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Case Study
A 16-year-old male patient comes in to see his primary care doctor for an 
acute care visit. He has a chief complaint of a penile discharge and burning 
with urination. He also complains of mild fatigue but otherwise feels well. On 
further questioning, he is sexually active with multiple male partners and 
states he uses condoms approximately 10% of the time. His last anonymous 
sexual encounter was 3 weeks ago with a partner whom he met on a website. 
He also had sex with his regular partner last week, but his regular partner 
doesn’t have any symptoms. He has never been tested for HIV or other sexu-
ally transmitted infections.

On physical examination, he is afebrile. His genitourinary exam is notable 
for a purulent penile discharge. He is also noted to have very mild diffuse 
lymphadenopathy in the inguinal areas.

His physician prescribes treatment and orders testing for a range of sexu-
ally transmitted infections, including HIV. He is counseled to abstain from 
sex for 7 days after treatment. A urine NAAT for chlamydia comes back posi-
tive. With treatment, the patient feels well and is no longer having symptoms. 
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 Microbiology and Pathophysiology

Chlamydia are gram-negative obligate intracellular bacteria that rely on the host cell 
for all metabolic needs. They are exquisitely adapted to life inside cells and have 
specialized cell types for replication and cellular invasion. This developmental pro-
gram alternates between two differentiated cell types, the elementary body (EB) and 
reticulate body (RB), and is critical to the completion of its life cycle [1]. The genus 
Chlamydia contains the causative agents of a number of important pathogens of 
humans. C. psittaci causes zoonotic infections resulting in pneumonia, while 
C. pneumoniae is a human pathogen that causes respiratory disease and is linked to 
atherosclerosis. Biovars of C. trachomatis are the causative agents of trachoma, the 
leading cause of preventable blindness worldwide, as well as the sexually transmit-
ted disease Chlamydia. Irrespective of the resulting disease, all chlamydial species 
share the same obligate intracellular life cycle and biphasic developmental cycle.

The cell-type-specific division of labor (replication = RB, cell invasion = EB) in 
these pathogens generates a life cycle that results in a viral-like one-step growth 
curve with a defined eclipse period when no infectious progeny is present. 
Chlamydial pathogenesis is dependent on balancing the need to replicate with the 
need to create infectious progeny. The infectious cycle starts with the elementary 
body (EB) cell type binding to target cells and inducing uptake through engagement 
of a specialized secretion system called the type III secretion system (T3SS) and 
delivery of effector proteins directly into the target cell cytoplasm [2–4]. This 
pathogen- directed endocytosis results in the EB residing in a membrane-bound 
vesicle derived from the plasma membrane of the host cell and is termed the chla-
mydial inclusion. Chlamydia alters the properties of this vacuole shortly after entry 
by insertion of proteins into the inclusion membrane [5–8]. These membrane modi-
fications ensure that the inclusion is not acidified by fusion with the endocytic or 
lysosomal pathway [9–11]. The diverse array of inclusion membrane (Inc) proteins 
give the inclusion unique properties and make the inclusion significantly different 
from other membrane systems of the host cell. One of these Inc proteins, IncA, 
confers homotypic fusion properties to the inclusion promoting fusion of nascent 
inclusions in multiply infected cells [12]. Additionally, the inclusions are trafficked 
to the microtubule-organizing center (MTOC) of the cell through hijacking the 

His partners in the last 60 days are tested and treated for exposure to chla-
mydia despite not having symptoms. His HIV test is negative, and given his 
risk factors, he is counseled on PrEP (pre-exposure prophylaxis) for HIV.

Questions for Consideration
• What are the clinical features of chlamydia infection?
• What treatment is indicated at this time?
• How should the patient be counseled to avoid further transmission?
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dynein microtubule motor protein [13]. The inclusion remains associated with the 
MTOC throughout the rest of the developmental cycle through continued interac-
tion with dynein and the minus ends of microtubules [13–15]. The mature inclusion 
has unusual biophysical properties; it has a characteristic spacious inflated morphol-
ogy, is neutral in pH and has an ionic environment identical to the host cytosol, and 
is permeable to small ions [16]. To increase in size and acquire nutrients, the inclu-
sion interacts closely with the exocytic compartment intercepting the lipids sphin-
gomyelin and cholesterol from the Golgi [17–19]. In addition to intercepting lipids 
from the Golgi, the chlamydial inclusion closely associates with the host cell ER 
system to obtain other nutrients through this unique interaction [20].

Late in the developmental cycle, RBs undergo secondary differentiation asyn-
chronously back to the infectious EB form as the inclusion becomes filled with RBs. 
This step is characterized by a condensation of the chromosome to form a densely 
packed nucleoid structure, leading to a reduction in the size of the cell from 1 to 
0.3 μm in diameter. The outer membrane proteins of the EB undergo significant 
disulfide cross-linking to impart a structural rigidity to the outer membrane [21]. 
The replicative cycle inside the host cell ends when the chlamydia fills the cell and 
induces either lysis of the host cell releasing the EB cell type or extrusion of the 
inclusion again releasing the infectious EB cell type [22, 23].

The components of this unique developmental cycle impart two important patho-
genic advantages to chlamydial infection. One, the inclusion membrane acts as a 
barrier between the bacteria and host cytosol and is thought to effectively hide the 
bacteria from host innate immune surveillance [24, 25]. Two, the infectious EB cell 
types small size and cross-linked outer membrane are likely key virulence adapta-
tions that enhance the transmission and spread of the infection from person to per-
son and from initial infection location to distal sites within the urogenital tract. The 
inclusion membranes’ barrier function is a two-way street providing an immune 
evasion advantage but at the same time inhibiting the bacteria’s access to the nutri-
ents in the cell cytosol and restricting the delivery of effector proteins. The balance 
between these two opposing properties likely reflects important trade-offs in the 
biophysical characteristics of this unique replicative niche. The EB cell type is 
likely specialized to enhance infectivity in the differing niches it encounters. It’s not 
clear what role the physical features of the EB cell type play in virulence, but 
increasingly, it is recognized that the EB cell type, although incapable of replica-
tion, can respond to environmental nutrients [26]. These results are consistent with 
the chlamydial EB being a metabolically responsive cell form that depends on 
maintaining active interactions with its environment to maintain infectivity.

