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Post-exposure Doxycycline to Prevent Bacterial 
Sexually Transmitted Infections

(DoxyPEP)
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Learning Objectives

▪ Discuss the cur rent re commen dation s o n th e use of doxycycline for post-exposure p rophylaxis

▪ Revie w th e DoxyP EP trial an d h ow to app ly to cl in ical p ractice
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Assessment Question #1
Wh at i s th e pr imary pu rpos e of DoxyP EP in  the co ntext of STI pr even tion ?

a. To  treat active sexual ly tran smitted  in fections  (STIs )

b. To  prevent  STI transmiss ion  after p otential expo sure

c. To  pro vide long-term protectio n again st al l STIs

d. To  replace  the need for regu lar STI scre enings

Assessment Question #2
Wh ich o f the fo llowing i s a reco mmended guid eline for the administration of DoxyP EP?

a. It sh ould be  take n dai ly r egard less o f exposu re.

b. It sh ould be  take n as  a s ingle do se with in 72 h ours  after p otential expo sure.

c. It sh ould be  take n w eekly to prevent STI tran smission.

d. It sh ould be  used as  a substitute  for safer sex practices.

Background: Doxycycline

▪ Bro ad-sp ectr um tetracycl ine

▪ Wel l absor bed an d to lerated

▪ Low incid ence  of fai lure/ side effects. 

▪ Mo st common adverse effe cts : pho tosen sivi ty and eso phageal eros ion/ulceration

▪ No dose  adjustmen t/monitoring req uired

▪ Recommend ed regimen for  chlamydia and an al ternative treatment fo r syph ili s in non -pregn an t 
patients with p enicil lin al lergy

▪ Used  as  pre-exposure p rophylaxis  (PrEP) o r po st-exposure p rophylaxis  (PEP ) for malaria and Lyme  
disease

M MWR  R ec om m R ep  20 24 ;73 (No. RR -2 ):1 –8 .
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Background: RCTs of Doxycycline as PEP

St udy Co unt ry Po pulat ion
Sam ple 

Size
Syph ilis Ch lamyd ia G ono rr hea

IPE RGAY
2015-2016

Fran ce
M SM an d TG W 

wit hout  HI V
232 H R 0.27  (0.07  - 0.98 ) H R 0.30  (0.13  - 0.70 ) H R 0.83  (0.47  - 1.47 )

D oxyVA C
2019-2023

Fran ce M SM o n H IV Pr EP 545 aH R 0.21  (0.11  - 0.41 ) aH R 0.14  (0.09  - 0.23 ) aH R 0.67  (0.52  - 0.87 )

D oxyPEP
2020-2022

Unite d 
Stat es

M SM an d TG W 
on  HIV  Pr EP

327 RR  0.13 ( 0.03 - 0.59 ) RR  0.12 ( 0.05 - 0.25 ) RR  0.45 ( 0.32 - 0.65 )

M SM an d TG W

wit h HI V
124 RR  0.23 ( 0.04 - 1.29 ) RR  0.26 ( 0.12 - 0.57 ) RR  0.43 ( 0.26 - 0.71 )

dP EP Ken ya
2020-2022

Ken ya
Non-pr egnan t W omen  

on  HIV  Pr EP
449 Not  calculat ed RR  0.73 ( 0.47 - 1.13 ) RR  1.64 ( 0.78 - 3.47 )

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.

La nc et Infe ct Dis . 2 01 8 M ar;1 8(3 ):30 8-3 17 .
N En gl  J M e d. 20 23  Dec 2 1;3 89 :23 31 -2 34 0.

M ol ina  JM  et al ,  CR OI 2 0 23.

MSM - men who have sex with men 
TGW - transgender women

Recommendation Quality of evi dence

Provi ders should counsel all gay, bi sexual, and other men who ha ve 
sex with men (MSM) and transgender women (TGW) with a hi story of 
at lea st one ba cterial sexua lly transmitted infection (ST I) (specifica lly, 
syphilis, chla mydia or gonorrhea ) duri ng the pa st 12 months about 
the benefits and ha rms of using doxycycline (a ny formulation) 200 mg
once within 72 hours (not to exceed 200 mg per 24 hours) of oral, 
vaginal, or anal sex and should offer doxycycline postexposure 
prophylaxi s (doxy PE P) throug h shared decision-making. Ong oing 
need for doxy PEP should be assessed every 3–6 months.

High-quality evidence supports this strong recommendation to 
counsel MS M and TGW and offer doxy PEP.

No recommendation can be gi ven at this time on the use of doxy PEP 
for cisgender women, cisgender heterosexual men, transgender men, 
and other queer and nonbinary persons.

Evidence is insufficient to assess the bala nce of benefits and harms of 
the use of  doxy PEP

M MWR  R ec om m R ep  20 24 ;73 (No. RR -2 ):1 –8 .

