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2021 STI GUIDELINE UPDATE

ALISON O. MARSHALL, PHD-C, FNP-C, RN
BOSTON COLLEGE CONNELL SCHOOL OF NURSING

RATELLE STD/HIV PREVENTION CENTER OF NEW ENGLAND

DISCLOSURES

NONE
ALL OFF-LABEL PRESCRIBING OR NON-FDA TESTING RECOMMENDATIONS WILL 
BE NOTED AS SUCH

OBJECTIVES

• Identify the population of patients that should be screened for sexually 
transmitted infections.

• Discuss how to perform tailored physical exams to identify and test for 
sexually transmitted infections.

• Explain how to produce accurate treatment plans for persons with sexually 
transmitted infections.

CDC 2021 STI TREATMENT GUIDELINES

Released Summer 2020 

COVID!!

NO MORE STD GUIDELINES

• Now, “CDC STI Treatment Guidelines”
• Solidifies move away from stigmatizing word “disease”

RATES OF STIS RATES OF STIS

Rates now comparable to the 1990s- Covid did not improve this trend
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REPEAT INFECTIONS

• Certain groups of people continue to disproportionately 
acquire STIs and repeat STIs
• Those < 25 years of age
• Those that identify as Men Who Have Sex with Men (MSM)
• Persons in correctional facilities

CLINICAL PREVENTION CHANGES

EPT FOR MSM

• 2015: “EPT should not routinely be used in MSM populations.”
• Concern was for missed HIV infections

• 2021: “Shared clinical decision making should be utilized 
regarding EPT for MSM populations.” 
• Schillinger’s study done in NYC showed a very low rate 

(0.2%) of missed HIV in patients that were given EPT
Schillinger, J. 2019

PREGNANT PERSONS AND SYPHILIS

• 2015: Screen for syphilis at first prenatal contact and again 
“early in third trimester” in pregnancy if risk.

• 2021: Retest for syphilis at 28 weeks and again at delivery 
if high syphilis prevalence rates or risk
• Drug use
• Another STI during pregnancy
• Multiple sex partners
• New sex partner
• Sex partner with STI

CONGENITAL SYPHILIS CLINICIAN OPPORTUNITIES
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PREGNANT PERSONS AND HEPATITIS C

• 2015: “All pregnant women should be screened for HCV 
during the first prenatal visit.” 

• 2021: ”HCV screening should be performed for all 
pregnant women during each pregnancy, except in areas 
where the HCV positivity is < 0.1%.”

ADOLESCENTS

• Females:

• 2015: No comment on extragenital testing for chlamydia and 
gonorrhea

• 2021: Screen all females < 25 for gonorrhea and chlamydia

• Site specific based on reported activity: urogenital, pharyngeal 
and rectal

• “Opt-out” screening vs “Opt-in”

• Males:

• No screening recommendations save for YMSM 

MEN WHO HAVE SEX WITH MEN (MSM)

• 2015: Offer extragenital testing to all MSM, regardless of report of 
exposure

• i.e. Test extragenital sites even if patient reports no extragenital contact

• 2021: At least annual screening for HIV, syphilis, gonorrhea/chlamydia

• Q3months for persons with multiple sexual partners

• Q3months for persons on PrEP

• Utilize shared decision making regarding extragenital testing. 

MSM CONTINUED

• Consider adding chlamydia pharyngeal screening
• Very low rates: 0.5-2.3%1

• Will pick up asymptomatic gonorrhea infections
• Prevalence 9-15%2

• More likely to difficult to treat
• Rarely causes exudate 1. Park J, Marcus JL, Pandori M, Snell A, Philip SS, Bernstein KT. Sentinel surveillance 

for pharyngeal chlamydia and gonorrhea among men who have sex with men–
San Francisco, 2010. Sexually transmitted diseases 2012;39:482-4.