 Epidemiology

Chlamydia trachomatis is one of the most common bacterial sexually transmitted 
infections (STI) in the United States (US) among sexually active adolescents and 
young adults [27–29]. C. trachomatis can cause a variety of clinical syndromes 
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including urethritis, cervicitis, and oropharyngeal disease and has the potential to 
lead to long-term sequelae in women such as pelvic inflammatory disease (PID) and 
infertility. Adding to the public health implications of this infection, C. trachomatis 
increases the risk for acquiring HIV infection [30]. There are 15 serotypes of C. tra-
chomatis with anogenital infection caused often by serotypes D-K and LGV (lym-
phogranuloma venereum) caused by L1, L2, and L3 [31].

In 2017, there were >1.7 million cases reported in the United States with the 
highest prevalence in adolescents and young adults under 25 years of age [29]. Most 
chlamydia infections are asymptomatic, so the number of infections identified and 
reported can increase as more people are screened even when incidence is flat or 
decreasing. The incidence of C. trachomatis has increased steadily in recent years, 
with a 6.9% overall increase in the number of cases from 2016 to 2017. During 
2016–2017 alone, the rate among men increased 10.5%; however, during 2013–2017, 
rates of reported cases among men increased 39.3% compared with an 11.1% 
increase among women. There are twice as many chlamydia cases in women (687.4 
cases per 100,000 females) as in men (363.1 cases per 100,000 males) in the United 
States; however, the number of cases increased by 3.8% in women and 10.5% in 
men from 2016 to 2017.

Rates of chlamydia vary by factors including age of patient, geographic region, 
race, and ethnicity (Fig. 13.1). Rates have been increasing in both young men and 
women since 2014 [32]. Among men, the age-specific rates of chlamydia cases were 
highest in the age group of 20–24 years old at 1705.4 cases per 100,000 males. 
Among women, the age-specific rates were highest in age group of 15–19 and 
20–24 years and increased over the last 3 and 4 years, respectively. The rate among 
15–19-year-olds increased 6.5% during 2016–2017, with a total increase of 10.7% 
during 2014–2017 (2949.3 to 3265.7 cases per 100,000 females). Black men and 
women are disproportionately affected by the disease with 5.6 times higher rates of 
chlamydia cases among Blacks than that among Whites (1175.8 and 211.3 cases per 
100,000 population, respectively). Rates of reported cases are also high among 
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Fig. 13.1 Rates of reported cases by age group and sex, United States, 2017 [29]
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Table 13.1 Prevalence of genital Chlamydia trachomatisa infection among persons aged 
14–39 years, by selected characteristics — National Health and Nutrition Examination Survey, 
United States, 2007–2012 [34]

Characteristic
Sample 
size

Prevalence 
(%) (95% CI)

Prevalence 
ratio (95% CI)

Total 8330 1.7 (1.4–2.0)
Sex
  Male 4181 1.4 (1.1–1.8) 0.7 (0.5–1.1)
  Female 4149 2.0 (1.5–2.5) 1.0
Age group (yrs)
  14–19 2724 2.4 (1.7–3.1) 1.0
  20–24 1456 2.9 (2.1–3.6) 1.2 (0.8–1.7)
  25–39 4150 1.1 (0.7–1.4) 0.4 (0.3–0.8)
Race/ethnicityb

  Mexican American 1640 2.3 (1.4–3.1) 2.9 (1.7–5.1)
  Black, non-Hispanic 1887 5.2 (4.0–6.4) 6.7 (4.3–

10.6)
  White, non-Hispanic 3019 0.8 (0.5–1.1) 1.0
Poverty-to-income ratioc

  <100% 1490 2.3 (1.5–3.0) 1.5 (1.1–2.0)
  ≥100% 3615 1.6 (1.2–2.0) 1.0
Current health insuranced

  Covered 5753 1.6 (1.3–1.9) 0.8 (0.6–1.1)
  Not covered 2553 2.0 (1.5–2.5) 1.0
Educatione

  ≤High school/GED 3092 2.7 (2.1–3.4) 2.4 (1.6–3.6)
  >High school/GED 3371 1.1 (0.8–1.5) 1.0
Marital statuse

  Never married 2131 2.3 (1.7–3.0) 2.8 (1.8–4.6)
  Divorced/widowed/

separated
429 3.0 (0.9–5.2) 3.7 (1.6–8.8)

  Married/living with 
partner

3043 0.8 (0.5–1.2) 1.0

Currently using oral contraceptives/Depo-Proveraf,g

  Yes 553 1.9 (0.7–3.1) 0.8 (0.4–1.6)
  No 2331 2.3 (1.7–3.0) 1.0
No. of sex partners in last yearg

  0 402 1.8 (0.6–3.0) 0.6 (0.3–1.1)
  1 3727 1.4 (1.1–1.7) 0.4 (0.3–0.7)
≥2 1686 3.2 (2.2–4.2) 1.0
Age at first sexg

  <14 yrs 779 2.6 (1.5–3.8) 1.4 (0.9–2.4)
  ≥14 yrs 5062 1.8 (1.5–2.2) 1.0

(continued)
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Characteristic
Sample 
size

Prevalence 
(%) (95% CI)

Prevalence 
ratio (95% CI)

Past STD diagnosisg,h

  Yes 579 1.9 (0.8–3.0) 0.8 (0.4–1.7)
  No 1564 2.3 (1.4–3.3) 1.0

Abbreviations: CI confidence interval, GED General Education Development certification, STD 
sexually transmitted disease
aPrevalence estimates-based urine specimen tested using the Hologic/Gen-Probe Aptima assay
bData for persons of other racial/ethnic groups, including other race, Hispanic (n = 925), and per-
sons of multiple race/ethnicity (n = 859) are not presented but are included in overall analyses
cRatio of family income to poverty level as defined by the US Census Bureau
dBased on response to the question, “Are you covered by health insurance or some other health- 
care plan?”
eAmong persons aged ≥18 years
fAmong females
gAmong persons who answered “yes” to the question “Have you ever had vaginal, anal, or oral 
sex?” (n = 5848)
hParticipants who have been told by a doctor or other health-care professional in the last 12 months 
that they had chlamydia or gonorrhea or have ever been told they have herpes or genital warts

American Indians/Alaska Natives (3.4 times higher), Hispanics (1.9 times higher), 
and Native Hawaiians/Other Pacific Islanders (3.3 times higher) than the rates 
among Whites [29].

