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PART 1: Review Comments

Reviewer’s comment Author’s comment(if agreed with
reviewer, correct the manuscript and
highlight that part in the manuscript. It is
mandatory that authors should write
his/her feedback here)

Compulsory REVISIONcomments An important study following what was published more than 10
years ago. However the study has major issues in the following
areas:

1) The selection of patients based on a single temperature
reading leaves out large numbers of patients who may
have had either malaria or bacteraemia but with a normal
temperature at time of evaluation

2) Authors indicate that those patients that could not give
consent because they were too ill leaves a lot of patients
that could have changed the results

3) Not recruiting patients during weekends leaves large
numbers of potential patients that would have changed

1)Authors agree with the reviewer andare fully aware of the fact that patientshaving malaria or bacteremiamay havebeenmissed because of the fact being notfebrile on the day of presenting to thehospital.This issue is now emphasized inthe limitationssection. As the studypopulation were patients with febrileillness the authors choose a measurablecharacter to include patients in the study.Including patients based only onselfreported previous fever was regardedasvague and the perception and concept offever may vary widely among patients.2)Authors agree and highlighted thisissue in the limitations. Drawing bloodfor blood culture is not routinely done. Assome patients/guardians might havebeen sceptical about the amount of bloodbeing drawn, patients were only enrolledif they were able to give consent on theirown.3)Also in this issue authors agree withthe reviewer. The weekend could not becovered for financial and logisticconstraints. Authors have elaborated thisunder limitations as well i.e. our findingsdo rather underestimate the rate of
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their findings. We know that patient  that seek care over
the weekend tend to be the sicker ones

4) This may not have been their aim but trying to identify
factors that may help distinguish between the two
pathologies would have made the paper more interesting

5) Authors should present data better on patients that had
dual infection and if possible provide the clinical
parameters that would help the clinician distinguish
between the two

6) It would be important to know how many of the HIV
infected patients WHO stage 3 or 4 conditions on the day
of admission.

7) It would be important to know how many patients were
admitted with a febrile illness during the study period.
This information will put into context the results that are
being presented.

8) How did the clinical syndromes correlate with the blood
culture and malaria diagnosis

bacteraemia.4)Authors agree that identifying factorscontributing to the different pathologieswould be interesting to know. Howeverthis was not the aim of this study anddata is not available.5)Only two of the enrolled patients werefound to have both malaria andbacteremia. Unfortunately more detailsincluding comparable clinical parametersare not available as theclinicalexamination was left within theroutine of the clinicians on duty and notstandardized. An SOP might have madefindings comparable.6) Authors agree. However in this studystaging was not performed for patientsknown HIV positive or newly diagnosed.7) Authors agree that it would beinteresting to know the whole number offebrile patients admitted during thestudy period. Currentlythedocumentation system of KamuzuCentral Hospital does not produce datawhich are sufficiently robust and reliable.8)This question highlights an importantpoint. In this study there was no standardoperating procedure on clinicalexamination. Furthermore the clinicalexamination was performed by differentclinicians on charge who might havedifferent ways of interpretationespecially as no SOP was available.Therefore the clinical  correlates thediagnosis of malaria or bacteremiacan
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9) Some clinical syndromes that would be expected e.g.
meningitis, UTI etc are completely missing.

10) It would be useful to know if any of the HIV positive
patients on ART?

11) It would be useful to know the effect of cotrimoxazole
prophylaxis on the blood culture and malaria test results

12) It would be useful to know the effect of prior antibiotic
therapy (amoxicillin etc )on blood culture results.

13) Would the authors provide some insights on how the
clinician or nurse verified the information that was
provided by the patient on medications that were being
taken prior to study enrolment

not be described and discussed.9)Authors agree. This study focuses onmalaria and bacteremia. Otherinvestigations like urine dipsticks orurine culture were not performed asmaterials are not available at KamuzuCentral Hospital.10) For already described reasons(documentation system) this data is notavailable.11)Also in this regard the reviewer raisesan important issue which howevercannot be answered by ourstudy. Adifferent study design would benecessary to elucidate the effects ofcotrimoxazole on test results.12)Authors agree. To investigate theeffect of prior antibiotic therapy we thinktesting of antibiotic drug quality and aswell as blood levels would necessary tomeasure all of which could not be done inour study.13) This information was based oninterviews (see methods). Theinvestigator used a standardised list ofcommon antibiotics and antimalarials toask the patients and ticked the oneswhich the interviewees mentioned tohave taken.14) “Valid results” used with malarialRDTs and HIV test kits mean that thecontrol line was visible on the test. Thismeans, the test was carried out correctly
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14) In figure 1, it is not clear what is meant by valid results

15) One would be interested to know what the diagnosis was
of those that did not receive a diagnosis of malaria or
bacteraemia

16) Statistical analysis will be informed by what the authors
decide to do with the revision.

and the result was therefore recorded ascorrect and “valid”.With regard to blood culture results“valid” refers to “no contaminant “ This isnow changed in Figure 1.With regard to blood smears “valid”refers to “done and read”. This is nowchanged to “available results” in Figure 1.15) Authors agree. The availableresources did not allow to perform anyadditional tests such as TB culture orvirology. Considering the high prevalenceof HIV among the study patients Tb maybe a frequent cause as potentially otherviral or fungal infections. It is importantto state that malaria and bacteremiaaccount only for a fraction of thediagnosisamong the febrile patients inthis study.16) As there was no SOP for the clinicalexamination, clinical findings cannot beset into correlation to the diagnoses.Considering the relatively small samplesize of this operational observationalstudy ,no analytical statistical procedureswere performed.

17) The discussion section now takesinto particular consideration thelimitations as highlighted by thereviewer.
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17) The discussion would be informed by the recasting of the
results.

In general we would like to comment thatthe study was conducted within the usualclinic with all the restrictions andlimitations. We still believe that thereported results are informative despitethese limitations. As a results of the studythere is now a hospital wide initiative forInfectious Diseasessurveillance andfurther attempts are being made toaddress some of the questions raised
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Minor REVISION comments 1. In the abstract, one of the conclusion they authors present isthat the use of malaria RDT has to be carefully supervised andadherence to test results is advisable, but they do notprovided information on how malaria RDT underperformedto result in this conclusion
2. The authors need to rephrase line 22 and 23. It does not readwell to say bloodstream infections are emerging.3. In Many places where authors use Africa, they should replaceit with Malawi. Most of the information they are quotingpertains to Malawi,4. Line 32 the words case fractions should be replaced byproportion (I think this is what the authors would like toconvey to the readers5. Lines 52 to 54 belong to the introduction, not the methods6. There is some confusion with the numbers in the paper. Inthe abstract and the body of the paper (lines 174 and 176, thenumber diagnosed with malaria need to be consistent.

1. The respective result is reported in Fig2. While the discrepant results (RDTpositive vs. blood smear negative) seempossible, the opposite result does notseem to be plausible. While these resultswere reported back to the laboratory asystematicquality control could not bedone. However our results support theneed for it.2. Authors agree and rephrased in themanuscript.3.Authors critically reviewed themanuscript and found the use of (Sub-Saharan) Africacorrect.4. The term case fraction was replaced byproportion.5. Authors agree. The sentence wastransferred to the introduction.6. To the best of authors´knowledgenumbers are correct.
Optional/Generalcomments The authors need to reflect on the introduction and how it relates tothe key messages they want the reader to take home. We believe that the introduction reflectsthe content and  key messages of ourstudy


