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Developing World: Is It
Working?

HSV-2, and their use has grown rapidly
in many countries. Condoms have
produced substantial benefit in countries
like Thailand, where both transmission
and condom promotion are concentrated
in the area of commercial sex. The
public health benefit of condom
promotion in settings with widespread
heterosexual transmission, however,
remains unestablished.In countries like
Uganda that have curbed generalized
epidemics, reducing the number of
individuals’ sex partners appears to have
been more important than promoting the
use of condoms
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Appendix 2- articles included and characteristics
Control measures
Authors Year | Title Geo_Area Main findings/Prevalence Journal
of study
population
Kamali, A f Quigley, M ; 2003 | Syndromic management of | East Africa Incidence of HSV2 was lower in group A | The Lancet
Nakiyingi, J ; Kinsman, J ; sexually-transmitted than in group C (incidence rate ratio
Kengeya-Kayondo, J ; Gopal, R ; infections and behaviour 0-65, 0-53-0-80) however, more
Ojwiya, A ; Hughes, P ; change interventions on effective STI and behavioural
Carpenter, L ; Whitworth, J. transmission of HIV-1 in interventions need to be developed for
rural Uganda: a community HIV control in mature epidemics
randomised trial
Hearst, Norman ; Chen, Sanny 2004 | Condom Promotion for Multiple Condoms are about 90 percent effective | Studies in Family
AIDS Prevention in the regions for preventing HIV transmission and Planning
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of valacyclovir for the
suppression of herpes
simplex virus type 2 genital
herpes in newly diagnosed
patients
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Feldblum, Paul J ; Kuyoh, 2001 | Female condom East Africa female condom introduction did not Health
Maureen A ; Bwayo, Job J ; introduction and sexually enhance STI prevention at the sesites. It
Omari, Mohamed ; Wong, transmitted infection is unclear which aspects of the
Emelita L ; Tweedy, Kathryn G prevalence: results of a intervention
;Welsh, Michael J. community intervention trial

in Kenya
Van Damme, Lut ; Ramjee, Gita ; | 2002 | Effectiveness of COL- Multiple No significant effect of nonoxynol-9 on The Lancet
Alary, Michel ; Vuylsteke, Bea ; 1492, a nonoxynol-9 regions HSV-2
Chandeying, Verapol ; Rees, vaginal gel, on HIV-1
Helen ; Sirivongrangson, Pachara transmission in female sex
; Tshibaka, Léonard Mukenge ; workers: a randomised
Ettiegne-Traoré, Virginie ; controlled trial
Uaheowitchai, Charn ; Karim,
Salim S. Abdool ; Masse, Benoit ;
Perriéns, Jos ; Laga, Marie
Baeten, J. M ; Strick, L. B ; 2008 | Herpes simplex virus South HIV-1 level was significantly lower during | Journal of
Lucchetti, A ; Whittington, W. L. H (HSV)-suppressive therapy | America the valacyclovir arm, compared with the | Infectious Diseases
; Sanchez, J ; Coombs, R. W ; decreases plasma and placebo arm ( 45% decrease [P<.001]),
Magaret, A ; Wald, A ; Corey, L ; genital HIV-1 levels in and cervical HIV-1 level (55%
Celum, C. HSV-2/HIV-1 coinfected decrease [P<.001]),
women: a randomized,
placebo-controlled, cross-
over trial
Fife KH, Warren TJ, Justus SE, 2008 | An international, Multiple Sexually
Heitman CK randomized, double-blind, regions Transmitted
placebo-controlled, study Diseases
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Nagot N, Ouédraogo A, 2007 | Reduction of HIV-1 RNA West Africa New England
Foulongne V, Konaté |, Weiss levels with therapy to Journal of Medicine
HA, Vergne L suppress herpes simplex

virus
Cowan, F. M ; Pascoe, S. J ; 2008 | A randomised placebo- Southren suppressive acyclovir therapy had no Sexually
Barlow, K. L ; Langhaug, L. F ; controlled trial to explore Africa effect on the rate of HIV genital shedding | Transmitted
Jaffar, S ; Hargrove, J. W ; the effect of suppressive despite a reduction in genital HSV-2 of Infections
Robinson, N. J ; Bassett, M. T therapy with acyclovir on 24%
:Wilson, D ; Brown, D.W. G ; genital shedding of HIV-1
Hayes, R. J. and herpes simplex virus

type 2 among Zimbabwean

sex workers
Mayaud, P ; LeGoff, J ; Weiss, H. | 2009 | Impact of acyclovir on Multiple cervicovaginal HSV-2 DNA (RR, 0.69; Journal of
A ; Grésenguet, G ; Nzambi, K ; genital and plasma HIV-1 (Ghana, 95% Cl, 0.4-1.3), had a lower quantity of | Infectious Diseases
Bouhlal, H ; Frost, E ; Pépin, J ; RNA, genital herpes Central HSV-2 DNA (-0.99 log(10) copies/mL;
Malkin, J. E ; Hayes, R. J ; simplex virus type 2 DNA, African 95% Cl, -1.8 to -0.2 log(10) copies/mL),
Mabey, D. C. W ; Bélec, L. and ulcer healing among Repubilic) and were more likely to have a healed

HIV-1-infected African ulcer (RR, 1.26; 95% ClI, 0.9-1.9).

women with herpes ulcers:

a randomized placebo-

controlled trial
Dunne, E. F ; Whitehead, S ;. 2008 | Suppressive acyclovir East Asia Acyclovir reduced HIV genital shedding | JAIDS, Journal of
Sternberg, M ; Thepamnuay, S ; therapy reduces HIV and plasma viral load among HIV-1- and | Acquired Immune
Leelawiwat, W ; McNicholl, J. M ; cervicovaginal shedding in herpes simplex virus type 2-coinfected Deficiency
Sumanapun, S. HIV- and HSV-2-infected women Syndromes
Tappero, J. W ; Siriprapasiri, T ; women, Chiang Rai,
Markowitz, L. Thailand
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Magaret, Amalia S ; Langenberg,
Andria ; Stanberry, Lawrence ;
Kamb, Mary ;Wald, Anna