The National Health and Nutrition Examination Survey (NHANES) is a nation-
ally representative survey of the US civilian, noninstitutionalized population that 
provides an important measure of chlamydia disease burden in respondents aged 
14–39 years [4]. One NHANES study from 2013 to 2016 demonstrated that the 
overall prevalence of chlamydia among persons aged 14–39 years was 1.7% (95% 
confidence interval [CI]: 1.3–2.1). Among sexually active females aged 14–24 years, 
the population targeted for screening, prevalence was 4.3% (95% CI: 2.7–5.8), with 
the highest prevalence among Mexican American females (10.0%, 95% CI: 
4.0–15.9) [29] (Fig. 13.2). A substantial number of infections are seen even among 
sexually active participants reporting only one partner in the last year [34]. With 
regard to certain high-risk populations, a cross-sectional analysis of chlamydia 
prevalence from incarcerated persons entering selected juvenile facilities was high 
at 14.3% for women and 6% for men. Incarcerated persons are more likely to report 
multiple partners, unprotected sex, history of substance abuse, and commercial sex 
work or difficulty accessing care and therefore at high risk for STIs including chla-
mydia [35–37].

While C. trachomatis often infects the urogenital tract, extragenital sites such as 
the oropharynx and rectum are emerging as important anatomic reservoirs of chla-
mydial disease burden in both men and women. Infections at these extragenital sites 
are often asymptomatic. A review of 80 studies from 5 international sites published 
between 1981 and 2015 focusing on extragenital infection reported a range of prev-
alence for rectal chlamydia of 2.0–77.3% and pharyngeal chlamydia of 0.2–3.2% in 

Table 13.1 (continued)
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Fig. 13.2 Chlamydia — Prevalence Among Persons Aged 14–39 Years by Sex, Race/Ethnicity, or 
Age Group, National Health and Nutrition Examination Survey, 2013–2016 [29, 33].

women, rectal chlamydia of 2.1–23% and pharyngeal chlamydia of 0–3.6% in 
MSM, and rectal chlamydia of 0–11.8% and pharyngeal chlamydia of 0–22% in 
limited data in MSW [38]. Specifically in the United States, one study at an STD 
clinic in Seattle, Washington, demonstrated pharyngeal chlamydia infection at 2.3% 
and rectal chlamydia infection at 11.9% [39]. Differences in prevalence of C. tra-
chomatis infections at these extragenital sites were often seen due to different clini-
cal settings and methods of diagnosis.

Despite expansion of testing, many young people who are at risk are still not 
being tested, with fewer than half of sexually active young women screened 
annually despite high prevalence and incidence of disease in this group. There 
is also data to support screening programs for chlamydia infection in women, in 
order to help prevent adverse sequelae such as PID [40]. However, studies have 
demonstrated suboptimal chlamydia screening and rescreening rates in both 
men and women, ranging from 22.3% to 44%, in a variety of clinical settings 
[41–44].

The high prevalence of chlamydial infection in the United States among adoles-
cents and young adults is attributable to a variety of reasons including asymptom-
atic infection, lack of adequate screening, lack of familiarity with this infection 
among treating clinicians, and a paucity of available facilities for easy detection and 
treatment. Furthermore, there is a need for programs focused on screening high-risk 
patients, contact tracing, and rapid treatment of infected individuals. Most of cases 
of chlamydia (over 75%) have been reported outside of STD clinics, mostly from 
private physicians and health maintenance organizations, emphasizing the need for 
testing and treatment in a variety of settings (Fig. 13.3) [29]. There is therefore a 
clear need for training of a wide range of primary care providers, in order to enhance 
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awareness of national recommendations for STI screening and improve rates of 
routine STI screening and health education among at-risk populations such as ado-
lescents and young adults.

 Screening

The majority of chlamydia infections are asymptomatic, making routine screening 
of high-risk individuals critically important for controlling and preventing disease 
transmission to protect both individuals and the public health. Detection and treat-
ment of infection can prevent serious sequela in women, and screening programs 
have contributed to declines in rates of PID [40, 45, 46]. The 2015 CDC STD treat-
ment guidelines outline screening recommendations for men and women, including 
adolescents [47]. Adolescents and young adults who initiate sex early in adoles-
cence, those who are incarcerated or in detention facilities, those who use injection 
drugs, those evaluated in STD clinics, young men who have sex with men (MSM), 
and those with multiple sex partners are considered high risk and should be screened 
routinely for infection [29].

No state in the United States requires parental consent for STI care, but health- 
care providers should check with local and state recommendations regarding the 
details of STI services and parental notification. They should also be aware of 
insurance claims and notification to beneficiary of services performed when treat-
ing the adolescent and young adult community in the geographic area. However, 
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Fig. 13.3 Chlamydia — Proportion of STD Clinic Patients Testing Positive∗ by Age Group, Sex, 
and Sexual Behavior, STD Surveillance Network (SSuN), 2017 [29]. ∗ Proportions represent the 
overall average of the mean value by jurisdiction. † Results are based on unique patients with 
known sexual behavior (n = 95,167) attending SSuN STD clinics who were tested ≥1 times for 
chlamydia in 2017. Acronyms: MSM = Gay, bisexual, and other men who have sex with men (col-
lectively referred to as MSM); MSW = Men who have sex with women only
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these confidentiality concerns must be balanced against the benefits to the individ-
ual and society. If patients do not have access to care or clinicians do not screen, 
many infections go undiagnosed, unreported, and untreated leading to the spread of 
disease.

