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Supplementary Table S1. Changes from the registered protocol (PROSPERO CRD420261423206)
	Change
	Reason

	Trials of long-term suppression or prevention excluded
	These trials enrolled patients without active acute disease and measured recurrence over 12 to 18 months, a different clinical question from acute treatment.

	Acyclovir divided into systemic (oral or intravenous) and topical (ophthalmic ointment) nodes
	Topical and systemic acyclovir differ in where the drug acts, and one included trial compared them directly. Treating them as one node would have hidden a difference in effect.

	Trials comparing the same drug and route at different durations excluded
	Both arms would form a single node and contribute no information to the network.




Supplementary Table S2. Search strategy (all databases searched from inception to 15 March 2026)
	Database
	Search strategy

	PubMed
	((((Herpes Zoster, Ocular) OR (Ocular Herpes Zoster)) OR (Herpetic Eye Disease)) OR (Herpes Eye Disease)) AND ((((((((((((((((Agents, Antiviral) OR (Antiviral Drug)) OR (Drug, Antiviral)) OR (Antiviral Agent)) OR (Agent, Antiviral)) OR (Antiviral)) OR (Antiviral Drugs)) OR (Drugs, Antiviral)) OR (Antivirals)) OR (Acyclovir)) OR (Valacyclovir)) OR (Famciclovir)) OR (Brivudin)) OR (Penciclovir)) OR (Foscarnet)) OR (Pritelivir))

	Embase
	(((('herpes zoster, ocular':ti,ab OR 'ocular herpes zoster':ti,ab) OR 'herpetic eye disease':ti,ab) OR 'herpes eye disease':ti,ab) OR 'herpes zoster ophthalmicus'/exp) AND ((((((((((((((((('agents, antiviral':ti,ab OR 'antiviral drug':ti,ab) OR 'drug, antiviral':ti,ab) OR 'antiviral agent':ti,ab) OR 'agent, antiviral':ti,ab) OR 'antiviral':ti,ab) OR 'antiviral drugs':ti,ab) OR 'drugs, antiviral':ti,ab) OR 'antivirals':ti,ab) OR 'acyclovir':ti,ab) OR 'valacyclovir':ti,ab) OR 'famciclovir':ti,ab) OR 'brivudin':ti,ab) OR 'penciclovir':ti,ab) OR 'foscarnet':ti,ab) OR 'pritelivir':ti,ab) OR 'antiviral agent'/exp)

	Cochrane CENTRAL
	(((( "herpes zoster, ocular":ti,ab,kw OR "ocular herpes zoster":ti,ab,kw ) OR "herpetic eye disease":ti,ab,kw ) OR "herpes eye disease":ti,ab,kw ) OR [mh "Herpes Zoster Ophthalmicus"]) AND (((((((((((((((( "agents, antiviral":ti,ab,kw OR "antiviral drug":ti,ab,kw ) OR "drug, antiviral":ti,ab,kw ) OR "antiviral agent":ti,ab,kw ) OR "agent, antiviral":ti,ab,kw ) OR "antiviral":ti,ab,kw ) OR "antiviral drugs":ti,ab,kw ) OR "drugs, antiviral":ti,ab,kw ) OR "antivirals":ti,ab,kw ) OR "acyclovir":ti,ab,kw ) OR "valacyclovir":ti,ab,kw ) OR "famciclovir":ti,ab,kw ) OR "brivudin":ti,ab,kw ) OR "penciclovir":ti,ab,kw ) OR "foscarnet":ti,ab,kw ) OR "pritelivir":ti,ab,kw ) OR [mh "Antiviral Agents"])




Supplementary Table S3. Reports excluded at full-text review (n = 61)
	Report
	Citation
	Reason for exclusion

	Herpes simplex virus eye disease (n = 18)

	Barron 1994
	Barron BA, et al. Herpetic Eye Disease Study: a controlled trial of oral acyclovir for herpes simplex stromal keratitis. Ophthalmology. 1994;101:1871–82.
	HSV eye disease, not HZO

	Collum 1987
	Collum LMT, Grant DM. A double-blind comparative trial of acyclovir and adenine arabinoside in combination with dilute betamethasone in the management of herpetic disciform keratitis. Curr Eye Res. 1987;6:221–4.
	HSV eye disease, not HZO

	Coster 1979
	Coster DJ, Jones BR, McGill JI. Treatment of amoeboid herpetic ulcers with adenine arabinoside or trifluorothymidine. Br J Ophthalmol. 1979;63:418–21.
	HSV eye disease, not HZO

