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Summary
Background Recurrences of herpes simplex virus (HSV) in the orofacial region (herpes labialis or cold sores) impact
quality-of-life. We aimed to study whether the bacille Calmette-Guérin (BCG) vaccine can attenuate cold sore
recurrences through off-target immunomodulatory effects.

Methods In this nested randomised controlled trial within the multicentre, phase 3 BRACE trial, 6828 healthcare
workers were randomised in 36 sites in Australia, the Netherlands, Spain, the United Kingdom and Brazil, to receive
BCG-Denmark or no BCG (1:1 ratio using a web-based procedure) and followed for 12 months with 3-monthly
questionnaires. Exclusion criteria included contraindication to BCG vaccine or previous vaccination with BCG
within the past year, any other live-attenuated vaccine within the last month, or any COVID-specific vaccine. The
intervention group received one intradermal dose of 0.1 mL of BCG-Denmark corresponding to 2−8 x 105 colony
forming units of Mycobacterium bovis, Danish strain 1331. The primary outcome was the difference in restricted
mean survival time (i.e., time to first cold-sore recurrence), in participants with frequent recurrent herpes labialis
(≥4 recurrences/year), analysed by intention-to-treat. Secondary outcomes addressed additional questions,
including analyses in other sub-populations. Adverse events were monitored closely during the first 3 months and
were reported in all participants who received one dose of study drug according to intervention received. The
BRACE trial is registered with ClinicalTrials.gov, NCT04327206.

Findings Between March 30, 2020 and February 18, 2021, 84 individuals with frequent recurrent cold sores were
randomly assigned to BCG (n = 38) or control (n = 46). The average time to first cold-sore recurrence was 1.55 months
longer in the BCG group (95% CI 0.27–2.82, p = 0.02) than the control group (hazard ratio 0.54, 95% CI 0.32–0.91;
intention-to-treat). The beneficial effect of BCG was greater in the as-treated population (difference 1.91 months, 95%
CI 0.69–3.12, p = 0.003; hazard ratio 0.45, 95% CI 0.26–0.76). In prespecified subgroup analyses, only sex modified
the treatment effect (interaction p = 0.007), with benefit restricted to males. Over 12 months, a greater proportion of
participants in the BCG group compared with the control group reported a decrease in duration (61% vs 21%),
severity (74% vs 21%), frequency (55% vs 21%), and impact on quality of life (42% vs 15%) of cold sore
recurrences. In participants who had ever had a cold sore, there was also a decrease in self-reported burden of
recurrences in the BCG group. In participants who had never had a cold sore, there was an increased risk of a
first episode in the BCG group (risk difference 1.4%; 95% CI 0.3–2.6%, p = 0.02). There were no safety concerns.

Interpretation BCG-Denmark vaccination had a beneficial effect on herpes labialis, particularly in males with frequent
recurrences, but may increase the risk of a first cold sore.

Funding Bill & Melinda Gates Foundation, the Minderoo Foundation, Sarah and Lachlan Murdoch, the Royal
Children’s Hospital Foundation, Health Services Union NSW, the Peter Sowerby Foundation, SA Health, the In-
surance Advisernet Foundation, the NAB Foundation, the Calvert-Jones Foundation, the Modara Pines Charitable
Foundation, the UHG Foundation Pty Ltd, Epworth Healthcare, and individual donors.

Copyright © 2023 Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND license (http://
creativecommons.org/licenses/by-nc-nd/4.0/).

Keywords: Herpes simplex virus; Cold sore; Herpes labialis; Bacille Calmette-Guérin; Mycobacterium bovis;
Prevention; Secondary prophylaxis; Off-target effects; Non-specific effects; Heterologous immunity
Introduction
Recurrent herpes labialis (‘cold sore’) is a common
condition caused by reactivation of the herpes simplex
virus (HSV) in the orofacial region.1 HSV-1 is endemic
worldwide, infecting up to 95% of individuals,2 of whom
between 14 and 40% have frequent recurrent cold
sores.3 Recurrences can be debilitating and significantly
reduce quality of life. Long-term suppressive therapy
with an oral antiviral is somewhat effective in reducing
the burden of HSV recurrences, but is costly, and in-
volves the risk of adverse events.4–6 There is still no
vaccine available against HSV.7

In addition to its intended effects, the anti-
tuberculosis vaccine, bacille Calmette-Guérin (BCG),
induces off-target (‘non-specific’) effects that confer
additional benefits.8 Examples of these immunomodu-
latory effects include reduction in all-cause mortality in
infants,9 prevention and treatment of certain cancers,10,11
www.thelancet.com Vol 64 October, 2023
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Research in context

Evidence before this study
In a recent systematic review, updated in April 2023,
vaccination with bacille Calmette-Guérin (BCG) was found to
be beneficial in 78% of individuals with recurrent herpes
labialis or genitalis. Albeit promising, these results were
mainly from observational studies done in the 1970s and
have never been confirmed in a randomised controlled trial.
One previous trial, restricted to patients with herpes genitalis,
had a number of limitations, in particular the use of a
potentially beneficial intervention in the control group.