 Heterosexual Individuals

The USPSTF and the CDC recommend screening for chlamydia in sexually 
active females ≤24 years and in older women at increased risk for infection, such 
as a new sex partner, multiple sex partners, or sex partners with an STI [47, 48]. 
While data to assess screening for chlamydia in heterosexual men is lacking, in 
areas with high prevalence of chlamydia, screening of young heterosexual men 
can also be considered. This can include screening in adolescent clinics, correc-
tional facilities, STD clinics, or geographic areas with a high prevalence of chla-
mydia infection rates [48–50]. Despite the recommendations made by USPSTF 
and CDC regarding screening heterosexual individuals, rates of testing for C. tra-
chomatis infection are still unfortunately low [51–54]. There are no recommen-
dations regarding screening of extragenital sites in heterosexual individuals, such 
as rectal or oropharyngeal chlamydia infection, but these infections do occur and 
are often asymptomatic. Providers should therefore inquire about oral and anal 
sexual practices and test at extragenital sites as indicated by the individual 
patient’s sexual practices.

 Pregnant Women

Mother-to-child transmission of chlamydia can cause severe complications in the 
neonate, including conjunctivitis and pneumonia. Screening for C. trachomatis 
infection in pregnant women is therefore extremely important [48]. It is recom-
mended that all pregnant women <25 years be tested for chlamydial infection and 
gonorrhea during the first prenatal visit and retested during the third trimester [55]. 
If a pregnant woman is found to have evidence of chlamydia infection, repeat 
NAAT testing for eradication of the disease should be done 3–4 weeks after com-
pletion of therapy to document cure of infection and again 3 months after treatment. 
Repeat testing and documentation of cure is recommended in pregnant women as 
persistent or a new infection with C. trachomatis can be transmitted to the neonate 
during parturition. In addition to the risk of neonatal pneumonia and conjunctivitis, 
studies have shown that treatment of chlamydial infection is associated with signifi-
cantly lower rates of preterm delivery, early rupture of membranes, and infants with 
low birth weight compared with no treatment or treatment failure [56].
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 MSM (Men Who Have Sex with Men)

In this population, there is increased risk for HIV and STDs, and screening is recom-
mended at least yearly for urethral infection in men who have insertive intercourse 
and/or rectal infection in those who have receptive anal intercourse [47]. In those 
persons with multiple or anonymous partners, sexual partners with multiple partners, 
or other high-risk factors, 3–6 month screening for C. trachomatis is recommended 
[57]. Gay-focused community-based organizations can serve as valuable partners in 
helping to reach young MSM who may not be tested elsewhere. Other than urethral 
chlamydia infection, rectal and oropharyngeal chlamydial infection can be important 
anatomic areas of infection and routes of transmission to uninfected partners. Although 
testing for C. trachomatis pharyngeal infection is not specifically recommended by 
the CDC [47], extragenital infections are common in the MSM population. There 
have been reported cases of oropharyngeal to genital transmission of infection, and 
therefore screening can be considered, especially in highly prevalent populations [38, 
39, 58–65]. Furthermore, rectal chlamydia infection has been associated with 
increased risk of HIV acquisition among MSM. While NAAT is not currently cleared 
by FDA for pharyngeal testing, many public health departments and other providers 
utilize NAAT-based pharyngeal, rectal, and urethral screening for chlamydia among 
the MSM population. Health-care providers should be aware of the significant public 
health implications associated with chlamydia: (1) multiple infections with gonorrhea 
or chlamydia are associated with increased risk of HIV infection among MSM [66, 
67], and (2) incidence of STDs has been shown to decline with frequent, routine STD 
testing and risk reduction counseling in high-risk populations [68].

 WSW (Women Who Have Sex with Women)

While historically WSW were considered to be low risk for STIs [69, 70], recent data 
suggests that assessment and screening of STIs among WSW is an important part of 
their sexual health [71–74]. There is data to suggest this population is still at risk for 
STIs, particularly adolescent and young adult WSW and those who also have male 
partners [75–78]. A study evaluating young women ages 18–24 years reported that 
bisexual students were most likely to have an STI in the past year; of note, even among 
those who reported only female partners, 6% had evidence of an STI [78]. In another 
study, a high rate of C. trachomatis infection was seen in African American WSW who 
participated in exclusive sexual activity with women (13.5%), and an even higher rate 
(35%) was demonstrated if these women had sex with men as well [79]. Another study 
among WSW ages 15–24 years old showed positive chlamydia cases among WSW 
and WSMW (women who have sex with men and women) at 7.1% compared to WSM 
(women who have sex with men) at 5.3%. This provides evidence to suggest that 
C. trachomatis is common among women reporting same-sex sexual behavior, espe-
cially in the adolescent and young adult age group. Health-care providers should 
implement STI screening according to the general guideline for young women and 
cannot assume that WSW are at low risk for STIs [80].
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 Transgender Patients

While there are few studies of C. trachomatis infection specifically in transgender 
men and women, providers should discuss patient anatomy and sexual behavior 
with these patients and provide screening according to risk behavior and guidelines 
[81]. It is recommended that transgender patients should be assessed closely for 
STD- and HIV-related risks and screened accordingly based on behavioral history 
and sexual practices.

 HIV

For those with HIV-positive status, all men and women should be screened for chla-
mydia, in addition to other STIs, initially upon entering into care and at least annu-
ally, with more frequent follow-up testing (3–6 months) depending on risk behavior 
[81–83]. Given high reinfection rates in this population, retesting for chlamydia 
infection is indicated at 3 months after treatment, not to document cure but to assess 
for new infection. Specifically, MSM with HIV infection are at increased risk for 
STDs [68]; therefore, screening for syphilis, gonorrhea, and chlamydia is an impor-
tant part of primary care by health-care providers.