	Coster 1980
	Coster DJ, Wilhelmus KR, Michaud R, Jones BR. A comparison of acyclovir and idoxuridine as treatment for ulcerative herpetic keratitis. Br J Ophthalmol. 1980;64:763–5.
	HSV eye disease, not HZO

	HEDS 1997 (EKT)
	Herpetic Eye Disease Study Group. A controlled trial of oral acyclovir for the prevention of stromal keratitis or iritis in patients with herpes simplex virus epithelial keratitis. Arch Ophthalmol. 1997;115:703–12.
	HSV eye disease, not HZO; prevention

	HEDS 1998 (APT)
	Herpetic Eye Disease Study Group. Acyclovir for the prevention of recurrent herpes simplex virus eye disease. N Engl J Med. 1998;339:300–6.
	HSV eye disease, not HZO; prevention

	Hung 1984
	Hung SO, Patterson A, Clark DI, Rees PJ. Oral acyclovir in the management of dendritic herpetic corneal ulceration. Br J Ophthalmol. 1984;68:398–400.
	HSV eye disease, not HZO

	Jones 1979
	Jones BR, Coster DJ, Fison PN, Thompson GM, Cobo LM, Falcon MG. Efficacy of acycloguanosine (Wellcome 248U) against herpes-simplex corneal ulcers. Lancet. 1979;1:243–4.
	HSV eye disease, not HZO

	Laibson 1977
	Laibson PR, Arentsen JJ, Mazzanti WD, Eiferman RA. Double controlled comparison of IDU and trifluorothymidine in thirty-three patients with superficial herpetic keratitis. Trans Am Ophthalmol Soc. 1977;75:316–24.
	HSV eye disease, not HZO

	Laibson 1982
	Laibson PR, Pavan-Langston D, Yeakley WR, Lass J. Acyclovir and vidarabine for the treatment of herpes simplex keratitis. Am J Med. 1982;73:281–5.
	HSV eye disease, not HZO

	La Lau 1982
	La Lau C, et al. Acyclovir and trifluorothymidine in herpetic keratitis: a multicentre trial. Br J Ophthalmol. 1982;66:506–8.
	HSV eye disease, not HZO

	McCulley 1982
	McCulley JP, Binder PS, Kaufman HE, O'Day DM, Poirier RH. A double-blind, multicenter clinical trial of acyclovir vs idoxuridine for treatment of epithelial herpes simplex keratitis. Ophthalmology. 1982;89:1195–200.
	HSV eye disease, not HZO

	Miserocchi 2007
	Miserocchi E, Modorati G, Galli L, Rama P. Efficacy of valacyclovir vs acyclovir for the prevention of recurrent herpes simplex virus eye disease: a pilot study. Am J Ophthalmol. 2007;144:547–51.
	HSV eye disease, not HZO; prevention

	Porter 1990
	Porter SM, Patterson A, Kho P. A comparison of local and systemic acyclovir in the management of herpetic disciform keratitis. Br J Ophthalmol. 1990;74:283–5.
	HSV eye disease, not HZO

	Sozen 2006
	Sozen E, et al. Comparison of oral valacyclovir and topical acyclovir in the treatment of herpes simplex keratitis. Chemotherapy. 2006;52:29–31.
	HSV eye disease, not HZO

	Wang 2015
	Wang X, et al. Clinical efficacy of oral ganciclovir for prophylaxis and treatment of recurrent herpes simplex keratitis. Chin Med J. 2015;128:46–50.
	HSV eye disease, not HZO

	Wilhelmus 1981
	Wilhelmus KR, Coster DJ, Jones BR. Acyclovir and debridement in the treatment of ulcerative herpetic keratitis. Am J Ophthalmol. 1981;91:323–7.
	HSV eye disease, not HZO

	Young 1982
	Young BJ, Patterson A, Ravenscroft T. A randomised double-blind clinical trial of acyclovir (Zovirax) and adenine arabinoside in herpes simplex corneal ulceration. Br J Ophthalmol. 1982;66:361–3.
	HSV eye disease, not HZO

	Other reasons (n = 7)

	La Lau 1981
	La Lau C, et al. Aciclovir and trifluorothymidine in herpetic keratitis: preliminary report of a multicentered trial. Doc Ophthalmol. 1981;50:287–90.
	Duplicate: interim report of La Lau 1982

	Beck 2000
	Herpetic Eye Disease Study Group. Oral acyclovir for herpes simplex virus eye disease: effect on prevention of epithelial keratitis and stromal keratitis. Arch Ophthalmol. 2000;118:1030–6.
	Secondary analysis of HEDS 1998

