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RECOMMENDATION 1

Should treatment versus no treatment be provided for first clinical episodes of herpes simplex virus?

Population: First clinical episodes of herpes simplex virus
Intervention: Treatment
Comparison: No treatment

Main outcomes:

Critical: Duration of clinical episode, HSV-2 severity/pain, quality of life

Important: Ulcer healing, side-effects, HSV-2 transmission, duration of shedding, compliance

Setting:

Outpatient

Perspective:

Population

Background:

The herpes simplex virus (HSV), or herpes, is categorized into two types: herpes simplex virus
type 1 (HSV-1) and herpes simplex virus type 2 (HSV-2). Both HSV-1 and HSV-2 are highly
infectious. HSV-1is transmitted by oral-to-oral contact and mainly causes herpes labialis, or
“cold sores”, but can also cause genital herpes. HSV-2 is a sexually transmitted infection (STI)
that can cause genital herpes. Most infections are transmitted via asymptomatic viral shedding.

Oral antiviral medications are available for initial, episodic, and suppressive therapy; however,
thereis no cure for the infection. The medications can vary: aciclovir, famciclovir and
valaciclovir.

In 2003, World Health Organization (WHOQ) guidelines recommended dosages are: aciclovir, 200
mg orally, 5 times daily for 7 days; aciclovir, 400 mg orally, 3 times daily for 7 days; valaciclovir,
1 g orally, twice daily for 7 days; or famciclovir, 250 mg orally, 3 times daily for 7 days.

The Guideline Development Group (GDG) identified the above treatments for review.
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ASSESSMENT
Judgement Research evidence
I | Isthe problem apriority? Research evidence:
& . Globally in 2012, it was estimated that over 417 million people were currently
‘3" No infected with HSV-2. For new infections, in people 15-49 years old (2012), it was
* Probablyno estimated at 19.2 million, of whom 11.8 million were women and 7.4 million were
* Probablyyes . . . .
. Yes men. I%stlma.tes are heterogenec?us across regfons, but typically greater in low-
. Varies and middle-income countries (with the exception of the USA). When symptoms
of genital herpes occur, there are generally one or more genital or anal blisters
* Don'tknow . . . : . .
called ulcers. First-episode infections of genital herpes are more extensive, and
primary lesions last two to six weeks versus approximately one week for lesions
inrecurrent disease. First clinical episodes can also be associated with central
nervous system, fever and flu-like symptoms. Social stigma and other social
sequelae can occur. Infection with HSV-2 also may increase the risk of acquiring
HIV infection. Moreover, HSV-2 can be transmitted to neonates from an infected
pregnant mother.
g How substantial are the Research evidence:
2. desirable anticipated effects? We found a Cochrane protocol by Heslop (2013), and data was provided from this
‘!!’ . Trivial review. We included 5 randomized controlled trials (RCTs) comparing aciclovir in
‘r"’_l . Small different doses compared to placebo: Nilsen (1982), Bryson (1983), Corey (1983),
(=DE .« Mod Mertz (1984) and Kinghorn (1986). In addition, data from 3 RCTs pooled in Weiss
2] oderate (2011) were used.
n | ¢ |large
* Varies We did not find studies that evaluated valaciclovir or famciclovir compared to no
* Don'tknow treatment/placebo. Data for other subgroups were not available (e.g. people with
g How substantial are the positive HIV status, people who are immunocompromised and pregnant women).
2 | undesirable anticipated A summary of the findings from these studies is provided in the Evidence Table.
2. | effects?
% . Large Additional considerations:
M | « Moderate Various oral dosages of aciclovir were used and were provided for 5-10 days; 1
¢:§ study assessed intravenous administration.
a |- Small
@ | Trivial Differences in duration of symptoms and lesions is probably reduced with aciclovir
e Varies and ranged from 2—-4 days. Pain may be reduced by 2 days (mean difference [MDI:
* Don'tknow 2.1 days fewer; 95% Cl: 2.95-1.25). The duration of viral shedding may be reduced
by 9 days (MD: 9.2 days fewer; 95% Cl: 11.1-7.29).
The GDG agreed that the effects of treatment would likely be similar in
other populations (e.g. people with positive HIV status, people who are
immunocompromised and pregnant women).
This data were used to also inform recommendations for people with “severe
infections”. Severe infections have traditionally not been well defined, although
first clinical episodes can often be severe. Therefore, the benefits would likely
apply to people with “severe infections”.
9 What is the overall certainty of | Additional considerations:
;‘..;. the evidence of effects? Most studies did not report on randomization methods or allocation concealment.
5 However, the GDG agreed that the omission is likely due to reporting issuesin
g | Verylow ] Is and likely performed in the studies. | isi factor f
o |+ Low journals and likely performed in the studies. Imprecision was a factor for some
o . Moderate outcomes due to few events but was considered with risk of bias of the studies
g: . High and the evidence downgraded to moderate. The GDG agreed that it was unlikely
o g. . that any negative studies were not captured. The group conceded that it was
o * Noincluded studies unlikely that new trials would be done, given that it might be unethical to not
provide treatment.
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* Noincluded studies

S | Isthereimportant uncertainty Research evidence:
g about or variability in how A discrete choice exercise suggested subjects’ preferences were influenced by
? | much people value the main both the treatment they follow and attributes of treatment including cost. Of all
outcomes? the attributes, patients place high value in unit change in chance of recurrence
. (1%), followed by unit change in number of tablets taken daily (1 tablet), unit
* Important uncertainty or . L . . .
variability changein char\ce of'blecomlr?g infected with HIV, unit change in number of
s tablets taken in addition during each recurrence.
* Possiblyimportant
uncertainty or variability In addition, qualitative studies also suggested stigmarelated is also an attribute.
* Probably noimportant
uncertainty or variability
* Noimportant uncertainty
or variability
® | Does the balance between
¥ | desirable and undesirable
9 | effectsfavour theintervention
% or the comparison?
‘@? * Favours the comparison
@ | ° Probablyfavoursthe
comparison
* Doesnot favour either
the intervention or the
comparison
* Probably favours the
intervention
* Favours theintervention
* Varies
¢ Don'tknow
g How_large are theresource A B c D* E F
O | requirements (costs)?
E L Aciclovir200mgpo | 5 5-10days | $0.05 $1.25t0 $1.56to
2 ® Largecosts $2.50 $3.12
3 Moderate costs
9 | * Negligible costs and savings Aciclovir400mgpo | 3 5-10days | $0.04 $0.60to $0.75to
2 | * Moderate savings $1.20 $1.50
Q ° .
) '\‘/:;?eessav'ngs Valaciclovir 500mg | 2 5-10days | $0.625 | $6.25t0 | $7.81to
. Don't know -1lgpo $12.50 $15.60
Famciclovir 250 3 5-10days | $4.38 $13.14to $16.42 to
mg po $26.28 $32.85
*Sources: International drug price indicator guide (MSH, 2015) and www.drugs.com
A:treatment; B: doses per day; C: treatment duration; D: drug cost per dose; E: drug
cost per full-course treatment; F: 25% procurement as defined by International drug
price indicator guide (MSH, 2015).
po: orally
Additional considerations:
The GDG wondered why the higher dose was less expensive than the smaller
one and assumed this was due to economies of scale. The group concluded that
across several settings, the cost was probably considered moderate, although
valaciclovir was more expensive than aciclovir, and famciclovir was known to be
the most expensive.
S © | Whatis the certainty of Research evidence:
_c;ﬁ gr the evidence of resource Data for cost not based on research studies.
= §_ requirements (costs)?
% §. . Verylow Additional considerations:
22| Low None
% g . Mpderate
®a * High
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* Probablyno
* Probablyyes
* Yes