 Persons in Correctional Facilities

There are high rates of chlamydia infection, as well as other STIs, in both men 
and women ≤35  in juvenile and adult detention facilities [84]. The rates are 
higher in women than in men which is concerning given the long-term compli-
cations of chlamydia infection that can occur in women. This patient population 
might have had limited access to medical care or engage in high-risk behaviors 
for STIs. Therefore, universal screening for chlamydia in women ≤35 entering 
correctional facilities is recommended. For men, it is recommended to screen 
for chlamydia among <30 years old at intake into jails and other correctional 
facilities [49, 81].

 Coinfections

Persons infected with N. gonorrhoeae are frequently coinfected with C. trachomatis 
and other STDs; therefore, it is important to screen for these infections, including 
gonorrhea, syphilis, and HIV [85, 86]. Women with bacterial vaginosis have also 
been shown to be at increased risk for chlamydia infection [87].
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 Repeat Infections

Several studies have shown there are high rates of repeat infection several months 
after initial chlamydia infection, often due to unprotected sex with an untreated sex 
partner or a new sex partner. In men, 13% had evidence of repeat infection within 
4 months of initial diagnosis, and among female adolescents, 26.3% had reinfection 
within one year [88–90]. Repeat infection with chlamydia is associated with elevated 
risk for PID and other complications in women. Therefore, rescreening for this STI is 
an underutilized but important intervention in those persons with a past history of 
chlamydia infection in many primary care settings. The CDC STD treatment guide-
lines recommend men and women who have been treated for C. trachomatis should 
be retested approximately 3 months after treatment (or whenever persons next pres-
ent for medical care if retesting at 3 months is not possible) [47], regardless of whether 
patients believe sex partners were treated. Test-of-cure using NAAT at 3–4 weeks is 
not routinely recommended for patients except in cases of pregnant women, question-
able medication adherence, persistence of symptoms, or suspected reinfection.

 Clinical Features

Infections with C. trachomatis are often asymptomatic but can lead to both acute 
symptoms and long-term health consequences such as PID and infertility in women 
and increased risk of HIV transmission in both sexes [91]. In men, the urethra is the 
most common site of infection, while in women, infection is often in the urethra and 
cervix. Adolescent and young adult women often have undiagnosed chlamydial 
infection. The asymptomatic nature of disease facilitates transmission of the bacte-
ria between partners given a large reservoir of untreated persons who do not know 
they are infected.

 Infections in Women

While chlamydial infections in women are often asymptomatic, the disease can 
result in urethritis, cervicitis, pelvic inflammatory disease, ectopic pregnancy, and 
ultimately infertility [92, 93]. Some symptoms in women mimic that of a urinary 
tract infection (painful or burning urination), and abnormal vaginal discharge or 
bleeding can also be seen. On speculum examination, patients with cervicitis will 
have cervical erythema, endocervical discharge, and/or a friable cervix (easily 
induced bleeding) [94, 95]. Providers should suspect an STI in women with urethri-
tis, especially those with a new sex partner. Symptoms of PID include fever, pelvic 
or abdominal pain, and adnexal/cervical motion tenderness [92, 94] with the poten-
tial to scar and produce adhesions and inflammation in the fallopian tubes, ovaries, 
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and endometrial lining leading to infertility [96]. While the rate of progression to 
PID in the general, asymptomatic population appears to be low, in some high-risk 
settings, 2–5% of untreated women can develop PID [97–99]. If an infected mother 
passes the infection to infants in delivery, potential consequences of blindness and 
pneumonia in the infant can occur.

 Infections in Men

In men, chlamydia infection is a cause of urethritis, epididymitis, oropharyngeal infec-
tion, and acute proctitis in MSM who practice receptive rectal intercourse. C. tracho-
matis accounts for approximately 20–50% of cases of NGU (nongonococcal urethritis) 
[100]. Often, men present with symptoms of dysuria, urethral discharge, and urethral 
discomfort. The discharge which can be sparse might be mucopurulent, cloudy, or 
clear. Patients might have erythema of the urethral meatus with localized lymphade-
nopathy. In younger men, C. trachomatis is a common cause of acute epididymitis, in 
which patients present with testicular or scrotal pain and tenderness on exam [101]. 
Epididymitis is usually associated with urethritis; the latter is often asymptomatic.

 Anorectal Infection

Anorectal infection can occur in men or women who practice receptive rectal 
intercourse. Like urethral infection, it can be asymptomatic but also has the poten-
tial to lead to severe proctitis or inflammation of the rectum. Anorectal chlamydia 
infection often presents with anal pruritus, mucopurulent or bloody rectal dis-
charge, anal pain, constipation, or tenesmus. If patients present with symptoms of 
proctitis, they should have anoscopy and evaluated for STIs. Treatment of anorec-
tal C. trachomatis infection appears to have more efficacy with a doxycycline-
based regimen rather than a single dose of azithromycin [102] (outlined further in 
Treatment section of chapter). Sigmoidoscopy, when performed (generally to rule 
out other causes of proctitis), might demonstrate friable rectal mucosa, and a rec-
tal gram stain would be expected to show elevated polymorphonuclear leuko-
cytes (PMNs).

 Oropharyngeal Disease

The pharynx can be a site of chlamydial infection in either men or women, if oral- 
genital contact occurs [59]. While this presentation is also often asymptomatic and 
underdiagnosed due to inadequate screening, patients can present with symptoms of 
pharyngitis including sore throat, fever, and tender cervical adenopathy. If infected 
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at this anatomic site, patients have the potential to transmit this infection to unin-
fected partners through oral-genital contact [103, 104].

