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►Syphilis in all its splendor
– Postexposure prophylaxis: a desperate measure?

►Gonorrhea treatment: few and no new 
options

►Chlamydia: reappearance of LGV proctitis?
►Vaccinate: HBV/HAV, HPV, meningococcus
►Screen: all relevant anatomic sites

Outline



Primary and Secondary Syphilis — Rates 
of Reported Cases by Age Group and 
Sex, United States, 2015



Syphilis rates among MSM: 
a timeline

Peterman, 2015, Expert Rev Anti Infect Ther

Syphilis rates among MSM will soon be 
similar to those in the early 1980s



Primary and Secondary Syphilis —
Rates of Reported Cases by County, 
United States, 2015

* In 2015, 1,811 (57.7%) of 3,141 counties in the United States reported no cases of primary and secondary 
syphilis. Refer to the NCHHSTP Atlas for further county-level rate information: 
https://www.cdc.gov/nchhstp/atlas/.



Primary and Secondary Syphilis — Reported 
Cases by Sex, Sexual Behavior, and HIV 
Status, 31 States*, 2015

* 31 states were able to classify ≥70% of reported cases of primary and secondary syphilis as MSW †, MSM †, or 
women and ≥70% of cases as HIV-positive or HIV-negative during 2015. 
† MSM = men who have sex with men; MSW = men who have sex with women only.



MMWR Nov 4, 2016

►388 cases MMWR 11/4/16

►Most among MSM with HIV
– A few among HIV-negative persons, including heterosexual men and women

►Several resulted in significant sequelae, including blindness

►All should be reported within 24 h of diagnosis to Public Health 



MMWR Nov 4, 2016
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LP in HIV & Syphilis: Key Points

• Routine LP in HIV not recommended; base on history & 
examination

• CSF VDRL is insensitive (false negatives 30%-70%)
• Consider abnormality of any CSF parameter evidence for 

CNS involvement if serology is +, exam consistent, or 
known exposure
• ⇑ WBC (usually lymphocytes; not specific; >5 typical, but some 

authors have used >20 to account for HIV-related pleiocytosis)
• ⇑ Protein
• + VDRL
• + FTA/TPPA: very sensitive; not specific (helpful if negative)



Syphilis Treatment
• Penicillin preferred for all stages
• Early syphilis (primary, secondary, early 

latent)
– BZN PCN (L-A) single dose IM 2.4 million units

CDC 2010 STD Treatment Guidelines www.cdc.gov/std

• Do not use other injectable PCN formulations 
• Do not use azithromycin (resistance; treatment 

failure)

• Late latent
– BZN PCN (L-A) IM 2.4 million units weekly x 3 

doses (7.2 million u total)

• Alternatives: doxycycline, ceftriaxone

http://www.cdc.gov/std/ept/default.htm


• Open-label randomized trial enrolling 64 
participants; mean CD4 388

• Serologic treatment success 12 mos.
‒ 28 of 35 (80%) in single-dose regimen
‒ 27 of 29 (93%) in 3-dose regimen
‒ Per-protocol analysis: 93% vs 100%; 

absolute difference 7% (95% C.I. -7%, 
22%); P = 0.49

‒ Not modified by CD4 count, RPR titer, 
syphilis stage

• Not powered to demonstrate non-inferiority



• Identified 1,693 reports in the literature, reviewed 20 studies that met 
selection criteria. 

• Median proportion of patients with serological nonresponse was 12.1% 
overall (interquartile range, 4.9–25.6)

• Serofast proportion estimated from 2 studies, which ranged from 35.2%–44.4 
%. Serological cure primarily associated with younger age, higher baseline 
nontreponemal titers, and earlier syphilis stage

• Relationship between serological cure and HIV status inconsistent; among 
HIV-infected patients, CD4 count and HIV viral load not associated with 
serologic cure



Congenital Syphilis — Reported Cases by Year 
of Birth and Rates of Primary and Secondary 

Syphilis Among Women, United States, 
2006–2015

* CS = Congenital syphilis; P&S = Primary and secondary syphilis.



