swifonamides,

’

Wnile sn injectable rcpoq.z.uory drug will be undoubtadly of valup wo
st not discount the possibility of 2 Ioang actiny anbtimalarial given by
the nouth. Vhat we need for mass chemothorapy of molaria is 2 dovg sidlion
o poniamidine for trypmiosomiasis, vhich avsorbed threugh the intssting will
protect an dndividual for 3=¢ months. The new developmonts im the ficld of

sulfonamides hold soms promise in this respest.

Suldonas \md sndfonamides

It seonms that the present interesh in sulfonns and sulfenznides as

antimalarizls vepeats the history of forgotten and rowdiscovered druss.
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Povivort Infoctlions vora stodind an Inding an igoris
AL
28 fownd Lhab bluis bl ood
schimoniocidnd affeqt on Porod imfootiong, A anbshon U
inerenss of i aoh wan ossocdatod with pyalo-
mothamine.  Recenbtly DDIS waz asseossesd en s volumtcors dnm Udh dnfoot d
with the chloroguine resisient strainz of P.Undaivaren from Holayn md
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Viginmm ond, it wog shown that this comnevnd peintained Lbs supprogsive noblion.
In $hy covrse of dnvestigation of soverad hmedrod sulfone dorivotl

Ib was Zound bhoet thy dlacethyisyd 1’;0=;1;1.plmn;;r1 sulfonz (DADDS alzo kichm oo
Roddionz, culindismdne, CLB5G) hod a weposiiory onbion on c::qmri:r:;a:r
madards and that this is reinforoced wlhinn The compound 15 given by o b
pogothinr with gyeioguanid pamoata,  Foriner evaluation of this drug
ticn {0I-56L) von eavried owth in Tonmonda and is Austrolion Mow Guincs, %o
predliminavy reporits Indicabte thed cloarmics of I.raleinarym infectlons fa
achiﬁt-‘ed ong maintadned for about thies moaths, which is sormwhabt Jonoos i
the efiecy of DADLS slonc or of eyelomuonil pomesio. In Australian New
Guinen the rosuids wore vory sindlsr aad in bath trisls 14 was ¥ oported i
the "brook-throughst dys apporenily fo progusiil or pyrineihomine resisiond
steeinz were deloyed whaon the druvg osooclation was gilvene

A mimiber of the availsbls slifonzs and come neyly synthasisad coos ovs

now widergoing laboratory wWials and it appoars thal ab Isacth onaz of thin

(a diformyl derivative of DDS) sheows a pariicularly hich therapeutic in

and prolonced offect.
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Toerdood by oslow erncoohlor DR

ad dn Prasil and elseviere.  Awonp thoooe svlfndizsbhomine (W41

Mindrilon® ) sulfspethory-nyridazing {:LA 3, “lomenlt, M

chouldd Lo ronkionad bob svlforbhonidins gultorthedinmethoxio,
ntly pueddB ) WFannllM Y ban broone & fovouwrilo experimonitind diur

This eorpound has on erxeeptdoenally Long aoblwity (blologiesl half life of
i00-2C0 howrs) when tolon by othe movdh ond Is the only one of thls seoriso

Thot urderront fiedld wwials on & fodoly

Trials with sulforthomiding have so-far beoen cayriod in frosild,

in Tanssala and in Sieevia, duciwiing o toval of approxinalaly 1,000 sw

Doses of swiforthomiding aml Ifrequoncics of administration hove varie

i these toials. The drug has boes piven as a singls dose, 28 a ones Tering

dose, and olzo in deily doses for 2 4o 30 days. It has boen uwoed comg
alone; sonetimeg in assoclation with othor drugs, gonerally pyeimethanirg,

bulb in o few cases chlevoguwine or quining was also used,

In DBrazdd vhore Pofalelpoan stroains appavontly recistmad to elioroql
wore incenlated inbto powrosyphilitics sviliorihovidins slene was nod voiy
oovive but dn asgoclablion with pyeimethmaine suewmd proatly enhanced astlorn
thewsh whe responss veried in infesticons with difforent stradns of tha

DLraslta.