	Cohen 2025 (ZEDS)
	Cohen EJ, Troxel AB, Liu M, et al. Low-dose valacyclovir in herpes zoster ophthalmicus: the Zoster Eye Disease randomized clinical trial. JAMA Ophthalmol. 2025;143:269–76.
	Suppression trial in patients without acute disease at entry

	Beutner 1995
	Beutner KR, Friedman DJ, Forszpaniak C, Andersen PL, Wood MJ. Valaciclovir compared with acyclovir for improved therapy for herpes zoster in immunocompetent adults. Antimicrob Agents Chemother. 1995;39:1546–53.
	Herpes zoster of any site; no outcome data for the HZO subgroup

	Hoang-Xuan 1992
	Hoang-Xuan T, Büchi ER, Herbort CP, et al. Oral acyclovir for herpes zoster ophthalmicus. Ophthalmology. 1992;99:1062–71.
	Same drug and route in both arms (7 vs 14 days)

	Collum 1992
	Collum LMT, et al. The current management of herpetic eye disease. Doc Ophthalmol. 1992;80:201–5.
	Narrative review, not a randomised trial

	[To be completed]
	[One report recorded as excluded for another reason; reference to be added from the screening log]
	Other

	Excluded at full text in the initial screening (n = 36)

	11 reports
	Individual references held in the Rayyan screening log
	Herpes zoster without ocular involvement

	25 reports
	Individual references held in the Rayyan screening log
	No antiviral intervention studied




Supplementary Table S4. Risk-of-bias judgements (RoB 2) with supporting reasons
	Trial
	D1 Randomisation
	D2 Deviations from intended interventions
	D3 Missing outcome data
	D4 Measurement of outcome
	D5 Selection of reported result
	Overall

	Cobo 1986
	Low. Randomised with stratification by time from onset; drug supplied in coded containers.
	Some concerns. Masked, but ocular complications were managed at investigators' discretion without a common protocol.
	Some concerns. 72% followed to the 10–12 month visit; follow-up was lower in the acyclovir arm (64%).
	Some concerns. Failure depended on investigators' decisions to start steroids or intravenous antiviral.
	Some concerns. No protocol or prespecified analysis plan available.
	Some concerns

	Colin 2000
	Low. Randomised, double-masked, multicentre; method of sequence generation not described in detail.
	Low. Double-masked; all patients analysed by intention to treat.
	Some concerns. 14 patients withdrew; reasons reported.
	Low. Masked outcome assessment.
	Some concerns. No protocol or analysis plan available.
	Some concerns

	Harding 1991
	Some concerns. Method of sequence generation and allocation concealment not described; age and sex differed between arms.
	Low. Double-masked placebo control; codes broken at completion.
	Some concerns. 4 of 46 withdrawn (3 placebo, 1 acyclovir) for nausea or vomiting.
	Low. Masked outcome assessment.
	Some concerns. No protocol or analysis plan available.
	Some concerns

	Marsh 1991
	High. Authors reported significant baseline differences in disease severity (milder in the acyclovir-plus-steroid arm) and in sex distribution.
	Low. Double-masked placebo ointment.
	Some concerns. 14 of 97 not analysed because of inadequate documentation or follow-up.
	Low. Masked scoring of ocular inflammation.
	Some concerns. No protocol or analysis plan available.
	High

	McGill 1983
	Low. Double-blind, placebo-controlled randomised design.
	Low. Placebo infusion (mannitol) given on the same schedule.
	High. Ocular outcome available only for the post-randomisation subgroup with eye involvement (8 acyclovir, 10 placebo); the subgroup count is reported inconsistently.
	Low. Double-blind assessment.
	Some concerns. No protocol or analysis plan available.
	High

	Neoh 1994
	Some concerns. Randomised; method of sequence generation and allocation concealment not described.
	High. Open-label; 4 ointment patients received oral acyclovir or steroids from other practitioners and were excluded.
	Some concerns. 13 of 70 excluded (9 lost to follow-up within 6 weeks).
	Some concerns. Outcome assessors not masked to route.
	Some concerns. No protocol or analysis plan available.
	High

	Tyring 2001
	Low. Randomised, double-masked, double-dummy; trial profile reported.
	Low. Double-dummy design.
	Some concerns. 43 acyclovir patients given a non-bioequivalent batch were excluded; patients with missing data excluded from the ocular analysis.
	Low. Masked outcome assessment.
	Some concerns. No protocol or analysis plan available.
	Some concerns