Added value of this study
In a randomised controlled trial to assess whether BCG
vaccination protects against COVID-19, we did a nested sub-
study to determine the effect of BCG vaccination on
attenuating cold sore (herpes labialis) recurrences in

individuals with frequent recurrent cold sore episodes. We
found a 53% increase in the mean time spent without a first
recurrence over 12 months following BCG-Denmark
vaccination, and a significant decrease in the self-reported
burden of cold sore recurrences. We also observed a small
increased risk of reporting a first cold sore episode in the BCG
group.

Implications of all the available evidence
BCG-Denmark vaccination attenuates recurrences of herpes
labialis, particularly in males and in those with frequent
recurrences. Future studies should focus on other populations
in which herpes recurrence has a significant impact, including
children (in whom cold sore recurrences impact feeding and
schooling) and individuals with recurrent herpes genitalis.

Articles
protection against progression of autoimmune dis-
eases,12 and protection against a variety of viral in-
fections.13,14 Observational studies suggest this includes
the prevention of HSV recurrences.14 In a systematic
review of observational studies, BCG vaccination was
found to be beneficial in 78% of individuals with
recurrent herpes labialis or genitalis, with 37% being
recurrence-free for an extended period, 41% experi-
encing less frequent or severe episodes, and only 22%
reporting no change.14 Albeit promising, these results
have never been confirmed in a randomised controlled
trial (RCT). The only RCT published to date, restricted to
patients with herpes genitalis, had a number of limita-
tions, in particular the use of a potentially beneficial
intervention in the control group.15

This study aimed to determine in a subgroup of
adults with recurrent cold sores whether BCG vaccina-
tion compared with placebo reduces HSV recurrences
in the BRACE RCT (BCG vaccination to reduce the impact
of COVID-19 in healthcare workers).16 Secondary aims
addressed a wider range of objectives, including the
impact of BCG on the burden of recurrences and the
risk of a first cold sore episode in sub-groups defined by
differing frequencies of HSV recurrence.

Methods
Trial design, setting, participants and intervention
The BRACE trial is a multicentre phase 3 RCT that
enrolled healthcare workers in 36 sites in Australia, the
Netherlands, Spain, the United Kingdom and Brazil,
which assessed whether BCG vaccination protects
against COVID-19. The BRACE trial primary outcomes
and protocol have been previously published
(ClinicalTrials.gov NCT04327206).16,17 Briefly, exclusion
criteria included contraindication to BCG vaccine or
previous vaccination with BCG within the last year, any
www.thelancet.com Vol 64 October, 2023
other live-attenuated vaccine within the last month, or
any COVID-specific vaccine. Participants were rando-
mised in a 1:1 ratio using a web-based procedure
(REDCap®).18 Those in the intervention group received
one intradermal injection of 0.1 mL of BCG-Denmark
(AJ Vaccines, Copenhagen; corresponding to 2−8 x 105

colony forming units of Mycobacterium bovis, Danish
strain 1331; batch numbers detailed in the Appendix).
Participants randomised to the control group received
either no intervention (defined as BRACE stage 1,
recruited before May 2020) or placebo saline intrader-
mal injection (defined as BRACE stage 2, recruited after
May 2020).16 Participants were followed up for 12
months, and adverse events monitored closely during
the first 3 months.16,19

Ethics
The study was approved by the Royal Children’s Hos-
pital Melbourne Human Research Ethics Committee
(No. 62586); the protocol was approved by the ethics
committee at each site and all participants provided
informed consent.

Outcome measures
Questionnaires were completed by participants at base-
line and at 3, 6, 9, and 12-months of follow-up. In the
baseline questionnaire, participants were asked de-
mographic questions (including sex) and details about
their previous history of cold sores, including age at first
episode, number of cold sore episodes (overall and in
the last year), use of treatment for cold sores, and impact
of cold sores on quality of life. In the follow-up ques-
tionnaires, participants were asked whether they had
had a cold sore recurrence since their last completed
questionnaire, the frequency of episodes, when the first
recurrence began, any treatment used for cold sores,
3
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and whether they noticed a change in cold sore re-
currences in terms of frequency, duration, severity, and
impact on quality of life.