2. 2. Sheldon R. Morris, Jeffrey D. Klausner, Susan P. Buchbinder, Sarah L. Wheeler, 
Beryl Koblin, Thomas Coates, Margaret Chesney, Grant N. Colfax, Prevalence and 
Incidence of Pharyngeal Gonorrhea in a Longitudinal Sample of Men Who Have 
Sex with Men: The EXPLORE Study, Clinical Infectious Diseases, Volume 43, Issue 
10, 15 November 2006, Pages 1284–1289, https://doi.org/10.1086/508460

TRANSGENDERED PERSONS AND GENDER DIVERSE 
PERSONS
• 2015: Test for STIs based on reported sexual practices

• 2021:

• Terminology update to include “non-binary” persons

• Adapt screening based on current anatomy (i.e. annual 
chlamydia/gonorrhea screening in transgendered men < 25 years of 
age)

• Multi-site testing for chlamydia/gonorrhea in transgendered women

• Preferred testing method for the neovagina not yet known

• Cervical/vaginal swab for chlamydia/gonorrhea in transgendered men 
with symptoms who have not undergone gender affirmation surgery

PERSONS IN CORRECTIONAL FACILITIES

• 2015: 

• Screen women < 35 for 
chlamydia/gonorrhea

• Screen men < 30 for 
chlamydia/gonorrhea

• Screen all persons for 
syphilis based on local 
syphilis prevalence

• 2021:

• Opt-out screening for 
chlamydia/gonorrhea for women < 35, 
men < 30

• Opt-out screening for trichomoniasis in 
women < 25

• Opt-out screening for syphilis based on 
local syphilis prevalence

• Screen for HAV, HBV & HCV, vaccinate 
for HAV, HBV

• Opt-out HIV screening, start PrEP if 
warranted
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GENITAL ULCER DISEASES

SYPHILIS

• New terms: “serofast” vs “serological non-response”

• New guidelines about what to do if RPR titers do not respond as expected

• Eliminations:

• Automatic CSF exams in persons with isolated ocular symptoms 

• Follow-up CSF exam at 6 months in HIV uninfected OR HIV well controlled 
persons IF appropriate serological response

• Automatic CSF exams in persons with isolated otic symptoms

• Refer to the guidelines for which persons require specialty referral/lumbar 
puncture

CONGENITAL SYPHILIS
• Manifestations:

• Directly related to gestational age, stage of maternal syphilis, time until diagnosis 
and treatment.

• Liver damage, hematologic abnormalities, hydrops, hepatomegaly, 
placentomegaly, polyhydramnios, preterm birth, miscarriage, stillbirth, 
neonatal/infant death, jaundice, skeletal abnormalities, deafness, meningitis, 
developmental delays, seizures, and many more…

• 1 million pregnant women worldwide infected annually (WHO; Porter et al., 2018). 
• Penicillin treatment is 98% effective in preventing transmission from mother to 

fetus, and can treat both maternal and fetal disease 

• Recent studies have shown that up to 50% of pregnant women with syphilis do not 
have any common risk factors Therefore… UNIVERSAL SCREENING is necessary
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SYPHILIS CONTINUED
• Pregnancy

• No ceftriaxone in pregnancy
• Attractive because of less frequent dosing, but not 

as effective.
• Penicillin continues to be the best choice

• Reverse sequence algorithm: +FTA or TPPA, - RPR
• Infant get prophylaxis

HERPES

• Shifting epidemiology worldwide:

• HSV 1 now the predominant strain causing genital herpes, 
particularly in women < 30

• HSV 1 recurs less in the genitals, HSV 2 recurs less in the oropharynx

• Testing issues persist:

• No recommendation to screen using serology

• PCR testing of lesion within 48 hours of development most 
sensitive/specific

• Available, but not widely

HERPES IN PREGNANCY

• Women should not be screened in pregnancy using HSV 
serologies

• Women with a history of genital HSV should have an excellent 
physical exam at the time of delivery.  If no lesions are present 
and no prodrome, vaginal delivery possible

• Providers should discuss suppressive therapy throughout 
pregnancy or starting at 36 weeks, particularly for those with 
frequent recurrences of genital lesions