Geood offceh of this commowad wog roported s & growp shovdng faymploil
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Loon econsliotent ropulte wors obbaived with suiforcthoniding alone glven o5 o
prrerie dose in aoute nodariz infectionn buh the offcet was rapid vwhen on

agseciaticn of sulferthomidine wiih pyrimethocine was adnivnisioreds
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p:arn.rsi‘-‘;,c‘ff.‘,:u;'Er,_., ylierthomidismg ~aim
sulfowtuocidine nlone Ialh neacly 100

tha }4;."1 duy ol broonnoitte

A corpmdoon of tho rosuits obbodned Sn booss Uoisls Lo pashor A0

culd bacavse of the different conditions of the poticmis, of the dozgs vid

and of tho froguencies stration. As oo would have expectod,

razulis obtaired with sulferthenddine, =lene or with pyrimcthsmine, haws

Tean muen bobter din sod-Uonme ANvLoeon adulss and schooleld idren,

ik sulfonenddes for troninent of infoeticns cous

by chloroqulio resistant straing of Pufoleivarin 4s of obvicws intorest

4

ceveral Importand investlgabions have Just boen completsd in USA and in
Thaailand. It was found $hat suifovthonidine c::u“cu clly when

with pyrimzthonine hog a pronounced cwobive affect in casen

maleria originating Zrom Sculh Zast Asla. Howover Brasilion studies
what chloroquins resistent sireins prescad In that pars of the torld
slowar response be sulforthemidine even when ossociated with pyrhmethanino.

v B

There iz Jitilde dowbd that the precomt possibilities and the promice
of fubture develorment of antimalarials have beon gmmﬂy enrichod by the nor
compouds n8ks of avallobls dota, tholr yalvns can b sumordscd oo
switonas and sulfonnnidas show con abde sebisontond
weralins reosist o chloroguins;
s

wrard 6o be less pronowsced,  In subjects

a degves of lemwnity to malaria the schisonteoidel actioa of swifarms oud

sulfonanides !:O“H,d.cu*:ﬂ%f sulforthoridine ) mpescs do be faster thon in
Y

Thay awe suppressive dyugs and thewe do 130t if omy ovidernc:

prophylactie, gametoeytocidol, sporontocidal or radicsd curs.
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gulforthonddine may be of valive when given in aszocintion with vowierlie

o other anbifolde acid eompouids. Houover, it should o woroal

-

thera 15 puch varlebllity not only in v responss of difforont oiwaiv

nalaria parasites {0 taeos drugs but aloo in fhe respouse of ALl iov

suvjechs infected with the ceme streiv of the povasitu. TH is mow ol
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cizh this wg avse to ths varisbles way of o OBCGING wnese comomuin Gy

aezuylation in sz suljects,
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T% ghowld be pointed cub that récontly in view of The prasen: imonw -
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of chloroquineg resistance dn Vietnwn the UBA forces in thic parh of ths wovid
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RUER PUL On & subpiosplve regimen of DES (27 mp doily) dn addition to ithoiy

<

dae (U5 e

proviows regimen of chlovoquine (300 mg ones a wwelk) od primag

onee 4 wzek).  Meparis on thoe long weyn valie of this reginen are erpactod,

;
The neture and exient of towie offects which may avise afber the

sdministrotion of these compounds are now buinr studied apd debated. Nucl
Suross hed boon laid on the possibiliity of fhedr c:e.ma;',ng a2 gevere form of
eryihont maltiforme with systemic manifostetions (Stevens-Johason z—syr;clfo:z;z:):,
usunlly after prolongsd administration, Althoush the wrarnines iosyed about
these compownds ave nocessary and tinely it would be uwnrorturate if Lhis
shovdd hecone an obsticla o the develorment and furtber trial of Shose GIrusL

e = T P
SEAINS T malorin,

2o The uze of 4runs in nmalopia eraods

A T YRR ey Tl ) s i D L, R (e 0o B P (T e e e

) i,; oI ProgEYs

e p T L 2 K

Tho ineressed roly of druss In melavia eradigotdon prompmwns has bern
recogmized,  Hven if Inseetioides alzoun oxe effoelive in dntesmupting
wanimisslon, the supplomentary use of crugs during the atiack phase will
aceolsrate the suacecss of the sorayine cerpedlon,

= -

Durdng the consolideidon phass, the weo of anbimeiarisl drvns is of
pavamews dnprridece sirce single-dose treaiment of all persous suepoctad
o malorda and ou nmqucar;:i; radiead freatment of ol confizned cases are tho
principal moagures for ¢liminating 21l rena indng infections and fov
preventing the cstablishment of new focl of tronmminos Dile

