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Database retrieval: Acceptability 
Databases 15/09/2023 
PubMed  85 
Embase 17 
MedRxiv 164 

EBM Reviews via OVID 29 
Clinical trials 17 

TOTAL  295 
 
PubMed search: 
#1 òdoxycyclineó[MeSH Terms] OR òdoxycyclineó[Title/Abstract] OR 

òAdoxaó[Title/Abstract] OR òDoryxó



 (òdoxycyclineó AND òPost-Exposure Prophylaxisó) OR (òdoxycycline AND òpre-
exposure prophylaxisó) OR (òDoxy-PEPó) OR (òdoxycyclineó AND òPrEPó) 

 
17 
 

 Total  17 
 
EEUU Clinical Trials search: 
 (òdoxycyclineó AND ( òPost-Exposure Prophylaxisó)  

(òdoxycycline AND òpre-exposure prophylaxisó) 
9 
8 

 Total 



Appendix 2: Summary of studies reporting on the effectiveness of doxycycline prophylaxis 
 
Reference Dimension of organizing 

framework 
Study characteristics Sample description 

and intervention 
Summary of key findings in relation to the outcome Risk of 

bias 
 

Bercot 2019 
(1) 

�x Type of doxy prophylaxis 
o PEP 

�x STI studied  
o Mycoplasma 

genitalium 
�x Location of STI 

o Pharyngeal 
o Anal 
o Genital 

�x Outcome 
o Effectiveness 

 

Open-label randomized 
study )(this is a sub-study 
of Molina 2018) (3) 
 
Analysis: Intention-to-treat  
Chi-square or Fisher�·s 
exact tests, as appropriate 
 
Time of recruitment: July 
2015 to June 2016 
 
Country: France 
 

MSM taking PrEP 
against HIV 
Randomized 1:1 
 
Sample: 210 adults 
Doxy PEP n=107 
No-PEP n=103 
 
Follow-up: six months 
 
Intervention: 200 mg of 
doxycycline within 24 
hours after each sexual 
intercourse (with a limit 
of 600 mg/week) 
 
Comparison: No 
prophylaxis 

In total, 1,102 samples from 210 participants (378 urine 
samples, 353 anal swabs and 371 throat swabs) were screened 
for MG.  
�x In total, 32 participants were found to have MG 

infections (22 at baseline and 19 at the six-month visit). 
�x The all-site prevalence of MG at baseline was 10.5% 

(6.3% in urine samples, 4.3% in anal swabs, 0.5% in 
throat swabs) and remained unchanged at 6 months 
whether PEP was used: 9.9% overall, 10.2% with PEP, 
9.6% without.  

�x The overall rate of MG resistance (prevalent and incident 
cases) to AZM and FQs was 67.6% and 9.1%, 
respectively, with no difference between arms.  

�x An in vivo mutation of the MG 16S rRNA, which could 
be associated with tetracycline resistance, was observed in 
12.5% of specimens tested. 

�x Only 11 participants acquired a new MG infection during 
this six-month period: seven participants in the PEP arm 
and four in the non-PEP arm. These infections were 
detected in urine (n=5) and anal (n=6) or throat (n=1, 
also positive for an anal sample) samples. 

Overall 
judgement 
Some 
concerns 
 

Luetkemeyer 
2023 (2) 

�x Type of doxy prophylaxis 
o PEP 

�x STI studied  
o Chlamydia 

trachomatis 
o

https://pubmed.ncbi.nlm.nih.gov/33305785/#:~:text=Conclusions%3A%20The%20prevalence%20of%20MG,recommendations%20to%20avoid%20testing%20or'
https://www.nejm.org/doi/full/10.1056/NEJMoa2211934
https://www.nejm.org/doi/full/10.1056/NEJMoa2211934


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

 Comparison: Standard 
care without doxycycline 

o 0.12 (95% CI, 0.05 to 0.25) for chlamydia 
o 0.13 (95% CI, 0.03 to 0.59) for syphilis. 

�x The incidences of the three evaluated STIs in the People 
living with HIV cohort, the relative risks were:  
o 0.43 (95% CI, 0.26 to 0.71) for gonorrhea 
o 0.26 (95% CI, 0.12 to 0.57) for chlamydia 
o 0.23 (95% CI, 0.04 to 1.29) for syphilis. 

