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ABSTRACT
Background

Fever control measures are commonly used in treating malaria. Some researchers have suggested that fever reduction may prolong

malaria illness.
Objectives

We aim to assess whether antipyretic measures in malaria influences outcome, measured by length of illness, parasitaemia, and occurrence
of convulsions.

Search strategy

We searched the Cochrane Infectious Diseases Group Trial Register (December 2002), the Cochrane Central Register of Controlled
Trials (The Cochrane Library Issue 4, 2002), MEDLINE (1966 to December 2002); EMBASE (1980 to December 2002), LILACS

(December 2002). We contacted researchers and organisations working in the field.
Selection criteria

Randomised or pseudo-randomised trials which compared antipyretic drugs with mechanical or no antipyretic measures in patients
with slide-confirmed malaria.

Data collection and analysis

Inclusion criteria were independently applied by two reviewers. We extracted data from selected trials using a standard form. Mean
difference with 95% confidence interval was calculated for continuous data.

Main results

Three randomised trials with pooled 128 adults and children with falciparum malaria; all unblinded; allocation concealment unclear
in two. Inconsistent pattern of fever clearance between trials, but malaria cure rate reported to be similar between intervention and
control in all trials. Mean parasite clearance time reported to be similar in one trial but longer in paracetamol group in two trials: sample
size in one trial was too small to conclude anything (n=7), while the other trial was difficult to evaluate.
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Authors’ conclusions

There is insufficient data to confirm or refute an impact of antipyretic measures on parasitaemia or malarial illness.

PLAIN LANGUAGE SUMMARY
Antipyretic measures for treating fever in malaria

Plain language summary pending.

BACKGROUND

Malaria is a major cause of morbidity in the tropics, and causes
an estimated one million deaths every year (WHO 1997). Fever is
the commonest symptom of malaria and is often associated with
malaise, vomiting and, in children, febrile convulsions. Measures
to treat fever include sponging with tepid water, or fanning, and
these are thought to make the patients feel better and prevent
febrile convulsion (Millichap 1960).

Some authorities are raising questions over the value of these tra-
ditional practices for fever in children (Kramer 1991), and in
malaria in particular (Brandts 1997). A recent study of African
children showed that 54% of febrile convulsions occurred at rectal
temperature below 38 degrees centigrade (Waruiru 1996), raising
questions over the potential benefit of fever control in preventing
malaria-related convulsions.

There are also indications that fever and cytokines associated with
it are beneficial. Some animal studies have shown that cytokines
have specific anti-infective actions and tend to enhance the chance
of survival (Hanson 1983, Bernheim 1976). More recently a study
in people with malaria concluded that paracetamol prolonged
malaria parasitaemia (Brandts 1997).

Despite widespread use of paracetamol in fever management and
the prevailing controversies over its safety and effectiveness, we
found no systematic review on the subject (Hayward 1999). As a
follow-up to this observation and recently reported controversies
over its effects in treatment of malaria, we undertook a systematic
review to test the null hypothesis that paracetamol and other fever
control measures do not prolong malaria illness. We aim to explore
the topic of the benefits and harms of fever control in children at
a later date.

OBJECTIVES

To assess the effects of antipyretic measures in malaria on length
of fever, parasitaemia, occurrence of convulsions or other adverse
effects.

Hypotheses

1. Antipyretic drugs prolong the duration of malaria illness.
2. Antipyretic drugs prolong malaria parasitaemia.
3. Antipyretic drugs increase the risk of convulsion.

METHODS

Criteria for considering studies for this review

Types of studies

Randomised and quasi-randomised controlled trials.

Types of participants

Children or adults with malarial illness confirmed by malaria blood

slides.

Types of interventions

1. Antipyretic drugs (aspirin, paracetamol).
2. Mechanical methods such as tepid sponging or fanning.
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Types of outcome measures

Primary outcomes

o Fever clearance time (time between onset of treatment and
return of temperature to normal).
o Darasite clearance time.

o Occurrence of convulsions.

Other outcomes

Clinical

e Proportion still feverish six and twelve hours after treatment
started.

e Mean drop in temperature within first 6 hours of starting
treatment.

e Vomiting episodes after treatment

Parasitic

e Parasite clearance time (time between onset of treatment
and clearance of malaria parasites from peripheral blood film).

e DPresence of parasites at 3, 7 and 14 days after treatment
started.

o Cure rate (percentage of patients without symptoms and
parasitaemia by day 14).