The primary outcome for this nested study was the
time from randomisation to first self-reported cold sore
recurrence in the subset of participants with frequent
recurrent herpes labialis, defined as reporting four or
more cold sore recurrences in the preceding year at the
baseline questionnaire. Secondary outcomes included
the number of cold sore recurrences, proportion of
participants with a cold sore recurrence, and proportion
of participants with a perceived change in duration,
severity, frequency, or impact on quality of life of cold
sore recurrences (see Appendix).

Statistical analysis
The statistical analysis plan was finalised before
unblinding (see Appendix). Sample size calculations
were based on the primary outcomes of incidence of
severe and symptomatic COVID-19 in the BRACE trial.17

Participants were included under their randomised
treatment group, as per the intention-to-treat principle.
Our target estimate was the difference in restricted
mean survival time (RMST, i.e., time free from first cold
sore recurrence) over 12-months of follow-up and 95%
confidence intervals (CI), estimated using a flexible
parametric survival (Royston-Parmar) model on the log
cumulative hazard scale, standardised for stratification
factors used during randomisation (age group, presence
of comorbidity, geographical location, and study stage).20

Assuming the proportional hazards assumption was
found to be reasonable, we also presented hazard ratios
(HR) and their corresponding 95% CI. Participant data
were censored at 12-months of follow-up; otherwise,
data were censored at loss to follow-up or at the time of
latest survey completion date without missing outcome
data. Therefore, RMST can be interpreted as the average
time before first cold sore recurrence restricted to 12
months follow-up (or to 12 months follow-up in those
without recurrence). For clarity, this will be referred to
as the ‘time to first cold sore recurrence’.

Binary outcomes were summarised as between
group model-fitted marginal risk differences (RD) and
95% CI estimated using binomial regression models
adjusted for stratification factors. The frequency of cold
sore episodes over 12 months was summarised as an
incidence rate ratio (IRR) and 95% CI estimated using a
negative binomial regression model adjusted for strati-
fication factors.

Supplementary analyses were done in different
subsets of participants: (i) in participants who ever had a
cold sore (i.e., who reported having any number of
previous cold sore episodes at baseline); (ii) in partici-
pants who reported 1 or more cold sore episodes in the
preceding year; (iii) in participants who reported 2 or
more cold sore episodes in the preceding year; and (iv)
in participants who previously never had a cold sore.
Sensitivity analyses were done: (i) limiting data to that
ascertained through 3-month recall; (ii) in hypothetical
scenarios in which suppressive therapy was not available
(censoring data at initiation of suppressive therapy); and
(iii) in the as-treated population, with participants ana-
lysed according to the intervention they received.

Subgroup analyses were done for the primary
outcome, including by: (i) sex (male/female); (ii) history
of previous BCG (BCG-naïve/previous BCG); (iii)
geographical location (Australia/Brazil/Europe); (iv) age
(<40 years/40–59 years/≥60 years); (v) age at first cold
sore episode (0 to 5/6 to 12/13 to 18/>18 years-old); and
(vi) study stage (stage 1/stage 2). Heterogeneity of the
treatment effect by subgroup was assessed through in-
clusion of an interaction term (treatment x subgroup)
within the flexible parametric survival model.

Multiple imputation was used for the binary and
count outcomes when >10% of participants were
missing (see Appendix). All p values are two-sided. All
analyses were done using Stata v16.1.

Role of the funding source
The funders of the study had no role in study design,
data collection, data analysis, data interpretation, or
writing of the report.
Results
A total of 6828 participants were included in the BRACE
trial between March 30, 2020 and April 1, 2021, 3417 in
the BCG group and 3411 in the control group (Fig. 1).
They had a mean age of 42 years (standard deviation 12
years) and were predominately female (75%). Their
characteristics are detailed in the Appendix.

Of the 6447 participants who answered the baseline
HSV questions, 1894 (29.4%) participants reported
having had at least one cold sore episode in their life
and, of these, 84/1633 (5.1%) (1.4% of all participants)
reported frequent episodes with four or more re-
currences in the year preceding inclusion. Age at first
episode, number of cold sore episodes in the last year,
and self-reported impact of cold sores on quality of life
are detailed in Table 1. During follow up, 30 participants
with frequent recurrent cold sores reported using oral
therapy for cold sores: 19 in the BCG group and 11 in
the control group (including 4/19 (21%) and 5/11 (45%)
using long-term therapy to prevent recurrences,
respectively).