►Key points
– We are in the middle of an impressive resurgent 

epidemic of STI, especially syphilis, in MSM
• Considerable number of neurologic syndromes, including 

auditory, facial nerve palsy, visual abnormalities
– Among these infected MSM, at least half are co-

infected with HIV
– Infection is occurring nationwide, across 

race/ethnicities
– Congenital syphilis events are still occurring
– Early syphilis PREDICTS HIV acquisition in those not 

already infected with HIV



A Vicious Cycle: STDs predict future HIV Risk

1 in 15 MSM were diagnosed with HIV within 1 year.*

1 in 53 MSM were diagnosed with HIV within 1 year.*

Rectal GC 
or CT

1 in 18 MSM were diagnosed with HIV within 1 year.**

Primary or
secondary
syphilis

No rectal STD 
or syphilis 
infection

*STD Clinic Patients, New York City.  Pathela, CID 2013:57;  
**Matched STD/HIV Surveillance Data, New York City.  Pathela, CID 2015:61



►Of 2499 men, 360 (14.4%) RPR+ at screening; 333 
(92.5%) confirmed

►Syphilis incidence during trial: 7.3 cases/100 p-y
• No difference between study arms 

►HIV incidence varied by incident syphilis 
- 2.8 cases /100 p-y for none vs 8.0
• Hazard ratio 2.6 (95% CI, 1.6–4.4; P <.001)

Clinical Infect Dis, 2014



A Vicious Cycle: STDs predict future HIV Risk

1 in 15 MSM were diagnosed with HIV within 1 year.*

1 in 53 MSM were diagnosed with HIV within 1 year.*

Rectal GC 
or CT

1 in 18 MSM were diagnosed with HIV within 1 year.**

Primary or
secondary
syphilis

No rectal STD 
or syphilis 
infection

*STD Clinic Patients, New York City.  Pathela, CID 2013:57;  
**Matched STD/HIV Surveillance Data, New York City.  Pathela, CID 2015:61

So what do we do 
while we wait for a 

vaccine?



On-Demand Post-Exposure Prophylaxis 
With Doxycycline for MSM: Follow on 

to IPERGAY

Molina J-M, et al. 24th CROI. Seattle, 2017 Abstract 91LB.

On Demand PEP doxycycline 200 mg
(~24 hours after sex, up to 72 hours)

Open-Label Study
(n = 232)

HIV-negative high-risk MSM
enrolled in the open-label
IPERGAY extension study

No contraindication to 
doxycycline

Randomization
1:1

No PEP

Visits: baseline and every 2 months
Serologic assays for HIV and syphilis
PCR assays for chlamydia and gonorrhea
Urine, anal, and throat samples collected

• Baseline characteristics:
‒ Median age: 38-39 years
‒ White: 95%
‒ History of PEP use in IPERGAY: 19%.
‒ Use of psychoactive drugs (ecstasy, crack, cocaine, crystal, speed, 
GHB/GBL): 42%
‒ Circumcised: 21%
‒ Prior gonorrhea, chlamydia, syphilis infection: 16%
‒ Number of sexual acts in prior 4 weeks: 10
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Time to First STI With On-Demand PEP 
With Doxycycline for MSM

Molina J-M, et al. 24th CROI. Seattle, 2017 Abstract 91LB.
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Median follow-up: 8.7 months

Incidence of STIs (n = 73 with STI):
No PEP (n = 45): 70/100 person-years.
PEP (n = 28): 38/100 person-years).

HR: 0.53
(P=0.008)
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Time to First Chlamydia and Syphilis with
On-Demand PEP With Doxycycline for MSM

Molina J-M, et al. 24th CROI. Seattle, 2017 Abstract 91LB.

0

0.1

0.2

0.3

Time to First Chlamydia (ITT)

C
um

ul
at

iv
e 

Pr
ob

ab
ili

ty

0            2            4            6            8            10
Months 

No PEP

PEP

Median follow-up: 8.7 months

Incidence of chlamydia (n = 28):
No PEP (n = 21): 29/100 person-years.
PEP (n = 7): 9/100 person-years).

HR: 0.30
(P = 0.003)
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Median follow-up: 8.7 months

Incidence of syphilis (n = 13):
No PEP (n = 10): 13/100 person-years.
PEP (n = 3): 4/100 person-years).