Search methods for identification of studies

We attempted to identify all relevant studies regardless of language
or publication status (published, unpublished, in press, and in
progress).

We used the following search terms for all trial registers and
databases: pyrexia, fever, antipyretic and malaria

We searched the Cochrane Infectious Diseases Group specialized
trials register for relevant trials up to December 2002. Full details
of the Cochrane Infectious Diseases Group methods and the jour-
nals hand searched are published in The Cochrane Library in the
section on Collaborative Review Groups.

We searched the Cochrane Central Register of Controlled Trials,
published in The Cochrane Library (Issue 4, 2002). This contains
mainly reference information to randomized controlled trials and
controlled clinical trials in health care.

We searched the following electronic databases using the search
terms in combination with the search strategy developed by
the Cochrane Collaboration and detailed in appendix 5¢ of
the Cochrane Reviewers Handbook (Clarke 2002): MEDLINE

(1966 to December 2002); African Index Medicus (1998); EM-
BASE (1980 to December 2002); LILACS (La Literatura Lati-
noamericana y del Caribe de Informacion en Ciencias de Salud)
www.bireme.br; accessed December 2002; and Science Citation
Index (1981 to December 2002).

We also checked the reference lists of all trials identified by the
above methods.

We contacted researchers and organisations working in the field
for information on unpublished and ongoing trials.

Data collection and analysis

Two reviewers (MM, KL) applied the inclusion criteria to all po-
tential trials. Where there was any doubrt, the third reviewer (PG)
was consulted.

We extracted data using a standard form. We wrote to authors for
additional data where required.

We assessed the study quality using the standard methods of the
Cochrane Infectious Diseases Group (see editorial group details).

Anticipated comparisons

e Antipyretic drugs (aspirin, paracetamol) compared with no
intervention.

e Mechanical methods (tepid sponging, fanning). compared
with no intervention.

e Antipyretic drugs compared with mechanical method.

o DPotential sources of heterogeneity were the method of
reducing fever, and whether study participants were adults or

children.

RESULTS

Description of studies

See: Characteristics of included studies; Characteristics of excluded
studies; Characteristics of studies awaiting classification.

Fifteen clinical studies were identified, 11 were excluded and one
is awaiting assessment. The main reasons for exclusion were lack
of controls (see ’Characteristics of excluded studies’). Some trials
included antipyretic drugs on both arms of the trials. As the in-
clusion criteria specified malarial illness, two trials were excluded
because they included only non-malarial cases while one which in-
cluded a greater proportion non-malarial cases was also excluded.
Only one study (Brandts 1997) included children of an age sus-
ceptible to febrile convulsion.

Three trials met the criteria for inclusion (see ’Characteristics of
included studies’). There were a total of 168 participants in the
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three trials but only 128 were eligible for inclusion in meta-anal-
ysis; 33 and 7 were excluded from Hemmer 1991 and Krishna
1995a respectively.

Brandts 1997 compared a combination of mechanical methods
(fanning and sponging) and rectal paracetamol with mechanical
methods alone in 50 slide-confirmed cases of uncomplicated falci-
parum malaria (aged 2-7 years) in Gabon. Three were withdrawn.
Hemmer 1991 in Germany, studied three groups with malaria who
either received a) intravenous acetylsalicylic acid (aspirin; n=31);
b) intravenous heparin (n=33) or; c) neither of these drugs (n=33).
All had confirmed falciparum malaria (19 were complicated), and
were aged > 14 years. The heparin group was excluded from this
review leaving a total of 64 participants in the aspirin (n=31) and
control (n=33) groups.

Krishna 1995a in Thailand studied a total of 21 adult cases of un-
complicated falciparum malaria in three groups of 7 each but only
two groups were analysed for this review. The group which received
quinine followed by paracetamol after 2 hours was excluded from
the review, while the group that received paracetamol followed by
quinine and the control group (which had no antipyretic) were
included. The group that received delayed paracetamol was ex-
cluded from data synthesis because most participants (3/7: 42.9%)
were withdrawn. The data provided by Krishna 1995a which were
suitable for meta-analysis were temperature changes within first
6 hours, fever clearance time (FCT) and parasite clearance time
(PCT).