Finally, during the maintenace phose satimalarial drugs ave esseatial

I

fer the rapid radicel cvre of every imporied case of malaria in order a

prevent any nety gpvesd of the disease.
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wnodve troatmont dnplics peoventlen or supproopion of olimies
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Zymploms wy asllon op afexual pavenifas du the bleods Ii muy bo fiven
rresunpiive broatient! that iz 4o zay o singlo-dooe dyug admindouriiion
{600 mz of bace) o a mreswrnd or probable cuze of melarla hofova tho
rosult of blood exominadien Becowss availmdlo, ™ This is en esponilel ey
of swrvgilionee setivities and the druge uwsed ave L mminoguinelines.

nay ve ascociated with pyrimethaming {2900 mg) ov Iyorelyd primacguins

WS mz). In ke late atiock and consolidajion phasn, the additdeon of T
nathaaine, propuandl or eventudlly pelmccuise 45 advisable beeauss of 400
sporontevinal elfect of {hese drugs, poriicularly waocre the gao :;dﬁtec:'b:?.x?;x

corvice 18 inndoquate

Suppragcive treatvent is olso e principls of mags drug adnindstesiion,
wideh ean scldon if ever be cavried oul 28 & sola antimalarial meoswws ond
15 used genovally in comjunciion with residual apraying. In evsdicaidon
rrogranmes Lhds roasure is wsuwally applicd o the cotixrs populaticn of o
grza or to the whols group when deal:?.ng with nowediec or other mobile
commnitins,

"

hen used togebher with sprs Turs way ve glven fominicshhly or
nenthly, or limited to & single dege at the dime of syrs aying, depending on
the epideniological conditdions of the avea, on the efficacy of antimosguiio

wagures ond also on operational conditions of dhe DIOSTEIne

The towm "presumpiive tresztment” has beoen much dbused especisliy wWion
erployed for single or reopested drug adminisin "lu.._c'..w. on a large ceale
munum any aticmpt o assess the corvectness of the diarmosis of tho
ronuizd mL ria infection md withond any ::Lbar,—:qmm radioal wreatnontbe
Forhis correct definition of preswmpiive treatment the “"Teminology of
HaJaria and of Halaris Bradication® (W0, 1963) should be consulted.
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ransvdasion dsoat such o dow leovel thot onse ooaond
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though effeetive blsodelevels will not last for more thiew aboul 1620

I the case off migsatory groups oniy o singloodote treatwment in wsw

Roosinlo,

Thz preferred drug 45 & Lemidnoguivoline {ciloroguing, arsdioged

For mess dvvg ednininbeabion ot fntoivals of one ek, he-calnoguiooll
an 2dult dese of 300 mg of the base pay Lo adeguats, b dn o popolatioo

with 1ittle dmwmmdty sud severe exposunc o the dnfectlion the desyno ool
ba dounled. This is also needed uhon the iatervels bolweon dovg ol
greater thon once a wosk. The propovtionate dosape for ehildven ds tieh

advosatad by Covell et al (1955) with ihs modificotion suppssted by VIND (LOSL,

3o  iraecpodicntion programms and collsgiive depr administeation
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hane modarie ervadication progronmesd have boea logeding behdnd boconss
of bechnical, sdninistoative ov finsncial ebstaclas, the concept of wioe

eradication has pow baen applied in mony counbrics, egl"m}ﬁ::tl,c ¥ in Africo,

In ablompting o implencnt sore of the basic needs of these cownluins,
collectlve drug administration as a temporary publie bealth msasure is gimon