HR: 0.27
(P = 0.04)
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Time to First Gonorrhea with
On-Demand PEP With Doxycycline for MSM

►No effect on 
gonorrhea incidence

►Number sites of 
gonorrhea infection 
(PEP vs no PEP)
– Anus: 11 vs 19
– Throat: 15 vs 12
– Urine: 1 vs 7

Molina J-M, et al. 24th CROI. Seattle, 2017 Abstract 91LB.
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Median follow-up: 8.7 months

Incidence of gonorrhea (n = 47):
No PEP (n = 25): 35/100 person-years.
PEP (n = 22): 29/100 person-years).

HR: 0.83
(P = 0.52)
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Conclusions
► PEP reduced overall incidence of bacterial STI by 47% in 

MSM on PrEP (8.7 months of follow-up)
► No effect on gonorrhea, but strong reduction in 

chlamydia and syphilis
► No evidence of sexual risk compensation
► Analysis of antibiotic resistance is pending
► Long-term benefit of PEP is not yet known
► Antibiotic prophylaxis for STIs still not recommended
► More research is needed

Molina J-M, et al. 24th CROI. Seattle, 2017 Abstract 91LB.
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N. gonorrhoeae — Percentage of Urethral Isolates with Elevated 
Ceftriaxone MICs (≥0.125 μg/ml) by Reported Sex of Sex 
Partner,  Gonococcal Isolate Surveillance Project, 2006–2015

* MSM = Gay, bisexual, and other men who have sex with men (collectively referred to as 
MSM);  MSW = Men who have sex with women only.



2015 CDC STD Treatment Guidelines:
Gonorrhea 

Urogenital & pharyngeal infection:
 Ceftriaxone 250 mg injection x 1 

PLUS:  
 Azithromycin 2 g orally x 1

 If CTX not available & urogenital infection
‒ Cefixime 400 mg + azithromycin 1 g 

 If severe cephalosporin allergy
‒ Gentamicin 240 mg IM + azithromycin 1 g

Doxycycline removed as 
second agent: >25% 
isolates are resistant



• 38 cases reported to CDC 
• All in HIV+ MSM
• Median CD4  483
• Suspect in severe or persistent 

proctitis, especially if 
lymphadenopathy is present

• Treat with doxycyline 100 mg bid x 
3 weeks

• Report to local health department



“STI” Immunizations in HIV

MMWR Nov 4, 
2016
MMWR Mar 27, 
2015

►Hepatitis A/B
►Either 9vHPV or 4vHPV vaccination through age 26 

years if not vaccinated previously
►Meningococcal vaccine 

– MenACWY-D (Menactra) or MenACWY-CRM (Menveo)



Date of download:  12/6/2016 Copyright © 2016 American Medical 
Association. All rights reserved.

From: Population-Based Incidence Rates of Cervical Intraepithelial Neoplasia in the Human Papillomavirus Vaccine Era
JAMA Oncol. Published online  September 29, 2016. doi:10.1001/jamaoncol.2016.3609



► HIV
► Syphilis
► Urethral GC and CT
► Rectal GC and CT (if RAI)
► Pharyngeal GC (if oral sex)

► HSV-2 serology (consider)
► Hepatitis B (HBsAg, freq not specified)

* At least annually, more frequent (3-6 months) if at high risk 
(multiple/anonymous partners, drug use, high-risk partners) & at 
relevant anatomic sites CDC 2015 STD Treatment Guidelines 

*

Anal Cancer in HIV+ MSM: Data insufficient to recommend 
routine screening, some centers perform anal Pap and HRA 

• Hepatitis C (HIV+ MSM, at least annually)





High proportion of Extragenital CT/GC 
associated with negative urine test, STD 
Surveillance Network (n=21,994)

Patton et al CID 2014



UW PTC STI Self-Testing Program



► Screen, appropriately!

► Rescreen for chlamydial and gonococcal infections 3 to 6 months 
after initial +

► Be aware of antibiotic-resistant GC

► Syphilis: it’s not going away. Recognize neuroinvasive disease

► Hepatitis C

► Sexual health
– Vaccinate for HPV

• Continue Pap screening

– Prevention messages

Take-Home Messages

Wrap It Up Alaska
Condoms
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