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Weight Mean daily water consumption

(kg + s.e.m) (mL/day + s.e.m) (mL kg/day + s.e.m)
Healthy animals (1 = 6) 35201 2834180 812185
Sick animals (n = 12) 41£02 239+6.0 59454

Mean day/night water consumption

(mL/h, day* + s.e.m) (mL/h, night** + s.e.m)

All animals (n = 18) 120450 102415

*day: from 08;

M 1007:00 p.m.; ** night: from 07:00 p.m 0 08.00 a.m.
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08:30 a.m. 02:00 p.m

Animal Dosage 2\{e] CIPRO ENRO+CIPRO ENRO CIPRO ENRO+CIPRO
mg/kg pg/mL pg/mL pg/mL pg/mL pg/mL ng/mL

BI 7.76 0,034+ 0.004 0,021 %0001 0,056+ 0.008 0,036+ 0,004 0020 0002 0,056 +0.005
B2 1189 0,076+ 0.006 0.038+0.002 011420015 0065£0006  0.031+0003 0,096 0008
B3 981 0,023 0001 0.018+0.001 0.041£0.004 00330005 0.025+0.003 0.059+0.008
B4 568 0,060+ 0011 0.035£0010 0,099 £0.041 0.063£0011 0.032:£0.006 0.094 %0015
Bs 885 0,040 £ 0.009 0,023 0,001 00630019 0.036 0005 0.020+0.001 0,056 0.006
B6 1557 02200035 0.053£0.010 02760084 024320028 0.059+0007 030120034
7 1051 017220029 00700017 024220092 014420022 00590010 0.203 £0.030
B8 1347 011420027 0,063 +0.015 0,176+ 0.084 011420020 00650010 0.179£0030
B9 927 0,108+ 0011 0.041£0.002 0.150£0.026 010020012 00390003 0.140£0015
B10 879 02200020 0,040+ 0.004 0.260£0.049 017720021 0,036 +0.003 021320023
BI1 875 015240024 0.045 0002 0.196 +0.052 018940027 005340005 02420032
B12 1023 0,069 0.009 00270002 00970021 007420007 0.028+0002 0.102£0.009
Mean 1001 0.108 0.040 0.148 0.106 0039 0.145

sem 075 0020 0.005 0.024 0.020 0.005 0.024
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PK published parameters*

Cous 0452 pg/mL.
AUC,,

436 ug/mL/h

ENRO + CIPRO maximum
plasma concentration

Coue 0.148 pg/mL.

*Broome et al. (24); n.

10t determined.

PD experimental parameters (pg/mL)

MIC, 0.03

MPC,, 025

PD experimental parameters
(ng/mL)

MICy 0.03
MPC 025

PK/PD Reference values
CrufMICy 150 >10
CrudMPCyy 18 nd.
AUC,/MICs 1450 >125
AUC./MPCay 170 14
PK/PD Reference values
Con/MICs 49 >10
Cau/MPCs 06 nd.





OPS/images/fvets-12-1474409/fvets-12-1474409-g003.jpg
(A)

04
-+ ENROWCIPRO
- ciro
& - ENRO
g
g
o1
00

PRSI IRC P R

Time
]
0
-+ envoiGrRO
= orro
o - ENRO
oo
0
a0
s s s
PR R Ry





OPS/images/fvets-12-1474409/fvets-12-1474409-g004.jpg
(A

ngimL

(B)

hgimL

©)

ngimL

06
-+ ENRO
- wc
04 - mic
02
&
06
-+ ENRO
BN - urc
04 - e
02
oo oo oo
00
&
0s:

-+ ENRO
- wpc
04 - nic
02:
00:

R I SR R






OPS/images/fvets-12-1474409/fvets-12-1474409-t001.jpg
Isolates MIC* ug/mL  MBCpg/mL B