 LGV (Lymphogranuloma Venereum)

LGV is caused by chlamydial serotypes L1, L2, and L3 – like other strains of chla-
mydia, these serotypes are also transmitted through unprotected vaginal, anal, or 
oral sexual contact. The classic presentation of LGV includes typically painless 
genital ulcers with tender femoral and inguinal adenopathy. LGV can also manifest 
as proctitis in those practicing receptive anal intercourse – symptoms may include 
diarrhea, abdominal cramps, rectal pain, mucoid/bloody rectal discharge, and/or 
fever [105, 106]. LGV proctitis can lead to serious sequelae if left untreated, such as 
perirectal abscess, fistulas, and strictures [107, 108]. Coinfections of other STIs 
with LGV is common. Due to the increase of LGV in MSM populations in the last 
10–15  years, health-care providers should consider LGV in the diagnosis when 
sexually active patients present with proctitis or inguinal/femoral lymphadenopa-
thy, especially if they are HIV-seropositive MSM.

 Diagnostic Testing

While empiric therapy is recommended in a patient with symptoms suggestive of 
chlamydia, diagnostic testing should always be performed to confirm C. trachoma-
tis infection. This testing facilitates the evaluation and treatment of both patients 
and sexual contacts. Chlamydia trachomatis is a reportable disease in every state 
which helps with public health efforts including monitoring, treatment, and preven-
tion. Clinicians should familiarize themselves with local reporting requirements by 
local STI programs, as well as national guidelines.

Diagnostic testing for C. trachomatis rely primarily on molecular testing by 
PCR. Serologic tests are not widely used, other than to help support the diagnosis of 
LGV since baseline prevalence of antibody to C. trachomatis is high in certain 
populations and IgM Ab often cannot be demonstrated within the time frame of 
disease. In men with urethritis, a gram stain showing gram-negative intracellular 
diplococci (suggesting N. gonorrhoeae) is a rapid way to distinguish NGU from 
gonorrheal infection; however, microscopy alone cannot diagnose chlamydia infec-
tion. There is not enough data to support the use of gram stain on endocervical 
specimens from women or pharyngeal or rectal specimens from men or women.

The recommended test to diagnose chlamydia infection in both men and women 
is NAAT (nucleic acid amplification testing) [65, 109]. The FDA has approved 
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NAAT testing for the diagnosis of C. trachomatis testing in genitourinary tract spec-
imens [110]. In women, this can be done by testing first-catch urine or collecting 
swab specimens from the endocervix or vagina. In men, urethral swabs or first-catch 
urine specimens can be tested. Extragenital sites, such as oropharyngeal and rectal 
specimens, have not been cleared by the FDA for detection of chlamydia, but most 
laboratories have performed Clinical Laboratory Improvement Amendment (CLIA)-
compliant validation studies and may offer NAAT for extragenital specimens [58, 
65, 110]. All cases of urethritis in men should be screened for C. trachomatis by 
NAAT on first-catch urine, and MSM should be tested for C. trachomatis from any 
potentially exposed site (e.g., rectum, throat) [103].

Point-of-care tests can help facilitate early treatment, but they have reduced sen-
sitivity and specificity compared with NAAT testing [111]. However, rapid NAAT 
tests for chlamydia are available, can provide testing with same-day results, and 
might be of benefit to use in the adolescent and young adult population. The Cepheid 
GeneXPert CT/NG assay is a chlamydia rapid NAAT with high sensitivity and 
specificity of >97% for C. trachomatis and is approved for urine and endocervical/
vaginal swabs [112]. Self-collection of swabs as an alternative to clinician-collected 
swabs is reliable and one way to help expedite or simplify screening in both men 
and women that is acceptable to patients [113–116].

Women with cervicitis should be tested for chlamydial infection and assessed for 
signs of PID. The finding of >10 WBC per high power (400X) field is consistent 
with endocervical inflammation caused by C. trachomatis or N. gonorrhoeae, but 
this is not diagnostic [117]. NAAT testing on vaginal swab fluid collected by clini-
cian or the patient has higher sensitivity than urine, and for women being evaluated 
with a speculum exam, NAAT testing can be done on endocervical swabs [118].

Genital lesions and rectal specimens can be tested for C. trachomatis in the set-
ting of LGV or other anorectal disease by NAAT if CLIA validation studies have 
been done in the laboratory and are the preferred method of detection. Diagnosis of 
LGV is based on clinical suspicion and rates seen in the community while excluding 
other causes of symptoms. Based on clinical presentation (e.g., symptoms of proc-
titis) with or without a positive NAAT, patients with findings of LGV should be 
treated empirically.

Recurrence of infection occurs frequently in adolescents and young adults of 
both sexes [90, 119]. Therefore, if a patient tests positive for chlamydia, recommen-
dations are to rescreen that person 3 months after treatment to evaluate for new STIs 
[47]. One study demonstrated that 13% of men with C. trachomatis infection in 
urban centers ages 15–35 years of age were reinfected [88]. Among female adoles-
cents in school-based health centers, the incidence of reinfection was also high, 
supporting the recommendation to rescreen adolescents frequently (both men and 
women) [89]. Early repeated chlamydial infections (<3  months) in adolescent 
women were often by the same genotype than later repeated infections [90], sug-
gesting that most repeated infections may result from failure of sex partners to 
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receive treatment. Despite these findings, studies have shown that the repeat testing 
recommendations are infrequently followed. In an analysis of chlamydia testing 
data from a large US laboratory from 2008 to 2010, positivity rates were highest 
among female adolescents, and retesting rates of persons with a history of infection 
were suboptimal, with only 22.3% of men and 38.0% of nonpregnant women 
retested. Of pregnant women, although 60.1% with a positive test were retested, 
only 22.0% received a test-of-cure within the time frame recommended in the CDC 
STD treatment guidelines [43].