g) Does the cost-effectiveness Research evidence:
% | oftheintervention favour No research evidence available.
& | theinterventionorthe
8'_ comparison? Additional considerations:
g' « Favours the comparison The GDG agreed that there were moderate costs for moderate benefits.
= pariso Therefore, the treatment is favoured over the placebo.
® | = Probably favours the ’
e comparison
* Does not favour either
the intervention or the
comparison
* Probably favours the
intervention
* Favours the intervention
* Varies
* Noincluded studies
' | What would be theimpact on Research evidence:
g. health equity? No research evidence available.
<
® Reduced Additional considerations:
* Probably reduced . . .
« Probably noimpact Out o.fpocket expenses may affect people differently in countrles'. Ifco.vered,
+ Probably increased thenit would not lead to out-of-pocket payments and not lead to inequity.
* Increased The GDG agreed that equity effects were unclear. If the drugs are too expensive,
* Varies equity would only increase for those who can pay for it in out-of-pocket
* Don'tknow payments. However, arecommendation could lead to better coverage.
‘_J,> Is the intervention acceptable Research evidence:
9 | tokey stakeholders? We searched for reviews and studies specific to herpes treatment acceptability.
E- A systematic review of the literature for treatment utilization in sexually
= * No transmitted diseases (in India) reported that utilization ranged from 16% to 55% in
J:"' * Probablyno the community-based studies and was higher (~70%) in research trials.
* Probablyyes
* Yes Treatment may not be acceptable to patients due to the resources and availability
* Varies of services, social factors and distance. Non-utilization was also due to
* Don'tknow ignorance, illiteracy and lack of awareness; and women reported a lack of female
doctors, being afraid of results and judgement of doctors, stigma, shyness and
embarrassment. Cost of care and less faith in clinical care were also factors.
Compliance data from some RCTs (see Evidence tables) indicated little or no
difference in compliance between different regimens. An overview of reviews of
medication adherence (Ryan, 2014) reported that adherence may be improved
with simpler drug regimens. However, when compliance was measured in the
studies included for HSV treatments, compliance was similar between drugs.
Additional considerations:
The GDG agreed that if personal payment was required for drugs, it may not be
acceptable. The GDG did not believe that the drugs would be unacceptable to key
stakeholders, other than by availability and cost.
o' | Istheintervention feasible to Research evidence:
& | implement? No research evidence available.
o
| No - . .
< Additional considerations:

The treatment was considered widely available, but cost was stilla concern.
Additionally, there was concern that the drug might not be paid for by health
systems or donors as the infection was considered recurrent, ignoring the more
detrimental effects of the first infection.
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SUMMARY OF JUDGEMENTS
Judgement
Problem No Probably no Probably yes Varies Don't know
Desirable Trivial Small Varies Don't know
Effects
Undesirable Large Moderate Varies Don't know
Effects
Certainty of Very low Low No
evidence included
studies
Values Important Possibly Noimportant
uncertainty important uncertainty
or variability uncertainty or variability
or variability
Balance of Favours the Probably Does not Probably Varies Don't know
effects comparison favours the favour favours the
comparison either the intervention
intervention
or the
comparison
Resources Large costs Negligible Moderate Large Varies Don't know
required costsand savings savings
savings
Certainty Very low Low Moderate High
of evidence
of required
resources
Cost Favours the Probably Does not Probably Varies No
effectiveness | comparison favours the favour favours the included
comparison either the intervention studies
intervention
orthe
comparison
Equity Reduced Probably Probably no Probably Increased Don't know
reduced impact increased
Acceptability | No Probably no Probablyyes | Yes Don't know
Feasibility No Probably no Probably yes Varies Don't know
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EVIDENCE TABLE

Aciclovir versus placebo

Bryson Aciclovir: 200 mg capsule po) 5 x a day x 10 days

1983 Placebo: placebo capsule po 5 x aday x 10 days

Kinghorn Aciclovir: 200 mg tablets po 5 x aday x 7 days

1986 Placebo: placebo tablets po 5 x aday x 7 days

Nilsen Aciclovir: 2 x 100 mg capsules po 5 x aday * 5 days

1982 Placebo: 2 placebo capsules po 5 x aday x 5 days

Mertz Aciclovir: 200 mg capsule po 5 x aday x 10 days

1984 Placebo: placebo capsule po 5 x aday x 10 days

Corey Aciclovir intravenous (IV): 5 mg/kg IV over 1 hour x 5 days (15 doses) every 8 hours
1983 Placebo: normal saline IV over 1 hour 5 days (15 doses), every 8 hours

Paz-Bailey 2009)

Weiss 2011 (Maynaud 2009, Phiri 2010,

Aciclovir 400 mg 3 x aday x 5 days OR aciclovir 800 mg 2 x aday x 5 days
Placebo 3 x aday x 5 days OR placebo 2 x aday x 5 days

IV:intravenous; po: orally
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RECOMMENDATION 2

Should aciclovir, valaciclovir or famciclovir be used for the treatment of first clinical episodes of herpes simplex virus
type 2 infections?

Population: First clinical episodes of HSV-2

Intervention or Aciclovir, Valaciclovir, Famciclovir
Comparison:

Main outcomes: Critical: Duration of clinical episode, HSV-2 severity/pain, quality of life

Important: Ulcer healing, side-effects, HSV-2 transmission, duration of shedding, compliance
For pregnant women critical outcomes: Maternal outcomes (caesarean section), fetal outcomes
(neonatal herpes —meningo-encephalitis, fever, hepatitis), teratogenicity, fetal loss, toxicity,
neonatal death)

Setting: Outpatient
Perspective: Population
Background: The herpes simplex virus (HSV), or herpes, is categorized into two types: herpes simplex virus 1

(HSV-1) and herpes simplex virus 2 (HSV-2). Both HSV-1 and HSV-2 are highly infectious.
HSV-1is transmitted by oral-to-oral contact and mainly causes herpes labialis, or “cold sores”,
but can also cause genital herpes. HSV-2 is a sexually transmitted infection that can cause
genital herpes. Most infections are transmitted via asymptomatic viral shedding.