Al 003 nd -
A2 0.015 003 2
A3 0125 025 2
A4 003 nd -
As 0125 025 2
A6 003 nd -
B1 0125 025 2
B2 0.125 025 2
B3 003 003 1
B4 006 0125 2
BS 0.015 nd -
B6 0125 025 2
B7 003 006 2
BS 0.004 0.004 1
B9 0.004 0.008 2
B10 003 006 2
BI1 003 006 2
B12 003 0.06 2

ot determined. *Data were obtained from three experiments performed at least in
wiplicate and the acceptable reproducibilty of values was set within one two-fold dilution.
Nosignificant differences were abserved in susceptibility to enrofloxacin between healthy
and sick animals and among farms of origin (Mann-Whitney test). B (bactericidal

index) = MBC/MIC ratio.
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Strains MIC* MpC® Msw MIC MpC® MswW

pg/mL pg/mL pg/mL pg/mL pg/mL pg/mL
before treatment after treatment
Bl 0125 nd. - - nd. nd. s -
B2 0.125 05 0374 4 0125 1 0875 8
B3 003 0.125 0.095 42 0015 nd. - -
B4 0.06 nd - - nd nd. - -
BS 0015 0125 011 83 0015 025 0235 167
B6 0.125 05 0375 40 025 1 075 40
7 003 05 047 167 0015 025 0235 167
B8 0.004 003 0026 75 0.004 003 0026 75
B9 0.004 006 0056 150 0.004 025 0246 625
B10 003 025 022 83 025 1 075 40
B11 003 025 02 83 0004 0125 0.21 313
B12 003 025 022 83 006 05 044 83

nd. = not determined. ** = P < 0,001, Wilcoxon matched pairs test. *Data were obtained from three experiments performed at least in trplicate and the acceptable reproducibiliy of values
was set within one two-fold dilution. MSW (mutant selection window) = MPC-MIC; MPI (mutant prevention index) = MPC/MIC ratio.
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Resistance Predictor Variable levels Coefficient Robust SE* Odds ratio OR 95% confidence interval p-value
against variable

antimicrobial Lower limit Upper limit
drugs (model
outcome)
Region® GSCA Referent - -
NSV 0.402 0.79 149 031 7.2 061
NCA —1524 0310 021 o1 040 <001
Sampling season Winter Referent - -
Ceftiofur
Summer ~1.704 0695 018 0.04 07 001
Intercept ~2.840 0381 005 0.03 012 <001

Random effects

Cow (intercept) 041 058 0.02 653
Region [ Referent - -
NSV ~0.091 0241 0912 0568 146 070
NCA ~0.534 0257 0585 0353 0971 004
Sampling season Winter Referent - -
Summer ~0832 0170 0434 0311 0607 <001
Ceftiofur hydrochloride No Referent -
(intramuscular) Yes 0508 0222 166 107 257 0.02
sampling points, DIM Close-up. Referent - -
30 ~0213 0275 0807 0470 138 044
60 ~0559 0276 0571 033 0981 004
%0 ~0.490 0.138 0612 0.467 0.803 <001
120 ~0.466 0210 0627 0415 0947 003
Intercept ~0.277 0152 0536 0429 066 007

Random effects

Cow (intercept) 0128 0.064 0018 0341
Feaal score 1 Referent - -
2 0709 030 2032 L116 3700 002
3 0390 076 0676 0152 3.008 061
Florfenicol
Intercept 2682 019 1462 9935 2153 <001
Random effects
Cow (intercept) 055 027 021 Lad
Region GsCA Referent - - -
NIV ~0.168 0281 0844 0.486 1467 055
NCA 0635 0314 0529 0285 0981 004
Sampling points, DIM Close-up Referent - -
30 ~0092 0333 0912 0474 1754 078
Sulfadimethoxine 60 ~0547 0417 0578 0255 1310 019
% ~0.806 0382 0446 0211 0945 004
120 -1207 0219 0273 0177 0.420 <001
Intercept 0546 0278 005
Random effects
Cow (intercept) 0478 0.130 0280 0316
Trimethoprim- Region GSCA Referent - - -
sulfamethoxazole NSV 0.089 0437 1093 0.463 2575 084
NCA —1244 0.452 0288 0118 0699 <001
‘Sampling scason Winter Referent - -
Summer 2165 0.457 o4 0046 0281 <001
Feaal score 1 Referent - -
2 ~0.866 0291 0420 0237 0744 <001
3 0,005 0.601 1005 0309 3262 099
Intercept —1415 0319 0202 0129 0.53 <001
Random effects
Cow (intercept) <001 <001 <001 <001