Judgements refer to the treatment-failure outcome. The judgements for Marsh 1991, Neoh 1994 and McGill 1983 (domain 3) were revised during re-extraction of the trial reports.
Supplementary Figure S1. Risk-of-bias summary (RoB 2)
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Supplementary Table S5. Arm-level outcome data used in the network meta-analyses
	Trial
	Arm
	Events/N
	Outcome definition
	Source in report
	Data type
	Use and notes

	Treatment failure

	Cobo 1986
	Systemic ACV
	2/36
	Progression needing corticosteroids or IV antiviral during acute phase
	Results text
	Reported
	Main analysis

	Cobo 1986
	PBO
	6/35
	Progression needing corticosteroids or IV antiviral during acute phase
	Results text
	Reported
	Main analysis

	Colin 2000
	VAL
	16/56
	Patients with ocular complications
	Results, Ocular Complications
	Reported
	Main analysis

	Colin 2000
	Systemic ACV
	17/54
	Patients with ocular complications
	Results, Ocular Complications
	Reported
	Main analysis

	Harding 1991
	Systemic ACV
	1/23
	Ocular complications requiring topical steroids
	Results
	Reported
	Main analysis

	Harding 1991
	PBO
	5/19
	Ocular complications requiring topical steroids
	Results
	Reported
	Main analysis

	Marsh 1991
	Topical ACV
	3/27
	Treatment failure (AS)
	Results
	Reported
	Main analysis

	Marsh 1991
	PBO
	2/26
	Treatment failure (PS)
	Results
	Reported
	Main analysis

	McGill 1983
	Systemic ACV
	6/8
	Ocular involvement failing to improve, needing topical therapy - eye-involvement subgroup
	Results
	Reported
	Main analysis. Post-randomisation subgroup with ocular involvement; arm sizes as printed in the report ('10 placebo and eight acyclovir')

	McGill 1983
	PBO
	10/10
	Ocular involvement failing to improve, needing topical therapy - eye-involvement subgroup
	Results
	Reported
	Main analysis. Post-randomisation subgroup with ocular involvement

	Neoh 1994
	Topical ACV
	17/25
	Cumulative ocular complications (excl. mild surface disease) over 12 mo
	Table I
	Reported
	Main analysis. Open-label; 4 ointment patients excluded after GP added oral ACV/steroid

	Neoh 1994
	Systemic ACV
	11/32
	Cumulative ocular complications over 12 mo
	Table I
	Reported
	Main analysis

	Tyring 2001
	FCV
	142/245
	Any ocular manifestation during study
	Table 4
	Reported
	Main analysis. Denominator excludes missing data

	Tyring 2001
	Systemic ACV
	114/196
	Any ocular manifestation during study
	Table 4
	Reported
	Main analysis

	Resolution

	Colin 2000
	VAL
	54/56
	No persistent ocular lesions at 6 mo
	Results
	Derived
	Main analysis. 2/56 had persisting lesions

	Colin 2000
	Systemic ACV
	53/54
	No persistent ocular lesions at 6 mo
	Results
	Derived
	Main analysis. 1/54 had persisting lesions

	Harding 1991
	Systemic ACV
	19/20
	No active (chronic) intraocular disease at 6 mo, of those examined
	Results
	Derived
	Main analysis. 1/20 chronic uveitis

	Harding 1991
	PBO
	11/19
	No active intraocular disease at 6 mo
	Results
	Derived
	Main analysis. 8/19 chronic

	Marsh 1991
	Topical ACV
	24/26
	Ocular inflammation healed (ACV + steroid), known outcome
	Table 5
	Reported
	Main analysis. 1 unknown excluded

	Marsh 1991
	PBO
	21/25
	Ocular inflammation healed (placebo + steroid), known outcome
	Table 5
	Reported
	Main analysis. 1 unknown excluded

	Neoh 1994
	Topical ACV
	16/18
	No active ocular complication at 6 mo (of those assessed)
	Table I
	Derived
	Main analysis. 2/18 active at 6 mo

	Neoh 1994
	Systemic ACV
	22/24
	No active ocular complication at 6 mo
	Table I
	Derived
	Main analysis. 2/24 active at 6 mo

	Adverse events

	Cobo 1986
	Systemic ACV
	8/36
	Adverse drug experiences (GI 4, mental status 3, chest pain 1)
	Table 2
	Event counts
	Main AE analysis; removed in strict analysis. Event counts by symptom; patients with ≥1 AE not reported

