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A Pathogen We Can Finally Begin to Understand
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Obstetrician/gynecologists (OB/GYNs) are acutely aware 
that the rate of sexually transmitted infections (STIs) in 

the United States remains far too high.1 And now, in addition 
to long-established STIs Neisseria gonorrhea (NG) and Chla-
mydia trachomatis (CT), we must contend with an additional 
STI—Mycoplasma genitalium (M. genitalium), which presents 
like other urogenital tract bacterial infections and has a prev-
alence up to 10% higher than NG and, at times, higher than 
CT.1 We must recognize that riding alongside these known 
STIs, this historically elusive microbe may have often been 
the underlying cause of cervicitis, pelvic inflammatory disease 
(PID), preterm delivery, spontaneous abortion, and infertility.1

In fact, M. genitalium is not a new STI—and it is by no 
means rare. This small Gram-negative bacterium, contain-
ing the smallest genome of any free-living organism, was 
first isolated in 1981,2 and although subsequent research 
produced strong evidence of pathogenicity,3,4 routine clini-
cal diagnosis of infection remained unfeasible for nearly  
40 years. Slow growth in culture (up to 6 months) is not clini-
cally useful, and the lack of a cell wall prevents detection 
through traditional Gram staining and microscopy.2 Thus, M. 
genitalium remained undetected and untreated for decades, 
lurking among better-known STIs, and when other testing 
was negative, it may have been the only infection. 

By 2015, the Centers for Disease Control and Preven-
tion (CDC) had sufficient data to identify the pathogen as 
an “emerging infection.”5 Reliable testing for M. genitalium 
infection became possible in 2019 when the United States 
Food and Drug Administration (FDA) cleared the Aptima 
Mycoplasma genitalium Assay (Hologic) as the first nucleic 
acid amplification test (NAAT) for detection of M. genitalium 
infection.⁶ With the availability of the assay, the CDC pub-

lished new testing and treatment recommendations for the 
organism in its 2021 guidelines.1 These include identifying 
a twofold increase in serious morbidities associated with 
M. genitalium infection, as well as an association with other 
STIs, including HIV.1

The new CDC guidelines recommend testing patients 
with persistent or recurrent cervicitis (of which there is a  
10–30% prevalence of M. genitalium) and recommend con-
sidering testing patients with PID (of which there is a 4–22% 
prevalence of M. genitalium).1 The guidelines also recom-
mend use of NAAT testing for the detection of the infection. 
For instance, the Aptima Mycoplasma genitalium Assay, 
which targets rRNA of the bacterium, is up to 100% sensitive 
when used with vaginal swab samples.7-11 In comparison, 
laboratory-developed PCR tests, targeting genomic DNA, 
can miss approximately 40% of M. genitalium infections.⁹ 

Because the current guidelines are limited to testing a 
narrow group of symptomatic patients, an effective response 
to M. genitalium begins with more vigilant attention to cer-
vicitis—namely that the condition is properly diagnosed, 
coded, and documented to ensure that a patient qualifies 
for testing if her condition becomes persistent or recurrent. 

Healthcare providers need to think more holistically 
about all symptoms typically associated with common vagi-
nal infections. Presentation of M. genitalium infection can be 
similar to infection with NG, CT, Trichomoniasis vaginalis (TV), 
yeast infections, and bacterial vaginosis (BV) (Table),12,13 but 
data clearly indicate that M. genitalium may, at times, be the 
sole pathogen causing abnormal discharge, vaginal irrita-
tion, or pain during urination or sex.1 

The overall prevalence of M. genitalium infection ranges 
from 1.3% in the general female population to 15.9% among 
females considered high-risk for STIs.14 In addition, in prac-
tice settings where patients may see more than one provider, 
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it is essential to develop and maintain systems for flagging 
charts to avoid overlooking persistent/recurrent symptoms 
and to encourage patients to return for reassessment when 
symptoms do not improve with initial treatment or expect-
ant management.

For example, presentation of BV may suggest running the 
M. genitalium assay as a secondary test if vaginitis symptoms 
do not clear with initial treatment. At least one study indicates 
a likelihood that prior BV infection may increase susceptibility 
to M. genitalium,15 and this is typical of our still nascent under-
standing of this microbe’s effects on patient health. Thus, in 
addition to the CDC guidelines, when symptoms of otherwise 
assumed infection do not clear as expected, testing for M. 
genitalium may be considered—especially because the treat-
ment protocol is distinctive from other STIs.  

If resistance testing is available, macrolide sensitive M. 
genitalium is treated with 100 mg doxycycline orally twice 
daily for 7 days followed by an initial dose of azithromycin  
1 g orally, and then 500 mg azithromycin orally once daily for 
an additional 3 days. Macrolide resistant (or unknown resis-
tant) M. genitalium is treated with 100 mg doxycycline orally 
twice daily for 7 days followed by moxifloxacin 400 mg orally 
once daily for 7 days.1  

Given the scarcity of macrolide resistance testing—
there is no FDA-cleared M. genitalium test available in the 
United States that detects antibiotic resistance—healthcare 
providers will need to assess and discuss treatment implica-
tions with all patients when prescribing the two-stage regi-
men that includes fluoroquinolones, as there is some risk 
of tendinopathy and tendon rupture, particularly among 
patients older than age 60.16 If healthcare providers educate 
patients about the potential adverse effects of moxifloxacin 
and instruct them to stop the medication immediately if 
they experience joint or tendon pain or swelling, treating M. 
genitalium should be the priority. 

Without question, OB/GYNs have been contending with 
M. genitalium for a long time, though we are only now at 
the leading edge of understanding this tiny microbe and its 
effects on the sexual and reproductive health of our patients. 
Broadening awareness and adoption of the CDC testing 
guidelines will increase prevalence data, which will lead to a 

better understanding of the caus-
ative relationships between M. 
genitalium and morbid conditions. 

With superior diagnostic 
tools, we can meet the challenge 
presented by this not-so-new 
microbe while helping foster regu-
lar STI testing, and encourage our 
patients to seek care when symp-
toms occur. These are all essential 
strategies to identify infection as 
early as possible to reduce spread 
and long-term sequelae. 
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TABLE   M. genitalium Presents Similarly to Other STIs and Vaginal Infections

Adapted from: Kent and Mobley12,13
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