Preventing HSV-2
Acquisition

acquisition compared with those who
never used condoms (hazard ratio [HR],
0.70; 95% confidence interval [Cl], 0.40-
0.94) (P = .01). Risk for HSV-2
acquisition increased steadily and
significantly with each unprotected sex
act (HR, 1.16; 95% Cl, 1.08-1.25) (P <
.001). Condom effectiveness did not vary
by gender.
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Tobian, A. A. R ; Serwadda, D ; 2009 | Male Circumcision for the east Africa At 24 months, the cumulative probability | New England
Quinn, T. C ; Kigozi, G ; Gravitt, Prevention of HSV-2 and of HSV-2 seroconversion was 7.8% in Journal of Medicine
P. E ; Laeyendecker, O ;Charvat, HPV Infections and the intervention group and 10.3% in the
B ;Ssempijja, V ; Riedesel, M ; Syphilis control group (adjusted hazard ratio in
Oliver, A. E ;Nowak, R. G the intervention group, 0.72; 95%

;Moulton, L. H ; Chen, M. Z ; confidence interval [Cl], 0.56 to 0.92;
Reynolds, S. J ; Wawer, M. J. ; P=0.008)
Gray, R. H.
Sobngwi-Tambekou, J ; Taljaard, | 2009 | Effect of HSV-2 serostatus | Southren the protective effect of male circumcision | Journal of
D ; Lissouba, P ; Zarca, K ; on acquisition of HIV by Africa on HIV acquisition appears independent | Infectious Diseases
Puren, A ; Lagarde, E ; Auvert, B. young men: results of a of HSV-2 serostatus.
longitudinal study in
Orange Farm, South Africa
Martin, Emily T ; Krantz, 2009 | A Pooled Analysis of the Multiple Consistent condom users (used 100% of | Archives of Internal
Elizabeth ; Gottlieb, Sami L ; Effect of Condoms in regions the time) had a 30% lower risk of HSV-2 | Medicine
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Gottlieb SL, Giersing BK, Hickling | 2019 | Meeting report: Initial Multiple Vaccine
J, Jones R, Deal C, Kaslow DC World Health Organization | regions
consultation on herpes
simplex virus (HSV)
vaccine preferred product
characteristics
Connie, ; Noah, ; Myron, 2005 | Potential Effect of HIV Multiple trials of ART or HSV-2 antiviral therapy Oxford University
Type 1 Antiretroviral and regions are successful, prevention benefits may | Press (OUP)
Herpes Simplex Virus Type be difficult to translate to com-munity
2 Antiviral Therapy on benefits; in general, trials of ART and
Transmission and HSV-2 antiviral therapy must be viewed
Acquisition of HIV Type 1 as proof-of-concept studies. Favourable
Infection results can lead to the development of
agents more appropriate to prevention
and to operational strategies required for
optimal implementation.
Gregson, Simon ; Adamson, 2007 | Impact and Process Southren Integrated peer education, condom PLoS Medicine
Saina ; Papaya, Spiwe ; Evaluation of Integrated Africa distribution, and syndromic STI

Mundondo, Jephias ;
Nyamukapa, Constance A ;
Mason, Peter R ; Garnett,
Geoffrey P ; Chandiwana,
Stephen K ; Foster, Geoff ;
Anderson, Roy M.

Community and Clinic-
Based HIV-1 Control: A
Cluster-Randomised Trial
in Eastern Zimbabwe

management did not reduce population-
level HIV-1 and HSV-2 incidence in a
declining epidemic, despite reducing
HIV-1incidence in the immediate male
target group.
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Paz-Bailey, G ; Ramaswamy, M ; | 2006 | Herpes simplex virus type Multiple multifaceted interventions are required to | Sexually
Hawkes, S. J ; Geretti, A. M. 2: epidemiology and regions improve recognition of genital herpes, to | Transmitted

management options in prevent its spread and also to prevent its | Infections
developing countries potential to promote HIV transmission in
developing countriesare required to
improve recognition of genital herpes, to
prevent its spread and also to prevent its
potential to promote HIV transmission in
developing countries
Jewkes, R ; Nduna, M ; Levin, J ; | 2008 | Impact of Stepping Stones | Southren the programme was associated with a BMJ
Jama, N ; Dunkle, K ; Puren, A ; on incidence of HIV and Africa reduction of about 33%i n the incidence
Duvvury, N. HSV-2 and sexual of HSV-2 (0.67, 0.46 to 0.97; P=0.036
behaviour in rural South
Africa: cluster randomised
controlled trial
Prichard, Mark N ; Kaiwar, Ravi ; | 2005 | Evaluation of AD472, a live | global Immunization with AD472 at doses of 1 Vaccine
Jackman, Winthrop T ; Quenelle, attenuated recombinant x 105 PFU generally precluded
Debra C ; Collins, Deborah J ; herpes simplex virus type 2 colonization of the ganglia or
Kern, Earl R ; Kemble, George M vaccine in guinea pigs establishment of latency by the
; Spaete, Richard R. challenge virus.
Paz-Bailey, G ; Sternberg, M ; 2009 | improvement in healing Southren Acyclovir improved ulcer healing--61% of | Journal of
Puren, A. J ; Markowitz, L. E ; and reduction in HIV Africa those receiving acyclovir healed by day Infectious Diseases
Ballard, R ; Delany, S ; Hawkes, shedding with episodic 7, compared with 42% of those receiving
S ; Nwanyanwu, O ; Ryan, C ; acyclovir therapy as part of placebo (adjusted relative risk, 1.4 [95%
Lewis, D. A. syndromic management confidence interval, 1.1-1.8]; P=.003)
among men: a randomized,
controlled trial
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Baeten, J. M ; Reid, S. E; 2012 | Clinical and virologic Southren episodic acyclovir therapy resulted in Sexually
Delany-Moretlwe, S ; Hughes, J. response to episodic Africa modestly greater likelihood of lesion Transmitted
P ; Wang, R. S ; Wilcox, E ; acyclovir for genital ulcers healing (HR=1.48, p=0.098; mean 5.1 Diseases
Limbada, M ; Akpomiemie, G ; among HIV-1 seronegative, vs. 6.0 days) and cessation of HSV
Corey, L ; Wald, A ;Celum, C. herpes simplex virus type 2 shedding (HR=1.88, p=0.008; mean 3.0
seropositive African vs. 5.0 days) compared with placebo,
women: a randomized, similar to results from high-income
placebo-controlled trial countries.