Primary outcome
Of the 84 individuals with frequent recurrent cold sores,
70 reported a recurrence (32/38 (84%) in the BCG group
and 38/46 (83%) in the control group) with a median
time to recurrence of 2.2 (IQR 1.6, 3.5) months after
randomisation in the BCG group, compared with 1.8
(IQR 1.1, 4.2) months in the control group. The time to
first cold sore recurrence was 1.55 months greater in the
www.thelancet.com Vol 64 October, 2023
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Assessed for eligibility in clinics
(n=6943) Excluded

• Did not go through the whole eligibility 
process or declined to participate (n=30) 

• Did not meet inclusion criteria (n=37) 

Allocation

Analysis

Consented in clinics (n=6876) 

Enrolment

Excluded pre-randomisation
• Withdrew consent (n=35) 
• No blood sample (n=13) 

BCG group (n=3417) Control group (n=3411)

Randomised (n=6828) 

Analysed by intention to treat (n=3417)
Analysed by as-treated (n=3411)

Analysed by intention to treat (n=3411)
Analysed by as-treated (n=3416)

Received BCG (n=3401) 
Did not receive BCG (n=15)
Unknown intervention given (n=1) 

No BCG (n=3401) 
Received BCG in error (n=10)

Follow-Up

Withdrawn after vaccination (n=88)
- Disappointed re allocation for study (n=2)
- Study has become a burden (n=24)
- Relocation (n=9)
- Personal reason (n=1)
- Serious concurrent medical condition (n=5)
- No reason given (n=37)
- Adverse Event (n=1)
- Other (n=9)
Lost to follow-up (n=178)

Withdrawn after vaccination (n=153)
- Disappointed re allocation for study (n=6)
- Study has become a burden (n=41)
- Relocation (n=19)
- Personal reason (n=5) 
- Serious concurrent medical condition (n=3)
- No reason given (n=72)
- Other (n=7)
Lost to follow-up (n=283)

Participants with ≥ 2 recurrences per year (n=189)

Participants with frequent (≥ 4) recurrences 
per year (n=38)

Participants with ≥ 1 recurrences per year (n=441)

Participants who had previously had a cold sore (n=944)

Participants who 
never had a cold 

sore (n=2318)

Participants who 
never had a cold 

sore (n=2235)
Participants with ≥ 2 recurrences per year (n=197)

Participants with frequent (≥ 4) recurrences 
per year (n=46)

Participants with ≥ 1 recurrences per year (n=431)

Participants who had previously had a cold sore (n=950)

Fig. 1: Trial profile.
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BCG group (95% CI 0.27–2.82, p 0.02) with a HR of 0.54
(95% CI 0.32–0.91; Fig. 2, Table 2). The beneficial effect
of BCG on the time to first cold sore recurrence was
greater in the as-treated population (difference 1.91
months, 95% CI 0.69–3.12, p 0.003; HR 0.45, 95% CI
0.26–0.76; Table 2), and persisted in all the other
sensitivity and supplementary analyses (Supplementary
Tables S1–S3). In prespecified subgroup analyses
(Fig. 2), only sex was associated with the treatment effect
(p for treatment arm × sex interaction 0.007), with a
difference in time to first cold sore recurrence of 5.20
(95% CI −0.14 to 10.53) months in males (HR 0.19, 95%
CI 0.02–1.71), compared with 0.43 (95% CI −1.04 to
1.91) months in females (HR 0.87, 95% CI 0.53–1.41).

Secondary outcomes
During the 12-month follow-up, a greater proportion of
participants with frequent recurrent cold sores in the
BCG group compared with the control group reported a
decrease in duration (61% vs 21%; RD 42%, 95% CI
20–64%), severity (74% vs 21%; RD 54%, 95% CI
34–75%) and perceived frequency (55% vs 21%; RD
35%, 95% CI 13–57%) of cold sore recurrences (Table 2,
Fig. 3). In addition, a greater proportion of participants
in the BCG group compared with the control group
reported a reduction in the impact of cold sores on their
quality of life (42% vs 15%; RD 25%, 95% CI 4–47%;
Table 2). There was no difference between the groups in
the proportion of participants reporting any cold sore
www.thelancet.com Vol 64 October, 2023
recurrence, or the total number of cold sore recurrences
reported (Table 2).

Supplementary analyses in all participants who
previously ever had a cold sore
In the analyses done in the 1894 participants who ever
had a cold sore, there were differences in the proportion
of participants reporting a perceived decrease in dura-
tion (32% vs 17%; RD 15%, 95% CI 9–22%), severity
(36% vs 16%; RD 21%, 95% CI 14–27%), frequency
(30% vs 14%; RD 15%, 95% CI 9–21%), and impact on
quality of life (23% vs 11%; RD 12%, 95% CI 6–17%) of
cold sore episodes in the BCG group compared with the
control group (Table 2, Fig. 3). The magnitude of
decrease in severity was proportional to the frequency of
cold sore recurrences in the year preceding inclusion
(Table 2, Fig. 3). There was no difference between the
two groups in the time to first recurrence, the propor-
tion of participants reporting a cold sore recurrence, or
the number of cold sore recurrences (Table 2).