If follow-up cannot be insured in patients presenting with symptoms consistent 
with chlamydia infection, they should be treated presumptively until results of test-
ing are available. Cases should be reported to the health department per state 
requirements. Test-of-cure or repeat testing 3–4 weeks after completing therapy is 
no longer routinely recommended except in specific situations such as pregnant 
women, suspected nonadherence to treatment, persistent symptoms in a patient or 
partner, and concern for reinfection. Of note, however, positive NAAT testing within 
3 weeks might reflect the presence of nonviable organisms; therefore, repeat testing 
less than 3 weeks after a positive result is generally not recommended [110].

 Treatment

Antibiotics with good intracellular penetration must be used for C. trachomatis 
infections, which also necessitate either a long half-life or a prolonged course of 
therapy. Treatment is critical to prevent health complications in the individual, rein-
fection of sex partners, and transmission to uninfected individuals and infants in 
pregnant women [98]. The most active agents against C. trachomatis include 
rifampin, tetracyclines, macrolides, sulfonamides, some fluoroquinolones, and 
clindamycin [120] (Table 13.2).

 Recommended Regimens

Oral doxycycline 100 mg twice daily for 7 days and azithromycin as a single-dose 
therapy (1 gram taken orally) in directly observed therapy are both first-line recom-
mendations for treatment of chlamydia infection of the urogenital tract. Alternative 
regimens are listed in Table  13.3a and include erythromycin, levofloxacin, and 
ofloxacin. Erythromycin might have a higher rate of GI side effects and lower effi-
cacy [121]. Azithromycin (but not doxycycline) can be administered in pregnant 
women, who  – as noted above  – should have repeat NAAT for test-of-cure in 
3–4  weeks. Persons with chlamydia should be instructed to abstain from sexual 
intercourse for 7 days after treatment completion or until resolution of symptoms, 
whichever occurs last [47].
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There is some evidence of heterotypic in vitro resistance to doxycycline [122]. 
However, doxycycline has been shown to be quite effective in clearing C. trachoma-
tis infections, and recent studies have shown better efficacy with doxycycline com-
pared to azithromycin for treatment of NGU and chlamydia rectal disease [102, 

Table 13.2 MIC of selected 
antimicrobial agents against 
Chlamydia trachomatis and 
C. pneumoniae [120]

Antimicrobial C. trachomatis C. pneumoniae

FDA-approved drugs

Doxycycline 0.031–0.25 0.015–0.5
Tigecycline 0.03–0.125 0.125–0.25
Erythromycin 0.016–2 0.015–0.25
Azithromycin 0.6–2 0.05–0.25
Clarithromycin 0.015–0.125 0.004–0.125
Clindamycin 2–16 –
Ciprofloxacin 0.5–2 1–4
Levofloxacin 0.12–0.5 0.25–1
Moxifloxacin 0.5–1 0.125–1
Rifampin 0.005–0.25 0.0075–0.03
Trimethoprim ≥128 ≥128
Sulfamethoxazole 0.5–4 ≥500
Gentamicin 500 500
Vancomycin 1000 1000
Investigational drugs

Solithromycin (CEM-101) 0.125–0.5 0.25–1
Sitafloxacin 0.031–0.063 0.031–0.125
Nemonoxacin 0.03–0.125 0.03–0.125
Delafloxacin – 0.06–0.125
AZD0914 0.06–0.5 0.25–1
Rifalazil 0.00125–0.0025 0.00125
MIC range (μg/ml)

Table 13.3a Treatment of Chlamydia trachomatis infection in adolescents and young adults and 
pregnant women [47]. Adolescents and young adults

Recommended 
regimens

Azithromycin 1 gram orally in a single dose
Doxycycline 100 mg orally twice a day for 7 days

Alternative regimens
Erythromycin base 500 mg orally four times a day for 

7 days
Erythromycin 
ethylsuccinate

800 mg orally four times a day for 
7 days

Levofloxacin 500 mg orally once daily for 7 days
Ofloxacin 300 mg orally twice a day for 7 days
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122–126]. A meta-analysis evaluating treatment for rectal chlamydia demonstrated 
pooled efficacy for doxycycline at 99.6% compared to azithromycin at 82.9% [102]. 
A summary of 23 studies found there might be small increased efficacy for doxycy-
cline compared with azithromycin for the treatment of urogenital chlamydia as 
well, but more data are needed in this area [124, 125]. However, suboptimal adher-
ence to the multiday dosing of doxycycline might contribute to poor treatment out-
comes for C. trachomatis infection in men with NGU, although nonadherence was 
not significantly associated with clinical failure overall [127]. Compliance with a 
7-day antibiotic regimen might be especially challenging in the adolescent and 
young adult population; therefore, health-care providers should assess their patient’s 
ability to comply with therapy and weigh the risks and benefits of 7 days of doxy-
cycline versus one-time azithromycin therapy. A randomized control trial to evalu-
ate treatment efficacy of azithromycin versus doxycycline for the treatment of rectal 
chlamydia among MSM is pending [128].

LGV infection with serotypes L1, L2, and L3 can lead to serious consequences 
if left untreated. These include colorectal fistulas, strictures, and even elephantiasis. 
Relative to other chlamydial infections, LGV requires a prolonged course of ther-
apy [121]. For LGV, the treatment of choice is doxycycline 100 mg orally twice 
daily for 21 days. Erythromycin 500 mg orally four times daily for 21 days is an 
alternative regimen that can be used in pregnancy (Table 13.3b) [47].