Celum, C ; Batten, J. M. 2012 | Tenofovir-based pre- Global Peri-coital use of 1% tenofovir gel in Current Opinion in
exposure prophylaxis for CAPRISA 004 reduced HIV-1acquisition | Infectious Diseases
HIV prevention: evolving by 39% and HSV-2 acquisition by 51%.
evidence Daily oral FTC/TDF demonstrated

44%reduction in HIV-1 acquisition
among men who have sex with men
(MSM) in iPrEx. Both studiesshowed
higher efficacy among those with higher
adherence. Efficacy of daily oral TDF
and FTC/TDF was 66% and 73%,
respectively, among HIV-1 uninfected
partners in an HIV-1serodiscordant
partnership in the Partners PrEP Study.
Efficacy of daily oral FTC/TDF was
66%in young heterosexuals in Botswana
in the TDF-2 trial. The FEM-PrEP and
VOICE studies inAfrican women found
no efficacy with oral FTC/TDF and TDF,
respectively. Safety andtolerability were
excellent and limited resistance was
observed in seroconverters
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Watson-Jones D, Weiss HA, 2008 | Effect of herpes simplex East Africa RCT New England
Rusizoka M, Changalucha J, suppression on incidence Journal of Medicine
Baisley K, Mugeye K of HIV among women in

Tanzania
Fuchs, J ; Celum, C ; Wang, J ; 2010 | Clinical and virologic Global Overall, acyclovir was associated with a | Journal of
Hughes, J ; Sanchez, J ; Cowan, efficacy of herpes simplex 47% [RR 0.53 (95% CI 0.46, 0.62)] Infectious Diseases
F ; Reid, S ; Delany-Moretlwe, S; virus type 2 suppression by reduction in GUD
Corey, L; Wald, A. acyclovir in a multi-
continent clinical trial
Moreno, R ; Nababan, H. Y ; Ota, | 2014 | Structural and community- | Developing no clear evidence that the Cochrane
E ; Wariki, W. M. V ; Ezoe, S ; level interventions for countires intervention work Database of
Gilmour, S ; Shibuya, K. increasing condom use to Systematic
prevent the transmission of Reviews
HIV and other sexually
transmitted infections
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Chen, C. Y ; Miller, W. C ;
Hoeven, L. van de ; Chilongozi, D
; Cohen, M. S ; Mayaud, P.

among patients with genital
ulcer disease in Malawi

to 1.11). Among 244 HIV-1/HSV-2 co-
infected individuals, aciclovir reduced
lesional HIV-1 RNA (adjusted RR=0.64,
95% CI1 0.41 to 0.99) and seminal HIV-1
RNA (adjusted RR=0.59, 95% CI 0.40 to
0.88), but not cervical HIV-1 RNA or
plasma HIV-1 RNA.
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Roxby, A. C. 2012 | Effects of valacyclovir on East Africa Women randomized to valacyclovir PLoS ONE
Drake, A. L. markers of disease suppressive therapy during pregnancy
Ongecha-Owuor, F. progression in postpartum and postpartum had greater increases in
Kiarie, J. N. women co-infected with CD4 counts and smaller increases in
Richardson, B; Matemo, D. N ; HIV-1 and herpes simplex plasma HIV-1 RNA levels than women in
Overbaugh, J ; Emery, S ; John- virus-2 the placebo arm. Valacyclovir
Stewart, G. C ; Wald, A ; suppression during pregnancy and
Farquhar, C. breastfeeding may improve outcomes

and delay antiretroviral therapy for HIV-
1/HSV-2 co-infected women.
Reynolds, S. J ; Makumbi, F ; 2012 | Effect of daily aciclovir on east Africa Aciclovir reduces the rate of disease Lancet Infectious
Newell, K ; Kiwanuka, N ; HIV disease progression in progression, with the greatest effect in Diseases
Ssebbowa, P ; Mondo, G ; Boaz, individuals in Rakai, individuals with a high baseline viral
| ; Wawer, M. J ; Gray, R. H ; Uganda, co-infected with load. Howevver, no significant difference
Serwadda, D ; Quinn, T. C. HIV-1 and herpes simplex in HIV disease progression existed
virus type 2: a randomised, between participants in the treatment
double-blind placebo- group and those in the placebo group
controlled trial who had baseline HIV viral loads of less
than 50,000
Phiri, S ; Hoffman, I. F ; Weiss, H. | 2010 | Impact of aciclovir on ulcer | Southren 85% of ulcers were healed at day 14 Sexually
A ; Martinson, F ; Nyirenda, N ; healing, lesional, genital Africa with no difference between treatment Transmitted
Kamwendo, D ; Fiscus, S. A ; and plasma HIV-1 RNA arms (risk ratio (RR)=1.02, 95% CI 0.93 | Infections
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Obiero, J ; Mwethera, P. G 2012 | Topical microbicides for Multiple Tenofovir reduced the incidence of Cochrane
;Wiysonge, C. S. prevention of sexually regions herpes simplex virus type 2 (HSV-2) Database of