‘Standard error adjusted for clustering by study herds (1 = 10).
‘GSCA, Greater Southern California; NSJV; Northern San Joaquin Valley; NCA, Northern California.
‘Ceftiofur hydrachloride for treatment of lameness and unknown disease condition.
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Resistance Predictor Variable levels Co-efficient Robust SE* Odds ratio 95% Confidence interval p-value
against variable
antimicrobial
drugs (model

Lower limit Upper limit

outcome)
Season Winter Referent - - -
Summer 0419 0.195 1521 1036 2232 003
Tetracycline Intercept ~1.696 0272 0183 0.107 0312 <001
Random effects
Cow (intercept) 0827 0313 0393 1739
Region® GSCA Referent - -
NSV —0.140 0.488 0.868 0333 2262 077
NCA -1.062 0.156 0345 0.254 0.469 <001
Season Winter Referent - - - -
Summer 0743 0.151 2103 1561 2832 <001
Florfenicol Fecal score 1 Referent - - -
2 0322 0.146 1349 1014 1793 003
3 1432 0584 4,066 1325 1247 002
Intercept 0319 0.146 1473 1123 1931 003
Random effects
Cow (intercept) 0.087 0.145 0,003 228
Region GSCA Referent - -
NSV 0.069 0572 1071 0.348 3201 0.90
NCA ~0.865 0321 0421 0224 0790 <001
Season Winter Referent - - -
Summer 0.991 0.223 269 1739 4169 <001
Tilmicosin Fecal score 1 Referent - -
2 0565 0.250 1760 1077 2875 002
3 1266 0476 3549 1396 9.022 <001
Intercept ~0.014 0307 0985 0539 1798 096

Random effects

Cow (intercept) 0.671 0177 0.400 1125

Region GSCA Referent - -
NSJV 0,623 0413 1866 0,829 4200 013
NCA —0.611 0.08 0542 0.457 0,643 <001

Sampling stage, DIM Close-up Referent

30 0316 0422 1371 0,599 3139 0.45
Tulathromycin 60 0.733 0.224 2081 1341 3229 <001
90 0.251 0598 1285 0397 4157 0.67
120 —0.321 0642 0725 0.206 2549 0.62
Intercept -228 0.267 0.102 0.060 0172 <001

Random effects

Cow (intercept) 0.270 0.298 0.031 2358
Region GSCA Referent - -
NSV 0151 0553 Li64 0393 3492 078
NCA ~0950 0.286 0386 0.220 0678 <001
Season Winter Referent - - -
Summer 1062 0.258 2892 1742 4501 <001
Tildipirosin Fecal score 1 Referent - -
2 0537 0261 1712 1025 2858 004
3 1661 0476 5268 2068 13416 <001
Intercept 0052 0.296 0588 1885 086
Random effects
Cow (intercept) 0728 0.168 1053 0.462 1147
Sampling stage, DIM Close-up Referent
30 1347 0592 3848 1204 12291 002
60 1817 0.485 6158 2379 15941 <001
90 1201 0859 3323 0616 17.921 016
Tylosin
120 0.627 0919 1872 0310 134 049
Intercept -1.464 0653 0011 0.003 0041 <001
Random effects
Cow (intercept) 1057 0552 0.380 2941
Region GSCA Referent - -
NSV 0.197 0615 1218 0.364 4074 075
NCA -1313 0.287 0268 0.152 0472 <001
Season Winter Referent - - -
Summer 0.966 0.189 2628 1811 3812 <001
Sampling stage, DIM Close-up Referent
30 0.674 0292 1962 1105 3482 002
60 0643 0360 1903 0938 3859 007
Tiamulin
%0 0428 0242 1534 0.954 2465 008
120 0731 0327 2079 1093 3951 003
Fecal score 1 Referent - -
2 0582 0.288 1789 1016 3149 004
3 1369 0732 3935 0936 16530 006
Intercept ~0.670 0321 0511 0272 0960 004
Random effects
Cow (intercept) 1104 0294 0,655 1861

