	Supplemental Table 1. Comparison* of geometric mean minimum inhibitory concentrations by antimicrobial, anatomic site of gonococcal infection, and geographic region among men who have sex with men — eGISP and SURRG, 2018–2019

	Antimicrobial and geographic region**
	Pharyngeal (n=1,049)
	Rectal (n=1,553)
	Urethral (n=3,974)

	
	Geometric Mean MIC (95% CI)

	
	
	
	

	Azithromycin
	
	
	

	  Northeast (n=2,103)
	0.41 (95% CI: 0.35-0.48)
	0.33 (95% CI: 0.28-0.37)
	0.32 (95% CI: 0.30-0.34)

	  Midwest (n=1,003)
	0.29 (95% CI: 0.24-0.35)
	0.28 (95% CI: 0.24-0.33)
	0.28 (95% CI: 0.26-0.31)

	  South (n=281)
	0.24 (95% CI: 0.19-0.30)
	0.22 (95% CI: 0.17-0.27)
	0.21 (95% CI: 0.18-0.25)

	  West (n=3,189)
	0.30 (95% CI: 0.28-0.33)
	0.32 (95% CI: 0.30-0.34)
	0.30 (95% CI: 0.28-0.31)

	
	
	
	

	Cefixime
	
	
	

	  Northeast (n=2,103)
	0.0186 (95% CI: 0.017-0.02)
	0.0178 (95% CI: 0.017-0.019)
	0.0178 (95% CI: 0.017-0.018)

	  Midwest (n=1,003)
	0.0186 (95% CI: 0.017-0.021)
	0.0174 (95% CI: 0.016-0.019)
	0.0151 (95% CI: 0.014-0.016)

	  South (n=281)
	0.0153 (95% CI: 0.013-0.018)
	0.0137 (95% CI: 0.012-0.016)
	0.0158 (95% CI: 0.014-0.018)

	  West (n=3,189)
	0.0199 (95% CI: 0.019-0.021)
	0.0187 (95% CI: 0.018-0.019)
	0.0188 (95% CI: 0.018-0.019)

	
	
	
	

	Ceftriaxone
	
	
	

	  Northeast (n=2,103)
	0.011 (95% CI: 0.010-0.012)
	0.010 (95% CI: 0.0089-0.011)
	0.010 (95% CI: 0.0096-0.010)

	  Midwest (n=1,003)
	0.011 (95% CI: 0.009-0.012)
	0.009 95% CI: (0.008-0.010)
	0.008 (95% CI: 0.008-0.009)

	  South (n=281)
	0.008 (95% CI: 0.007-0.010)
	0.007 (95% CI: 0.006-0.009)
	0.008 (95% CI: 0.008-0.010)

	  West (n=3,189)
	0.011 (95% CI: 0.010-0.012)
	0.010 (95% CI: 0.010-0.011)
	0.010 (95% CI: 0.010-0.011)

	
	
	
	

	Ciprofloxacin
	
	
	

	  Northeast (n=2,103)
	0.14 (95% CI: 0.089-0.22)
	0.14 (95% CI: 0.10-0.21)
	0.15 (95% CI: 0.13-0.18)

	  Midwest (n=1,003)
	0.08 (95% CI: 0.046-0.13)
	0.09 (95% CI: 0.06-0.13)
	0.07 (95% CI: 0.05-0.08)

	  South (n=281)
	0.05 (95% CI: 0.026-0.11)
	0.07 (95% CI: 0.03-0.14)
	0.06 (95% CI: 0.04-0.10)

	  West (n=3,189)
	0.14 (95% CI: 0.11-0.18)
	0.10 (95% CI: 0.08-0.13)
	0.12 (95% CI: 0.10-0.14)

	
	
	
	

	Penicillin
	
	
	

	  Northeast (n=2,103)
	0.62 (95% CI: 0.52-0.74)
	0.55 (95% CI: 0.48-0.64)
	0.70 (95% CI: 0.65-0.74)

	  Midwest (n=1,003)
	0.67 (95% CI: 0.52-0.87)
	0.55 (95% CI: 0.45-0.68)
	0.62 (95% CI: 0.54-0.70)

	  South (n=281)
	0.40 (95% CI: 0.29-0.56)
	0.46 (95% CI: 0.33-0.65)
	0.47 (95% CI: 0.37-0.59)

	  West (n=3,189)
	0.64 (95% CI: 0.58-0.70)
	0.64 (95% CI: 0.59-0.69)
	0.66 (95% CI: 0.63-0.71)

	
	
	
	

	Tetracycline
	
	
	

	  Northeast (n=2,103)
	1.84 (95% CI: 1.5-2.2)
	1.79 (95% CI: 1.5-2.1)
	1.58 (95% CI: 1.5-1.7)

	  Midwest (n=1,003)
	1.34 (95% CI: 1.1-1.7)
	1.28 (95% CI: 1.1-1.5)
	1.39 (95% CI: 1.3-1.6)