transmitted infections infection (one trial, 426 women; RR 0.55; | Systematic
95% CI 0.37 to 0.83) Reviews
Lou, Yijun ; Qesmi, Redouane ; 2012 | Epidemiological Impact of Gilobal vaccination of some females reduces PloS one
Wang, Qian ; Steben, Marc ; Wu, a Genital Herpes Type 2 infection in men, which then reduces
Jianhong ;Heffernan, Jane M. Vaccine for Young infection in women.
Females
Lingappa, Jairam R ; Baeten, 2010 | Daily aciclovir for HIV-1 Multiple Acyclovir reduced risk of HIV-1 disease Elsevier BV
Jared M ; Wald, Anna ; Hughes, disease progression in (East Africa, | progression by 16%; 284 participants
James P ;Thomas, Katherine K ;. people dually infected with | Southren assigned acyclovir versus 324 assigned
Mujugira, Andrew; Mugo, Nelly ; HIV-1 and herpes simplex | Africa) placebo reached the primary endpoint
Bukusi, Elizabeth A. virus type 2: a randomised (hazard ratio [HR] 0.84, 95% CI1 0.71-
placebo-controlled trial 0.98, p=0.03).
Tanton, Clare ; Weiss, Helen A ; 2010 | Long-term impact of East Africa there was little difference between The Journal of
Rusizoka, Mary ; Legoff, Jerome ; acyclovir suppressive acyclovir and placebo arms for cervico- infectious diseases
Changalucha, John ; Baisley, therapy on genital and vaginal HIV-1 RNA detection, Acyclovir
Kathy ; Mugeye, Kokugonza ; plasma HIV RNA in 400mg bid is unlikely to be a useful long-
Everett, Dean ; Belec, Laurent ; Tanzanian women: a term intervention to reduce HIV
Clayton, Tim C. ; Ross, David A. ; randomized controlled trial transmission.
Hayes, Richard J. ; Watson-
Jones, Deborah
Cowan, Frances M ; Pascoe, 2010 | The Regai Dzive Shiri Southren no impact of the intervention on AIDS
Sophie Js ; Langhaug, Lisa F ; project: results of a Africa prevalence of HSV-2
Mavhu, Webster ; Chidiya, randomized trial of an HIV
Samson ; Jaffar, Shabbar ; prevention intervention for
Mbizvo, Michael T ; Stephenson, youth
Judith M ; Johnson, Anne M ;
Power, Robert M ; Woelk,
Godfrey ; Hayes, Richard J.
Skoberne, M ; Cardin, R ; Lee, A ; | 2013 | An Adjuvanted Herpes Multiple the frequency of recurrent viral shedding | Journal of Virology
Kazimirova, A ; Zielinski, V ; Simplex Virus 2 Subunit regions wasconsiderably reduced in GEN-
Garvie, D ; Lundberg, A ; Larson, Vaccine Elicits a T Cell 003/MM-2-vaccinated animals but not in
S ; Bravo, F. J ; Bernstein, D. | ; Response in Mice and Is GEN-003- or MM-2-vaccinated animals
Flechtner, J. B ; Long, D. an Effective Therapeutic
Vaccine in Guinea Pigs
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Heffernan, Jane M.

Vaccine for Young
Females

may be effective in eliminating HSV-2
disease, however, the success of
extinction greatly depends on the level of
vaccine uptake, the vaccine efficacy, the
age of sexual maturity and safe sex
practices. However, the time course of
eradication would take many years

Morello, Christopher S ; 2012 | Inactivated HSV-2 in Multiple optimized vaccine for-mulation of FI- Elsevier BV
Kraynyak, Kimberly A ; Levinson, MPL/alum adjuvant regions HSV2 MPL/Alhydrogel given i.m.
Michael S ; hen, Zhijiang ; Lee, provides nearly complete completely protected against detectable
Kuo-Fen ; Spector, Deborah H. protection against genital vaginal HSV-2 shedding in the majority
infection and shedding of animal sand HSV-2 latent DNA in the
following long term DRG of all animals.
challenge and rechallenge
Free, C.; Roberts, |. G ; 2011 | A systematic review of Multiple The results are generally consistent Journal of
Abramsky, T ; Fitzgerald, M ; randomised controlled regions withmodest benefits but there is Epidemiology &
Wensley, F. trials of interventions considerable potential forbias due to Community Health
promoting effective poor trial quality. Because of the
condom use lowproportion of trials using the same
outcome thepotential for bias from
selective reporting of outcomesis
considerable. Despite the public health
importanceof increasing condom use
there is little reliableevidence on the
effectiveness of condom
promotioninterventions
Qesmi, Redouane ; Wang, Qian ; | 2012 | Epidemiological Impact of developing Computer simulation shows that an PloS one
Steben, Marc ; Wu, Jianhong ; a Genital Herpes Type 2 countires adolescent-only vaccination program
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Dropulic, Lesia K ; Cohen, Jeffrey | 2012 | The challenge of developing HSV-2 vaccines that reduce primary Expert review of
l. developing a herpes countires disease and shedding are an important vaccines

simplex virus 2 vaccine goal for an HSV-2 vaccine. While
sterilizing immunity would be ideal, the
observation that persons can become
infected with more than one strain of
HSV-2 suggests that this might not be
achievable.
Halford, William P ; Plischel, 2011 | A Live-Attenuated HSV-2 Multiple In vivoimaging demonstrated that a Plos one
Ringo ; Gershburg, Edward ; ICPO- Virus Elicits 10 to regions luciferase-expressing HSV-2 challenge
Wilber, Andrew ; Gershburg, 100 Times Greater virus failed toestablish a detectable
Svetlana ; Rakowski, Brandon Protection against Genital infection in ODNLS-immunized mice,
Herpes than a Glycoprotein whereas the same virus readily infected
D Subunit Vaccine nai've and gD-2-immunized mice.
Collectively, these results suggest that a
HSV-2 vaccine might be more likely to
prevent genital herpes if itcontained a
live-attenuated HSV-2 virus rather than a
single HSV-2 protein.
Mujugira, Andrew ; Magaret, 2013 | Daily acyclovir to decrease | East Africa, | Treatment of African HSV-2/HIV-1- The Journal of
Amalia S ; Celum, Connie ; herpes simplex virus type 2 | Southren infected persons with daily suppressive infectious diseases
Baeten, Jared M ; Lingappa, (HSV-2) transmission from | Africa acyclovir did not decrease risk of HSV-2