Supplementary analyses in participants who never
previously had a cold sore
In the 4553 participants who reported no prior cold sore
occurrences in the baseline questionnaire, the propor-
tion of participants reporting a first cold sore episode
during the 12 months of follow-up was greater in the
BCG group (90/2007, 4.5%) compared with the control
group (59/1861, 3.2%), with a RD of 1.4% (95% CI
5
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Participants with frequent recurrent cold sores

Control BCG

Baseline characteristics

Participants 46 38

Sex, female 41/46 (89%) 34/38 (89%)

Age, years 43.6 (11.8) 41.8 (10.6)

Presence of comorbidities 10/46 (22%) 5/38 (13%)

Geographical location

Australia 30/46 (65%) 26/38 (68%)

Europe 10/46 (22%) 7/38 (18%)

South America 6/46 (13%) 5/38 (13%)

Personal history of BCG or tuberculosis

BCG in the past 22/46 (52%) 20/38 (53%)

Lived in tuberculosis endemic country 5/46 (11%) 3/38 (8%)

Previous known latent tuberculosis infection 0/46 (0%) 0/38 (0%)

Previous positive tuberculin skin test (>5 mm) 4/46 (9%) 5/38 (13%)

Personal history of cold sores

Ever had a cold sore 46/46 (100%) 38/38 (100%)

Age at first episode of cold sore

<1 year old 1/43 (2%) 1/38 (3%)

1–5 years old 10/43 (23%) 9/38 (24%)

6–12 years old 11/43 (26%) 8/38 (21%)

13–18 years old 9/43 (21%) 12/38 (32%)

19–35 years old 10/43 (23%) 7/38 (18%)

36–50 years old 1/43 (2%) 1/38 (3%)

>50 years old 1/43 (2%) 0/38 (0%)

Recurrence frequency in past year

4–6 episodes 36/46 (78%) 33/38 (87%)

7–12 episodes 10/46 (22%) 4/38 (11%)

≥13 episodes 0/46 (0%) 1/38 (3%)

Impact of cold sores on quality of life

Does not impact quality of life 15/46 (33%) 9/38 (24%)

Painful 21/46 (46%) 19/38 (50%)

Aesthetically displeasing 15/46 (33%) 15/38 (39%)

Impact social life 10/46 (22%) 12/38 (32%)

Eating/drinking painful 9/46 (20%) 7/38 (18%)

Associated with bad mood 11/46 (24%) 7/38 (18%)

Impact work 7/46 (15%) 7/38 (18%)

Other impact 1/46 (2%) 1/38 (3%)

On-study data

Participants with 12 months of survey dataa 37/46 (80%) 37/38 (97%)

Completed survey with 3-month recall lengthb 146/152 (96%) 141/144 (98%)

On-study use of oral therapy for cold sores 11/27 (41%) 19/27 (70%)

To treat active cold sores 6/11 (55%) 15/19 (79%)

To prevent cold soresc 0/11 (0%) 0/19 (0%)

Both (treat and prevent)c 5/11 (45%) 4/19 (21%)

aThis is surveys completed and occurrence of HSV reported but is not indicative of complete data for all outcomes (e.g. individual items on survey could be missed).
bDenominator is the total number of surveys completed with HSV occurrence question answered. cPrevention therapy defined as a daily oral anti-viral treatment lasting
more than 1 month.

Table 1: Participants characteristics at baseline and during the trial.
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0.3–2.6%, p 0.02; Table 2, Fig. 3). The time to first cold
sore occurrence was also shorter (difference −0.07
months, 95% CI −0.14 to 0.00, p 0.06; Table 2) and the
number of cold sore episodes over 12 months greater
(IRR 1.5, 95% CI 1.0–2.3, p 0.04; Table 2) in the BCG
group compared to the control group.
www.thelancet.com Vol 64 October, 2023
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Fig. 2: Primary outcome: time to cold sore recurrence by treatment arm, and in subgroup analyses. Forest plots show the subgroup
analyses of the primary outcome, time to cold sore recurrence and 95% confidence intervals. *p-value for subgroup x treatment arm interaction,
adjusted for randomisation strata (age group, presence of comorbidity, geographical location, and study stage). In stage 1, participants
randomised to the control group received no intervention; in stage 2, participants randomised to the control group received placebo saline
intradermal injection. †Few participants prevented the estimation of the treatment effect in this stratum.