‘Standard error adjusted for clustering by study herds (= 10).
‘GSCA, Greater Southern California; NSJV; Northern San Joaquin Valley; NCA, Northern California.
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Antimicrobial resistance Isolates proportion (%, Cow-level incidence®

il Winter cohort (%, = Summer cohort (%, Overall (%, n)
n) n)

Escherichia coli

Ampicillin 1.10% (23) 10.83% (13) 9.16% (1) 10% (24)
Ceftiofur 1.93% (40) 20% (24) 5% (6) 12.50% (30)
Danofloxacin 4.01% (87) 39.16% (47) 9.16% (11) 24.16% (58)
Enroflosacin 331%(72) 34.16% (41) 6.66% (8) 20.41% (49)
Gentamicin 0.32% (7) 5% (6) 0.00% 25% (6)
Neomycin 1.61% (35) 15.83% (19) 10% (12) 12.92% (31)
Spectinomycin 5.07% (110) 44.17% (53) 13.33% (16) 28.75% (69)
Florfenicol 8331% (1,807) 99.16% (119) 100% (120) 99.58% (239)
Tetracycline 16.82% (365) 81.66% (98) 58.33% (70) 70% (168)
Sulfadimethoxine 32.45% (704) 90.83% (109) 86.66% (104) 88.75% (213)
Trimethoprim-sulfa 4.47% (97) 41.66% (50) 10% (12) 25.83% (62)

Enterococcus/Streptococcus spp.

Penicillin 0.18% (4) 254% (3) 0.83% (1) 1.68% (4)

Ampicillin 0.23% (5) 11.01% (13) 9.20% (1) 10.10% (24)
Florfenicol 46.55% (1,004) 92.37% (109) 98.33% (118) 95.38% (227)
Tetracycline 15.25% (329) 55.10% (65) 64.20% (77) 59.66% (142)
Gamithromycin 11.54% (249) 47.46% (56) 62.50% (75) 55.04% (131)
Tildipirosin 5019 (1,082) 83.90% (99) 9750 (117) 90.76% (216)
Tilmicosin 47.91% (1,033) 83.05% (98) 98.33% (118) 90.76% (216)
“Tulathromycin 7.64% (165) 36.44% (43) 48.33% (58) 42.44% (101)
Tylosin 3.19% (69) 23.73% (28) 17.50% (21) 20.59% (49)
Tiamulin 42.37% (914) 76.27% (90) 94.17% (113) 85.29% (203)

Cow-level antimicrobial resistance status was specified for each of the study's 240 cows across both seasons except for two cows in the winter cohort from which Enterococus/Streptococcus spp.
could not be solated.
‘Proportion estimate based on the respective bacteria isolated from at least one fecal sample during either season testing positive for antimicrobial drug resistance.
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Use category  Active substance Number Mean Median Standard Min Max Product label dosage

of Herds ~ DDDstudy! ~ DDDstudy  deviaton = DDDstudy ~ DDDstudy

DDDstudy

Dry cow®® Ceftiofur hydrochloride (Intramammary) 4 2941 2941 0 2941 2941 500 mg/syringe/quarter
Cephapirin benzathine (Intramammary) 3 1764 1794 0 1764 1764 300 mg/syringe/quarter
Procaine Penicillin G/dihydrostreptomycin sulfate 1 5392 5882 109 2941 5882 1,000 mg/quarter

combination (Intramammary)