Jairam R ; Morrow, Rhoda Ashley
; Fife, Kenneth H ; Delany-
Moretlwe, Sinead ; de Bruyn, Guy
; Bukusi, Elizabeth A. ; Karita,
Etienne ; Kapiga, Saidi ; Corey,
Lawrence ; Wald, Anna; Partners
in Prevention, H. S. V. H. |. V.
Transmission Study Team

HSV-2/HIV-1 coinfected
persons: a randomized
controlled trial

transmission to susceptible partners
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Doyle, Aoife M ; Ross, David A ; 2010 | Long-Term Biological and East Africa Prevalences ofthe primary outcomes HIV | PLoS Medicine
Maganja, Kaballa ; Baisley, Kathy Behavioural Impact of an and HSV-2 were 1.8% and 25.9% in
; Masesa, Clemen ;Andreasen, Adolescent Sexual Health males and 4.0% and 41.4% in females,

Aura ; Plummer, Mary L ; Obasi, Intervention in Tanzania: respectively. Theintervention did not
Angela I. N ; Weiss, Helen A ; Follow-up Survey of the significantly reduce risk of HIV (males
Kapiga, Said ;Watson-Jones, Community-Based MEMA adjusted prevalence ratio [aPR] 0.91,
Debora ; Changalucha, John ; kwa Vijana Trial 95%Cl 0.50-1.65; femalesaPR 1.07,
Hayes, Richard J. 95%CI 0.68-1.67) or HSV-2 (males aPR
0.94, 95%Cl 0.77-1.15; females aPR
0.96, 95%CI 0.87—1.06
Soares AR, Robaina MCS, 2012 | Antiviral activity of extracts | Brazil Revista Brasileira
Mendes GS, Silva TSL, Gestinari from Brazilian seaweeds de Farmacognosia
LMS, Pamplona OS against herpes simplex
virus
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Alsallag RA, Schiffer JT, Longini 2010 | Population level impact of Developing population and individual effects of HSV- | Sexually

Jr IM, Wald A, Corey L, Abu- an imperfect prophylactic countries 2 vaccine transmitted
Raddad LJ HSV-2 vaccine diseases
Johnston, Christine ; Koelle, 2014 | Current status and global the importance of the mucosal immune Vaccine
David M ; Wald, Anna prospects for development response, availability of novel adjuvants

of an HSV vaccine and delivery mechanisms, identification

of T cell epitopes via proteomic
screening and advancement in
replication competent and replication-
incompetent candidates. In addition, we
have learned from past vaccine studies;
we need to depend on objective
evidence of seroconversion rather than
the variable phenotype of clinical
disease in preventative vaccine studies.
Similarly, viral shedding should be
measured rather than recurrence rate as
the most sensitive tool to evaluate both
prophylactic and therapeutic vaccines, to
provide data on potential impact of
vaccination on HSV transmission
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HSV shedding,
antibody presence and
Mbopi-Kéou, F. HSV DNA presence
X.,Grésenguet, . biological were all more prevalent
Interactions between . . . o
G.,Mayaud, herpes simplex virus relationship: in HIV positive
P.,Weiss, H. comparing persons. Positive
type 2 and human . .
A.,Gopal, immunodeficiency central Africa Cross Journal of serology, significant correlation
R.,Matta, 2000 virus tvoe 1 infection (CAR) sectional | 300 Infectious genital DNA between HIV RNA and
M.,Paul, J. in Afric);lgn women: study Diseases and shedding HSV-2 DNA levels in
L.,Brown, D. W. " ' in HIV infected genitals in dually
opportunities for ;
G.,Hayes, R. intervention and non infected women. They
J.,Mabey, D. C. infected suggested more RCT
W.,Bélec, L. research with HIV
shedding or incidence
as outcomes
Weiss, H.
A.,Buvé,
A.,Robinson, N.
J.,Dyck, E. The epidemiology of -
. ) : strong association
van,Kahindo, HSV-2 infection and . . .
M., Anagonou its association with West, East and | cross epidemiological | between HSV-2 and
S .,Musonda ’ 2001 HIV infection in four Southern sectional | 2000 AIDS /prevalence Hiv prevalence (aOR
R.,Zeken ’ urban African Africa study relationship between 4 and 8 in
L .,Moriso% lati different groups)
- ) populations
L.,Caraél,
M.,Laga,
M.,Hayes, R. J.
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B.,Ballard, independent RF for
R.,Campbell, HIV infection among HIV (OR 5.3 for men
C.,Caraél, youth in a South and 8.4 for women).
M.,Carton, African mining town is Southern Cross epidemiological | Hsv plays major role in
M.,Fehler, 2001 associated with Africa sectional | 1507 AIDS /prevalence spread of HIV. Suggest
G.,Gouws, herpes simplex virus-2 study relationship prompt treatment of
E.,MacPhail, seropositivity and STls and encourage
C.,Taljaard, sexual behaviour condom use and
D.,Dam, J. school based sexual
van,Williams, B. education
Gray RH, Wawer Probability of HIV-1
MJ, Brookmeyer transmission per coital
R, Sewankambo act in monogamous, .

NK, Serwadda D, 20 heterosexua?l, HIV-1- East Africa The Lancet
Wabwire-Mangen discordant couples in
F Rakai, Uganda
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J.,Richardson, B. - Biological: shedding (r=0.24
Association between . :
A.,Corey, cervical shedding of Cross relationship Pearson). Researchers
L.,Ashley, R. 2002 . 9 East Africa sectional | 200 AIDS between suggest more
. herpes simplex virus ) . .