	Cobo 1986
	PBO
	10/35
	Adverse drug experiences (GI 3, mental status 3, taste 3, insomnia 1)
	Table 2
	Event counts
	Main AE analysis; removed in strict analysis. Event counts by symptom; patients with ≥1 AE not reported

	Colin 2000
	VAL
	4/56
	Vomiting (5% = 3) + facial/eyelid oedema (2% = 1)
	Tolerance
	Derived
	Main AE analysis; removed in strict analysis. Derived from % of two AE types; may double-count

	Colin 2000
	Systemic ACV
	5/54
	Vomiting (3% = 2) + facial/eyelid oedema (5% = 3)
	Tolerance
	Derived
	Main AE analysis; removed in strict analysis. Derived from % of two AE types; may double-count

	Harding 1991
	Systemic ACV
	12/24
	Patients reporting adverse events
	Results
	Reported
	Main analysis

	Harding 1991
	PBO
	11/22
	Patients reporting adverse events
	Results
	Reported
	Main analysis

	Marsh 1991
	Topical ACV
	0/27
	Drug side effects (none)
	Results
	Reported
	Not informative (no events)

	Marsh 1991
	PBO
	0/26
	Drug side effects (none)
	Results
	Reported
	Not informative (no events)

	McGill 1983
	Systemic ACV
	4/17
	Transient urea rise (2) + infusion-site inflammation (2)
	Side effects
	Event counts
	Main AE analysis; removed in strict analysis. Event counts (urea rise, infusion-site reaction) may overlap

	McGill 1983
	PBO
	2/20
	Infusion-site inflammation
	Side effects
	Reported
	Main AE analysis; removed in strict analysis. Event counts (urea rise, infusion-site reaction) may overlap


Derived: count calculated from a reported percentage or from the complement of a reported count. Event counts: the trial reported adverse events by symptom, so a patient could be counted more than once.


Supplementary Figure S2. Network plots
(a) Treatment failure
[image: ]
(b) Resolution of ocular disease
[image: ]
(c) Adverse events
[image: ]


Supplementary Table S6. League tables (random-effects model, half-normal(0, 1) prior on τ)
(a) Treatment failure
	PBO
	Systemic ACV
	Topical ACV
	VAL
	FCV

	PBO
	5.19 (1.51–21.39)
	1.00 (0.20–5.31)
	5.73 (0.76–46.09)
	5.07 (0.79–37.22)

	0.19 (0.05–0.66)
	Systemic ACV
	0.19 (0.04–0.81)
	1.11 (0.20–5.34)
	1.00 (0.21–4.12)

	1.00 (0.19–5.09)
	5.15 (1.24–25.53)
	Topical ACV
	5.68 (0.64–53.45)
	5.07 (0.66–42.67)

	0.17 (0.02–1.31)
	0.90 (0.19–4.99)
	0.18 (0.02–1.56)
	VAL
	0.89 (0.10–8.55)

	0.20 (0.03–1.26)
	1.00 (0.24–4.87)
	0.20 (0.02–1.52)
	1.13 (0.12–10.05)
	FCV


(b) Resolution of ocular disease
	PBO
	Systemic ACV
	Topical ACV
	VAL

	PBO
	0.12 (0.01–0.94)
	0.27 (0.03–2.24)
	0.28 (0.01–15.15)

	8.50 (1.07–75.26)
	Systemic ACV
	2.33 (0.25–22.08)
	2.42 (0.13–86.11)

	3.64 (0.45–31.91)
	0.43 (0.05–4.06)
	Topical ACV
	1.06 (0.03–65.68)

	3.52 (0.07–115.29)
	0.41 (0.01–7.85)
	0.95 (0.02–35.75)
	VAL


(c) Adverse events
	PBO
	Systemic ACV
	VAL

	PBO
	0.94 (0.29–2.69)
	1.28 (0.13–12.04)

	1.06 (0.37–3.48)
	Systemic ACV
	1.36 (0.19–10.23)

	0.78 (0.08–7.75)
	0.74 (0.10–5.39)
	VAL


Each cell gives the odds ratio (95% CrI) for the treatment in the row compared with the treatment in the column; the row treatment is shown in bold on the diagonal. For treatment failure and adverse events, an odds ratio below 1 favours the row treatment; for resolution, an odds ratio above 1 favours the row treatment.


