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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 REVISION comments The detailed description of the laboratory procedureshould be replaced, if available by the mention that it wasperformed “according to the manufacturer’sinstructions”.  Instead, a validation of these kits analyticalperformance in an African population should bementioned and referenced.Generally, attention should be given to provideinformations in tables or in the text, but not redundantlyin both.Also (see e.g table 3 and 6), it is useless to mention in atabular fashion the numbers and percent of HSV-2positive and negative results as they are complementary.For each stratum, just indicate x positive/y total (%).Style should be edited by an English native.Too many affirmation are based on reviews, some ofthem are quite old.  Try to reference instead primarypapers which indeed demonstrated  statements.In introduction and discussion, make clear that STDmanagement has to be comprehensive, not just focussedon a single agent

The rendering of the laboratory protocols hasbeen modified accordingly. The Dia Pro® HSVELISA kit manual has been referenced.I understand the seeming redundancy indescribing results in prose and tables/figuresbut that seems to be in keeping with the “SDIGuidelines for authors” The prose descriptionshave been, however, abridged further to reducethe redundancy.Table 3 is deleted.Table 6 has been modifiedIndeed! The lack of comprehensiveness in STDcontrol in Nigeria may well be the reason whythe burden of HIV (and other STDs) remain high.Introduction and discussion are modified tohighlight this.
Minor REVISION comments More specific comments:

Abstract: “genital herpes, which is predominantly causedby HSV-2”: is this a prejudice? or quote source data.“Study Design: Cross-sectional study design wasadopted”: the three last words can be deletedSpecify here that the ELISAs are gG based, type specific.
Introduction:The first sentence is redundant: simplify.Is “moreso” an existing word? “moreover”?

Abstract statements may not be referenced. (SDIGuidelines). Other corrections in ‘Design’ and‘Methods’ aspects of the Abstract are effected.HSV-1 is the predominant pathogen of genitalherpes in some areas but in the African region, itis HSV-2. There are many other availablereferences. Reference 1 supports the claim. Thestudy by Oni, et al in Nigeria has also been cited.
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Congenital abnormalities due to HSV are extremely rare.It is mostly connatal!The risk of vertical transmission increase much morethan tenfold when the mother experience primaryinfection near term.“Genital herpes in pregnancy is also associated withobstetric complications like intrauterine growthretardation, intrauterine death, prematurity andspontaneous abortion”: this is exceptional: if you want tostate it use better references to support this claim“It is therefore imperative that definite policy-basedcontrol measures need to be put in place to preventivelymanage genital herpes in pregnancy in any country”:what does this sentence means indeed?Line 78: I think the ref is inappropriate, and in fact, thereare no effective vaccines!“However, recent reports show that adult HSV-1prevalence values decline as socioeconomic status andenvironmental hygiene improve[19] This refdemonstrate this point re a developed country.  It isunclear whether this also happens in the developingworld.
Material and methods:See compulsory revisionLine 176: “Fisher’s exact test”There are subtitles “Results and discussion” and then“Discussion”:  please clarifyResults:  I did not check the instruction to authors, butusually, tables have to be presented separately.Line 189:  I am not sure whether religion is of interesthere, except to show that this is not a general populationsampleLine 199: replace “most” by the majorityDiscussion:“This HSV-2 seroprevalence value, by extension,

Though it is old and the sample size is small, thefinding is fundamental.Thanks. The first sentence in Introduction ismodified.I believe that a congenital anomaly is amalformed person, not a statistic.Two additional references (ref 14 and 15) areprovided to support the statement on theobstetric complications.Thanks. The advocacy statement for publichealth approach to control of HSV-2 infection inpregnancy has been modified.Thanks. The ref on line78 is corrected.“This ref demonstrate this point re a developedcountry.  It is unclear whether this also happensin the developing world”. This comment is partof the curiosity that stimulated theconceptualization of this study. Now that itseems, from our result, that there is nosignificant difference in HSV-1 seroprevalenceafter 40 years. More questions are raised: Isenvironmental health in Nigeria reallydeveloping positively or negatively?Thanks. Line 176 is correctedResults and Discussion are separated(SDIAuthors guidelines provides for both options)
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approximates genital herpes prevalence, sinceoccurrence of HSV-1 genital herpes has been shown to benegligible in this region”[2].  No primary evidence tosupport that claim.Line 315:  IgM can reappear upon reactivation.  The 2.7%HSV-2 IgM + patients cannot be equated with recentinfection.“These reduction was driven by improvement in personaland environmental hygiene.[26] The less significantreduction in HV-1 seroprevalence in Nigeria may be dueto the inconsistent environmental sanitationimprovements; as our urban areas are rapidly turning toslums”Not “driven”: rather “attributed”.  In the study data, thereis no significant reduction in HSV-1 seroprevalence inNigeria

Data on religion is expunged.Line 199 is modified accordingly.The contentious statement (lines 283-285) isexpunged, as it could be distracting.The specificity and sensitivity issues of IgM areknown. There is available data showing that HSVIgM assay is still valid for categorization of firstepisode HSV-2 infections (page et al.]. Theappearance of IgM during primary infection ismuch more consistent than during reactivation.In this study, for instance, HSV-1 IgM antibodieswere undetected, inspite of the very frequent,characteristic, symptomatic and asymptomaticoropharyngeal HSV-1 recurrences commonlyassociated with our holoendemic malaria. Thecautionary note on IgM is appreciated, however.
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Optional/General comments In the present paper, the authors present a crosssectional seroepidemiological study of HSV-1 and HSV-2in a relatively small sample of Nigerian population.  Dueto the small number of women alone, mostly ofchildbearing age, I would disagree that this is equivalentto a general population study, and that should be clarifiedby the authors (e.g. lines 74-76). In fact this is really apopulation of women of childbearing age, with unknownbias compared to the general populationThe authors used ELISAs to detect type specific IgG andIgM.  These latter contribute very little to the data, and infact, I think that it would have been better to performonly IgG on a larger population sampleThe paper could be substantially (by 50%) abbreviatedby concentrating on HSV seroprevalence in thepopulation studied here.

The limitation imposed by the sample size andthe sampling method in this study is understoodand expressed. As reflected in the discussion,this study could be seen as a pilot; and thefinding could form a rough background estimateon which a more accurate multi-centredpopulation survey could be designed. Moreover,the financial implication of a population surveycan make the study prohibitory for oneindividual.It is still important that we generated data toshow that IgM contributes little to overall HSV-2seroprevalence. This experience should guidefurther studies.