L.,Mandaliya, and HIV-1 study cervical prospective studies to
K.,Ndinya- shedding investigate relationship
Achola, between non ulcerative
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J.,Kreiss, J. K. hlV shedding

HSV-2 positive women
Mbizvo, E. Association of heroes were twice as likely to
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M.,Stray- mp yp Cross International | epidemiological | 2.05). Hsv-1 thought to

with the human Southern . :
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D.,Ross, rural Tanzania prospecti HSV was 74% in en
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HIV transmission in
Tanzania and urgent
need for HSV control
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L.,Malkin, J.
E.,Weiss,
H.,Brown,
D.,Bélec, L.

2003

Genital shedding of
herpes simplex virus-2
DNA and HIV-1 RNA
and proviral DNA in
HIV-1- and herpes
simplex virus-2-
coinfected African
women

central Africa
(CAR)

cross
sectional
study

300

JAIDS,
Journal of
Acquired
Immune
Deficiency
Syndromes

biological: HIV
pro virla DNA
genital load in
dually infected
persons (effect
of HSV on
genital
shedding)/trans
mission

those infected with
serum HSV and HIV
were twice as likely to
be shedding HSV than
those HSV positive and
HIV negative. No
association between
genital proviral HIV
DNA and genital HSV
DNA levels, or
between genital HIV
RNA and genital HSV
DNA shedding. There
was a significant
correlation between
genital HIV RNA and
genital HSV dNA
amongst dually
infected women, but
only in HSV shedders.
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R.,Shepherd, M. Recent heroes HIV (hazard ratio 1.67).
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simplex virus type 2 effect of genital
M.,Brookmeyer, . . . between recent
. infection and the risk Journal of herpes (new o
R. S.,Paranjape, . cohort . incident HSV (<6m)
) 2003 of human South Asia 2737 Infectious and old A
R. S.,Divekar, A. . - study . . . and HIV acquisition
immunodeficiency Diseases infections) on :
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. R. R.,Ghate, M. VIrus typ 9 9 Suggest that HSV
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J. Lavrevs genital shedding of Journal of A on HSV infected. secondar

e 2004 herpes simplex virus East Africa RCT 376 Infectious shedding in o y

L.,Richardson, B. X . . finding was that those
among HIV-1-infected Diseases dually infected

A.,Wald, women: a randomized eople VS TR 19

A.Mandaliya, sl tial peop shedding had higher

K.,Bwayo, J. HIV shedding

J.,Kreiss, J. K.

Eu;f/lusrmvm natural history coinfection associated
-e ’ Chronic herpes . of HSV and HIV | with higher HIV viral
J-,Bunnell simplex virus type-2 cross International coinfection: load. Chronic HSV ma
R.,Byers, R. 2005 SImp ype-e East Africa sectional | 339 journal of . X L y

infection and HIV viral effect of HSV have a negative impact
H.,Odongo, study STD & AIDS : S
load on viral load on clinical course of
G. Ekwaru, and cd4 HIV
P.,Downing, R.
Nadal, S. .
R.,Calore, E. I-!ypertrophlc hgrpes . effect of HSV HSV 2 may cause
: simplex simulating Diseases of | on HIV clicical :
E.,Manzione, C. . . case verrucous lesion that
2005 anal neoplAsia in South America . 5 the Colon course/natural .
R.,Horta, S. AIDS patients: report series and Rectum | hx: anal can lead to neolpAsia
C.,Ferreira, A. o P -fep ) . in AIDS pts on HAART
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F.,Almeida, L. V.
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Gita,
Ramjee,Williams,
B.,Gouws,
E.,Dyck, E.
van,Deken, B.
de,Karim, S. A.

2005

The impact of incident
and prevalent herpes
simplex virus-2
infection on the
incidence of HIV-1
infection among
commercial sex
workers in South
Africa

Southern
Africa

cohort
study

187

JAIDS,
Journal of
Acquired
Immune
Deficiency
Syndromes

effect of
incident and
prevalent HSV
on HIV
acquisition

no sig difference in HIV
incidence between
people who were HSV
positive or negative
throughout trial.
However, those with
incident HSV were
more likely to acquire
HIV than those with
prevalent HSV (hazard
ratio 6). So, suggests
that new HSV infection
increases HIV
acquisition risk and the
risk decreases with
time, this effect seems
greater in men.
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Association between
HSV-2 and HIV-1 viral

presence of HSV
shedding did not affect

R.,Robinson, N. . . effect of HSV HIV viral load in semen
load in semen, cross International . . -
J.,Deslandes, . . . : on HIV viral and vagina. Findings
2006 cervico-vaginal East Asia sectional | 104 Journal of o
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L secretions and genital study STD & AIDS )
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ulcers of Thai men . . .
, and women viral loads in genital
P.,Suthipinitthar secretions.
m, P.,Grosskurth,
H.,Brown,
D.,Jaffar, S.
Cowan, F.
F.,Pascoe, S. J.
S.,Barlow, K.
L.,Langhaug, L. Association of genital almost all HIV positive
F.,Jaffar, shedding of herpes cross were co infected
S.,Hargrove, J. simplex virus type 2 Southern ; Shedding/trans | (95%). No apparent
. 2006 . sectional | 214 AIDS . . .
W.,Robinson, N. and HIV-1 among sex | Africa stud mission relationship between
J.Latif, A. workers in rural y HSV shedding and HIV
S.,Bassett, M. Zimbabwe 1 shedding
T.,Wilson,
D.,Brown, D. W.
G.,Hayes, R. J.
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Mathematical modelling

Geographical

Authors Year | Title area of study Study topic Main findings
participants
Can behaviour . . :
. ; increased proportion of GUD attributable to HSV
Korenromp, Eline change explain . . .
) X likely to be artefact of increased detection etc
L.,Bakker, Roel,De increases in the . . .
: . proportion of GUd not absolute (not caused by hv epidemic).
Vlas, Sake proportion of genital . : . ) . . .
: . East Africa attributable to HSV: the effect | Behavioural change in response to HIV epidemic
J.,Robinson, N. 2002 | ulcers attributable to . . .