Sexual partners should also be referred for evaluation, testing, and treatment if they 
have had sexual contact with the patient within 60 days of symptom onset or diagno-
sis. Expedited partner therapy (EPT) also known as patient-delivered partner therapy 
(PDPT) is legal in most states and refers to the process of giving prescriptions or medi-
cations to the patient for delivery to their partner(s), without direct evaluation of the 
partner by the treating clinician. The impact of prescriptions on sex partner treatment 
using expedited partner therapy for C. trachomatis was recently evaluated in young 
women ages 15–25  years, and prescription-EPT and medication- EPT chlamydia 
showed comparable rates of partner treatment [129]. These methods of partner treat-
ment are recommended by the CDC STD guidelines to be offered to heterosexual 

Table 13.3b Treatment of Chlamydia trachomatis infection in adolescents and young adults and 
pregnant women [47]. Pregnant women

Recommended 
regimens

Azithromycin 1 gram orally in a single dose
Alternative regimens

Amoxicillin 500 mg orally three times a day for 7 days
Erythromycin base 500 mg orally four times a day for 7 days
Erythromycin base 250 mg orally four times a day for 14 days
Erythromycin 
ethylsuccinate

800 mg orally four times a day for 7 days

Erythromycin 
ethylsuccinate

400 mg orally four times a day for 14 days
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patients with chlamydia infection when the provider cannot ensure that all sex partners 
from the prior 60 days will be otherwise treated, only if this practice is legal in their 
state (www.cdc.gov/std/ept) [47]. Patients assigned to expedited treatment of sexual 
partners are significantly more likely than those assigned to standard referral of part-
ners to report that all of their partners are treated. They are also significantly less likely 
to report having sex with an untreated partner and are shown to have high levels of 
acceptability in the adolescent population [130, 131]. Studies have shown that EPT/
PDPT can increase partner treatment rates, thereby decreasing the rate of reinfection, 
with potential to decrease C. trachomatis incidence at the population level [131–134]. 
The main limitation of EPT is that it misses an opportunity to test partners for coexist-
ing infections that may require treatment – including gonorrhea, syphilis, or HIV. For 
this reason, the recommendation is for EPT to be used in low HIV prevalence settings, 
for heterosexual populations. EPT chlamydia is not currently recommended for MSM 
with chlamydia given the high risk of undiagnosed concomitant HIV infection and 
other STDs in this patient population. For all patients, full evaluation and testing of a 
partner of an infected patient is ideal, and all persons with chlamydia should be 
encouraged to notify sex partners and to seek treatment.

 Prevention

There is no vaccine that prevents chlamydia infections. Abstinence from oral, vagi-
nal, and anal sex and a monogamous relationship with a partner known to be unin-
fected are the most effective ways to prevent disease. Male and female condoms, 
when used consistently and correctly, can significantly decrease the rate of STIs, 
including chlamydia [135].

As a high proportion of chlamydia infections impact adolescents and young 
adults, public health efforts focused on prevention in this age group are extremely 
important to reduce the number and impact of STIs over the course of their lives. 
Health-care providers play an important role in these efforts, including obtaining 
detailed sexual histories from patients and providing risk reduction and preven-
tion counseling in a nonjudgmental way to all sexually active adolescents [136–
138]. Programs to institute strategies for chlamydia screening, especially in 
asymptomatic individuals, as well as effective diagnosis, treatment, and follow-
up of patients and their partners can help with prevention and control of this 
disease. In adolescents and young adults, patients might be marginalized and may 
not have access to care or psychosocial barriers that make access to care difficult.

An analysis of 31 trials suggested that high-intensity counseling (>2 hours) 
reduced STI incidence in adolescence in primary care and related settings [137]. 
While data are sparse, less intensive interventions also have the potential to 
reduce STIs in adolescents and young adults [139–141]. Both enhanced (quar-
terly, high intensity, interactive) and brief counseling groups lowered STD inci-
dence at 3 and 6  months, and 30% fewer participants had new STDs in the 
enhanced counseling group at 6 months [142]. Sexual risk reduction interventions 
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should provide information on all STIs, including HIV, as well as prevention 
strategies such as condoms, regular screening, and pre-exposure prophylaxis for 
HIV if indicated.

Early sexual education and STD testing of all sexually active adolescents is an 
important part of prevention. For this particular population, barriers to screening 
that have been identified include lack of health insurance coverage or coverage 
under a parent, lack of regular access to health care, as well as the difficulties of 
identifying adolescents who have been sexually active [143–147]. The majority of 
women initiate sexual activity during adolescence, and even those youth who have 
little sexual experience (e.g., less than one year) or those with few lifetime part-
ners, the prevalence of any STI is quite high. However, despite recommendations 
and high prevalence of STIs in this sexually active young female population, only 
42% of eligible young women received annual chlamydia screening in 2007 in US 
commercial and Medicaid health plans [51], recognizing there is a great need for 
chlamydia screening to protect young women from sequelae of this infection 
[148]. Health-care providers should educate young patients about prevention 
strategies to lower STI risk by using condoms consistently and correctly, safer 
sex, and how to obtain medical care for STIs without parental consent in their 
geographic area [142].

As chlamydia is common and infections are usually asymptomatic, health-care 
providers should routinely screen sexually active young men and women according 
to guidelines, provide prompt treatment for infected persons, and ensure that 
infected patients’ sex partners receive timely treatment to prevent reinfection.

 Case Conclusion

The patient’s presentation is consistent with acute Chlamydia trachomatis urethritis 
given his penile discharge, burning with urination, and mild inguinal lymphade-
nopathy. While these symptoms are classic for urethritis, the majority of patients 
with chlamydia infection are asymptomatic. Therefore, it is a major public health 
problem as persons might not realize they have the disease and are likely to unknow-
ingly spread C. trachomatis to previously uninfected individuals. In men, symptom-
atic chlamydia infection causes urethritis; in women, it can cause urethritis or 
vaginitis. C. trachomatis can also colonize the oropharynx or rectum, as it can be 
transmitted through oral, vaginal, or anal sex. Complications in women can lead to 
pelvic inflammatory disease and infertility. Treatment involves therapy as soon as 
possible. Both this patient and his partners should be treated, even if they don’t have 
evidence of symptomatic disease. Given this patient’s risk factors of multiple sex 
partners as well as positive chlamydia testing, he should be screened at least every 
3–6  months for sexually transmitted infections, including HIV.  Barrier methods 
should be advised to protect the patient and his partners against other sexually trans-
mitted infections.
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