Clinical mastitis Ceftiofur crystalline free acid (Subeutaneous)* 1 441 a4 - 141 141 6.6 mg/kg/72h
Ceftiofur hydrochloride (Intramammary) 6 0.183 0.183 0 0183 0.183° 125 mg/syringe/quarter
Cephapirin sodium (Intramammary) 2 0.294 0294 0 0294 0.294 200 mg/syringe/quarter
Pirlimycin hydrochloride (Intramammary) 2 0.07 007 0 007 007 50 mg/syringe/quarter
Sulfadimethoxine (Intravenous) 1 2941 29.41 - 2041 2941 55 mg/kg/day (day 1)
27.5 mg/kg/day (>day 1)
Lameness Ceftiofur hydrochloride (Intramuscular) 1 147 147 - 147 147 1.1-2.2 mg/kg/day
Metritis Ampicillin (Intramuscular) 1 9.19 919 0 9.19 9.19 1111 mg/kg/day
Ceftiofur hydrochloride (Subcutaneous) 1 110 110 - 110 110 22 mg/kg/day
Gastro-intestinal Ceftiofur hydrochloride (Subcutaneous) 1 129 129 026 110 147 1.1-2.2 mg/kg/day
Unknown Ceftiofur crystalline free acid (Subcutaneous) 1 441 a4 - 141 141 6.6 mg/kg/72h
Ceftiofur hydrochloride (Intramuscular) 1 110 110 0 110 110 1-2.2 mg/kg/day

'DDDstudy is atechnical unit defined as the assumed average active substance per kg animal per day (mg/kg/day), assuming.a cow weight of 680 kg. DDDstudy accounts for the use of long-acting drugs by incorporating the correction factor adjusted days of therapy;
which in turn adjust for the longer time frame of therapy.

“Two of the 10 dairies did not administer dry cow therapy at dry-off, and their enrolled study cows received no AMD during the study period.

“The DDDstudy for intramammary products was assigned based on European Medicines Agency guidelines (2015), with four intramammary infusions (one per quarter) constituting one DDDstudy for dry-cow therapy.

‘Long-acting drug with time frame adjustment is needed to reflect the days the antibiotic i active.In the case of Ceftiofur, crystalline-free acid s adinistered up to two times, with the final second dose afer 72 h of the first dose. Thus, a correction factor of 3 was
applied to account for the extended activity period of the drug.

‘Reported at a quarter level for clinical mastitis to account for inflammation affecting more than 1 quarter. A lack of adjusting for multple quarter infections simultancously would falsely inflte the DDDstudy.

‘Cows received antibiotic treatment without a reported disease condition or specified cause.
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Lesion score® 1 week post disbudding

LS=1,n (%) 229 (90%) 178 (70%)
1S =2,n(%) 26 (10%) 60 (24%)
1S=3,n (%) 0 17(7%)

Lesion score 4 weeks post disbudding

LS=1,n(%) 224 (88%) 197 (77%)
LS=2,n(%) 28 (11%) 46 (18%)
LS=3,n (%) 30%) 12(5%)

Mean wound diameter

Week 1, mm (CI) 148(145150) 149 (146
15.1)

Week 4, mm (CI) 110(106115) | 115(110;
121)

Mean wound healing rate

Week 0-1, mm/week 3002732 | 282631
(«n
Week 1-4, mm/week L2514 110%13)
(«n
Week 0-4, mm/week 170618 | 150417)
«n

‘CIC, chlortetracycline spray; KE, Keno™Fix spray.