	  South (n=281)
	1.26 (95% CI: 0.92-1.7)
	1.62 (95% CI: 1.2-2.2)
	1.15 (95% CI: 0.95-1.4)

	  West (n=3,189)
	1.54 (95% CI: 1.4-1.7)
	1.44 (95% CI: 1.3-1.6)
	1.42 (95% CI: 1.3-1.5)

	Abbreviations: eGISP= enhanced Gonococcal Isolate Surveillance Project; SURRG= Strengthening the U.S. Response to Resistant Gonorrhea; MIC= minimum inhibitory concentration; CI= confidence interval

*We fitted overall models with and without “anatomic sites” and compared the two models to get the overall p-value; linear mixed-effects model was used for geometric mean MICs across anatomic sites to account for the multiple isolates provided by the same patients. All geometric mean MICs were not statistically significant (p<0.05) across anatomic sites except for azithromycin in the Northeast, cefixime in the Midwest, and ceftriaxone in the Midwest. 
**Northeast Region – Philadelphia (PA), New York City (NYC); Midwest Region – Columbus (OH), Indianapolis (IN), Chicago (IL), Milwaukee (WI), Minneapolis (MN), Pontiac (MI), Kalamazoo (MI); South Region – Miami (FL), New Orleans (LA); Greensboro (NC); West Region – Portland (OR), Las Vegas (NV), San Diego (CA), Orange County (CA), Seattle (WA), San Francisco (CA), Denver (CO), Honolulu (HI)


	Supplemental Table 2. Comparison* of proportion with elevated or resistant minimum inhibitory concentrations** by antimicrobial, anatomic site of gonococcal infection, and geographic region among men who have sex with men — eGISP and SURRG, 2018–2019

	Antimicrobial and geographic region***
	Pharyngeal (n=1,049)
	Rectal (n=1,553)
	Urethral (n=3,974)

	
	Number (%; 95% CI) with elevated or resistant MIC

	
	
	
	

	Azithromycin
	
	
	

	  Northeast (n=2,103)
	30/207 
(14.5%; 95% CI: 10.2-20.1)
	36/290 
(12.4%; 95% CI: 9.0-16.8)
	196/1,606 
(12.2%; 95% CI: 10.6-13.9)

	  Midwest (n=1,003)
	18/147 
(11.4%; 95% CI: 7.09-18.0)
	22/236 
(8.9%; 95% CI: 5.78-13.4)
	45/620 
(7.0%; 95% CI: 5.2-9.39)

	  South (n=281)
	6/61 
(8.6%; 95% CI: 3.46-19.7)
	2/60 
(3.1%; 95% CI: 0.7-12.3)
	3/160 
(1.8%; 95% CI: 0.57-5.66)

	  West (n=3,189)
	70/634 
(9.9%; 95% CI: 7.74-12.7)
	122/967 
(11.8%; 95% CI: 9.81-14.2)
	176/1,588 
(10.4%; 95% CI: 8.9-12.1)

	
	
	
	

	Cefixime
	
	
	

	  Northeast (n=2,103)
	2/207 
(0.97%; 95% CI: 0.242-3.78)
	2/290 
(0.69%; 95% CI: 0.173-2.71)
	5/1,606 
(0.31%; 95% CI: 0.12-0.746)

	  Midwest (n=1,003)
	0/147 
(0%; 95% CI 0-0)
	2/236 
(0.85%; 95% CI: 0.21-3.33)
	1/620 
(0.16%; 95% CI: 0.023-1.14)

	  South (n=281)
	1/61 
(1.6%; 95% CI: 0.23-10.8)
	0/60 
(0%; 95% CI 0-0)
	0/160 
(0%; 95% CI 0-0)

	  West (n=3,189)
	0/634 
(0%, 95% CI 0-0)
	4/967 
(0.42%; 95% CI: 0.16-1.2)
	5/1,588 
(0.32%; 95% CI: 0.13-0.75)

	
	
	
	

	Ceftriaxone
	
	
	

	  Northeast (n=2,103)
	3/207 
(1.5%; 95% CI: 0.47-4.4)
	1/290 
(0.35%; 95% CI: 0.05-2.41)
	5/1,606 
(0.31%; 95% CI: 0.13-0.746)

	  Midwest (n=1,003)
	1/147 
(0.68%; 95% CI: 0.096-4.67)
	0/236 
(0%; 95% CI 0-0)
	0/620 
(0%; 95% CI 0-0)

	  South (n=281)
	1/61 
(1.6%; 95% CI: 0.23-10.8)
	0/60 
(0%; 95% CI 0-0)
	0/160 
(0%; 95% CI 0-0)

	  West (n=3,189)
	2/634 
(0.32%; 95% CI: 0.079-1.25)
	1/967 
(0.10%; 95% CI: 0.014-0.73)
	2/1,588 
(0.13%; 95% CI: 0.032-0.502)