Supplementary Table S7. SUCRA values and probability of being best (random-effects model)
	Treatment
	Treatment failure
	Resolution of ocular disease
	Adverse events

	Acyclovir (systemic)
	72.8 (21.3)
	83.3 (57.8)
	41.0 (16.9)

	Acyclovir (topical)
	15.2 (0.6)
	54.1 (16.8)
	Not in network

	Valacyclovir
	76.3 (46.7)
	50.5 (24.6)
	61.6 (53.7)

	Famciclovir
	71.2 (31.3)
	Not in network
	Not in network

	Placebo
	14.5 (0.2)
	12.2 (0.7)
	47.5 (29.4)


Values are SUCRA % (probability of ranking first, %). For treatment failure and adverse events, lower odds rank better; for resolution, higher odds rank better. SUCRA values summarise imprecise estimates and should be read together with the odds ratios.
Supplementary Figure S3. Rank probabilities
(a) Treatment failure
[image: ]
(b) Resolution of ocular disease
[image: ]
(c) Adverse events
[image: ]


Supplementary Table S8. Node-splitting: direct and indirect estimates for comparisons in closed loops
	Comparison
	Direct trials
	Direct OR (95% CrI)
	Indirect OR (95% CrI)
	Ratio of ORs (95% CrI)
	Bayesian p

	Treatment failure

	Systemic ACV vs PBO
	3
	0.14 (0.02–0.64)
	0.46 (0.03–7.75)
	0.31 (0.01–6.12)
	0.42

	Topical ACV vs PBO
	1
	1.54 (0.13–19.85)
	0.68 (0.06–7.20)
	2.31 (0.08–79.14)
	0.61

	Topical ACV vs Systemic ACV
	1
	4.09 (0.58–27.78)
	9.76 (0.55–216.92)
	0.41 (0.01–13.72)
	0.59

	Resolution of ocular disease

	Systemic ACV vs PBO
	1
	15.57 (1.05–397.58)
	2.76 (0.10–75.50)
	5.80 (0.08–550.37)
	0.40

	Topical ACV vs PBO
	1
	2.46 (0.19–38.63)
	8.02 (0.17–308.68)
	0.31 (0.00–36.09)
	0.59

	Topical ACV vs Systemic ACV
	1
	0.74 (0.04–12.64)
	0.17 (0.00–8.48)
	4.48 (0.03–485.66)
	0.50

	Adverse events: no closed loop, node-splitting not possible


Comparisons are first-named treatment versus second. Each network had one closed loop (placebo, systemic acyclovir, topical acyclovir), so the three node-splits within an outcome are not independent and have limited power.


Supplementary Table S9. Sensitivity analyses: odds ratios versus placebo
	Model
	Systemic ACV
	Topical ACV
	VAL
	FCV

	Treatment failure, all 7 trials

	Primary: Bayesian RE, half-normal(0, 1)
	0.19 (0.05–0.66)
	1.00 (0.19–5.09)
	0.17 (0.02–1.31)
	0.20 (0.03–1.26)

	Bayesian fixed effect
	0.20 (0.06–0.58)
	0.99 (0.28–3.48)
	0.18 (0.04–0.67)
	0.20 (0.06–0.61)

	Bayesian RE, uniform(0, 5)
	0.19 (0.03–0.96)
	0.99 (0.10–10.53)
	0.18 (0.01–4.26)
	0.20 (0.01–4.87)

	Frequentist RE (REML), 95% CI
	0.23 (0.08–0.67)
	1.05 (0.30–3.66)
	0.20 (0.05–0.77)
	0.23 (0.07–0.71)

	Treatment failure, excluding McGill 1983 (6 trials)

	Primary: Bayesian RE, half-normal(0, 1)
	0.24 (0.06–0.94)
	1.16 (0.22–6.33)
	0.21 (0.03–1.74)
	0.24 (0.03–1.84)

	Bayesian fixed effect
	0.24 (0.07–0.70)
	1.13 (0.32–4.08)
	0.21 (0.05–0.80)
	0.24 (0.07–0.75)

	Bayesian RE, uniform(0, 5)
	0.24 (0.04–1.74)
	1.15 (0.11–14.81)
	0.22 (0.01–7.48)
	0.25 (0.01–7.70)

	Frequentist RE (REML), 95% CI
	0.25 (0.08–0.78)
	1.12 (0.31–4.01)
	0.22 (0.05–0.88)
	0.25 (0.07–0.82)

	Resolution of ocular disease (4 trials)

	Primary: Bayesian RE, half-normal(0, 1)
	8.50 (1.07–75.26)
	3.64 (0.45–31.91)
	3.52 (0.07–115.29)
	–

	Bayesian fixed effect
	8.70 (1.99–52.06)
	3.62 (0.77–21.57)
	3.53 (0.12–70.04)
	–