Other trials did not fully report their data in a form that could
be used in meta-analysis, with no statistical measure of variance
for FCT of PCT provided in either Brandts 1997, or Hemmer
1991. Where information for inclusion in meta-analysis was not
available, the results have been summarised in “other data” table.

Risk of bias in included studies

All trials were described as randomised. Allocation concealment
was adequate in Hemmer 1991, unclear in Brandts 1997 and
Krishna 1995a was an open trial. The method of generating the
numbers was specified in one (Brandts 1997), the other two were
unclear.

Reported losses to follow-up or withdrawal were 0% (Hemmer
1991), 6% (Brandts 1997). Krishna 1995a was a small study, with
high level of attrition (24%). Small sample size and high attrition
rate recorded by Krishna 1995a grossly limits the power of the
trial and reliability of meta-analysis.

All the trials were unblinded. None of the trials used an intention
to treat analysis.

Effects of interventions

Fever clearance time

Fever clearance time was reported in two studies, but the results
showed no consistent pattern. In Brandts 1997, mean fever clear-
ance time was shorter in the paracetamol group, and reported as
not significant. In Krishna 1995a, fever clearance time was longer
in the paracetamol group, but the difference was not significant
(60 vs 44 hrs; mean difference (MD) 16.0, 95% confidence inter-
val (CI) -24.10 to 56.10). Hemmer 1991 reported that the FCT
was not significantly different between the aspirin group and con-
trol.

Krishna 1995a reported the mean fall in temperature within 6
hours of treatment. The average fall was greater in the paracetamol
group, but again this was not significant (MD 1.20 °C, 95% CI
0.20 to 2.20).

Parasite clearance time

Brandts 1997 reported a longer parasite clearance time (PCT) in
the paracetamol group than mechanical group (75 hours versus 59
hours); they reported this as significant, but the method of analysis
is not given (difference=16 hours, 95% CI 8 to 24); as data on
variance in the two arms were not given, we could not repeat this
analysis.

Hemmer 1991 provided no data but reported that PCT did not
differ between the aspirin group and controls.

In Krishna 1995a, parasite clearance time was longer in the parac-
etamol group than the controls (72 vs 53 hr; MD 19.00, 95% CI
1.38 to 36.62).

Antimalarial cure rate

The three trials reported that cure rates were not different between
P
paracetamol or aspirin groups and controls. None supplied data.

Alleviation of other symptoms

One trial reported that paracetamol alleviated headache but gave
no data or comparative analysis (Krishna 1995a). Nausea, vomit-
ing and myalgia which were also monitored half-hourly by Krishna
1995a did not differ between the study groups.

Adverse events

No severe adverse events were reported.

Cytokines

Although cytokines was not specified in the review protocol, two
of the reviewed trials provided information on cytokines and we
have summarised this data. Cytokines are chemical substances pro-
duced by leucocytes in the process of combating disease; tumour
necrosis factor (TNF) and interleukins (IL) are common types.
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Brandts 1997 and Hemmer 1991 reported that TNF did not dif-
fer significantly between paracetamol or aspirin groups and con-
trols. Brandts 1997 however, reported that phytohaemagglutinin
induced TNF was significantly lower in the paracetamol group
on day 1 but not on days 0, 2 and 4. Interleukin-6 did not differ
between the paracetamol and mechanical groups (Brandts 1997).
Other outcomes prespecified in the original protocol included
convulsions and vomiting. These were not reported on in any of
the studies.

DISCUSSION

The major objective of this review was to ascertain from reliable
research whether antipyretic measures impact on the treatment of
malaria. Biological theory led researchers to ask if fever control
could prolong parasitaemia and do harm in patients with malaria.

The review identified only three trials related to fever control in
malaria. These trials were small and therefore lack statistical power
to draw reliable conclusions. This also limits their ability to detect
impact on substantive outcomes. For example, no febrile convul-
sions were recorded in the studies. In addition, most of the study
participants were outside the age range during which febrile con-
vulsion is common, indicating that we have no evidence for or
against a protective effect on this outcome.

