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patients should also receive antichlamydial therapy. CDC 
and state health departments participate in CDC-supported 
gonorrhea surveillance activities (https://www.cdc.gov/std/
gisp) and can provide the most current information regarding 
gonococcal susceptibility.

Criteria for resistance to cefixime and ceftriaxone have not 
been defined by the Clinical and Laboratory Standards Institute 
(CLSI). However, isolates with cefixime or ceftriaxone MICs 
≥0.5 µg/mL are considered to have decreased susceptibility 
(873). In the United States, the proportion of isolates in 
GISP demonstrating decreased susceptibility to ceftriaxone 
or cefixime has remained low; during 2019, <0.1% of isolates 
with decreased susceptibility (MIC ≥0.5 µg/mL) to ceftriaxone 
or cefixime were identified (141). Because increasing MICs 
might predict resistance emergence, GISP established lower 
cephalosporin MIC threshold values that are lower than the 
susceptibility breakpoints set by CLSI to provide greater 
sensitivity in detecting decreasing gonococcal susceptibility 
for surveillance purposes. The percentage of isolates with 
cefixime MICs ≥0.25 µg/mL increased from 0.1% during 
2006 to 1.4% during 2011 (851,874) and declined to 
0.3% during 2019 (141). The percentage of isolates with 
ceftriaxone MICs ≥0.125 µg/mL increased from <0.1% in 
2006 to 0.4% in 2011 and decreased to 0.1% in 2019 (141). 
Isolates with high-level cefixime and ceftriaxone MICs (MICs 
= 1.5–8.0 µg/mL and MICs = 1.5–4.0 µg/mL, respectively) 
have been identified in Japan (866), France (867,875), Spain 
(876,877), the United Kingdom, and Australia (878,879). 
Decreased susceptibility of N. gonorrhoeae to cephalosporins 
and other antimicrobials is expected to continue; state and 
local surveillance for antimicrobial resistance is crucial for 
guiding local therapy recommendations (846,847). Although 
approximately 3% of all U.S. men who have gonococcal 
infections are sampled through GISP, surveillance by clinicians 
also is crucial. Clinicians who diagnose N. gonorrhoeae infection 
in a person with suspected cephalosporin treatment failure 
should perform culture and AST of relevant clinical specimens, 
consult an infectious disease specialist or an STD clinical 
expert (https://www.stdccn.org/render/Public) for guidance 
in clinical management, and report the case to CDC through 
state and local public health authorities within 24 hours. 
Isolates should be saved and sent to CDC through local and 
state public health laboratory mechanisms. Health departments 
should prioritize notification and culture evaluation for sexual 
partners of persons with N. gonorrhoeae infection thought 
to be associated with cephalosporin treatment failure or 
persons whose isolates demonstrate decreased susceptibility 
to cephalosporin. Agar dilution is the reference standard 
and preferred method of antimicrobial susceptibility testing 
with N. gonorrhoeae. Antibiotic gradient strips, such as Etest 

(bioMérieux), can be used and are considered an acceptable 
alternative for quantitative antimicrobial susceptibility testing with 
N. gonorrhoeae when manufacturer instructions are followed. Disc 
diffusion only provides qualitative susceptibility results.

Uncomplicated Gonococcal Infection of the 
Cervix, Urethra, or Rectum

Recommended Regimen for Uncomplicated Gonococcal 
Infection of the Cervix, Urethra, or Rectum Among Adults and 
Adolescents

Ceftriaxone 500 mg* IM in a single dose for persons weighing <150 kg

If chlamydial infection has not been excluded, treat for chlamydia with 
doxycycline 100 mg orally 2 times/day for 7 days.

* For persons weighing ≥150 kg, 1 g ceftriaxone should be administered.

Although clinical data confirm that a single injection 
of ceftriaxone 250 mg is >99% (95% confidence interval 
[CI]: 97.6%–99.7%) effective in curing anogenital gonorrhea 
of circulating isolates (MIC = 0.03 µg/mL), a higher dose is 
likely necessary for isolates with elevated MICs (880,881). 
Effective treatment of uncomplicated urogenital gonorrhea with 
ceftriaxone requires concentrations higher than the strain MIC 
for approximately 24 hours; although individual variability 
exists in the pharmacokinetics of ceftriaxone, a 500-mg dose 
of ceftriaxone is expected to achieve in approximately 50 hours 
MIC >0.03 µg/mL (880,881). The pharmacokinetics of 
ceftriaxone might be different in the pharynx with longer times 
higher than the strain MIC likely needed to prevent selection 
of mutant strains in the pharynx (882).

Single-dose injectable cephalosporin regimens, other than 
ceftriaxone, that are safe and have been effective against 
uncomplicated urogenital and anorectal gonococcal infections 
in the past include ceftizoxime (500 mg IM), cefoxitin (2 g IM 
with probenecid 1 g orally), and cefotaxime (500 mg IM). 
None of these injectable cephalosporins offer any advantage 
over ceftriaxone 250 mg for urogenital infection, and efficacy 
for pharyngeal infection is less certain (883,884). Because the 
ceftriaxone dose has been increased and the pharmacokinetics 
of other cephalosporins have not been evaluated, these dosing 
regimens might be at a disadvantage over ceftriaxone 500 mg. 

Alternative Regimens if Ceftriaxone Is Not Available

Gentamicin 240 mg IM in a single dose
plus

Azithromycin 2 g orally in a single dose
or

Cefixime* 800 mg orally in a single dose

*	If chlamydial infection has not been excluded, providers should treat for 
chlamydia with doxycycline 100 mg orally 2 times/day for 7 days.
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