	
	
	
	

	Ciprofloxacin
	
	
	

	  Northeast (n=2,103)
	94/207 
(45.2%; 95% CI: 38.3-52.2)
	132/290 
(45.5%; 95% CI: 39.7-51.4)
	746/1,606 
(46.3%; 95% CI: 43.8-48.9)

	  Midwest (n=1,003)
	53/147 
(36.1%; 95% CI: 28.4-44.7)
	93/236 
(39.5%; 95% CI: 33.1-46.3)
	220/620 
(35.3%; 95% CI: 31.4-39.4)

	  South (n=281)
	20/61 
(30.7%; 95% CI: 18.9-45.8)
	22/60 
(35.8%; 95% CI: 22.9-51.2)
	53/160 
(32.3%; 95% CI: 24.3-41.5)

	  West (n=3,189)
	283/634 
(44.5%; 95% CI: 40.2-49.0)
	402/967 
(40.9%; 95% CI: 37.5-44.5)
	682/1,588 
(42.6%; 95% CI: 39.9-45.4)

	
	
	
	

	Penicillin
	
	
	

	  Northeast (n=2,103)
	27/207 
(12.9%; 95% CI: 8.93-18.3)
	33/290 
(11.3%; 95% CI: 8.1-15.6)
	260/1,606 
(16.1%; 95% CI: 14.3-18.0)

	  Midwest (n=1,003)
	23/147 
(15.3%; 95% CI: 10.2-22.4)
	27/236
(11.2%; 95% CI: 7.67-16.1)
	95/620 
(14.9%; 95% CI: 12.2-18.1)

	  South (n=281)
	5/61 
(7.3%; 95% CI: 2.81-17.6)
	8/60 
(12.5%; 95% CI: 5.81-24.7)
	19/160 
(11.3%; 95% CI: 6.95-17.8)

	  West (n=3,189)
	85/634 
(12.8%; 95% CI: 10.3-15.8)
	132/967 
(13.1%; 95% CI: 11.0-15.5)
	229/1,588 
(13.8%; 95% CI: 12.1-15.7)

	
	
	
	

	Tetracycline
	
	
	

	  Northeast (n=2,103)
	92/207 
(44.5%; 95% CI: 37.7-51.4)
	131/290 
(45.2%; 95% CI: 39.5-51.1)
	633/1606 
(39.4%; 95% CI: 37.0-41.9.)

	  Midwest (n=1,003)
	54/147 
(35.5%; 95% CI: 27.6-44.3)
	79/236 
(32.7%; 95% CI: 26.6-39.6)
	213/620 
(33.9%; 95% CI: 29.9-38.1)

	  South (n=281)
	22/61 
(35.6%; 95% CI: 24.2-48.9)
	17/60 
(28.1%; 95% CI: 17.9-41.2)
	43/160 
(26.7%; 95% CI: 20.2-34.4)

	  West (n=3,189)
	209/634 
(32.5%; 95% CI: 28.7-36.6)
	285/967 
(29.2%; 95% CI: 26.2-32.4)
	488/1,588 
(30.3%; 95% CI: 27.9-32.8)

	Abbreviations: eGISP= enhanced Gonococcal Isolate Surveillance Project; SURRG= Strengthening the U.S. Response to Resistant Gonorrhea; MIC= minimum inhibitory concentration; CI= confidence interval 

*We fitted overall models with and without “anatomic sites” and compared the two models to get the overall p-value. Mixed-effects logistic regression model was used to calculate the proportion of isolates with elevated or resistant MICs across anatomic sites, respectively, to account for the multiple isolates provided by the same patients. There were no statistically significant differences in proportions of isolates with elevated or resistant MICs across anatomic sites.

**Antimicrobial susceptibility testing results were interpreted according to criteria recommended by Clinical and Laboratory Standards Institute (CLSI) for penicillin resistance (MIC ≥2 µg/ml or β-lactamase positive), ciprofloxacin resistance (MIC ≥1.0 µg/ml), and tetracycline resistance (MIC ≥2.0 µg/ml). CLSI has not established criteria for resistance to azithromycin, cefixime, and ceftriaxone; breakpoints used to define “elevated MIC” for these antimicrobials include: azithromycin MIC of ≥2.0 µg/ml, cefixime MIC of ≥0.25 µg/ml, and ceftriaxone MIC of ≥0.125 µg/ml.

***Northeast Region – Philadelphia (PA), New York City (NYC); Midwest Region – Columbus (OH), Indianapolis (IN), Chicago (IL), Milwaukee (WI), Minneapolis (MN), Pontiac (MI), Kalamazoo (MI); South Region – Miami (FL), New Orleans (LA); Greensboro (NC); West Region – Portland (OR), Las Vegas (NV), San Diego (CA), Orange County (CA), Seattle (WA), San Francisco (CA), Denver (CO), Honolulu (HI)