The studies reported no adverse effects of anti-pyretic drugs on
clinical outcomes (malaria fever). Two studies showed a tendency
for parasite clearance time to be longer in patients treated with
paracetamol (Brandts 1997, Krishna 1995a). The trials were not
blinded and did not appear to have adequately concealed alloca-
tion. Health staff are likely to influence treatment, and there is the
potential for bias in the results (Schulz 1995). In addition, data
provided in one trial (Brandts 1997) were not complete to allow
us to statistically re-evaluate the evidence while the sample size of
the second trial (Krishna 1995a) was too small (n=7). The small

size of these trials and the risk of bias within them make it difficult
to draw a reliable conclusion.

AUTHORS’ CONCLUSIONS

Implications for practice

Fever management in malaria remains a common practice in both
mild and severe disease. There is currently insufficient evidence to
recommend a change in the practice.

Implications for research

There are some data which suggest that antipyretic drugs pro-
long malaria parasitaemia, but additional research evidence will
be needed to draw a reliable conclusion. The effects of fever con-
trol methods in general on clinical outcomes (especially convul-
sions in children) need to be evaluated by a systematic review as a
prelude to further research on fever control. We have started this
protocol. In the light of summaries around benefits and harms of
fever reduction in all febrile illnesses, researchers can make more
informed decisions about whether to conduct trials around fever
control confined only to malaria.

An alternative approach to a trial confined to malaria is to exam-
ine fever control in all patients with fever living in a malarious
area regardless of the aetiology and explore malaria infection as a
potential source of heterogeneity in the effect estimates.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies /[ordered by study ID]

Brandts 1997
Methods Randomised from random numbers table, unblinded
3/50 (6%) withdrawn
No intention to treat analysis
Allocation concealment unclear
Participants 50 children with uncomplicated Plasmodium falciparum (parasite density: 25,000 to 200,000/pL)
Aged 2-7 years
Gabon, West Africa
Exclusion criteria: complicated malaria, Hb < 8.0 g/dL (PCV < 24%), glucose < 2.8 mmol/L, lactate > 3.5 mmol/L,
schizontaemia > 50/pL, platelets < 50,000/pL, pigment-containing neutrophils > 2%
Interventions  A: mechanical antipyretic treatment (continuous electric fanning, tepid sponging and cool blankets) plus paracetamol
suppositories (50 mg/kg/day at 10 to 15 mg/kg, 4 to 6 houtly); expelled suppositories replaced immediately
B (Control): mechanical antipyretic therapy (as above) without paracetamol
Similar antimalarials in both groups: intravenous quinine 15 mg/kg, 12 hourly for 4 days; then oral quinine at 15
mg/kg, 12 hourly, for 3 days
Outcomes 1. Fever clearance time (FCT)
2. Parasite clearance time (PCT)
3. Cure rate
4. Tumour necrosis factor (TNF)
5. Phytohaemagglutinin-induced TNF (PHA-TNF)
6. Interleukin-6 (IL-6)
7. IL-6 (phytohaemagglutinin-induced IL-6 (PHA-ILG6))
8. Oxygen radicals
Notes -

Hemmer 1991

Methods

Randomised, unblinded, method of randomisation not specified, separate randomization for complicated and un-
complicated

Allocation adequately concealed in sealed envelopes by another department

None lost to follow-up

No intention to treat analysis

Participants

64 patients were included in the meta-analysis out of 97 patients, aged > 14 years

Heparin group excluded

All were treated in Hamburg, Germany (18 African, 79 European)

All had history of fever (1-30 days)

78 were uncomplicated

19 complicated (impaired cerebral function = 14; clotting disorder = 4; impaired renal function = 4; others = 3)
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Hemmer 1991 (Continued)

Interventions  Antipyretics:
Control: No antipyretic
Intervention 1: Intravenous (IV) acetylsalicylic acid (ASA: 500 mg; days 0, 2, 4)
Intervention 2: subcutaneous heparin 70 units/kg, 3/day for 5 days, with no ASA
Anti-malarials:
Uncomplicated: randomised to oral quinine (20-25 mg/kg/day) plus doxycycline (100mg/day) or mefloquine
20mg/kg in 3 doses, 6 hours apart
Complicated: standard therapy with intravenous quinine