~0.1(=04;0.1)

~0.5(=1.0;0.0)

0.1(=0.1;0.4)

0.1(0;03)

0.1(0:03)

Lesion score was recorded according to Huebner et al. 9). LS, lesion score; CI, confdence

interval; n, number.
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Crude odds ratio Crude risk (CI) Adjusted odds ratio (Cl) Adjusted risk

((e)]

KF week | 381(234:6.19) 3029 (24.7; 36.3) 447 (2:59;7.74) 29.9%
CTC week 1 10.2% (6.9; 14.7) 8.8%
Risk difference 20.0% (13.3; 26.7) 204%
KF week 4 213 (1.323.42) 223(17.8,285) NA
CTC week 4 122(85;17.0)
Risk difference 10.1(3.9;17.2)

Odds ratios and risk difference for a lesion score > 1. The lesion score was recorded according to Huebner et al. (9). Odds ratios are displayed as the odds of KF compared to CTC. The risk
difference was calculated as the risk of Ketofen-the risk of CTC. Crude odds ratios and risks were calculated without adjustment. Adjusted odds ratio and risks were calculated using a logistic
regression model with farm and animal numbers nested within the farm as random effects.

KF, Keno™Fis spray; CTC, chlortetracycline spray.

"The model for lesion score per treatment at week 4 did not converge, so no conclusions can be drawn on the adjusted model.
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Score 1,1 (%) 97 (38%) 87 (34%) 32(13%)

Score 2,1 (%) 100 (39%) 106 (42%) 121 (47%)

Score 3,1 (%) 39 (15%) 26 (10%) 65 (25%)

Score 4, n (%) 19.(7%) 36 (14%) 37 (15%)

Housing type® Solitary. Group Varied

N (%) 15 (6%) 174 (68%) 66 (26%)

Risk of scraping disbudding wounds® Yes No

N (%) 109 (44%) 144 (56%)

Disbudding iron used Electric! Gas-operated”
184 (72%) 71(28%)

All numbers and percentages indicate the number and percentage of calves present i this
study and subjected 0 certain condition.

‘Hygiene was scored per pen. Score 1 = clean and dry pen. Score 2 = clean pen, with wet
bedding. Score 3 = limited soiling and a wet pen. Score 4 = a lot of diarrhea. n = number.
“Housing type was assessed atall farm visits. Solitary and group housing indicates that the
calves were in those conditions during the entire study period. Varied indicates the housing
type varied over the course of the study period.

‘Calves were recorded as having a risk of scraping the disbudding wounds when they had to
pass their head to a feed gate or similar structure for feed or drink.

‘Blectric disbudder from Lister GmbH, Lidenscheid, Germany & gas-operated Portasol Il
Oglesby & Butler Ltd, Carlow, Ireland.
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T-HLC3

T-HLCA
T-BHD6
T-BHDS
T-HLAL
T-HLA
T-HLBL
T-HLBS
T-HLB6
T-HLBI4
TSTCI
T-LZ4
TLZ7
T-LZT3
T-JA37
T-JA38
T-JA44
T-JAS1
T-JASS
T-JA%
T-JA99
T-YAI6
T-YAIS
T-YAS6
T-YAGO
T-LA2L
T-LA24
T-LA39
T-LA44
T-LA4S
T-HN2
T-HN33
T-HNG68
T-HN8O
T-HN84
T-HN116
T-HN128
T-HN158
T-HN167
T-HN184
T-HN213
T-HN217
T-HN218
T-HN237
T-HN258
T-HN279
T-HN289
T-HN334
T-HN336
T-LA33

T-LIQ10

ARGs

JSosA3blacry.nlqnrSitetA
JosA3/blacry.xfloRignrSitetA
JosA3lgnrSitetA
JosA3blacrs.wlblaen
JosA3blacrs.w/blasen

JfosA3/aadA1

JosA3/blacry v floRiqgnrSitetA
JosA3laadA 1 blag/floR/ qurSsull sul2ltetA
JosA3/blayey/sult sul2ltet
JosA3/floRlqnrSisulltetA
JosA3/aadA 1 /blafloRignrSsull tetA
JfosA3laadA /floRiqurStetA
JosA3lemlA blac/blarlfloRisul2itetA
JosA3blacry.wfloRlgnrSitetA
JSosA3/blacry./blarpltetA
SosA3/blase floRignrSitetA
JfosA3aadA1 /blacr
JosA3blacrlgnrS
JosA3/bla/floRtetA