GONORRHEA & MYCOPLASMA

ANTIBIOTIC RESISTANCE

2020 STD Conference, St. Cyr

AZITHROMYCIN RESISTANCE 
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ANTIBIOTIC RESISTANCE 

Manhart, 2021; multiple other studies

GONORRHEA

• Ceftriaxone only outpatient regimen left 
• Increase to 500 mg for all infections, all sites January 2021

• If person weighs > 150 kg, 1 G of ceftriaxone
• If chlamydia cannot be ruled out, dual therapy with 

DOXYCYCLINE 100 mg PO BID x 7 days (not azithromycin)

• Test of cure recommended for pharyngeal gonorrhea 7-14 
days post treatment

GONORRHEA

• If ceftriaxone not available:
• Cefixime 800 mg PO x 1 (increase from 2015)
• If chlamydia cannot be ruled out, add Doxycycline 100 mg PO 

BID x 7 days

• If cephalosporin allergy:
• Gentamicin 240 mg IM x 1 + azithromycin 2 G PO x 1
• Note: no reliable alternative options for pharyngeal 

gonorrhea

GONORRHEA TREATMENT FAILURE

• Most treatment failures still because of re-infection
• If reinfection possible, retreat with ceftriaxone, test of cure in 

7-14 days

• If true failure suspected, order a microbial susceptibility test
• Consider Gentamicin + Azithromycin regimen, test of cure in 

7-14 days
• Refer to ID specialist and report to state DPH

NEONATES AND GONORRHEA

• Debate about stopping erythromycin ointment for all 
newborns
• Several countries have already stopped (Canada, UK, 

Australia, others in Europe), however no change in 
official CDC recommendation at this time

NON-GONOCOCCAL URETHRITIS 

• 2021: New pathogens
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MYCOPLASMA GENITALIUM

• Gets its OWN section the round!!

• New, FDA approved NAAT via Roche 
and Hologic (2019)

• Consider with NGU, recurrent 
vaginitis/cervicitis/PID

• No screening yet 
recommended, diagnostic only

• Culture not recommended

• Treat like BASHH guidelines:

• In areas where macrolide resistance is 
high:

• Doxycycline 100 mg PO BID x 7 
days then moxifloxacin 400 mg PO 
BID x 7 days 

• In areas where macrolide resistance is 
low:

• Doxycycline 100 mg PO BID x 7 
days, then azithromycin 1 G PO on 
day 1, 500 mg PO QD x 3 days*British Association for Sexual Health and HIV

CHLAMYDIA, CERVICITIS & PROCTITIS

CHLAMYDIA

• Similar problems with 
azithromycin resistance, no 
longer 1st line therapy

• Does not reliably cure rectal 
chlamydia

• Autoinoculation in women 
as high as 80%

• Higher treatment failure in 
men

• Uncomplicated infections:

• Recommended: Doxycycline 100 mg PO 
BID x 7 days

• Alternative: Azithromycin 1 G PO* x 1 
OR Levofloxacin 500 mg PO QD x 7 days

• *Preferred in pregnancy

• Alternative in pregnancy: Amoxicillin 
500 mg PO TID x 7 days

CHLAMYDIA
• Antimicrobial choice considerations:

• Access
• Cost
• Availability
• Confidentiality
• Ease of use
• Pregnancy

CHLAMYDIA CONTINUED

• Point of care testing coming soon!!
• GeneXpert, 90-minute turn around
• Others in development

• In children (defined as pre-pubertal) NAAT testing strongly 
encouraged over culture, even though not FDA approved.  
• Likely will need a secondary confirmatory test
• Azithromycin recommended over erythromycin

CHLAMYDIA CONTINUED

• When to test for re-infection versus test of cure?
• All persons should be checked for reinfection within 90 days 

of initial infection
• Test of cure needed only for pregnant persons treated with 

azithromycin
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CERVICITIS

• Most common organisms:
• Chlamydia
• Gonorrhea
• No specific organism
• Non-infectious causes

