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Objectives
• Discuss [rectal] chlamydia

– MSM
– Women
– Transmission pathway theories

• Consider azithromycin vs. doxycycline for chlamydia treatment
• Discuss partner management

– EPT implementation best practices



Case

• A 25‐year‐old woman presents for routine STI screening.
• She has no symptoms, is not pregnant, and has no known chronic medical 
problems.

• Laboratory test results show:
oHIV antibody/antigen: Negative
o Treponemal antibody: Negative
oVaginal gonorrhea/chlamydia NAAT: Positive for Chlamydia trachomatis, 
negative for Neisseria gonorrhoeae

Slide courtesy of K Ard



What is the best treatment for her infection?

A. Azithromycin 1 gram by mouth once
B. Doxycycline 100 mg by mouth twice daily for 7 days
C. Ceftriaxone 500 mg by intramuscular injection once
D. Ciprofloxacin 250 mg by mouth twice daily for 3 days
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EVIDENCE THAT DOXYCYCLINE X 1 WEEK IS 
SUPERIOR TO AZITHROMYCIN X 1 DOSE FOR 
[RECTAL] CHLAMYDIA



First‐Pass Answer: RCT: Chlamydia Treatment
Azithromycin vs. Doxycycline for Urogenital

Chlamydia infection
Antibiotic 
group 

Treatment failures Efficacy

Doxycycline 0 100%

Azithromycin 5 
(3.2%; 95%CI 0.4‐7.4%)

97%

 Captive audience: juvenile detention facilities
 Difference in failure rates was 3.2% 
 The non‐inferiority of azithromycin was not established
 Both medications are effective
 Azithro had some treatment failures, but adherence is 

likely to be much greater with single‐dose azithromycin

Geisler et al. NEJM 2015;373:2512‐2521



BUT WHAT ABOUT RECTAL CHLAMYDIA?



Chlamydia Transmission 
• Infectiousness / reservoir not been accurately defined
• Transmission has been attributed largely to asymptomatic carriers

Proposed transmission patterns: 

• Genitoanal (grey) 

• Ano-oral (black) 

• Gastrointestinal transit to large 
intestine and rectum 

Slide courtesy of A Kapoor, BIDMC
Rank RG, Yeruva L, CID 2015 and Infect Immun 2014
De Vries HJ, STD 2016



Individual study and study subgroup summary estimates of rectal chlamydia 
positivity in women stratified by clinical subgroup/population type (n=14). 

Chandra et al. Sex Transm Infect 2018;94:320-326

©2018 by BMJ Publishing Group Ltd

Rectal CT summary prevalence 
in women:

• Attending routine clinics: 6% 
(95% CI 3 – 9%)

• Among those positive for 
vaginal chlamydia: 68%  
(95% CI 57 – 80%)

• Using reported anal 
intercourse as an indicator for 
rectal testing leads to missed 
diagnoses



Slide courtesy of Brad Stoner



Next Answer: Rectal Chlamydia: 
Microbiologic Cure is Better with Doxycycline

• Dukers‐Muijrers et al., CID 2019
– Prospective multicenter cohort study 

(FemCure) in women
– Microbiologic cure in rectal infxns

• azithromycin 78.5%
• doxycycline 95.5%

• Dombrowski et al., CID 2021
– Randomized, double‐blind, placebo‐controlled trial in 

MSM in Seattle and Boston
– Microbiologic cure in rectal infxns across analysis groups

• azithromycin 71 – 77% 
• doxycycline 91 – 100%

– Trial stopped early due to interim analysis

• Lau et al., NEJM 2021
– Randomized, double‐blind, placebo‐controlled trial in 

Australian men with asymptomatic rectal chlamydia
– Microbiologic cure in rectal infxns

• azithromycin 76.4% 
• doxycycline 96.9%



Dombrowski et al., Clin Infect Dis, 2021

https://doi.org/10.1093/cid/ciab153

The content of this slide may be subject to copyright: please see the slide notes for details.

Figure 2. Comparison of 2-week and 4-week cure 
percentage by treatment group and analysis population.

“Azithromycin performed so 
poorly that even in the context 
of expected imperfect 
adherence in real-world use, 
doxycycline should be the 
recommended treatment for 
rectal CT in MSM.”

Dombrowski et al., CID 2021



Lau et al., NEJM 2021

“Adverse events including nausea, 
diarrhea, and vomiting were less 
common in the doxycycline group 
than in the azithromycin group.”



What about 
chlamydia in 
pregnancy?

First‐line 
therapy is still 
single‐dose 
azithromycin.