�x Five grade 3 adverse events and no serious adverse events 
were attributed to doxycycline.  

�x Of the participants with gonorrhea culture available, 
tetracycline-resistant gonorrhea occurred in five of 13 in 
the doxycycline groups and two of 16 in the standard-
care groups.  

�x At baseline, tetracycline resistance was observed in four 
of 15 N. gonorrhea isolates (27%); after enrolment, it was 
observed in five of 13 isolates (38%) in the doxycycline 
groups and two of 16 (12%) in the standard-care groups.  

�x At baseline, S. aureus was isolated from the 
oronasopharynx in 45% of the participants, and 12% had 
doxycycline-resistant S. aureus. At month 12, S. aureus 
was isolated in 28% in the doxycycline groups and 47% in 
the standard-care groups (P=0.03), with doxycycline-
resistant isolates in 16% and 8%, respectively (overall 
percentage with resistance, 5% in the doxycycline groups 
and 4% in the standard-care groups). 

Molina 2018 
(3) 

�x Type of doxy prophylaxis 
o PEP 

�x STI studied  
o Chlamydia 

trachomatis

https://pubmed.ncbi.nlm.nih.gov/29229440/


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

 �x The incidence of all STIs during follow-up was 45.9 per 
100 person-years in the PEP group (38 participants) and 
79.6 per 100 person-years in the no-PEP group (64 
participants [HR 0. 57, 95% CI 0.13�²0.62; p=0.014]).  

�x No HIV seroconversion was observed, and 72 (71%) of 
all 102 STIs were asymptomatic.  

�x Rates of serious adverse events were similar in the two 
study groups.  

�x Gastrointestinal adverse events were reported in 62 (53%) 
participants in the PEP group and 47 (41%) in the no-
PEP group (p=0.05). 

�x 47 participants presented with a new episode of 
gonorrhea during follow-up, 22 in the PEP group (nine-
month probability 16%, 95% CI 10�²24) and 25 in the no 
PEP group (23%, 16�²32; figure 2B). The occurrence of a 
first episode of gonorrhea did not differ significantly 
between the PEP and no-PEP group (HR 0.83, 95% CI 
0.47�²1.47; p=0.52).  

�x 28 participants presented with a new episode of 
chlamydia during follow-up, seven in the PEP group 
(nine-month probability 6%, 95% CI 3�²14) and 21 in the 
no�)PEP group (19%, 13�²28). The occurrence of a first 
episode of chlamydia in participants taking PEP was 
lower than in those not taking PEP (HR 0.30, 95% CI 
0.13�²0.70; p=0.006).  

�x 13 participants presented with a new episode of syphilis 
during follow-up, three in the PEP group (9-month 
probability 3%, 95% CI 1�²7) and 10 in the no-PEP group 
(11%, 6�²19; figure 2D). The occurrence of a first episode 
of syphilis in participants taking PEP was lower than in 
those not taking PEP (HR 0.27, 95% CI 0.07�²0.98; 
p=0.047). 

Bolan 2015 (4) �x Type of doxy prophylaxis 
o PrEP 

�x STI studied  
o Chlamydia 

trachomatis 
o Neisseria 

gonorrhoeae 
o Treponema pallidum 

�x Location of STI 
o Pharyngeal 
o Anal 

Randomized controlled 
pilot 
 
Analysis: Intention-to-treat 
Generalized linear mixed 
models logistic random 
intercept 
 
Time of recruitment: 6 
September 2011 to 30 
January 2012 

models 

https://pubmed.ncbi.nlm.nih.gov/25585069/


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

o Genital 
�x Outcome 

o Effectiveness 
o Adherence 
 

 

 
Country: U.S (Los 
Angeles) 
 

 
Intervention: 100mg 
doxycycline hyclate, 
once daily for 36 weeks 
 
Comparison: 
Contingency 
management (CM) with 
incentive payments for 
remaining free STDs 

for the doxycycline arm and incentive payments for the 
CM arm) or the 48-week follow-up analysis.  

�x There was a significant difference between the 
doxycycline and CM arms on the incidence of any STD in 
the follow-up analysis that included week 48 (p=0.02; 
OR=0.27, 95% CI 0.09�²0.83), though not in the analysis 
through Week 36, with subjects in the doxycycline arm 
less likely to test positive for NG, CT, or syphilis (6 visits 
with STDs out of 53 total visits) compared to the CM 
arm (15 visits with STDs out of 49 visits). 