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.
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Trial Design

MSM  or TGW with a history 
of ST I in the  last 12 months

Pa ti ents on PrEP

Doxycycline PEP

Standa rd Care

Persons living with HI V

(PLWH)

Doxycycline PEP

Standa rd Care

• Open-label, randomized study
• Patients randomized 2:1 to 

receive doxy-PEP or standard 
care

Exclusions:
• Allergic to tetracyclines
• Taking interacting medications with doxycycline
• Planning to take doxycycl ine for an extended 

period
N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.

Baseline Characteristics
Total (n =  501)

HIV PrEP Co hort PLWH C oho rt
Doxycycline 

(n = 220)
Standard-car e          

(n = 107)
Doxycycline 

(n = 119)
Standard-car e           

(n = 55)

Age, mean in years (IQR) 36 (31-42) 36 (31-42) 43 (36-54) 42 (37-50)

Race (%)
      White
      Black

      As ian
      Multiple r aces or other

69%
4%

16%
11%

63%
5%

12%
20%

64%
13%

6%
17%

70%
13%

2%
15%

Hispanic or  Latino ethnic group (%) 25% 38% 34% 25%

Gender identity (%)
     Man
     Transgender woman or  gender-diverse

96%
4%

100%
0%

92%
8%

98%
2%

Any STI at baseline (%) 30% 25% 30% 36%

STI in the past 12 mont hs (%)

     Gonorr hea
     Chlamydia
     Syphilis (primary, secondary, or  early latent)

70%
65%
15%

73%
59%
1%

60%
49%
29%

68%
58%
20%

≥ two STIs in the past 12 months 48% 41% 33% 47%

Median # of sexual partners  in t he past  3 months  ( IQR) 8 (4-17) 10 (5-16.5) 7 (3-18.5) 10.5 ( 3-20)

Annual income (%)

     < $20,000
     $20,001 - $50,000
     $50,001 - $75,000
     > $75,000

14%
19%
21%
36%

12%
37%
13%
38%

35%
34%
18%
13%

31%
40%
9%

20%

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.

Primary Outcome

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.
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Secondary Outcomes (1)
Adheren ce:

▪ 86%  of particip ants repor ted takin g doxy-PEP 
consisten tly (alw ays  or  often) within  72 hours  
after con domless sex

▪ 71%  repo rted never missing d oxycycline after  
condo mless sex

Acceptabi li ty:

▪ 89%  of patient s taking doxycycline rep orted 
that taking d oxy-PEP was  acceptab le or very 
accep tab le

Adverse even ts:

▪ One grade 2  lab oratory ab normali ty

▪ Transaminiti s

▪ Five grad e 3 adve rse even ts

▪ Three diarrheal  events

▪ Two headaches  or migrain es

▪ No serious  adverse  events

▪ 2%  discontin ued due to u nacceptable ad verse 
events  or patien t preferen ce

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.

Secondary Outcomes (2) 
Antimicro bial  res istan ce:

Resis tance: MIC ≥ 16 

27% 38%
12%

12%

22% 16%

10%

8%

Resis tance: MIC ≥ 2 

N En gl  J M e d. 20 23  Ap r 6;3 88 (14 ):12 96 -1 30 6.
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Conclusions
▪ Doxy-PEP sho uld  be con sidered fo r al l M SM and  TGW who have had  ≥ 1  bacterial  STI in  the past  
12 months .

▪ Cl inical  data to suppo rt d oxy-PEP in other  po pulations  (i.e., ci sgender  wo men, ci sgend er 
hetero sexual men, transge nder men, and other quee r and  non bin ar y persons  ass igned  female at 
birth) are limited.

▪ Studies are ne eded to investigate lon g-term, intermitten t us e of doxycycl ine  and the 
microb iome.

At initi al postex posure prophy laxi s (PEP) vi sit

▪ Screen and treat a s indicated for sexuall y tra nsmitted i nfections (STIs) . F or persons wi thout HIV infection recei ving  HIV pre -ex posure 
prophyla xis (PrEP) , screen per CDC H IV PrEP guidelines (https: //www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf) . 
For persons without H IV infection not rec eivi ng HIV PrE P, consider sc reening  for HIV infection every 3–6 months.

▪ Counsel on use of  prev ention strateg ies including condom use, consideration of  reducing the number of partners, and ac cessing HIV 
PEP, PrEP or H IV treatment a s indicated.

▪ Counseling should include:
• A discussion of  the benefits a nd potenti al harms of  doxyc ycline PEP including known side effects such as photosensitivity, 

esopha gitis and esophageal discomfort, ga strointestinal intolera nce (nausea , vomiti ng , and dia rrhea) , a nd the potentia l for the 
development of  anti microbial resistance in other pathog ens and commensal organisms and c hanges in the mi crobi ome and the 
unknown long-term effects that might ca use.