TROMIRenO,

*

nora

Several points should be censidered when dizcussing the possibiiitin:

and Smitations of colizelive drug administration: (a.) value of sueh o
as o public health measure; (b)) indicstieon for Llimiialion of sush meihots of
malaria control to a sprelfic group of the populaticn: (o) pessibilifr of

wdemirable long-isrm effeots on the eommmiiy; {d. gelpoblion of aypronsintn

drug and desage; (@3 woethod of its distribubticn, ils timing, roguisrity

requency, rmems of supervisiony (f) cost. Bach of these peoints couwid bz

discussed at length but the g;c:nef@a,l songsensus of opindon L8 that wlilde the-

wihod is of undoubted benefit to the populatics exposed o melaoriz
the Implementatlion of it must be adsapied 1o the epidamiolopical conditions of
the area,

iroareas with modarate endemleity and seasenal btransmission it is
conceivanles thot the waole population would bonefids from devg dlstribuiicn
vhile in holoendenle aveas the protection of youvng, more vilneiable ops

grouns would he of for preater lmportaned,
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mdesivable longetamn elfacts of a diotribution ol mu

swied divy showld o considered {Tom bwo _.ngh,us.z Loncle momlen of
tha drug and possinle interfevence in highly endar arons with the ooonlio]
télers.-.":cc to tho dnfoeblon. As far as the Tirst nodnd i comenmr_‘lp FRYRE
thab with the exeopiion of mopsowine, ond soms Jwomincguinolines havafvld
Gi‘i‘cs:: o antimelariads ean be laovgely discounted, porticplarly whon soeasidd
i tho Lighd of the baneflts that the druzs condew, m Tor hthe pasaﬁ.bﬁc oo
wern intorference of ropular drug diswrilmtlon wiith 'L-I"’ damean of &

Irmndly bo malardz, definite dnformaticn je lacldng. Vorl corled oubl in

Ghana, Hipsria and Tanzonia tends Lo show 4hat hool childwen, weguiny

drus adninistration cueried oulb fop wp to 2 yoars zn nofh ipparentdy e

fore with theiv owisting relative irmmmity mid doos nob croate any additionsd
risks wpon termination of treabacmi. On the ¢ilny hmd, some reeent word
dong in Sensgal and dn the Gowibls Indicates thav (oo ‘concentration of tho
frachion of gomsglebuiing, carriers of specillic antibodiesn, decreasss whar
drue proteobion Ao maintaincd fov goverol yoors.  Some subthors bell
that mony years of sveeaseful molaria contirol by res idual inseoticides 1ALL
deersase iz anound of collegtive Drgumiliss Lo o one mush admih
that wa have Jow i‘af:-.'bu.r:.wl data on whis polint. A% the prasent bime whero do
no ovidence of any signiflcant interfevoncs wilh lomwlty dn Afvica, prob:
Loeosuze in 21l field wrinls the ahsoluwbe rogulzrdiy of dywyg disbribubion
never Lson achizved snd any weinfosiion, oven of sherd duration, has boon
o maintain o degyos of Ammmidye

it comes bo the selection ond dosage of on sppropriate duug Lo

eeliective protection, the gencral priscinles ouilined by Covell, Coaltoey,
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Tield end Sdach (1055% evoe oBilL velkid.  The Sactons wihvlel opornbe sdn

Ceoad scihdzontocids 1o given ob on adogoste dogone ove polady Linlend o
svnpression of ald the Lo povssitos o thole svrsinl ohapge o win

eyyibrocytie ayela and slow effea’t Ly nd

ivion ou whe pomotooyie
For this purpose, the l-ominoquinclines cxo unswrpastesd and thswe ds 1atil-

t0 chogse beticen amodisguine and chiloromuine,

LI R,

One might be tempted to use diuge suelh an proguandl, pr7insilonyios,
or othars which have the ecauvzal prophyineble offzct and alco the direct
SpOTQi}tDCiflal aoblon on the gomctocyte ronervolv. @holy uwse alone i ret

advisable beesuse of the probobility of creating resioctanes in o prpulat oo

]

vready infectod. Thelir use in a combined form with & leamipogquinoline fio

Czuch leso open b0 objections.

The adminlstration of any drug te the whole populaiion ox its selogusd
group with unfailing degrec of regularity will be a aifficult vask in
developing counteries, It seams that for melaria contrel this is not
absolubely necessary and that a 70008 coverage might be generally saiis.

factory.