• Douching, chemical 
irritants, idiopathic 
irritation

• Less common organisms:
• Trichomonas
• Herpes
• Mycoplasma
• Anaerobic overgrowth (BV)

CERVICITIS TREATMENT

• Treat first for chlamydia:
• Doxycycline 100 mg PO 

BID x 7 days
• Alternative: 

• Azithromycin 1 G PO 
x 1

• If at risk for gonorrhea:
• Co-treat:

• Ceftriaxone 500 MG IM x 1 
in persons < 150 kg

• Ceftriaxone 1000 mg IM x 1 
in persons > 150 kg

PROCTITIS

• Inflammation of the rectum:

• Anal discharge, anorectal pain, 
tenesmus

• Primary organisms:

• Chlamydia, gonorrhea, 
lymphogranuloma venereum (LGV), 
HSV & syphilis

• Persistent infections: test for 
mycoplasma

• Work-up

• Anoscopy with gram stain of 
exudate

• Swab for gonorrhea/chlamydia

• LGV testing not widely 
available, but order if it is

• Serology for syphilis and HIUV

PROCTITIS TREATMENT

• Ceftriaxone 500 mg IM x 1 
for persons < 150 kg; 1000 
mg IM x 1 for persons > 
150 kg 

PLUS

• Doxycycline 100 mg PO BID x 7 
days (does not cover LGV)

OR
• Doxycycline 100 mg PO BID x 

21 days (covers LGV)

EXPEDITED PARTNER THERAPY

EPT BY STATE 2/2021
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EPT

• Check what organisms are covered in your state
• Most common is chlamydia, followed by gonorrhea
• Effective and safe!

• Treat all sex partners < 60 days from time of diagnosis OR 
most recent partner if no partner in > 60 days

• Ideal if partners agree to in-person evaluation, but don’t 
avoid treatment if not

EPT REGIMENS

Gonorrhea
• Cefixime 800 mg PO x 1

Chlamydia
• Doxycycline 100 mg PO BID x 7 days

OR
• Azithromycin 1 G PO x 1

TRICHOMONIASIS

TRICHOMONIASIS

• 2015: 
• Metronidazole 2G PO x 1 for men and women

• 2021: 
• Women: Metronidazole 500 mg PO BID x 7 days
• Men: Metronidazole 2G PO x 1

• Alternative: Tinidazole 2G PO X 1 for both men and women

PERSISTENT TRICHOMONIASIS

• Usually caused by 
reinfection, however, if 
reinfection can be ruled 
out:
• Order resistance kit 

from CDC

• Treatment options:
• Metronidazole OR Tinidazole 

2G PO QD x 7 days
• Tinidazole 2G PO QD + 

intravaginal tinidazole 500 
mg QD x 14 days

METRONIDAZOLE AND ALCOHOL

• 2015: Alcohol should be avoided when taking nitroimidazoles

• 2021: Abstaining from alcohol while taking nitroimidazoles is 
not needed
• Previous studies on animals, no consistent data in humans
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DISORDERS THAT CAUSE VULVOVAGINAL ITCH, 
DISCOMFORT & ODOR

BACTERIAL VAGINOSIS

• Secindazole new option
• Either 1G or 2G options

• 2G option more efficacious

VULVOVAGINAL CANDIDIASIS

• Significant resistance to fluconazole nationally

• Examine the patient and use appropriate diagnostic tools

• NAAT testing, microscopy

• Topical azoles should be used first line

• New 2021
• Ibrexafungerp (Brexafemme)

• One day treatment
• $350-$450 per dose

STI PEARLS

• Take a good sexual history

• Get the most appropriate 
sample
• Provider vs patient collected 

swabs vs urine
• Swab for suspicion, urine for 

screening

• Treat the entire sexual 
network
• EPT

• Test of reinfection within 
90 days

HPV Syphilis Chlamydia

HSV-2 HIV Gonorrhea

Thank You!
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