Oral antiviral medications are available for initial, episodic and suppressive therapy; however,
there is no cure for the infection. The medications can vary: aciclovir, famciclovir and
valaciclovir.

In 2003, WHO guidelines recommended aciclovir, 200 mg orally, 5 times daily for 7 days; aciclovir,
400 mg orally, 3 times daily for 7 days; valaciclovir, 1 g orally, twice daily for 7 days; or famciclovir,
250 mg orally, 3 times daily for 7 days. The Guideline Development Group (GDG) identified these
treatments for review.
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ASSESSMENT
Judgement Research evidence
3 | Isthe problem apriority? Research evidence:
& . Globally, in 2012, it was estimated that over 417 million people were currently infected
‘3" No with HSV-2. For new infections in people 15—-49 years old (2012), it was estimated at
* Probablyno . . - .
19.2 million, of whom 11.8 million were women and 7.4 million were men. Estimates
* Probablyyes . . . . .
. Yes are het.eroge?neous across'reglons, but typically greaterin Iov.v and middle—income
. Varies countries (with the exception of US). When symptoms of genital herpes occur, there
are generally one or more genital or anal blisters called ulcers. First-episode genital
¢ Don'tknow . . . . . .
herpes infections are more extensive, and primary lesions last two to six weeks versus
approximately one week for lesions inrecurrent disease. First clinical episodes can
also be associated with central nervous system, fever and flu-like symptoms. Social
stigma and other social sequelae can occur. Infection with HSV-2 also may increase
the risk of acquiring HIV infection. Moreover, HSV-2 can be transmitted to neonates
from aninfected pregnant mother.
‘? How substantial are the Research evidence:
2 desirable anticipated We found a Cochrane protocol by Heslop (2013), and data was provided from this
g | effects? review.
% e Trivial We included 3 RCTs comparing valaciclovir to aciclovir, famciclovir to aciclovir, and
® |« Small aciclovir at different doses. We also added Loveless (1997) from our search, which was
@ | » Moderate an analysis of three RCTs comparing famciclovir to aciclovir.
: I\_/Z:?ees Data for other subgroups was not available (e.g. people with positive HIV status,
« Don't know people who are immunocompromised, and pregnant women).
g How substantial are the A summary of the findings from these studies is provided in the evidence tables.
2 | undesirable anticipated L . .
9 | offects? Additional considerations:
gs_ No data was available for certain dosages.
% . II‘-/Iaggzrate Different dosages of aciclovir, valaciclovir and famciclovir were compared with
2 |« Small each other. Two trials compared aciclovir and valaciclovir and found that there were
al. Trivial probably little-to-no differences for duration of viral shedding, lesions, symptoms
« Varies and adverse events (moderate quality evidence). One trial compared aciclovir to
« Don't know famciclovir and found that there may be little-to-no differences for outcomes (low
quality evidence). Another trial compared famciclovir to valaciclovir and found
that there were probably little-to-no differences for outcomes (moderate quality
evidence). The GDG agreed that there are trivial differences in benefits and harms
between treatments.
Different dosages of aciclovir were compared in two trials (200 mg 5 times daily for
5 days versus alternatives). There may be little-to-no difference between the doses
for outcomes. Different dosages of valaciclovir were compared in 4 trials (500 mg
twice daily for 5 days versus alternatives). There are probably little-to-no differences
between the doses for outcomes. Famciclovir at 125, 250 or 500 mg twice daily for 5
days were compared, and there may be little-to-no differences in outcomes across
the different dosages.
For all drugs, quality of life and HSV or HIV transmission were not measured. Viral
shedding was measured in some studies, but the GDG agreed that this measure was
not a useful surrogate for HSV transmission.
Q What is the overall Additional considerations:
gr certainty of the evidence The quality of the evidence was moderate for some comparisons, but low quality for
§_‘ of effects? other comparisons and very low quality for comparisons (e.g. high- and low-dose
< aciclovir).
9 | * Verylow
2 | ¢ Low Most studies did not report on randomization methods or allocation concealment.
§ * Moderate However, the GDG agreed that the omission s likely due to reporting issues in journals
5 * High and likely performed in the studies. Imprecision was a factor for some outcomes due
* Noincluded studies to few events but was considered with risk of bias of the studies and the evidence
downgraded to moderate. The GDG agreed that it is unlikely that negative studies
were not captured.
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S | Isthereimportant Research evidence:
g uncertainty about or A discrete choice exercise suggested subjects’ preferences were influenced by
| variability in how much both the treatment they follow and attributes of treatment including cost. Of all
people value the main the attributes, patients place high value in unit change in chance of recurrence (1%),
outcomes? followed by unit change in number of tablets taken daily (1 tablet), unit change in
. chance of becoming infected with HIV, unit change in number of tablets takenin
* Important uncertainty or . .
o addition during each recurrence.
variability
* Possiblyimportant Qualitative studies also suggested stigma related was important.
uncertainty or variability
* Probably noimportant
uncertainty or
variability
* Noimportant
uncertainty or variability
* Noknownundesirable
outcomes
® | Does thebalance Research evidence:
g_’ between desirable and No research evidence was identified.
9 | undesirable effects favour
% the intervention or the Additional considerations:
¢:§ comparison? The GDG agreed that the differences between drugs were trivial for benefits and
& | « Favoursthe compari harms and therefore did not favour one over another. Other factors such as cost,
A parison o . .
« Probably favours the feasibility, acceptability, may decide use.
comparison
* Does not favour either
the intervention or the
comparison
* Probably favours the
intervention
* Favours theintervention
* Varies
* Don'tknow
7 | Howlarge aretheresource | Research evidence:
§ requirements (costs)?
§ * Largecosts A B c D* E F
g * Moderate costs aciclovir 200 5 5-10days $0.05 $1.25to $1.56to
-g. * Negligible costs and mg po $2.50 $3.12
é sh.:vmgs . aciclovir 3 5-10days $0.04 $0.60to $0.75to
* Moderate savings
« Large savings 400 mg po $1.20 $1.50
* Varies valaciclovir 2 5-10days | $0.625 $6.25to $7.81to
¢ Don'tknow 500mg-1g $12.50 $15.60
po
famciclovir 3 5-10 days $4.38 $13.14to $16.42 to
250 mgpo $26.28 $32.80

*Sources: International drug price indicator guide (MSH, 2015) and www.drugs.com
A:treatment; B: dose per day; C: treatment duration; D: drug cost, per dose; E: drug cost
per full-course treatment; F: 25% procurement as defined by International drug price
indicator guide (MSH, 2015)

po: orally

Additional considerations:

The GDG wondered why the higher dose was less expensive than the smaller one and
assumed this was due to economies of scale. The group concluded that across several
settings, the cost was probably considered moderate, although valaciclovir was

more expensive than aciclovir, and famciclovir was known to be the most expensive.
Valaciclovir is approximately 10 times more expensive than aciclovir.