The frequeney of adminisbration is nobt only related o the deosape of
the drug but also to the convenicnce of its distvibution. Gemorally cner
wmaeldly administeations of chloroquine or amodiaguine are most approprioie

o

£

sowre regularity though foritnightly distribution may be adequote. Thia

[N

guoands on nany leocal condivicns: in scI‘Lools the onco weakly meginen 4
certainly the best o minimise the offcet of one o tro defaulis in the
vmekly drug distribuiion, It ds obvious that in areas of hish endemicity
the risk of reinfecticn is preater when the tmmﬁmcmts’ are mors widaly oprend,
Az for the nethod of distribublon the consernsus of opinion iz that fuo
croups of the popwlaticon shouwld be given high priovity: {a) premant axd
nuvsing voren and (B) dnfaats and ehildren. The distribution of drug o
e Lwo groups ig wusundly corwied oub thyough the basle hesddth sorvices
and sehoods but there Wil always be a verying proporbticen of women and
chilldsen missed in jnvarse relation wo the socic-econamic develonmont of
the country and to the population density over the avea, In some cases

additional arrangenments with volwnbtory orgenizaticns are necassary.
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T dm obvions Thoat the dvue proveobion from oodozis oot boouho

rasvonsibility of e nationed Loaluh cooviesns thoveoh subsbonilol sooioones

4o the orpmnination aad crpendiiture dnvelwed could Lo providoed Syodaiore
nationat or bilatovsl npenciec.
Lo

The preoontd prooccupation with problems ol drcociod modsran Lnbe

comnirics whore this discase s boon davsely Dovpotien 1o Justiliod oo
thare is no dombi kot Ab AL deod to dncveaced avurenend of wht ponsliiliiog
of this infectlon in povsons conlng Lrem the Ywoplesl ov cubleopiend. oo,

Rabilonal treatment of acute malaria hos boen descovibed in many erxesllion

stondard texthooks. Monopraphs such 29 thad of Covell et ol {1955) cov:
51l the nocessayy information, presented with admivable clarity and con

NEd8.

1t may b2 weful to leep in mind 2 icw cardinal precepts, & serics of
medicnl aphorisms that have stood the test of tine, No claim iz made o
e originality of these statemonits wiuch are & sort of malaricological

catechism,

{1) HMelaria must be suspechod in any patient with Lfever of
vimowm or doubtful origin tvho has ever been to a malaricus

viz. ropical arod..

(2) The ¢linieal pistors of malaria ds of infinife variety and
there is no batter way of disgiosing the disease than by
mierescopleal examination of Llcod corriad out Wy an
experienced person. A good bloed slide using fhe thick
£ilm technigue {or the thick end ihin fila) must be token

2fore any cpecific treatnent is ablempied.

{3) “he &larmosis of the spacies of molavia povasits and of an
approwimate degres of infeobion ig of pm*umum.. iaportance
and 1ts rosulits nmust be popidly knoewm. High parasitasmia
aue o P i:.fi aleiparim in & non-immune paviont is a nedical
emargency; dnfectioms due to Poviviw md Pomnlariss

g 1 B b =

require & radlcal tweatment to prevent relapses.
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Con sincle nepative roport dooy neot exeluds the diamoenis
o madariz, Hhon the disgnosis 1o wneortoln wdee dolly
bioed exmminationg showdd o covvded ouwt fov 2-3 doys.

"

The resulis of spocific broatanont of malorio must ko pgoustd
not only oy the eliniesl rooponse of the pobtiont bul also by
the microscopical follow-un of tho frond of the parasiic
covn® im the blood. In sovers malaria ths cryuhrogyte covild
Lo an pdaditional dwperdont gprido Lo treatment of anamnla

consequent won infecticn.

So called “Yelindeal malarial with severe symmhons and a
AT

Cparsiglently negative slide moy cgewr in subjeoh who have

tepn on an inadequate sunprassive drug rogimen. Neverthzles

L]

tils occuivence is vevy rare; tho clinical condition wsuvally
responds bo adequate treatmont and this may be tho crite;‘j.m
of the tentative dlagnosis but the sosrch for poavasites must
continue for a few days.