Articles
As previously reported, there were no safety concerns
following BCG vaccination in the BRACE trial (see
Appendix).17,19
Discussion
This is the first RCT in which the efficacy of BCG
vaccination to reduce cold sore recurrence is assessed.
In individuals with frequent recurrent cold sore epi-
sodes, we found a 53% increase in the mean time spent
without a recurrence over the 12 months following
BCG vaccination, together with a decrease in the self-
reported burden of cold sore recurrences. Although,
participants in the BCG group were more likely to use
oral therapy during follow up, a higher proportion of
participants in the control group reported using it for a
longer period, to prevent cold sores. BCG vaccination
had the highest impact on individuals with frequent
recurrent cold sore episodes. A decrease in cold sore
burden was observed in participants with less frequent
cold sore recurrences, but of lower magnitude. The
effect of BCG on delaying time to first cold sore
recurrence was greater in the as-treated population,
supporting this being a true beneficial effect of the
intervention.

Overall, the benefit of BCG vaccination was mainly
qualitative (e.g. decreased severity of episode, lower
impact of episode on quality of life), rather than
quantitative (e.g. proportion of participant with a
recurrence, number of recurrences). This highlights
the need to include outcome measures that are clini-
cally relevant in clinical trials, as even small changes,
which may be difficult to capture with quantitative
measures alone, can significantly impact individuals’
everyday lives.

Previous observational studies reporting the impact
of BCG vaccination on HSV have involved a total of 127
www.thelancet.com Vol 64 October, 2023
individuals with recurrent cold sores and 162 with
recurrent herpes genitalis.14 In the two studies restricted
to individuals with recurrent cold sores, nearly all par-
ticipants benefitted from BCG vaccination, with 48%
remaining recurrence-free and 45% clearly improving,
with fewer or less severe recurrences.14,21

The only RCT addressing the use of BCG for HSV
recurrence was restricted to adults with active herpes
genitalis (first episode or recurrence). In that trial, a total
of 155 adults were randomised to BCG-Glaxo vaccina-
tion or to an intradermal injection of Candida sp. anti-
gen. The mean frequency of recurrence was unchanged
after BCG vaccination, but was lower among those with
recurrent herpes genitalis who received intradermal
Candida.15 However, interpretation of this finding is
complicated by potential methodological limitations, the
most important being the control group receiving a
potentially beneficial intervention, as Candida sp. skin
test antigen is also known to induce non-specific
immunomodulation.22,23

We observed a sex-differential effect, with BCG
vaccination benefitting males with frequently recurring
cold sores more than females. Although our study was
underpowered to detect subgroup effects, it is consistent
with previous studies reporting an influence of sex on
the immune response to infections and vaccines,24 as
well as on off-target effects of vaccination.25

A previous study suggests that repeated doses of
BCG might be more effective than a single dose to
reduce herpes genitalis recurrences. In this prospective
study of 38 adults with severe and recalcitrant recurrent
episodes, BCG-Glaxo vaccination was given once a
month for a maximum of 6 total doses. The intervention
was beneficial for 63% of the individuals, with 21%
remaining recurrence-free and 42% experiencing fewer
or milder episodes.26 In our study, there was no addi-
tional benefit in those who had previously received
7
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Control BCG Difference p-value

BCG–control

Primary outcome: Time to first cold sore recurrence, in participants with ≥4 cold sore recurrences per year

Intention to treat population N = 46 N = 38

Participants with cold sore occurrence by 12 months 38 32

Median time to first recurrence (months)a 1.8 (IQR 1.1, 4.2) 2.2 (IQR 1.6, 3.5)

Event rate (per 100 person years) 320 (233, 440) 241 (170, 341)

RMST (months) 3.0 (2.4, 3.8) 4.6 (3.6, 5.8) 1.6 (0.3, 2.8) 0.02

As treated population (sensitivity analysis) N = 44 N = 40

Participants with cold sore occurrence by 12 months 36 34

Median time to first recurrence (months)a 1.7 (IQR 1.1, 3.2) 2.3 (IQR 1.6, 3.9)

Event rate (per 100 person years) 329 (237, 456) 239 (171, 335)

RMST (months) 2.8 (2.2, 3.6) 4.7 (3.8, 5.9) 1.9 (0.7, 3.1) 0.003

Secondary outcomes by 12 months (analysed in ITT)

Participants with ≥4 cold sore recurrences per year N = 46 N = 38

Proportion of participants with cold sores recurrence 38/41 (92.7%) 32/38 (84.2%) RD: −9.8% (−25.1, 5.5)b 0.2