14 WHO GUIDELINES FOR THE TREATMENT OF GENITAL HERPES SIMPLEX VIRUS
S O | Whatis the certainty of Research evidence:
_c;ﬁ ar the evidence of resource No research evidence available.
= §_ requirements (costs)?
a § * Verylow
2o |. |
8 = ow
(_C; §- . M.oderate
®a * High
* Noincluded studies
Q Does the cost- Research evidence:
u | effectiveness ofthe No research evidence available.
& | intervention favour
a theintervention or the Additional considerations:
< | comparison? The GDG agreed that there were moderate costs for moderate benefits. However,
a2 l. Favours the compari cost effectiveness would vary with aciclovir versus famciclovir or valaciclovir.
& parison
“ . Probably favours the
comparison
* Doesnot favour either
the intervention or the
comparison
* Probably favours the
intervention
* Favours theintervention
* Varies
* Noincluded studies
' | What would be the impact Research evidence:
§_. on health equity? No research evidence was identified.
<

* Reduced

* Probablyreduced

* Probably noimpact
* Probablyincreased
* Increased

* Varies

¢ Don'tknow

Additional considerations:
Out of pocket expenses may affect people differently in countries.

If coverage, then would not lead to out of pocket payments and not lead to inequity.

The GDG agreed that equity effects were unclear. If the drugs were too expensive,
equity would only increase for those who can pay for it in out of pocket payments.
However, arecommendation could lead to better coverage. Overall, the GDG was
concerned that higher costs of valaciclovir and famciclovir could contribute to
decreasing equity if recommended.
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2 | Istheintervention Research evidence:
o | acceptable to key We searched for reviews and studies specific to herpes treatment acceptability.
E- stakeholders? A systematic review of the literature for use of treatments in sexually transmitted
g N diseases (in India) reported that utilization ranged from 16% to 55% in the
g ©oe community-based studies and was higher (~70%) in research trials.
* Probablyno
* Probablyyes Treatment might not be acceptable to patients due to the resources and availability
* Yes of services, social factors, and distance. Non-utilization was also due to ignorance,
* Varies illiteracy and lack of awareness; and women reported a lack of female doctors, being
* Don'tknow afraid of results and judgement of doctors, stigma, shyness, and embarrassment.
Cost of care and less faith in clinical care were also factors.
An overview of reviews of medication adherence (Ryan, 2014) reported that
adherence might be improved with simpler drug regimens. However, when compliance
was measured in the studies included for HSV treatments, compliance was similar
betweendrugs.
Additional considerations:
The GDG suggested that the easier regimen of valaciclovir could be beneficial in
settings that could afford it and where compliance was anissue. However, there was
little-to-no difference in compliance when measured in trials, and compliance is likely
dependent on the presence of symptoms.
The GDG agreed that if personal payment was required for drugs, it might not be
acceptable.
The GDG did not believe that the drugs would be unacceptable to key stakeholders,
other than by availability and cost.
o' | Istheinterventionfeasible | Research evidence:
g_ toimplement? No research evidence was identified.
o
Z|° No - . .
< Additional considerations:
* Probably no . . . .
« Probablyyes The.treatment was considered widely avallable,.but cost was .Stl|| aconcern.
. Yes Additionally, there was concern that the drug might not be paid for by health systems
. Varies or donors as the infection was considered recurrent, ignoring the more detrimental
. effects of the first infection.
* Don'tknow

The GDG agreed that follow-up during the course of treatment might not be possible
in some settings, and symptoms of the first clinical episode might be prolonged. For
these reasons, the GDG agreed that therapy for alonger duration should be provided
(e.g.for 10 days).
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SUMMARY OF JUDGEMENTS
Judgement
Problem No Probably no Probablyyes | Yes Varies Don't know
Desirable Trivial Small Moderate Large Varies Don't know
Effects
Undesirable Large Moderate Small Trivial Varies Don't know
Effects
Certainty of Very low Low Moderate High Noincluded
evidence studies
Values Important Possibly Probably no No No known
uncertainty important important important undesirable
orvariability | uncertainty uncertainty uncertainty outcomes
orvariability | or variability or variability
Balance of Favours the Probably Does not Probably Favours the Varies Don't know
effects comparison | favoursthe favour favours the intervention
comparison | eitherthe intervention
intervention
or the
comparison
Resources Large costs Moderate Negligible Moderate Large Varies Don't know
required costs costsand savings savings
savings
Certainty Very low Low Moderate High No included
of evidence studies
of required
resources
Cost Favours the Probably Does not Probably Favours the Varies Noincluded
effectiveness | comparison | favoursthe favour favours the intervention studies
comparison either the intervention
intervention
orthe
comparison
Equity Reduced Probably Probably no Probably Increased Varies Don't know
reduced impact increased
Acceptability | No Probably no Probablyyes | Yes Varies Don't know
Feasibility No Probably no Probablyyes | Yes Varies Don't know
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RECOMMENDATION 3 AND 4

Should episodic therapy be used for the treatment of recurrent episodes of herpes simplex virus infections?

Population:

Recurrent episodes of herpes simplex infections

Intervention:

Episodic therapy

Comparison:

No therapy and different dosages

Main outcomes:

Critical: HSV-2 transmission, HSV-2 shedding

Important: HSV-2 severity/pain, quality of life, side-effects, compliance, ulcer healing,
duration of clinical episode

Setting:

Outpatients

Perspective:

Patients

Background:

The herpes simplex virus (HSV), or herpes, is categorized into two types: herpes simplex virus 1
(HSV-1) and herpes simplex virus 2 (HSV-2). Both HSV-1 and HSV-2 are highly infectious. HSV-1
is transmitted by oral-to-oral contact and mainly causes herpes labialis, or cold sores, but can
also cause genital herpes. HSV-2 is an STl that can cause genital herpes. Most infections are
transmitted via asymptomatic viral shedding.

Oral antiviral medications are available for initial, episodic and suppressive therapy; however,
there is no cure for the infection. The medications vary: aciclovir, famciclovir and valaciclovir.