Outcomes 1. Fever clearance time (FCT)
2. Parasite clearance time

3. Length of hospital stay

4. Platelets

5. Prothrombin time (PT)
6. Partial thromboplastin time (PTT)
7. Fibrinogen levels

8

. Tumour necrosis factor-alpha (TNFa) levels

Notes -

Krishna 1995a

Methods Randomised, unblinded, method of randomisation not stated
Concealment of allocation unclear
Losses to follow-up not clearly stated but calculated to be 5 (23.8%), since final report of FCT and PCT indicated
that n=16 out of 21
No intention to treat analysis

Participants 14 patients were included out of 21 adults (7 per group)
All had uncomplicated falciparum malaria
Kanchanaburi, Thailand
Oral temperature > 38 °C
Range of parasitaemia: 1130 to 24,9600/pL
Exclusion criteria: age < 14 years, pregnancy, paracetamol taken < 6 hours before

Interventions  Group A: Quinine (10 mg/kg, oral) followed 2 hours later by paracetamol (15 mg/kg, oral)
Group B: Paracetamol (15 mg/kg) followed 2 hours later by quinine (10 mg/kg)
Group C: Quinine (10 mg/kg) with no paracetamol
Group A was excluded from review

Outcomes 1. Mean maximal fall in temp in 6 hours
2. Time taken for temp to drop to < 38 °C
3. Fever clearance time (FCT)
4. Parasite clearance time (PCT)
5. Cure rate
6. Blood levels of paracetamol

Antipyretic measures for treating fever in malaria (Review) 8
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Krishna 1995a

(Continued)

Notes

Characteristics of excluded studies /ordered by study ID]

Agbolosu 1997

Randomised trial of paracetamol vs tepid sponging but participant but 56.2% of participants did not have
malaria

Fasan 1980

Clinical trial of combination of paracetamol and chloroquine; included no placebo or mechanical antipyretic

group

Ismail 1995

Randomised trial of paracetamol in regimens of artemisinine derivatives; did not compare paracetamol with
placebo or mechanical antipyretic group

Kramer 1991

Randomised, placebo-controlled trial of febrile children but participants did not have malaria

Krishna 1995b

Randomised trial but compared two antipyretic drugs; no placebo or mechanical antipyretic group

Mahar 1994

Open randomised comparison of paracetamol and tepid sponging; participants had fever of presumed viral
origin and not malaria

Newman 1985

Not confirmed malaria patients

Nwanyanwu 1999

Mechanical measure or non-treated controls not included

Sharber 1997

Randomised trial but both arms received paracetamol alone or with tepid sponging

Steel 1970

Not confirmed malaria patients

Walker 1993

Clinical trial of antipyretic drugs in malaria patients but does not include a placebo or mechanical antipyretic

group

Characteristics of studies awaiting assessment [ordered by study ID]

Aksoylar 1997

Methods

Participants

Interventions

Antipyretic measures for treating fever in malaria (Review)
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Aksoylar 1997  (Continued)

Outcomes -

Notes -

Lell 2001

Methods -

Participants -

Interventions -

Outcomes -

Notes -

Tarimo 2002

Methods -

Participants -

Interventions -

Outcomes =

Notes -
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DATA AND ANALYSES

Comparison 1. Antipyretic drugs vs mechanical/no antipyretic

Outcome or subgroup title

1 Fever clearance

2 Maximum temperature fall in 6

hrs

3 Parasite clearance

4 Antimalarial cure rate

5 TNF Day 0 to 4
6 IL-6 Day 0 to 4

7 PHA-TNF day 0-4

8 PHA-IL-6

9 Length of hospital stay
10 Fever clearance time

11 Parasite clearance time

Statistical method Effect size
Other data No numeric data
Mean Difference (IV, Fixed, 95% CI) Totals not selected
Other data No numeric data
Other data No numeric data
Other data No numeric data
Other data No numeric data
Other data No numeric data
Other data No numeric data
Other data No numeric data
Mean Difference (IV, Fixed, 95% CI) Totals not selected
Mean Difference (IV, Fixed, 95% CI) Totals not selected

Analysis I.1.

Fever clearance

Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome | Fever clearance.

Brandts 1997 Fever clearance time (FCT) was 32 hr in paracetamol treated group and 43 hr in group that had only mechanical
antipyretic treatment; difference 11 hour not statistically significant (95% CI -2 to 24).