• Guida nce on a cti ons to take to mitigate  potentia l side effects including  ta king doxyc ycline on a  full stoma ch with a full g lass of 
liqui d a nd avoiding  lying down for 1 hour after ta king  doxycy cline  to prevent esopha gitis.

• The need to take doxycycl ine exa ctly  as individua lly prescribed a nd only  for its i ntended purpose. Patients should not take more 
tha n 200 mg of doxycycline per 24 hours; doses should be ta ken as soon a fter sex as possible, but no later tha n 72 hours.

• Counsel on potential drug  intera ctions incl uding  the  importa nce of  separating the  doxycy cline dose  by  at lea st 2  hours from 
dairy products, a ntacids, and suppl ements that contain calci um, i ron,  magnesium, or sodium bica rbona te. No clinical ly relevan t 
intera cti ons between doxycycli ne and g ender-affirming hormona l thera py a re  like ly.

▪ Beca use  doxycycli ne  interac ts with other drug s, providers should review patient’s medi cation list, including over the counter  
medications,  to assess for possible  drug interactions.

▪ Provide enough doses of doxycycline to last until the next follow-up v isit,  ba sed on indiv idual behav ioral  assessment through shared-
decision making.

M MW R  R ec om m R ep  20 24 ;73 (No. RR -2 ):1 –8 .

At  fo llow-up  visi ts

•Scree n for  gono rr hea and  ch lamydia at  anat omic s ites  of  exposur e and syphilis  ever y 3–6 m ont hs  p er C DC  STI tr eatm ent  guidelin es 
re co mm endat ions  for  scr eenin g men  who have  sex wit h men  and t ran sgen der  women .
•For  per son s wit ho ut H IV r eceiving H IV Pr EP, screen  per C DC  HIV  Pr EP guid elines  (ht tps :/ /www.cd c.gov/hiv/p df/ risk/pre p/cd c-hiv -pr ep-
guid elines-202 1.pdf). Fo r per sons  with out  HIV  infect ion no t r eceiving H IV Pr EP, cons ider  scr een ing for  STIs  and H IV in fectio n every 3 –6 

mo nth s. A ssess  for  th e need  f or H IV  PEP an d encou rage t he use of  HIV  Pr EP.

•Co nfir m or  encou rage linkage  to H IV car e for  per so ns  living with  HIV  infect ion.
•A ssess f or s ide  e ffects  fr om  doxycyclin e.
•Pr ovide r isk r edu ct ion cou nseling and  co ndo ms.

•Re-asse ss  cont inued  need  for  d oxy PEP.
•Pr ovide en ough  doses  of do xycycline u ntil n ext follo w-up  vis it , based on  individu al behavio ral assessm ent t hr ough sha red -decis ion 
ma kin g.

A ddit ion al se rvices  to  co nsider

•Scree n for  hepat itis  B an d C in fection ; vaccin ate again st  hepa titis  B if  su scep tible.  Adm inis ter  oth er vaccines  as  indicat ed (mp ox, 

hep atit is A , and  huma n papillo mavir us ).
•Ref er fo r com pre hens ive pr imar y care, m enta l healt h se rvices , substance u se  t re atme nt, an d ot her  ser vices  as ap pro pria te.

M MWR  R ec om m R ep  20 24 ;73 (No. RR -2 ):1 –8 .
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Assessment Question #1
Wh at i s th e pr imary pu rpos e of DoxyP EP in  the co ntext of STI pr even tion ?

a. To  treat active sexual ly tran smitted  in fections  (STIs )

b. To  prevent  STI transmiss ion  after p otential expo sure

c. To  pro vide long-term protectio n again st al l STIs

d. To  replace  the need for regu lar STI scre enings

Assessment Question #1
Wh at i s th e pr imary pu rpos e of DoxyP EP in  the co ntext of STI pr even tion ?

a. To  treat active sexual ly tran smitted  in fections  (STIs )

b. To p revent STI t ransmiss io n afte r po tential exposure

c. To  pro vide long-term protectio n again st al l STIs

d. To  replace  the need for regu lar STI scre enings
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Assessment Question #2
Wh ich o f the fo llowing i s a reco mmended guid eline for the administration of DoxyP EP?

a. It sh ould be  take n dai ly r egard less o f exposu re.

b. It sh ould be  take n as  a s ingle do se with in 72 h ours  after p otential expo sure.

c. It sh ould be  take n w eekly to prevent STI tran smission.

d. It sh ould be  used as  a substitute  for safer sex practices.

Assessment Question #2
Wh ich o f the fo llowing i s a reco mmended guid eline for the administration of DoxyP EP?

a. It sh ould be  take n dai ly r egard less o f exposu re.

b. It shou ld be taken as  a single  do se within 72 hou rs after poten tial  expo sur e.

c. It sh ould be  take n w eekly to prevent STI tran smission.

d. It sh ould be  used as  a substitute  for safer sex practices.
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