	Bayesian RE, uniform(0, 5)
	7.67 (0.20–170.97)
	3.40 (0.08–96.00)
	2.76 (0.01–314.52)
	–

	Frequentist RE (REML), 95% CI
	7.70 (1.38–42.93)
	3.36 (0.72–15.75)
	3.93 (0.20–76.97)
	–

	Adverse events (4 trials)

	Primary: Bayesian RE, half-normal(0, 1)
	1.06 (0.37–3.48)
	–
	0.78 (0.08–7.75)
	–

	Bayesian fixed effect
	1.01 (0.49–2.09)
	–
	0.74 (0.15–3.59)
	–

	Bayesian RE, uniform(0, 5)
	1.09 (0.19–8.10)
	–
	0.82 (0.03–29.82)
	–

	Frequentist RE (REML), 95% CI
	1.00 (0.49–2.07)
	–
	0.76 (0.16–3.57)
	–

	Adverse events, restricted to trials counting patients with at least one event

	Harding 1991 only (pairwise), 95% CI
	1.00 (0.31–3.18)
	–
	–
	–


RE, random effects; REML, restricted maximum likelihood. Excluding McGill 1983, topical compared with systemic acyclovir gave OR 4.90 (1.12–23.32) for treatment failure. Under the strict adverse-event definition only one trial remained, so no network could be fitted.


Supplementary Table S10. Model fit and convergence
	Model
	Trials
	Data points (arms)
	Residual deviance
	pD
	DIC
	τ median (95% CrI)
	Max R-hat

	Treatment failure

	Primary: Bayesian RE, half-normal(0, 1)
	7
	14
	13.1
	12.0
	71.5
	0.43 (0.02–1.64)
	1.000

	Bayesian fixed effect
	7
	14
	12.9
	11.2
	70.6
	–
	1.000

	Bayesian RE, uniform(0, 5)
	7
	14
	13.2
	12.1
	71.8
	0.72 (0.03–3.54)
	1.001

	Treatment failure, excluding McGill 1983

	Primary: Bayesian RE, half-normal(0, 1)
	6
	12
	11.0
	10.7
	65.8
	0.44 (0.02–1.67)
	1.001

	Bayesian fixed effect
	6
	12
	10.6
	10.2
	65.0
	–
	1.000

	Bayesian RE, uniform(0, 5)
	6
	12
	11.2
	11.0
	66.4
	0.74 (0.03–3.76)
	1.001

	Resolution of ocular disease

	Primary: Bayesian RE, half-normal(0, 1)
	4
	8
	7.8
	7.5
	35.9
	0.59 (0.03–2.01)
	1.001

	Bayesian fixed effect
	4
	8
	7.9
	7.2
	35.6
	–
	1.001

	Bayesian RE, uniform(0, 5)
	4
	8
	8.0
	7.8
	36.4
	1.43 (0.07–4.61)
	1.000

	Adverse events (Marsh 1991 not informative)

	Primary: Bayesian RE, half-normal(0, 1)
	4
	8
	7.7
	7.0
	41.5
	0.45 (0.02–1.69)
	1.001

	Bayesian fixed effect
	4
	8
	7.7
	6.1
	40.6
	–
	1.000

	Bayesian RE, uniform(0, 5)
	4
	8
	7.7
	7.3
	41.9
	0.79 (0.04–3.97)
	1.001


Residual deviance is the posterior mean and should be close to the number of data points for a well-fitting model. pD was estimated as half the posterior variance of the deviance. R-hat is the maximum Gelman–Rubin statistic across treatment effects and τ. All models used three chains of 60,000 iterations after 20,000 burn-in, thinned by 5.


Supplementary Table S11. GRADE assessment for all network comparisons
	Comparison
	Evidence
	NMA OR (95% CrI)
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Certainty

	Treatment failure

	Systemic ACV vs PBO
	Mixed (3 direct)
	0.19 (0.05–0.66)
	Serious (−1)
	–
	–
	Serious (−1)
	Low

	Topical ACV vs PBO
	Mixed (1 direct)
	1.00 (0.19–5.09)
	Serious (−1)
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Topical vs systemic ACV
	Mixed (1 direct)
	5.15 (1.24–25.53)
	Serious (−1)
	–
	–
	Serious (−1)
	Low

	VAL vs systemic ACV
	Direct (1)
	0.90 (0.19–4.99)
	–
	–
	–
	Very serious (−2)
	Low

	FCV vs systemic ACV
	Direct (1)
	1.00 (0.24–4.87)
	–
	–
	–
	Very serious (−2)
	Low