The rospense of the infeetion Lo treatoant dopends on the
species aad otToin of tha parasite, on the severity of tha
infection, on tip Immune stabus of fhe polient, the type and
dosage of the diug wsed, the mothed of its administration,
Bach case of acubo malaris may present a differont pleture
rolatad o the dnterplay of thoss main {end probably other)

variakles although a ponerel pattorn is disceimible,

The "stondawd® aduli dosage of the drug is only a guids;
propek dosase should Lolie into acocoumdt tha agc » weight and
condition of the individual petient. Tor childven, the
dozage usuelly caleulatad on the body weight basis may be
mreferably calewlated according to the body surfacz arca

{ESA) from existing tables. Colewlabion of childrenis

doses according to thelr ags may be rrossiy misleading,

Gorrally spediing Leaminoquinolines are the druss of eloice
for treatment of malaria and thoere is 1idtle to choose

botteen chloroquine and amodicquine for oral adainistraiion,
Quirnine and mopacrine are dhe next shoise, Oral medication

iz wsuelly adeguate bub for sovare melaria parenteral
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(12)
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conandlstiration of quinince on oldovonuiog woy Lo neoad:d

and e al dimes 1ife-ssving,  Any pavontorsl sdrdnicivation
of anbimalonlad deugs Lo omeil cndlddrcn prossntn o sl
Fad
.

Iperiangn,

The wrinciple of loading dose in o

=

P.frlednomm nalaria ean ba ropdddy faved with Lidtde wadng
or can bo dicguised as heabesiroke, monid, chock, Aoy dnlol.
tion with o porasite coumnt ol aboub 100,000 pow i o morG
reguires immediate trealtment espeeialliy if tho ervilvrocy o

count 1z 1ow.

Seriocuzly 111 patienis requive gonsral systenic tresiment Junt

- ag much as specific treatment. Anacmia nay nesed blocd trans-

fusion, dehydration requires roplacoment of £lvids and
electrolytes; sympbomatic twoatment of hyperpyrexiz, ccna,
voriting, cerebral irritation, shock are of obvious irportancs.
Vien serious ("pemicdious®) sympboms develop the eyperiencs of
the atiending physicion should gwide him, whether gemsral

treaient giould precade the specific medicotion or vies versa.

Often the two can bo combiaed oz a life saving operation.

Pofolciparim malariz of noderste severity will usually yield

quickly %0 an adequate regimen of an approprisis drag.
Pesistence way be suspected whon thevre s no decrecse of
parosivoenia after soveral days of treatnent in spite of the
abdoluve cerupinty thad the patisnt ool the dwmug and absorbad
it Recrudescence of parasitecnmda with or withoub sympioms
aftor an initial salisfactory response to the treatment does
not riccecssax'.i.l:f maan that the pavasite is resisbont 4o a

specific drugs

The patiera of relaopses in P.yivsx molaria veriss greatly m
relavion to the strains of the parasite. Radical cure of
relapsing nalaria in patients iz important whore nmalaviz is
eithar absent or of low prevalemce; thore is itdle use in
abtonpting j.'l;.in. hipghly emdemdc arean with continued
transmrission and it may be preferabls to waintain the pasient

0N &4 HuUpDIessiive resimon.
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() Any dndividual prammd:i.xa{; Lo ooprioriens teon D00 A

ey aannt
.’P: TR {3"(.-0-:)- oI Lrh V”-{_L x..H!' -b oot O 0T TLUeh &

119::3:?.?3:'1_"%_‘1-{;:)’ of a briol disembrresvion oo o omsiow? o

tuatad dn en endesic malkariovs couabyvr A8 .

-;H.&l)"):l t.o ___;J Uiy b

exposed Lo the infectlon, Loy pabrorqueny: febrile iselse

ey

pocurring o few wicks or menths Jatew sy bo malariig

On the obthar hond, a febrilc dirannn octurving during o
drug suppressicn does nobt denous cithor the Ydrveevesisbonen?

or a "hresk-thvought wmless the prosence of wmalor io prras

ip the blood is reliably proved ond the actull Ledcdng of tho
adcquate dose of a proper antimal drial compound is absolutzly
Cerhaine

{15) Protection from malaria can nornally be umu ined by the use
of %he prophylactlc &rugo {DI‘D”‘UEJ’&llg e imstha aming ) or by
suppressive treatmend with ono of the h-mminoguindines
providing that they are given &b an Sproprinte dosaps
shortly tefore, dwring and for sorz {ire {2- weeks) after

the exposure to infection.

Regulavity of drug telking is 23 imppr"c:ant as the Ireonency
of ite. The hesb Way 0 asswre re\gul‘:rr:'-.'l:.y is to tale the

drug gvery day or once a wack depending oz the Lype of the
commound.  Methods of individusi proteciion from mosquito

bitas should nob be ipnored or neclected,