�x There were no differences between study arms in either 

https://www.croiconference.org/abstract/anrs-174-doxyvac-an-open-label-randomized-trial-to-prevent-stis-in-msm-on-prep/
https://www.croiconference.org/abstract/daily-doxycycline-in-msm-on-prep-for-prevention-of-sexually-transmitted-infections/


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

o Safety 
o Tetracycline 

resistance 
o Adherence 

Intervention: Immediate 
doxycycline 100 mg 
daily x 48 weeks 
 
Comparison: Deferred 
doxycycline 100 mg 

https://www.croiconference.org/abstract/doxycycline-postexposure-prophylaxis-for-prevention-of-stis-among-cisgender-women/


https://pubmed.ncbi.nlm.nih.gov/37595139/#:~:text=Prescribing%20doxyPEP%20for%2012%20months,NNTs)%20but%20prevented%20fewer%20STIs.
https://pubmed.ncbi.nlm.nih.gov/37162882/


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

  also accelerated the spread of doxycycline resistance, with 

https://pubmed.ncbi.nlm.nih.gov/34565255/


Reference Dimension of organizing 
framework 

Study characteristics Sample description 
and intervention 

Summary of key findings in relation to the outcome Risk of 
bias 
 

year period. Assuming an uptake scenario of 20% (a 
plausible level of uptake) and an adherence level of 80% 
(similar to prior clinical trials with 84% adherence), 
syphilis incidence decreased only by 10% over follow-up 
(57 fewer cases per 1,000 SMM).  

�x At year 10, the study found evidence that under realistic 
level of uptake (20%) and adherence (80%) among SMM, 
doxycycline PEP would prevent roughly one-quarter of 
syphilis infection in the instances where condom use 
failed.  

�x These data suggest that doxycycline PEP might be most 
beneficial as a targeted prevention strategy for syphilis 
infections that are often underdiagnosed such as oral 
secondary syphilis. 

 
  



Appendix 3: Summary of studies reporting on the acceptance and adherence of doxycycline prophylaxis 
 
Reference Dimension of organizing 

framework 
Study characteristics Sample description and 

intervention 
Summary of key findings in relation to the outcome Risk of 

bias 

Luetkemeyer 
2023 (2) 

�x Type of doxy 
prophylaxis 
o PEP 

�x STI studied  
o Chlamydia 

trachomatis 
o Neisseria 

gonorrhoeae 
o Treponema 

pallidum 
�x Location of STI 

o Pharyngeal 
o Anal 
o Genital 

�x Outcome 
o Effectiveness 
o Safety 
o Tetracycline 

resistance 
o Adherence 
o

https://www.nejm.org/doi/full/10.1056/NEJMoa2211934
https://www.nejm.org/doi/full/10.1056/NEJMoa2211934
https://pubmed.ncbi.nlm.nih.gov/29229440/


Reference Dimension of organizing 
framework 

Study characteristics

https://pubmed.ncbi.nlm.nih.gov/25585069/
https://pubmed.ncbi.nlm.nih.gov/33560092/
https://pubmed.ncbi.nlm.nih.gov/32213272/


Reference Dimension of organizing 
framework 

Study characteristics Sample description and 
intervention 

Summary of key findings in relation to the outcome Risk of 
bias 

�x STI studied  
o Not disaggregated 

�x Location of STI 
o Not disaggregated 

�x Outcome 
o Acceptability 

 

https://pubmed.ncbi.nlm.nih.gov/30870327/


Reference Dimension of organizing 
framework 

Study characteristics Sample description and 

https://www.medrxiv.org/content/10.1101/2023.09.06.23295017v1




Reference Dimension of organizing 
framework 

Study characteristics Sample description and 
intervention 

Summary of key findings in relation to the outcome Risk of 
bias 

�x Most participants were familiar with the concept of 
antimicrobial resistance, particularly that some bacteria are 
becoming harder to treat with antibiotics (89.0%) and can 
acquire resistance via antibiotic misuse (89.0%).  

�x 



Reference 



Appendix 4



- 

Appendix 5: Risk-of-bias assessments for randomized trials included in the synthesis 
 
 

 
 
  



Appendix 6: Risk-of-bias assessments for observational studies 

https://pubmed.ncbi.nlm.nih.gov/22479320/
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