In 2003, WHO guidelines recommended dosages for: aciclovir, 200 mg orally, 5 times daily for

5 days; aciclovir, 400 mg orally, 3 thrice daily for 5 days; aciclovir, 800 mg orally, twice daily for 5
days; valaciclovir, 500 mg orally, twice daily for 5 days; valaciclovir, 1000 mg orally, once daily for
5 days; OR famciclovir, 125 mg orally, twice daily for 5 days.

The Guideline Development Group (GDG) identified the above treatments for review.
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ASSESSMENT
Judgement Research evidence
3 | Istheproblema Research evidence:
& priority? Globallyin 2012, it was estimated that over 417 million people were currently infected with
‘3" . No HSV-2. For new infections in people 15-49 years old (2012), it was estimated at 19.2 million,

* Probablyno
* Probablyyes
* Yes

* Varies

* Don'tknow

of whom 11.8 million were women and 7.4 million were men. Estimates are heterogeneous
acrossregions, but typically greater in low- and middle-income countries (with the exception
of the USA). Recurrent episodes are caused by HSV reactivation. Recurrent episodes can
occur in 20% to 50% of people, and the median recurrence rate is four in the first year. The
rate of recurrence usually decreases over time but increases in about one quarter of patients.
Immunosuppressed patients have more severe and frequent recurrences. Infection with HSV-
2 also may increase the risk of acquiring an HIV infection. Moreover, HSV-2 can be transmitted
to neonates from aninfected pregnant mother.

9 How substantial
‘_L". are the desirable
o | anticipated
) ?
g effects?
8'_ e Trivial
w [ ¢ Small

* Moderate

* Large

* Varies

* Don'tknow
g How substantial
% are the undesirable
% anticipated
o | effects?
)
‘% e Large
a Moderate
“ | e Small

e Trivial

* Varies

¢ Don'tknow

Research evidence:

We included thirteen reports of 16 RCTs that compared treatment with no treatment and
compared different drugs and different dosages: Reichman 1982, Reichman 1984, Goldberg
1986, Sacks 1996, Spruance 1996, Tyring 1998, Wald 2002, Aoki 2006, Fife 2008, Paz-Bailey
2009, Leone Abudalu 2010, Phiri 2010, and Baeten 2012.

Of the studies comparing to placebo, there were aciclovir (9 trials), valaciclovir (3 trials) and
famciclovir (5 trials).

We found 1 systematic review and used it to verify the included studies (Le Cleach et al., 2014).

The summary of the findings for treatment to no treatment and different drugs and different
dosages are in the evidence tables.

Additional considerations:

Aciclovir in various dosages for 2 to 5 days probably reduces the duration of viral shedding
(MD: 1.32 fewer days; 95% ClI: 1.36 to 1.27 fewer), symptoms (MD: 2.02 fewer days; 95% Cl:
3.27 t0 0.77 fewer) and lesions (MD: 1.07 fewer days; 95% Cl: 1.3 to 1.0 fewer) when compared
to placebo.

Valaciclovir probably reduces the duration of viral shedding by a median of 2 days, and lesions
and symptoms by 1-2 days when compared to placebo.

Famciclovir probably reduces the duration of viral shedding, lesions and symptoms by a
median of 1-2 days when compared to placebo.

The GDG agreed that the benefits were small and the harms trivial between drugs and no
treatment. In most trials, quality of life, compliance, pain, HSV-2 transmission, and HIV
acquisition and transmission were not measured.

Different dosages of aciclovir, valaciclovir and famciclovir were compared with each other.
Two trials compared aciclovir and valaciclovir and found that there were probably little-to-no
differences for duration of viral shedding, lesions, symptoms and adverse events (moderate
quality evidence). One trial compared aciclovir to famciclovir and found that there was little-
to-no difference for outcomes (low quality evidence). Another trial compared famciclovir

to valaciclovir and found that there were probably little-to-no differences for outcomes
(moderate quality evidence). The GDG agreed that there were trivial differences in benefits
and harms among treatments.

Different dosages of aciclovir were compared in two trials (200 mg 5 x a day for 5 days versus
alternatives).

There may be little-to-no difference between the doses for outcomes. Different dosages of
valaciclovir were compared in 4 trials (500 mg twice a day x 5 days versus alternatives). There
were probably little-to-no differences between the doses for outcomes. Famciclovirat 125,
250 0r 500 mg twice daily x 5 days were compared, and there may be little-to-no differencesin
outcomes across the different dosages.

Three studies compared aciclovir to placebo in people living with HIV, and two studies
compared different doses of aciclovir, valaciclovir and famciclovir. The effects were
inconsistent across different doses, but most doses were provided for 5 days resulting in
benefits and few harms.
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* Favoursthe
comparison

* Probably favours
the comparison

* Does not favour
either the
interventionor
the comparison

* Probably favours
the intervention

* Favoursthe
intervention

* Varies

* Don'tknow

9 What s the overall Research evidence:
5 certainty of No research evidence was identified.
;’ the evidence of
‘g effects? Additional considerations:
o . Verylow The quality of the evidence for treatment of infrequent recurrent HSV-2 infection compared
é_- . Low to no treatment was of moderate quality due to unclear randomization methods and/or
§ « Moderate unclear loss to follow-up in the trials.
* High For comparisons of different drugs and dosages, the quality of the evidence was also
* Noincluded moderate.
studies
S | Isthereimportant Research evidence:
€ | uncertaintyabout | A discrete choice exercise suggested subjects’ preferences were influenced by both the
@ | orvariability in treatment they follow and attributes of treatment including cost. Of all the attributes,
how much people patients place high value in unit change in chance of recurrence (1%), followed by unit change
value the main in number of tablets taken daily (1 tablet), unit change in chance of becoming infected
outcomes? with HIV, unit change in number of tablets taken in addition during each recurrence. In
« Important addition, qualitative studies suggested stigma related was also important.
uncertainty or
variability Additional considerations:
* Possibly None
important
uncertainty or
variability
* Probably no
important
uncertainty or
variability
* Noimportant
uncertainty or
variability
® | Does thebalance Research evidence:
%-, between desirable No research evidence was identified.
9% | andundesirable
g., effects favour the Additional considerations:
E.n interventionorthe | The GDG agreed that there would be little variability. However, it may be dependent on the
a | comparison? severity of the recurrent episodes (this would be covered in recommendations for recurrent
(7]