Dionne‐Odom et al., AJOG MFM 2021

“In this retrospective cohort 
study of 810 pregnant women 
with urogenital chlamydia 
treated with first-line 
azithromycin, nearly 1 in 4 
pregnancies with repeat 
chlamydia testing had 
persistence or recurrence. STI 
coinfection with gonorrhea or 
syphilis during pregnancy was 
the only significant risk factor 
for persistent or recurrent 
chlamydia in a model that 
adjusted for age, race, and 
insurance status.”



Unanswered Questions
• What about alternative regimens – azithromycin daily or weekly?
• Mechanism of azithromycin failure unknown

– Not likely:
• Mechanism of action (doxycycline and azithromycin both target bacterial protein synthesis and 
are considered bacteriostatic)

• Antibiotic resistance (never (!) conclusively demonstrated in vivo)
• Inadequate tissue penetration of drug in rectal environment (Fong et al. PLoS One 2017: 
azithromycin concentration above MIC for chlamydia for at least 14 days)

• Prevalence of LGV biovars (uncommon in Dombrowski et al. study)

– Temporary suppression with single‐dose azithromycin? (chlamydia persistence)
– Different host‐microbe interactions in rectal environment vs. genital tract?



Panzetta et al. Front Microbiol 2018

Chlamydia trachomatis is atypical …



BACK TO THE CASE …



Chlamydia Repeat Testing

• Abstain from sex until partners have completed treatment or 7 days 
after single dose therapy

• Routine repeat testing at 3 months for re‐infection
• High prevalence of chlamydia infection seen following prior infection + 

treatment

• Test of cure at 4 weeks if pregnant
• Consider repeat testing at 4 weeks for rectal CT treated with 
azithromycin due to lower efficacy

NEW Testing



HOW DO YOU TREAT SEX PARTNERS OF 
PATIENTS WITH CHLAMYDIA INFECTION?

From your individual device, please go to www.menti.com and enter code 58300009





Case, continued

• She’s had sex with one man in the 
past 60 days. 

• You’d like to provide expedited 
partner therapy for chlamydia, and 
she agrees to deliver it. 

Image from https://health.maryland.gov/phpa/oidpcs/cstip/pages/expedited%20partner%20therapy.aspx

Slide courtesy of K Ard



Management of Sex Partners

Expedited 
Partner 
Therapy
(EPT)

NEW States

https://www.cdc.gov/std/ept/legal/default.htm



What’s the best drug for EPT for 
chlamydia?
A. Azithromycin 1 gram by mouth once
B. Doxycycline 100 mg by mouth twice daily for 7 days
C. It depends …

Slide courtesy of K Ard



Management of Sex Partners

1. Evaluate all sex partners
2. Empirically treat all partners <60 days

• Most recent partner if last contact >60 days

3. Expedited Partner Therapy
• Heterosexuals
• Men Who Have Sex With Men – Shared Decision Making

NEW Populations



Expedited Partner Therapy

Gonorrhea Chlamydia

Cefixime 800 mg PO x 1 Doxycycline 100 mg PO 
BID x 7 days

For chlamydia or if chlamydia has not been excluded, treat 
for chlamydia with:

OR

*For pregnancy

Azithromycin 1g 
orally once*

Azithromycin 1g 
orally once*

NEW Treatment



Infection During Follow‐up Among Patients Completing The 
EPT Trial
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Golden MR, NEJM 2005



IF YOU USE EPT, HOW DO YOU DO IT?

From your individual device, please go to www.menti.com and enter code 58300009





Partner/Patient Information

A Message for Partners about Chlamydia
Expedited Partner Therapy (EPT)

January 2022
• Information sheet provided by the Massachusetts DPH (or 

comparable to that provided by the DPH) will be given out 
whenever possible with each dose of EPT and be available 
online

• Question/Answer format – easy‐to‐read, will be translated 
into many languages

• Encouragement to follow‐up with clinical provider

https://www.mass.gov/lists/expedited‐
partner‐therapy‐ept



Slutsker et al., STD 2020

“Less than half of 
EPT prescriptions 
were filled, even 
when medication 

was free.
Whenever possible, 

EPT should be 
provided as drug-in-

hand.”



SUMMARY
• Rectal chlamydia infection common in MSM and women
• Doxycycline x 1 week recommended over azithromycin x 1 dose for 

chlamydia (except in pregnant women), particularly for rectal 
chlamydia (or suspicion of rectal infection) in 2021 CDC STI 
Guidelines
– Dombrowski et al. CID 2021 worth reading
– Azithromycin x 1 dose is probably still fine for purely urogenital 
chlamydia infection – but this is a limited subset of patients!

• Repeat infection following initial chlamydia infection is common
– Recall for test of re‐infection for those with prior STI
– Treating partners crucial

• EPT should be done with meds‐in‐hand or with a partnering 
pharmacy