Hemmer 1991  Fever clearance time = 96hr (range: 48-216 hr) in ASA group and 72 (range: 48-144) in controls; not statistically

different.

Krishna 1995a  Fever clearance time = 60 (sd=44) hours in patients who had paracetamol at onset of treatment; 60 (sd=36) hours
in those that paracetamol 2hrs after quinine and 44 (sd=24) hours in controls.

Analysis 1.2. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 2 Maximum

Review: Antipyretic measures for treating fever in malaria
Comparison: | Antipyretic drugs vs mechanical/no antipyretic

Outcome: 2 Maximum temperature fall in 6 hrs

Study or subgroup

Mean(SD)

temperature fall in 6 hrs.

Mean Difference Mean Difference
IV Fixed,95% ClI IV Fixed,95% ClI

Krishna 1995a

09 (1.1

120[020,220]

Favours Treatment

Favours Control
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Analysis 1.3. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 3 Parasite clearance.

Parasite clearance

Brandts 1997  Parasite clearance time(PCT) = 75 hrs in paracetamol group and 59 hrs in mechanical antipyretic group (95% CI
8 to 24; p = 0.004).

Hemmer 1991  No significant difference between ASA group and control (actual data not provided).

Krishna 1995a  Parasite clearance time = 72 (sd = 17) hr in group given paracetamol at onset of treatment; 71 (sd=29) hr in those
given paracetamol after 2hr; and 53 (sd=14) in controls.

Analysis 1.4. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 4 Antimalarial cure
rate.

Antimalarial cure rate

Brandts 1997 No treatment failure, difference in cure rate.

Hemmer 1991  No difference in cure rate.

Krishna 1995a  No treatment failure, no difference in cure rate.

Analysis 1.5. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 5 TNF Day 0 to 4.
TNF Day 0 to 4

Brandts 1997 No significant difference blood levels of tumour necrosis factor on days 0,1, 2 and 4.

Hemmer 1991  TNEF levels elevated before treatment (30.4pg/ml, range <15-896 pg/ml) but decreased during antimalarial therapy
(p < 0.001). Levels did not differ between ASA and control group.

Analysis 1.6. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 6 IL-6 Day 0 to 4.

IL-6 Day 0 to 4

Brandts 1997  Interleukin-6 (IL-6) did not differ significantly between paracetamol and mechanical antipyretic group on days 0,
1, 2 and 4.

Analysis 1.7. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 7 PHA-TNF day 0-4.
PHA-TNF day 0-4

Brandts 1997  Blood levels of phytohaemagglutinin-induced TNF was significantly lower in paracetamol group on day 1 but not
different on days 0, 2 and 4.
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Analysis 1.8. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 8 PHA-IL-6.

PHA-IL-6

Brandts 1997  Levels of phytohaemagglutinin-induced interleukin-6 (PHA-IL6) did not differ between paracetamol and mechanical
antipyretic groups on days 0, 1, 2 and 4.

Analysis 1.9. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 9 Length of hospital
stay.

Length of hospital stay

Hemmer 1991  Length of hospital stay was similar: 8 (4-27)days and 8 (4-31) in ASA and control groups respectively.

Analysis 1.10. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome 10 Fever clearance

time.
Review: Antipyretic measures for treating fever in malaria
Comparison: | Antipyretic drugs vs mechanical/no antipyretic
Outcome: 10 Fever clearance time
Study or subgroup Treatment Control Mean Difference Mean Difference
N Mean(SD) N Mean(SD) IV.Fixed,95% Cl IV.Fixed,95% Cl
Krishna 1995a 6 60 (44) 6 44 (24) ] 1600 [ -24.10, 56.10]

-100 50 0 50 100

Analysis 1.11. Comparison | Antipyretic drugs vs mechanical/no antipyretic, Outcome || Parasite
clearance time.

Review: Antipyretic measures for treating fever in malaria

Comparison: | Antipyretic drugs vs mechanical/no antipyretic

Outcome: || Parasite clearance time
Study or subgroup Treatment Control Mean Difference Mean Difference
N Mean(SD) N Mean(SD) IV Fixed,95% ClI IV Fixed,95% ClI
Krishna 1995a 6 72 (17) 6 53 (14) 19.00 [ 1.38,36.62 ]

-100 50 0 50 100
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