episodes that are frequent or severe).
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g How large are A B c D E F
o | theresource
E requirements Aciclovir200mgpo | 5 5days $0.05 $1.25 $1.56
& | (costs)? .
p Aciclovir400mgpo | 3 3-5days $0.04 $0.36to $0.45 to
9 | ¢ Largecosts $1.00 $1.25
Q_ : :\III::I?;;;: z::: Aciclovir800mgpo | 2 5days n.a. n.a. n.a.
and savings Aciclovir800mgpo | 3 2 days n.a. n.a. n.a.
* Moderate : .
savings Valaciclovir500mg | 2 3-5days $0.625 $3.75t0 $4.68to
* Largesavings $6.25 $7.80
* Varies Valaciclovir 1 g po 2 3-5days n.a n.a n.a
* Don'tknow
Famciclovir 125 2 5days n.a. n.a. n.a
mg po
Famciclovir 1 gpo 2 1days n.a. n.a. n.a.
Sources: International drug price indicator guide (MSH, 2015) and www.drugs.com
A:treatment; B: dose per day; C: treatment duration; D: drug cost, per dose; E: drug cost per
full-course treatment; F: 25% procurement as defined by International drug price indicator
guide (MSH, 2015).
po: orally
Additional considerations:
The GDG agreed that the costs were cost of treatment per episode, not the absolute cost
of treatment. The costs were moderate for aciclovir but increase due to recurrence, were
greater for valaciclovir and greater for famciclovir.
P Q Whatis the Research evidence:
'E_ ~ | certainty of No research evidence was identified.
é % the evidence
= ‘g of resource Additional considerations:
§ o | requirements None
5 § (costs)?
@ 5 * Verylow
o " Low
* Moderate
* High
* Noincluded
studies
g) Does the cost- Research evidence:
% | effectiveness of No research evidence was identified.
‘:DR theintervention
a favour the Additional considerations:
g' interventionorthe | The GDG agreed that there are small benefits with the drugs and moderate costs; less
a | comparison? cost effectiveness with valaciclovir and famciclovir. Overall, the GDG agreed that cost
b effectiveness did not favour either of the drugs.
* Favoursthe
comparison
* Probably favours
the comparison
* Does not favour
either the
intervention or
the comparison
* Probably favours
the intervention
* Favoursthe
intervention
* Varies
* Noincluded
studies
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* Probably no

* Probablyyes
* Yes

* Varies

* Don'tknow

' | What would be the Research evidence:
§. impact on health No research evidence was identified.
< | equity?
« Reduced Additional considerations:
« Probably The GDG discussed the proposition that arecommendation would reduce equity as it might
reduced decrease the amount of the drug available for primary infections, which has been highlighted
« Probably no as a priority due ’fo more severg symptoms and sequelae. Overall, the GDG decided that there
impact was probably noimpact on equity.
* Probably However, equity may be reduced when using the more costly valaciclovir and famciclovir.
increased
* Increased
* Varies
* Don'tknow
‘J: Is the intervention Research evidence:
9 | acceptable to key We searched for reviews and studies specific to herpes treatment acceptability. A systematic
E- stakeholders? review of the literature for treatment utilization in STIs (in India) reported that utilization
Z . No ranged from 16% to 55% in the community-based studies, and was higher (~70%) in
= .
< . Probably no research trials.
* Probablyyes Treatment might not be acceptable to patients due to the resources and availability of
* Yes services, social factors and distance. Non-utilization was also due to ignorance, illiteracy and
* Varies lack of awareness; and women reported a lack of female doctors, being afraid of results and
* Don'tknows judgement of doctors, stigma, shyness and embarrassment. Cost of care and less faith in
clinical care were also factors.
An overview of reviews of medication adherence (Ryan, 2014) reported that adherence might
be improved with simpler drug regimens. However, when compliance was measured in the
studies included for HSV treatments, compliance was similar among drugs.
Additional considerations:
Given the nature of the course of treatment, the GDG discussed that aciclovir might be more
acceptable. Valaciclovir might be more acceptable to patients who can afford it, but it may be
unacceptable to those who cannot afford it.
Therefore, the acceptability varies across settings. The same conclusions were reached
for famciclovir.
o' | Istheintervention Research evidence:
o | feasibleto No research evidence was identified.
E_": implement?
< . No Additional considerations:

The treatment was considered widely available, but cost was still a concern. Additionally, there
was concern that the drug might not be paid for by health systems or donors as the infection
was considered recurrent.

The GDG also discussed that treatment could be more effective if it were available for
administration to a patient at the earliest stages of symptoms, rather than having to wait
until they could see a clinician for their treatment. Thus, group members suggested that
the recommendation recognize that benefits could be maximized if this opportunity to
operationalize pharmacy workers to provide drugs is taken.
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SUMMARY OF JUDGEMENTS
Judgement
Problem No Probably no Probably yes Varies Don't know
Desirable Trivial Small Moderate Large Varies
Effects
Undesirable Large Moderate Small Varies Don't know
Effects
Certainty of Very low Low High Noincluded
evidence studies
Values Important Possibly No
uncertainty important important
or variability | uncertainty uncertainty
or variability or variability
Balance of Favours the Probably Probably Favoursthe | Varies Don’'t know
effects comparison | favoursthe favours the intervention
comparison intervention
Resources Large costs Negligible Moderate Large Varies Don't know
required costsand savings savings
savings
Certainty Very low Low Moderate High Noincluded
of evidence studies
ofrequired
resources
Cost Favours the Probably Probably Favours the Varies
effectiveness | comparison | favoursthe favours the intervention
comparison intervention
Equity Reduced Probably Probably Increased Varies Don't know
reduced increased
Acceptability No Probablyno | Probablyyes | Yes Don't know
Feasibility No Probably no Yes Don't know
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RECOMMENDATION 5 AND 6

Should suppressive antiviral versus episodic antiviral be used for the treatment of frequent recurrent episodes of

herpes simplex virus?

Population:

Frequent recurrent episodes of herpes simplex virus

Intervention:

Suppressive antiviral

Comparison:

Episodic antiviral

Main outcomes:

Critical: Recurrent clinical episodes, HSV-2 severity/pain, quality of life, HSV-2 transmission,
HSV-2 shedding

Important: Side-effects, HIV acquisition and transmission, HIV viral load, compliance

Add for pregnant women critical outcomes: Maternal outcomes (caesarean section), fetal
outcomes (neonatal herpes, teratogenicity, fetal loss, toxicity, neonatal death)

Setting:

Outpatients

Perspective:

Population

Background:

The herpes simplex virus (HSV), or herpes, is categorized into two types: HSV-1 and HSV-2.
Both HSV-1and HSV-2 are highly infectious. HSV-1is transmitted by oral-to-oral contact and
mainly causes herpes labialis, or “cold sores”, but can also cause genital herpes. HSV-2is a
sexually transmitted infection that can cause genital herpes. Most infections are transmitted via
asymptomatic viral shedding.