Mean number of cold sores recurrences (months) 3.9 (SD 3.8) 4.0 (SD 3.6) IRR: 0.9 (0.6, 1.5)b 0.8

Decrease in duration of cold sores recurrencesa 7/34 (20.6%) 19/31 (61.3%) RD: 41.9% (20.4, 63.5) <0.001

Decrease in severity of cold sores recurrencesa 7/34 (20.6%) 23/31 (74.2%) RD: 54.2% (33.7, 74.7) <0.001

Decrease in frequency of cold sores recurrencesa 7/34 (20.6%) 17/31 (54.8%) RD: 34.7% (12.6, 56.8) 0.002

Decrease in impact on QoL of cold sores recurrencesa 5/34 (14.7%) 13/31 (41.9%) RD: 25.4% (4.4, 46.5) 0.02

Participants with ≥2 cold sore recurrences per year N = 197 N = 189

Time to first cold sore occurrence, RMST (months) 6.2 (5.6, 6.8) 6.1 (5.5, 6.7) −0.1 (−1.0, 0.8) 0.8

Median time to first recurrence (months)a 2.7 (IQR 1.6, 5.9) 3.3 (IQR 1.9, 5.8)

Proportion of participants with cold sores recurrence 135/182 (74.2%) 131/176 (74.4%) RD: −0.2% (−8.9, 8.6)b 1.0

Mean number of cold sores recurrences 2.6 (SD 3.2) 2.4 (SD 2.7) IRR: 0.9 (0.7, 1.2)b 0.5

Decrease in duration of cold sores recurrencesa 21/115 (18.3%) 53/119 (44.5%) RD: 26.0% (14.6, 37.4) <0.001

Decrease in severity of cold sores recurrencesa 21/115 (18.3%) 62/119 (52.1%) RD: 32.7% (21.2, 44.2) <0.001

Decrease in frequency of cold sores recurrencesa 20/115 (17.4%) 52/119 (43.7%) RD: 25.2% (13.9, 36.6) <0.001

Decrease in impact on QoL of cold sores recurrencesa 14/115 (12.2%) 39/119 (32.8%) RD: 19.2% (8.9, 29.6) <0.001

Participants with ≥1 cold sore recurrence per year N = 431 N = 441

Time to first cold sore occurrence, RMST (months) 7.4 (7.0, 7.8) 7.2 (6.8, 7.7) −0.2 (−0.8, 0.4) 0.6

Median time to first recurrence (months)a 3.3 (IQR 1.9, 6.7) 3.1 (IQR 2.0, 5.7)

Proportion of participants with cold sores recurrence 247/390 (63.3%) 256/403 (63.5%) RD: −0.1% (−6.6, 6.5)b 1.0

Mean number of cold sores recurrences 1.8 (SD 2.8) 1.8 (SD 2.5) IRR: 1.0 (0.8, 1.2)b 0.9

Decrease in duration of cold sores recurrencesa 37/213 (17.4%) 89/229 (38.9%) RD: 21.2% (13.1, 29.3) <0.001

Decrease in severity of cold sores recurrencesa 36/213 (16.9%) 101/229 (44.1%) RD: 26.6% (18.4, 34.8) <0.001

Decrease in frequency of cold sores recurrencesa 31/213 (14.6%) 83/229 (36.2%) RD: 21.4% (13.6, 29.2) <0.001

Decrease in impact on QoL of cold sores recurrencesa 24/213 (11.3%) 66/229 (28.8%) RD: 16.9% (9.8, 24.1) <0.001

Participants who ever had a cold sore N = 950 N = 944

Time to first cold sore occurrence, RMST (months) 9.0 (8.8, 9.3) 8.9 (8.7, 9.2) −0.1 (−0.4, 0.3) 0.7

Median time to first recurrence (months)a 3.9 (IQR 2.0, 7.3) 3.8 (IQR 2.2, 7.1)

Proportion of participants with cold sores recurrence 369/832 (44.4%) 385/866 (44.5%) RD: 0% (−4.7, 4.6)b 1.0

Mean number of cold sores recurrences 1.1 (SD 2.2) 1.1 (SD 2.0) IRR: 1.0 (0.8, 1.2)b 0.9

Decrease in duration of cold sores recurrencesa 54/328 (16.5%) 112/349 (32.1%) RD: 15.2% (8.9, 21.6) <0.001

Decrease in severity of cold sores recurrencesa 51/328 (15.5%) 127/349 (36.4%) RD: 20.5% (14.1, 26.9) <0.001

Decrease in frequency of cold sores recurrencesa 46/328 (14.0%) 103/349 (29.5%) RD: 15.2% (9.2, 21.3) <0.001

