RESEARCH  METHIDOLGGY

3.1 Research Design
The method of research désignons retrospective and descriptive

study
The study on efficacy of the two regimens, Art + Dox. and
OUI 0, had%gn carned odlt In May, 1994 |ﬂ Istrict hospltaq but
not y and measure cost data for cost- effectlvenes%
ana 3|s Fort |s eason, the study vas extended to analyze costs o
0 malarOIa treatment . re%mens I[t a |str|§ hospiral. Descruftlve
sudg observed Inpatients inhospital over a 28 days period to collect
costs and effectiveness data.

3.2 Population and Sample
3.2.1 Sample Unit
Falciparum malarial inpatient followed up for a 28 day period.
3.2.2 Inclusion Criteria
The study has been carried out with these inclusion criteria:

1 Ad It patients, aged between 16 and 60 years, weighing more than
! li<8 p Bese at?gnts were altlocated ?n 0 two grotips ?or
comparability.

(2) P03|t| e pfaI | arum atlenrts Number of pel1 S|te cou ted were
more than 10 Imicrofiter of bl od een %nu
garasnes was lower than IOOO microlitel of bloo

ifficult to measure the effectiveness of the antlmalarlal drug.

(3) Uneom licated malaria cases.! Pt severe and cogtgllcated cages
ud ng cerebral malaria, atient may die in . or 2 days
after tréatment due to complications

(4) Not suffering from uther infectious diseases. If Batient suffer

from other ctious diseases, the illness will be compounded,
which make d%cult to measure e't?ectlveness P

6) No use of other antimalarial drugs within 2 weeks pefore coming to
() hOSEIta{ since H ?atle t usedu%ther airitlmafarlaP drucrts WItH? 2

some antimalarial drugs me}y?] re am In pa |e t's
0ds, com{P icatin 9 ev%Iuatl n of the test Urlne est Jor
measurlng aptimalafia ﬁ ganents ur|ne pat|ent USe
antimalarial drug within the preceding 2 weeks.
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6) Patient agreed to remain in the hospital for 28 days to measure
o e fectlvengess of antimalarial drugs gné avoid malarlg reinfection.

7) Prior. to treatment, a medical history was obtained, a phvsica
) examination was performed, and qa%orgltory studales were Qonéuc d.

3.2.3  Exclusion Criteria
The exclusion criteria of study were:
1) Pregnant women.
Ma?aralaf, aTlent with ar%;e Ief(s than 16 years or more than 60
years and welghlng less thart 40 kg.
2.4 Allocation Technique

All patients who met eljgibility criteria were assigned to one
of two groupf%y simple ranéomlgatlon Vy drawing lot: J

If random number was odd, assigned t. grouB Art + Dox.
If random number was even, assigned to”group Qui + Dox.

* In the Art + Dox group, patients were treated with regimen:

Artemisinin (oral): 10 mglka/dav for 5 day.
Doxycycline goraI}: 2mg/lgg/gay for 5 day.y

The dose per day was divided into 2 times, morning and afternoon.
 In the Qui + Dox group, patients were treated with regimen:

ini |fat 1): 30 mglko/day, for 5 day.
gg(%?cl?rl{e a(oera g:ra) 2 m&?ﬁg‘?gaya)%oror) day{?Iy

The dose per day was also divided into 2 time, morning and afternoon.

. AftFr treatment with drugs of those two rggimens, atiths with
resistance level 1 in each group were treated” again by the same
treatment regimen.

Patients with resistance level 2 or level 3 were treated alain

by other antlma?arlar drugs such as mefloquine, fa?mmef.

3.2.5 Sample size

Using cure rate as the primary outcome, we expected that:

Expecteq cure rate of Ar-D for_5 days would be_ 98b.
ExBecteg cure rate o{ QD for 5 days’Y woul% %e 80b.F6

Sample size of study required: ,
Two group Art + Dox and "Qui + Dox were independent groups



P| =098
P2 = .80
bt 758
eveL of significanc e a level) =0.05
ower ?] =
¥ ata |s co ted data and difference between the
P oportlong ebng8 080

* Nlgroup required the following formula:

20za +zp)l Xn(l - n) Pl + P2
Nlgroup = T T ——
(PI - P2): 2
0.98 +0.80
n
9
= 0.89
2 (1.96 +1.28): X0.89 (1 - 0.89)
Nlgroup =
(0.98 - 0.80)-
NJaralp = 2 X105 X0.89 X0.11 2.056
o 0.032 0,032
Nigroup = 64

* Sample size for two regimen groups will be:
N=64 X2=128

That mearﬁ hat the

quired. sample size [or the two, together
regimen groups wi

e at qeast 128 fa?mparum malaria |npat|ens

3.3 Methods of Data Collection
3.3.1 Effectiveness Data Collection
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PaHents were a(ymtted in t(i é)lta| o‘ remalned there for 28

d?ys The ectlveneé ?}a was collecte froni\ nical re o(ds gllsl
Pa lent a‘ne ects, the Harasne a clearance_ Lillie an
rgflgmce level (FJ, R2 R3l to evaluate and calculate effectiveness as
|
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_ NHmber,of patients with side effects: Side e”ects were defined
as signs that first occurred or become more severe following treatment.

.. Number of days to clear Parasite in Il%géient's blood to identify

sensitivity, . resistance level Rl R2 R3:. B slide was taken for
tnpcf( ang ihlns fim at (%ay DO, DI, D2, D3, D7, D14, D21, DB (DO is
the day before treatment).