Oral antiviral medications are available for initial, episodic, and suppressive therapy; however,
there is no cure for the infection. The medications vary: aciclovir, famciclovir and valaciclovir.

In 2003, WHO guidelines recommended the following dosage regimens for episodic treatment
of recurrent infection: aciclovir, 200 mg orally, 5 times daily for 5 days; aciclovir, 400 mg orally, 3
times daily for 5 days; aciclovir, 800 mg orally, twice daily for 5 days; valaciclovir, 500 mg orally,
twice daily for 5 days; valaciclovir, 1000 mg orally, once daily for 5 days; OR famciclovir, 125 mg
orally, twice daily for 5 days.

For suppressive therapy, the recommended dosage regimens were: aciclovir, 400 mg, orally,
twice daily, continuously; valaciclovir 500 mg, orally, once daily; valaciclovir 1000 mg orally, once
daily; famciclovir, 250 mg orally, twice daily.

The Guideline Development Group (GDG) identified the following treatments for review:
Episodic therapy:

Aciclovir 200 mg po 5x/d x 5 days
Aciclovir 400 mg po tid x 3—=5 days
Aciclovir 800 mg po bid x 5 days
Aciclovir 800 mg po tid x 2 days
Valaciclovir 500 mg po bid x 3-5 days
Valaciclovir 1 g po bid x 3=5 days
Famciclovir 125 mg po bid x 5 days
Famciclovir 1 g po bid x 1 day

Suppressive therapy:

Aciclovir 200 mg po qid
Aciclovir 400 mg po bid
Valaciclovir 500 mgpo qd
Valaciclovir 1 gpoqd
Famciclovir 250 mg po bid

bid: twice daily; po: orally; qd: once daily; gid: four times daily; tid: thrice daily
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ASSESSMENT
Judgement Research evidence
I | Isthe problem apriority? Research evidence:
% . N Recurrent episodes of genital HSV-2 occur a median of 4 (women) to 5 (men)
‘3° © times during the first year. However, there is great variability in the frequency

* Probablyno
* Probablyyes
* Yes

* Varies

* Don'tknow

of recurrences, even during the first year. In a study of 457 persons with newly
acquired HSV-2 infection, 38% had 6 or more recurrences and 20% had more than 10
recurrences during the first year. 14% of women and 26% of men had more than 10
recurrences and only 26% of women and 8% of men had no or 1 recurrence in the first
year of infection. Subsequently, the frequency of episodes slowly decreases, with an
average decrease of 2 recurrences between years 1 and 5 of infection. Benedetti J,
Corey L, Ashley R. Recurrence rates in genital herpes after symptomatic first-episode
infection. Ann Intern Med. 1994;121(11):847-54.

g How substantial are the
2. desirable anticipated
& | effects?
o
m . ivi
A Trivial
® |« Small
@ | ¢ Moderate
* Large
* Varies
* Don'tknow
g How substantial are the
2 | undesirable anticipated
2. | effects?
&
o | ° Large
T | © Moderate
& | » Small
@)
© | o Trivial
* Varies

* Don'tknow

Research evidence:

Data from one Cochrane systematic review was used: Le Cleach 2014. We included 14
RCTs: Straus 1984, Mattison 1988, Mertz 1988, Mostow 1988, Baker 1989, Patel 1997,
Reitano 1998, Corey 2004, Sekhin 2004, Fife 2006, Fife 2007, Fife 2008, Bartlett 2008,
and Celum 2008. In these studies, all groups received treatment for their recurrences,
but between episodes, some received a placebo while others received an intervention.

Additional considerations:
Most studies included people with 4 or more recurrences per year for 6-12 months.
The GDG agreed that there are large benefits with suppressive over episodic therapy.

Six studies compared suppressive aciclovir (from 200 to 400 mg twice daily and 800
mg once daily) to episodic therapy (usually 200 mg 5 times daily for 5 days) and found
clinical recurrence was probably delayed and experienced by fewer people with
suppressive therapy, and probably few differences in side-effects or compliance.

The number of lesions with viral shedding was also probably reduced. Seven studies
compared suppressive therapy with valaciclovir (from 250 to 1000 mg per day) to
episodic therapy with valaciclovir (500 mg twice daily for 5 days). Clinical recurrence
was probably delayed and experienced by fewer people with suppressive therapy, and
probably few differences in side-effects or compliance. There may also be fewer days
of pain and fewer HSV-2 transmissions to partners. The number of lesions with viral
shedding was also probably reduced. One study compared suppressive famciclovir
(250 mg twice daily for 6 months) to episodic therapy and found clinical recurrence
may be delayed and experienced by fewer people with suppressive therapy, and there
may be little difference in quality of life, satisfaction with therapy, or side-effects.

There were few studies that directly compared different dosages of a specific
suppressive therapy. One study compared aciclovir at 200 mg twice daily to 200 mg
five times daily. The quality of evidence was low quality for little-to-no differences
inrecurrence, compliance and side-effects. Two studies compared valaciclovir 500
mg daily to 1000-3000 mg daily. There was very low quality evidence for little-to-no
difference in duration of episodes, HSV-2 shedding and side-effects, and moderate
quality evidence for little-to-no difference in the number of people who experienced
arecurrence (risk ratio: 1.04; 95% Cl: 0.94-1.16). Three studies compared famciclovir
at doses greater than 250 mg twice daily to 250 mg twice daily or less. The time to
first recurrence was probably similar across doses with little-to-no difference in
side-effects. There may be fewer episodes per month with greater than 250 mg twice
daily and fewer days of HSV-2 shedding. One study compared suppressive therapy
with valaciclovir to aciclovir and found that there may be little-to-no difference in
outcomes. Another study compared famciclovir to valaciclovir and found that there
is probably little-to-no difference in recurrences and may be little-to-no differences
in side-effects and compliance, but there may be more days of HSV-2 shedding with
famciclovir (risk ratio: 2.23;95% Cl: 1.18-4.89).
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* Probably favours the
comparison