Decrease in impact on QoL of cold sores recurrencesa 36/328 (11.0%) 81/349 (23.2%) RD: 11.8% (6.3, 17.4) <0.001

Participants who never had cold sores N = 2235 N = 2318

Time to first cold sore occurrence, RMST (months) 11.8 (11.8, 11.9) 11.8 (11.7, 11.8) −0.1 (−0.1, 0.0) 0.06

Median time to first recurrence (months)a 5.2 (IQR 2.7, 8.0) 5.8 (IQR 2.8, 8.4)

Proportion of participants with cold sores recurrence 59/1861 (3.2%) 90/2007 (4.5%) RD: 1.4% (0.3, 2.6)b 0.02

Mean number of cold sores recurrences 0.0 (SD 0.3) 0.1 (SD 0.4) IRR: 1.5 (1.0, 2.3)b 0.04

Numbers in parentheses represent 95% confidence intervals where not otherwise specified. All analyses are adjusted for stratification factors used at randomisation (age, geographical
location, presence of comorbidity, study stage). IRR: incidence rate ratio; RD: risk difference; QoL: quality of life; ITT: intention to treat; RMST: restricted mean survival time; SD: standard
deviation; IQR: interquartile range. aAmong participants with a cold sore recurrence during the study. bMultiple imputation was required due to >10% of missing data.

Table 2: Primary and secondary outcomes.
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Fig. 3: Secondary outcome: cold sore re/occurrence and perceived difference in severity of cold sores episodes at 12 months after
randomisation, by treatment arm and reported cold sore frequency at baseline.
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BCG, however the prior dose was generally given de-
cades earlier, often in the neonatal period.

The mechanisms underlying predisposition to
recurrent HSV are uncertain. Host genetics and mi-
nor variations in the immune system may play a role.
Several genes associated with HSV infection and their
recurrence have been identified,27–31 but these findings
have not been replicated. Imbalance in lymphocyte T
subsets has been reported in individuals with recur-
rent herpes labialis32 or genitalis.33 In one study, nor-
malisation of the ratio following BCG vaccination
paralleled clinical improvement.33 In a case report,
defective interferon-γ production due to specific de-
fects in double-stranded RNA recognition were iden-
tified in three patients with severe recurrent HSV-2
skin eruptions, who subsequently got better after
interferon-γ treatment.29 Finally, in individuals with
recurrent cold sores, clinical improvement following
BCG vaccination has also been associated with sig-
nificant changes in in-vitro HSV-Ag-induced leukocyte
migration inhibition, which remained unchanged in
two non-responders.21

BCG vaccine has well-documented effects on both
the innate and the adaptive immune system.34,35 How-
ever, the specific immunological mechanisms that un-
derlie the off-target effect of BCG vaccination are not yet
fully understood. In those with recurrent cold sores, a
BCG-induced change in the balance of lymphocytes
subsets and/or enhancement of interferon-γ production
might play a role in the observed clinical effect.29,35–37

In our study, despite a beneficial effect on HSV re-
currences, BCG vaccination did not reduce the risk of a
first cold sore episode. The opposite was in fact
observed, with a slightly increased risk in the BCG
group. This might be explained by different immuno-
logical mechanisms underlying susceptibility to initial
infection compared with the mechanisms controlling
latent infection and suppressing reactivation. This
www.thelancet.com Vol 64 October, 2023
provides an interesting insight on the immunomodu-
lation induced by BCG vaccination. It is noteworthy that
this finding is consistent with the results or the BRACE
trial which found that the risk of COVID-19 was higher
in the BCG group when compared with the placebo
group.17 We plan further exploration of these mecha-
nisms using blood samples collected from participants
at baseline and during follow-up.

The small number of participants with frequent
recurrent cold sores included in this analysis and the
inability to ensure complete blinding in trials of BCG
are potential limitations of this study. In addition, the
episodes were self-reported, without virological
confirmation. However, this is the first RCT to report
the effect of BCG vaccination on cold sore recurrence.

In summary, BCG-Denmark vaccination had a
beneficial effect on herpes labialis, with an observed
increase in the time spent without a recurrence amongst
individuals previously reporting frequent recurrences.
The self-reported burden of cold sore recurrences
generally decreased following vaccination, especially in
those with the most frequent recurrences. Interestingly,
in contrast, we observed a small increased risk of
reporting a first cold sore episode in the BCG group.
Future studies should focus on other populations in
which herpes recurrence has a significant impact,
including children (in whom cold sore recurrences
impact feeding and schooling) and amongst individuals
with recurrent herpes genitalis.
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