. . (Tanzania) of HIV and behaviour (more condom use, less transactional sex) may
Jamie,Hayes, herpes in sub- h HSV incid h anifi p . . lati
Richard.Habbema Saharan Africa? A change on incidence ave significant effect on increasing relative

Do ’ : . s HSV cases (less of other treatable STls/better
J. Dik F. simulation modeling

treatment)

study

HIV dynamics and impact of HSV treatment on HIV transmission
Korenromp, E. behaviour change as decreases with time in the first decade of an
L.,Bakker, R.,Vlas, determinants of the . epidemic. in the second decade of a simulated

. does HIV dynamics and . . .
S. J. de,Gray, R. impact of sexually . . epidemic the behaviour change may be a

. : East Africa behaviour change affect the ) :
H.,Wawer, M. 2002 | transmitted disease . . greater determinant of the impact of HSV
(India) impact of HSV treatment on oo

J.,.Serwadda, treatment on HIV HIV transmission therapy on HIV transmission than the stage of
D.,Sewankambo, N. transmission in the the epidemic. Timing and behaviour change are
K.,Habbema, J. D. F. context of the Rakai important things to consider before strating a

trial HSV treatment for HIV transmission.
Freeman, E. Proportion of new
E.,Orroth, K. HIV infections PAF of HIV caused by HSV incresed with time
K.,White, R. attributable to East Africa, impact of HSV on HIV in the modelled epidemic. Hsv has only small
G.,Glynn, J. 2007 herpes simplex 2 West Africa, incidence- population impact on nHIV incidence in early epidemic but a
R.,Bakker, R.,Boily, IN(EIEEIEs OUET time: | Southern Africa | attributable fraction (PAF) as | larger impact as the epidemic deelops and in
M. C.,Habbema, simulations of the (SSA) a outcome core groups. Hsv interventions may be important

D.,Buvé, A.,Hayes,
R.

changing role of
sexually transmitted
infections in sub-

later in epidemic of HIV.
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Saharan African HIV
epidemics

Abu-Raddad, L.

Genital herpes has
played a more

HSV played a bigger role than any other STl in

J.,Magaret, A. ; East Africa, - . : : .
S..Celum. C..Wald, important role than West Africa, role of HSV in driving HIV drl\{lng the Afrlcg HIV epidemic. PAF (population
L 2008 | any other sexually . . . attributable fraction) of HIV caused by HSV
A.Longini, I. M., . . ; Southern Africa | epidemic . o i Let
Jr..Self, S. G.,Corey transmitted infection (SSA) estimated to be over 25% in Kisumu Kenya.
L R ’ in driving HIV Support need for an HSV vaccine
) prevalence in Africa
Modelling the cost
per ulcer treated of . . - .
: : . incorporating acyclovir into syndromic
. incorporating cost effectiveness of
Vickerman, o . . - management may be an affordable way of
episodic treatment sub saharan incorporating acyclovir into ) )
P.,Ndowa, 2008 : . : managing HSV correctly in low resource
for HSV-2 into the Africa input syndromic management of . .
F.,Mayaud, P. . . settings,. Prevalence of HSV-2 in the area may
syndromic algorithm GUD . !
. help determine whether or not to do this.
for genital ulcer
disease
White, R. o
G.Freean £ o
E.,Orroth, K. effect of HSV-2 effect of HSV therapeutics on . P p . .
. West and East e - concentrated epidemics, but only with high
K.,Bakker, R.,Weiss, | 2008 | therapy on the : HIV incidence (acquisition .
\ o . Africa e . coverage long duration of therapy. Ideally a
H. A.,O'Farrell, incidence of HIV in and transmission)- epi L2 Sy
. . vaccine is needed. PAF of HSV on HIV is higher
N.,Buvé, A.,Hayes, sub-Saharan Africa . . .
in more concentrated epidemics.
R. J.,Glynn, J. R.
Ey Dynamlc.modelln_g of
M. Vickerman. P Herpes simplex virus
T .’Chalabi T 2009 type-2 (HSV-2) South Asia transmission modelling: simple model is as accurate as complex model
’ ; transmission: issues | (India) structural issues in developed HSV epidemics (>60% prev)
Z.,Mayaud, P.,Alary, .
in structural
M., Watts, C. H.

uncertainty
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Freeman, E. .
E._White. R Population-level
N o effect of potential . .
G.,Bakker, HSV2 prophylactic East West and offect of HSV vaccine on HIV HSV vaccine may have substantial effect on HIV
R.,Orroth, K. 2009 . prophy Southern - incidence (theoretial). More should be done to
. vaccines on HIV . o incidence .
K.,Weiss, H. . . African cities make one available sooner
A.Buvé, A, Hayes incidence in sub-
R.,J Gl;/n J R ’ Saharan Africa
Mahiane, S. .
G.Legeai Transmission
C.,Tal'aar;i probabilities of HIV
» 18l ’ and herpes simplex . HSV 2 increased risak of female to male sexual
D.,Latouche, : what is the rate of female to o : :
. virus type 2, effect of o transmission of HIV. HIV increased risk of sexual
A.,Puren, A.,Peillon, . . . male sexual transmission of . .
2009 | male circumcision South Africa . transmission of HSV-2. MC reduced risk of HSV-
A.,Bretagnolle, : o HSV and how is it affected by - . o
. and interaction: a . - 2 transmission. Estimated tansmission rate of
J.,Lissouba, o . male circumcision? . . .
P. Nguéma, E. P longitudinal study in HSV-2 : 0.0067 in Africa
N.,Gassiat T a township of South
E.,Auvert, B. A1)
Alsallag, R. iPﬂg)p:(ljtcl)?r;rl]evel pre exposure HSV 2 vaccine would only have a
A.,Schiffer, J. . P . . o small effect on HSV 2 incidence. They would
L imperfect developing population and individual . o
T.,Longini, I. M., 2010 . . . hav emuch greater public health benefits in
prophylactic vaccine | country effects of HSV-2 vaccine ! ; ;
Jr.,Wald, A.,Corey, for Heroes simplex developing countries where prevalence is
L.,Abu-Raddad, L. J. or Ferp P higher.
virus-2
The cost-
Vickerman, effectiveness of
P.,Devine, A.,Foss, herpes simplex . HSV suppressive therapy could be a cost
_ irus-2 suppressive cost effectiveness of HSV ; :
A. M.,Delany 2011 virus Pp . Southern Africa | suppressive theraoy on HIV effective way to reduce HIV progression before
Moretiwe, therapy with daily o i o | ART initiation , this is based on cheap acyclovir
S.,Mayaud, aciclovir for delaying prog being available

P.,Meyer-Rath, G.