	VAL vs PBO
	Indirect
	0.17 (0.02–1.31)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	FCV vs PBO
	Indirect
	0.20 (0.03–1.26)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	VAL vs FCV
	Indirect
	0.89 (0.10–8.55)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Topical ACV vs VAL
	Indirect
	5.68 (0.64–53.45)
	Serious (−1)
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Topical ACV vs FCV
	Indirect
	5.07 (0.66–42.67)
	Serious (−1)
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Resolution of ocular disease

	Systemic ACV vs PBO
	Mixed (1 direct)
	8.50 (1.07–75.26)
	–
	–
	–
	Very serious (−2)
	Low

	Topical ACV vs PBO
	Mixed (1 direct)
	3.64 (0.45–31.91)
	Serious (−1)
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Topical vs systemic ACV
	Mixed (1 direct)
	0.43 (0.05–4.06)
	Serious (−1)
	–
	–
	Very serious (−2)
	Very low

	VAL vs systemic ACV
	Direct (1)
	0.41 (0.01–7.85)
	–
	–
	–
	Very serious (−2)
	Low

	VAL vs PBO
	Indirect
	3.52 (0.07–115.29)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Topical ACV vs VAL
	Indirect
	1.06 (0.03–65.68)
	Serious (−1)
	–
	Serious (−1)
	Very serious (−2)
	Very low

	Adverse events

	Systemic ACV vs PBO
	Direct (3)
	1.06 (0.37–3.48)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	VAL vs systemic ACV
	Direct (1)
	0.74 (0.10–5.39)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low

	VAL vs PBO
	Indirect
	0.78 (0.08–7.75)
	–
	–
	Serious (−1)
	Very serious (−2)
	Very low


Ratings followed the GRADE approach for network meta-analysis (Puhan 2014; Brignardello-Petersen 2018). Risk of bias was downgraded where the direct evidence came mainly from high-risk trials (McGill 1983, Marsh 1991, Neoh 1994). Indirectness covers intransitivity: the Marsh trial enrolled established ocular inflammation with steroid co-treatment, prodrug comparisons with placebo were indirect only, and adverse-event data in two trials were event counts. Imprecision was rated very serious when the 95% CrI included both an odds ratio of 0.5 and 2 or rested on very few events. Incoherence was not detected in node-splitting but could not be fully assessed with one closed loop; publication bias could not be assessed with fewer than ten trials per comparison and was not used to downgrade.


Supplementary Text S12. JAGS model code (random-effects, binomial likelihood, logit link)
model{
  for(i in 1:ns){                       # trials (all two-arm)
    mu[i] ~ dnorm(0, 0.01)              # trial baseline, N(0, 10^2)
    for(k in 1:2){
      r[i,k] ~ dbin(p[i,k], n[i,k])
      logit(p[i,k]) <- mu[i] + delta[i,k]
      rhat[i,k] <- p[i,k]*n[i,k]
      dev[i,k] <- 2*(r[i,k]*(log(r[i,k]+1e-10)-log(rhat[i,k]+1e-10)) +
                 (n[i,k]-r[i,k])*(log(n[i,k]-r[i,k]+1e-10)-log(n[i,k]-rhat[i,k]+1e-10)))
    }
    delta[i,1] <- 0
    delta[i,2] ~ dnorm(md[i], tau)      # trial-specific log odds ratio
    md[i] <- d[t[i,2]] - d[t[i,1]]
  }
  totresdev <- sum(dev[,])              # residual deviance
  d[1] <- 0                             # placebo = reference
  for(k in 2:nt){ d[k] ~ dnorm(0, 0.04) }   # N(0, 5^2) on log odds ratios
  sd ~ dnorm(0, 1) T(0,)                # half-normal(0, 1); sensitivity: sd ~ dunif(0, 5)
  tau <- pow(sd, -2)
}
 
# Fixed-effect model: logit(p[i,k]) <- mu[i] + d[t[i,k]] - d[t[i,1]]
# Node-splitting (Dias et al. 2010): for trials of the split comparison, md[i] is replaced
# by a separate direct parameter ddir ~ dnorm(0, 0.04); indirect = d[B] - d[A];
# Bayesian p = 2 x min(P(ddir - dind > 0), P(ddir - dind < 0)).
# Software: JAGS 4.3.2, rjags 4-15, coda 0.19-4.1, metafor 4.4.0, R 4.3.3.
# 3 chains; 20,000 burn-in; 60,000 iterations; thin 5 (node-splitting: 10,000 / 40,000).
1
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