. Parasite density was determined by .counting the number of
ﬁarasnes er 200 whn|te yblood Qeflrs 1] ?t ic ?ng ,anoF Was exprefsed as
umuer of,Earasnes per microliter of bload. Blood films were declared

no parasite was seen in 200 oil immersion fields on a thick

?ﬁ%]a'tlve I

Figure 3.1 Malaria Treatment and 28 Days Follow Up Period

The first day of patient > DO

. . Urine test? Fever?
Antimalarial drug (1st) — {

Antimalari.l drug (2nd) -—— DI fle—--
"Ll p podp O

F R | %
vlde <L €CLY 7 SN\

Antimalarial drug (3rd) ——sf D2 fle—r Parasite test?
Side effect? — — Fever?

Antimz%l,ariul drug (4th) > [B < Paragite test'

Sjue eflecl -mmmmmmmeemms < Fever?
tiinaiaricil drug (5th D4 — Parasite test?

él%e eaf ect? g( ----- ) < Fever?

Side effect: | i
.__D;, < Fever?

f >

Side effect: i >i D14 je— .
| < Fever

p21 |« Parasite Lest?
< Fever?

D28 |l Paras7ite test?
«— Fevel’




3.3.2 Cosls Data Collection
1) Cost Incurred by Patient

Costs incurreg bvép atient were collected by interviewing
patient and accompanying person.

* Interview patients for direct cost and indirect cost data

incurred b patlent
- rugycoss non an |maI§1r|aI drug)
- Rsts |ne?me l0SS ear

Neome 10ss - due b%ess and treatment- period.
m%rga%er F peopqe In rnlspor P{er family who worked to earn the
- Trave? oss I\/IoneKOI%ed for travel to hospital and from

0PI E%f their
o L g g e

*Interview patient's accompanying person:
- &r)%/erlmgo?tt%J mone}¥ alﬂ gtravel from home to hospital and
Ime ¢ i um er o days e or she stayed in hospital to take
- fﬁreloho sehBFJwirqcome per year?
- Number o? people In his or %er family who worked to earn the
Wm eég?fgro]ctip r:%\g%raggo@grll% paid for food per day when staying
2) Costs incurred by provider
slevan, SR HROTAN UEGEL Ml o
* Personnel cost:

List emedlﬁal aff Doctors, nurses, etc. in clmlc
roon, where malaria patient s treated and personnel In” other

g&ec r;§ %elr salary and any allowance received by them per
- [Fo eermlne what proportion of time used per bed per
- rES| alng the costs of each medical staff per bed per

{0@0 tion gf bed used for mal]arja Ratlen or average number
es used per day, per month in hospital.
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* Drugs costs.
Daa from m at]ent record for drugs used include antimalariai drugs
Pgnl alarial dru%
ost of drugs and transport cost of drug to hospita].
* Small equipment, medical supplies in laboratory and their cost.

* mld({tq mal nt ance cost,
ecord Tile mam nance ex eétdl ure per year.

sttma hetfc[ ﬂ ono aeue
in

da
Ilcu ate 0 matn Xance pg bg used per day.
*QOperating costs.
- Furniture ¢osts?
g“%t JE Oﬁoceur];lejrrtrt“buarlﬁe
out tn (cil W % te used by economic ?Iannin office.
?lmae usefu Ife 0
EJ@S e ann aI| ation factor fFrom an allzatlon factqr
le) to ca Vate the an cost o urntture by dividing
value of Item ¥8(§tuall ation factor.
- f elect r|c ity . per month?
ga cu ate cost 0 ylgctrlmty per bed used per day.
f teI phone pe{ Pnth7

urniture, resource from economics
@ t‘rrent
aIcu ate furniture cost pe used per day.
acu ate e cost "of telephone per bed per day.

3.4 Method of Data Analyses
3.4.1 The Costs - Effectiveness Analyses

ff I f th
o dtffergr?%t§ RS a”ac‘t?'sve'sa%rtﬁmgtt'%ottvé’nes ° iich i the

regimens to
c? f each t'% r%almen divi e y Its effectiveness: that IS ¢ s
e e?tlveness ore 0 e ective dru re| en IS t[ha t for w |ch
tI}e OWer costs Per unit ?f ectiv ness leved. The lower cost-
effectiveness ratio IS reflects the better reatment regimen.

3.4.2 Sensitivity Analysis

To meﬁsure CO?]IS and efrtec IV%] és of e”ttlmalarlal gru S,

P atients were (egé 02%)(5 [) follow up period (in" vivo
est, extended test ays observatio

narmal treatment conditjons, . maIarlaI atients, ar
il hospltaq v9nen they get. rtever and positive paraglte test. tehe 8ays of



0spita das st Inclu s powder co cost
rncurre ypatren vvrc wrl ange

. Sensitivit SIS .was used to a IP/ze the costs and
raffectr eness of ﬁpr%re Imens In norma reatment practice with 5
ays 0 treatment In

treatment éte enQ\ on a |ma ral dr\r% treatment. duratroH atrents
re re3 rtLherB? dah ur + xﬁ re imens, Qlongy stay in

3.4.3 Statistical Significant Test

The study mcrtr]ed twa independent Prougs sp the Chi-Square

test was used to ‘test. the statrstrca W%nrf cance. o outco e he e

tvtr)o two treat ment regimens y era -Wa con rngencg one 0
servation was less”than 5, F ers exact Was™ use
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