HIV disease
progression among
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women in South
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Foss, A.
M.,Vickerman, P.
T.,Mayaud .
YO Modelling the .
i\évaer:;r .B interactions between inr:t%c:zlc“t?gnl-—lc?%tar‘ irt])%tli—iolr\(of HSV-2 plays big role in transmission and
M” Reza—Pa,luI. herpes simplex virus South Asia HSV-2 to HIV and modelled acquisition of HIV in South India. Continuous
3 .’Washin tor!1 2011 | type 2 and HIV: (India) effect of a 'verfect’ HSV suppressive HSV therapy may be useful in FSW
R.’Blanche?r . implications for the o ressivg roatmont. PAF | @nd clients in South India. 35.5% of HIV
J .’Moses ’ HIV epidemic in aspapoutcome ’ incidence in FSW due to HSV-2.
’ ! Southern India
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M., Alaryj, M.,Watts,
C. H.
HIV, HSV-2 and
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Saharan African
community

Todd J, Riedner G,
Maboko L,

Effect of genital
herpes on
cervicovaginal HIV

effect of HSV on HIV

data suggests HSV is associated with increased
HIV sheddig and hence transmissability (nor
synonymous tho no). Data suggests that

Hoelscher M, Weiss 2013 She.dd'ng n women SRl shedding in co infected quantitiy o HSV genital shedding is a more

co-infected with HIV ) ) . .
HA, Lyamuya E . prominent determinant of gential HIV shedding

and HSV-2 in . .

. than presence of herpetic lesions.

Tanzania
Tarms et - R
Fose i G Al South Afr?ca' model
Heise L, Meyer-Rath | 2014 . : Southern Africa | Cost effectiveness models

projections of HIV
G, Delany-Moretlwe ;
S impact and threshold

product prices

Estimating the cost-

. effectiveness of pre- the protective effects of PrEP against HSV-2
Jewell, B. L.,Cremin, exposure o )
. . . . does not significantly improve the cost
I.,Pickles, M.,Celum, prophylaxis to cost effectiveness of daily .
. . . effectiveness of PrEP. But the modest
C.,Baeten, J. 2015 | reduce HIV-1 and South Africa tenofovir PrEP for reducing . o
o . L improvement may be an additional factor that

M.,Delany-Moretlwe, HSV-2 incidence in HSV2 incidence makes this more apoealing as a HIV
S.,Hallett, T. B. HIV-serodiscordant P 9

couples in South
Africa

intervention.
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Joint modelling of
correlated binary

HIV and HSv 2 coinfection
usinf joint response model

Ghebremichael, M. 2015 | outcomes: HIV-1 (E'I?l:;zAafr:Ii(;? that accounts for the inter- J;i:st;gstﬁg:ii:;:ﬁﬁl Isb;?r? ﬁ;f:;:f:g?;:}s
and HSV-2 co- dependence of both 9 P y
infection infections
Semi-parametric

Okango, E.,Mwambi, spatial joint modeling joint spatial modelling the ositive sianificant spatial relationshio between

H.,Ngesa, O.,Achia, | 2015 | of HIVand HSV-2 | East Africa relationship between HIV and | P g P P

. HIV and HSV

T. among women in HSV
Kenya
aﬁ)\?t;l dm:gc\all_lgg of spatial variation in determinants of HSV

Okango, E.,Mwambi, . . relaxing assumptions in occurred. using models to relax assumptions

2016 | among women in East Africa . . .
H.,Ngesa, O. . . spatial modelling of HSV can result in more accurate results and
Kenya with spatially . .
) " interpretations.
varying coefficients
. effect of key sexual network
. S‘?X“a' network East Africa . characteristics on HSV HSV-2 prevalence could be used as HIV

Omori, R.,Abu- drivers of HIV and (Kenya, India) .

2017 . - transmission. Is HSV prevalence proxy. Many sexual network

Raddad, L. J. herpes simplex virus | and many SSA )

o . prevalence a good proxy for | predictors of HSV
type 2 transmission | countries
HIV prevalence.
Prevalent Herpes

Abbai, Nathlee Simplex Virus-2

S.,Nyirenda, Increases the Risk of . effect of prevalent HSV on HSV positive women at higher risk of developing

Makandwe,Naidoo, 2018 Incident Bacterial SRR AT BV incidence BV (AOR: 1,17)

Sarita,Ramjee, Gita Vaginosis in Women
from South Africa

Stoner MCD, Multilevel measures .

Neilands TB, Kahn | 2019 | of education and Southern Africa

K, Hughes JP, pathways to incident
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Gomez-Olivé FX, Herpes simplex virus
Twine R type 2 in adolescent
girls and young
women in South
Africa
hoﬁgﬁrz’sﬁn The global and
’ ’ regional burden of estimated 178 million people aged 15-49
C.,Welton, N. . . . . . .
genital ulcer disease | global including . experienced 1 or more GUD caused by HSV-2 in
J.,James, . . proportion of GUD )
. 2020 | due to herpes Africa, Asia, : the world in 2016 (almost 5% of world pop).
C.,Vickerman, . T . attributable to HSV \ . ) \
simplex virus: a Americas Highest in Africa and double in women than
P.,Turner, K. M. .
. natural history men.
E.,Boi, M. modelling stud
C.,Gottlieb, S. L. g study
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