fosA3/blacyx w/floR

JfosA3/floR/sul2
SosA3/blaefloRisul2
fosA3/blarwlfloR/tetA

JfosA3/aadA 1 blace/floR
JfosA3/aadA 1 gnrSisul2itetA
JfosA3floR/sulltetA
JosA3/cmlA blageytetA
SosAScmlA blacex./floR I qnrS/sul2/tetA
JosAlqnrSitetA
JosA3lcmlAlblareytetA
JfosA3/aadA1/emIA blares/floRtetA
JosA3blacrs.vfloR/tetA
JosAG+fosA10/cmIA/CTX-M
JosA3blacrs.wsult/sul2/tetA
fosA3blacrs tetA

JosA3blacry
JosA3blacrs.y/BlagefloR sul2ltetA
JosA3/blacrs.lgneSsull
JSosA3/blacry.ylfloRisul2/tetA
JosA3blacrs v/ sul2ltetA
JosA3/blacrs.floR/sul2ltetA
JosA3lblacrx lgnrS
JosA3/floR/gnrS
JosA3blacrsfloR/sul2ltetA
JosA3+fosA10/blareyfloRsul2itetA
JosA3/cmlA blargs
JosA3/emlATblarylqnr
JosA3blacrs.

JosA3blagey

JosA3/emlA blares,

JfosA3laadA 1 blacrn

JosA3/aadA  blagsfloR/tetA

JosA3lqursitetA

AMR
OFX/NEX/CTX/AMP/FLM/TET/FOS

CTX/AMP/ELM/SMZ/FOS
OFX/NEX/CTX/AMP/FLM/TET/FOS
CTX/AMP/CAZ/FLM/TET/SMZ/FOS
CTX/AMP/ELM/TET/FOS
CTX/AMP/FLM/SMZ/FOS
CTX/AMP/ELM/TET/SMZ/FOS
OFX/NEX/CTX/AMP/FLM/TET/FOS
NEX/CTX/TET/SMZ/FOS
CTX/AMP/ELM/TET/SMZ/FOS
OFX/CTX/AMP/ELM/TET/SMZ/FOS,
CTX/AMP/FLM/TET/SMZ/FOS
AMK/GEN/CTX/AMP/CAZ/FLM/TET/FOS
CTX/AMP/ELM/TET/SMZ/FOS
CTX/AMP/CAZ/FOS
OFX/NEX/CTX/AMP/FLM/TET/FOS
CTX/AMP/CAZ/FLM/FOS
CTX/AMP/CAZ/FOS
AMP/FLM/TET/FOS
CTX/AMP/TET/FOS
CTX/AMP/CAZ/FLM/TET/IMP/SMZ/FOS
CTX/AMP/CAZ/FLM/TET/IMP/SMZ/FOS
AMP/ELM/TET/SMZ/FOS
CTX/AMP/SMZ/FOS
CTX/AMP/FLM/TET/SMZ/FOS
CTX/AMP/FLM/TET/TGC/FOS
AMK/GEN/CTX/AMP/SMZ/FOS
CTX/AMP/FLM/TET/FOS
NEX/CTX/AMP/FLM/TET/PB/FOS
CTX/AMP/ELM/TET/SMZ/FOS
CTX/AMP/FLM/TET/SMZ/FOS
CTX/AMP/FLM/TET/FOS
CTX/AMP/TGC/SMZ/FOS
GEN/AMP/TET/SMZ/FOS
CTX/AMP/SMZ/FOS
CTX/AMP/CAZ/FLM/FOS
CTX/AMP/TET/SMZ/FOS
CTX/AMP/CAZ/TET/SMZ/FOS
CTX/AMP/ELM/TET/FOS
CTX/AMP/FLM/TET/PB/SMZ/FOS
CTX/AMP/FLM/TET/SMZ/FOS
CTX/AMP/CAZ/TET/SMZIFOS
CTX/AMP/FLM/TET/PB/SMZ/FOS
CTX/AMP/CAZ/FLM/TET/SMZ/FOS
GEN/CTX/AMP/FLM/TET/FOS
AMP/CAZ/FLM/SMZ/FOS
GEN/CTX/AMP/FOS
CTX/AMP/CAZ/SMZIFOS
AMK/GEN/CTX/AMP/CAZ/SMZ/FOS
AMK/GEN/CTX/AMP/CAZ/SMZ/FOS
AMK/GEN/CTX/AMP/FOS
AMP/IMP/ELM/TET/FOS
AMP/ELM/TET/FOS
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Strains Plasmid Transconjugants  Plasmid  Strains Plasmid Transconjugants  Plasmid