* Doesnot favour either
theintervention or the
comparison

* Probably favours the
intervention

* Favours the
intervention

e Varies

* Don'tknow

Q What is the overall Research evidence:
ar certainty of the evidence No research evidence was identified.
§_‘ of effects?
‘g . Vervl Additional considerations:
= erylow . . . . . .
e |« Low Overall, when comparing suppressive to episodic therapy, the quality of the evidence
& | « Moderate was moderate.
g « High When comparing the different drugs and dosages of suppressive therapy, the quality
® |+ Noincluded studies of the evidence was low.
S | Isthereimportant Research evidence:
g uncertainty about or A discrete choice exercise suggested subjects’ preferences were influenced by
| variability in how much both the treatment they follow and attributes of treatment including cost. Of all
people value the main the attributes, patients place high value in unit change in chance of recurrence (1%),
outcomes? followed by unit change in number of tablets taken daily (1 tablet), unit change in
. chance of becoming infected with HIV, unit change in number of tablets takenin
* Importantuncertainty or L .
L addition during each recurrence.
variability
* Possiblyimportant In addition, qualitative studies suggested stigmarelated is also important.
uncertainty or variability
* Probably noimportant Additional considerations:
uncertainty or The GDG agreed that, clinically, people value non-transmission as the priority,
variability followed by non-recurrence. They agreed that these priorities probably did not
* Noimportant significantly vary.
uncertainty or variability
% | Does thebalance Research evidence:
g_' between desirable and No research evidence was identified.
9 | undesirable effects favour
9, | theintervention or the Additional considerations:
% comparison? The GDG agreed that suppressive therapy with any of the drugs was favoured over
a" * Favours the comparison episodic therapy.
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paJinbai sadunosay

How large are the resource
requirements (costs)?

* Largecosts

* Moderate costs

* Negligible costs
and savings

* Moderate savings

* Largesavings

* Varies

* Don'tknow

Research evidence:
Cost for episodic therapy

A B © D E F
Aciclovir 200 mg po 5 5days $0.05 $1.25 $1.56
Aciclovir 400 mg po 3 3-5days | $0.04 $0.36-$1.00 | $0.45-$1.25
Aciclovir 800 mg po 2 5days n.a. n.a. n.a.
Aciclovir 800 mg po 3 2 days n.a. n.a. n.a.
Valaciclovir 500 mg 2 3-5days | $0.625 | $3.75-%$6.25 | $4.68-$7.80
Valaciclovir 1 g po 2 3-5days | n.a n.a n.a
Famciclovir 125mgpo | 2 5days n.a. n.a. n.a
Famciclovir 1 g po 2 1day n.a. n.a. n.a.

Cost for suppressive therapy per day
A B D E F
Aciclovir 200 mg po 4 $0.05 $0.20 $0.25
Aciclovir 400 mg po 2 $0.04 $0.08 $0.10
Valaciclovir 500 mg 1 $0.625 $0.625 | $0.78
Valaciclovir 1 g po 1 n.a. n.a. n.a.
Famciclovir 250 mgpo | 2 $4.38 $8.76 $10.95

*Sources: International drug price indicator guide (MSH, 2015) and www.drugs.com
A:treatment; B: dose per day; C: treatment duration; D: drug cost, per dose; E: drug per
full-course treatment; F: 25% procurement as defined by International drug price indicator

guide (MSH, 2015).
po: orally

Additional considerations:
The GDG was unable to determine the costs of suppressive therapy since costs were
of individual dosages. The GDG agreed that the costs would be large.

sa24nosaJ palinbai jo
92UapIAS Jo AJuieua)

What is the certainty of
the evidence of resource
requirements (costs)?

* Verylow

* Low

* Moderate

* High

* Noincluded studies

Research evidence:

No research evidence was available.

Additional considerations:

None
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* Probablyno
* Probably yes
* Yes

¢ Varies

e Don'tknow

Q Does the cost- Research evidence:
% | effectiveness of the No research evidence available.
3 | intervention favour
8'_ theintervention or the Additional considerations:
g' comparison? The GDG agreed that the costs would likely be high for any of the drugs and depend on
= . F . the setting. Although the cost may be high for anindividual, there is a small population
11 avours the comparison . ) - )
o | Probably favours the that would have frequent HSV-2 infections requiring suppressive therapy. There may
: also be a potential for cost savings in work productivity and health care use.
comparison
* Doesnot favour either
the intervention or the
comparison
* Probably favours the
intervention
* Favours theintervention
* Varies
* Noincluded studies
' | What would be theimpact Research evidence:
§_- on health equity? No research evidence available.
<
: Ilzf:;:;: reduced Additional considerations:
* Probably noimpact The impact on equity was unclear as HSV-2 occurs most in disadvantaged populations
* Probablyincreased who may not have access to suppressive therapy; but with increasing access, equity
e Increased could be increased. However, valaciclovir and famciclovir are more expensive than
e Varies aciclovir and would probably reduce equity if recommended.
¢ Don'tknow
2 | Istheintervention Research evidence:
S | acceptable to key An overview of reviews of medication adherence (Ryan, 2014) reported that
g'- stakeholders? adherence may be improved with simpler drug regimens. However, when compliance
% . No was measured in the studies included for HSV treatments, compliance was similar
< * Probably no among drugs.
: z;:bably yes Additional considerations:
« Varies Many thought that some patients would be quite unwilling to take 2 pills per day for an
« Don't know extended time on suppressive therapy. Indeed, some physicians might be unwilling
to administer this to many patients if compliance is going to be low. Additionally, the
intervention may be unacceptable in terms of cost to whoever is paying for the drugs.
Overall, it was agreed that the different regimens and drugs are probably acceptable
to most people.
o' | Istheintervention feasible | Research evidence:
& | toimplement? No research evidence was identified.
o
g No Additional considerations:

Although the cost may be high for an individual, there is a small population that would
have frequent HSV-2 infections requiring suppressive therapy. This would make it
feasible to provide it to a small number of people.

Follow-up may be difficultin some countries.

It will also be important to define “frequent”, and it was suggested that this varies
by patient, and the recommendation should be flexible to take into consideration
individual patient preferences.




RECOMMENDATION 5 AND 6 59
SUMMARY OF JUDGEMENTS
Judgement
Problem No Probablyno | Probablyyes Varies Don't know
Desirable Trivial Small Moderate Varies Don't know
Effects
Undesirable Large Moderate Small Varies Don't know
Effects
Certainty of Very low Low Noincluded
evidence studies
Values Important Possibly No
uncertainty important important
or variability | uncertainty uncertainty
or variability or variability
Balance of Favours the Probably Does not Probably Varies Don't know
effects comparison | favoursthe favour favours the
comparison | eitherthe intervention
intervention
orthe
comparison
Resources Moderate Negligible Moderate Large Varies Don't know
required costs costsand savings savings
savings
Certainty Very low Low Moderate High
of evidence
of required
resources
Cost Favours the Probably Does not Probably Favours the Varies
effectiveness comparison | favoursthe favour favours the intervention
comparison either the intervention
intervention
orthe
comparison
Equity Reduced Probably Probably no Probably Increased Don't know
reduced impact increased
Acceptability No Probably no Yes Varies Don't know
Feasibility No Probably no Yes Varies Don't know
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