replicon replicon replicon replicon
types types types types
LZQ1 YK TLZQ1 k YAS6 FIB T-YAS6 FIB
LIQ10 K T-LIQI0 k YAGO FIB T-YAGD FIB
HLC2 FIB, K T-HLC2 k LA21 FIA, FIB, W T-LA2I FIA,W
HLC3 LN, Y, FIC T-HLC3 11, FIC LA FIAFIB,W,N  T-LA24 FIA, FIB, W
HLC4 ILFICN T-HLCH 11, FIC LA39 HI2 FIB, 11 T-LA39 HI2
BHD6 FIB, FIL, X4 T-BHDG FIl LAd44 FIB,A/C,frepB | T-LA44 freph
BHDS 1L N, frepB T-BHDS LN LA48 HI2, FIB T-LA4S HI2
HLAL HI2N, A/C,B/O | T-HLAI HI2N HN2 FIB, T T-HN2 FIB, T
HLAY 11N, freph T-HLAY LN HN33 FIA, WP frepB  T-HN33 FIA,P
HLBI AIC,FIB T-HLBI FIB HNe6s FIB, FIl T-HN6S FIB, FIl
HLBS AIC,FIB T-HLBS FIB HNSO FIB,N, Y T-HNSO FIB
HLB6 LN, Y, FIC T-HLBS FIC HNS4 FIB, T T-HN84 FIB
HLB14 AlC T-HLBI4 AlC HN116 FIA, FIB, W T-HN1I6 FIB, W
sTCI LN, Y, FIB T-STCL LN HN128 FIB, A/C THN128 FIB
174 FIB, freph 174 FIB HNISS FIB,Y T-HNISS ¥
127 FIB, frepB 177 FIB HN167 FIB, Y, A/C T-HN167 FIB, Y
L1213 HIIL, FIB, Y TLZT3 FIB HNI84 FIB, frepB T-HNI84 frepB.
JA37 FIB, frepB TJA37 FIB HN213 HIIL FIB, A/C THN213 HIl
JA38 FIB, Y, frepl TJA3S FIB, frepB  HN217 FIB, Y, A/C T-HN217 FIB, A/C
JA44 HILFIBB/O | TJAdd FIB HN218 FIA,FIB,W,A/C | T-HN218 FIB, A/C
JAS1 N, frepB TJASL frepB. HN237 HIIL FIB, A/C T-HN237 HIl
JASS freph TJASS frepB. HN258. HILFIBB/O,II | T-HN258 il
JA9S FIA, W, frepB TJA9S FIA W, HN279 YR I T-HN279 i
frepB.
1A% FIA, W, frepB TJA9 FIA W, HN289 FIA, FIB,Y, T T-HN289 FIA
frepB.
YAL6 freph T-YAI6 frepB HN334 FIAFIB, WY, T, T-HN334 FIB, 11
n
YA FIB, W, frepB T-YAIS FIA W, HN336 FIAFIB WY, T | T-HN336 FIB
frepB

LA3 HI2, FIB, X1 T-LA3 FIB, X1
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Hainan Anhui

Number 3131 30/284 39/238
Rate of 9.97%a. 10.56%a 16.39%b 0047
resistance

Each subscript letter indicates that a the 0.05 level, the column proportions for these:
categories are not significantly different from each other.





