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ABSTRACT Patients with community-onset (CO) methicillin-resistant Staphylococcus au-
reus (MRSA) infections contribute to MRSA contamination of the home environment and
may be reexposed to MRSA strains from this reservoir. This study evaluates One Health
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IMPORTANCE MRSA is a common bacterial agent implicated in skin and soft tissue
infections (SSTIs) in both community and health care settings. Patients with CO-
MRSA infections contribute to environmental MRSA contamination in these settings
and may be reexposed to MRSA strains from these reservoirs. People interact with
natural and built environments; therefore, understanding the relationships between
humans and animals as well as the characteristics of environmental reservoirs is
important to advance strategies to combat antimicrobial resistance. Household
interactions may influence the frequency and duration of exposure, which in
turn may impact the duration of MRSA colonization or the probability for recurrent
colonization and infection. Therefore, MRSA contamination of the home environ-
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ment may contribute to human and animal recolonization and decolonization treat-
ment failure. The aim of this study was to evaluate One Health risk factors that may
be amenable to intervention and may influence the recovery of MDR and mupi-
rocin resistance in CO-MRSA isolates.

KEYWORDS MRSA, Staphylococcus aureus, multidrug resistance, mupirocin,
environment, household, One Health

taphylococcus aureus, including methicillin-resistant S. aureus (MRSA) strains, is one

of the most common bacterial agents implicated in skin and soft tissue infections
(SSTls) in both community and health care settings (1-3). MRSA nasal colonization has
been shown to increase the risk for the development of clinical infection (4).
Antimicrobial-resistant pathogens, which include MRSA, have human costs in morbidity
and mortality, and they have been estimated to contribute to excess health care costs
(5). Understanding One Health risk factors, encompassing the relationships between
humans and animals as well as the characteristics of environmental reservoirs, is
important to advance strategies to combat antimicrobial resistance (AMR) (6).

People interact with the natural and built environments, which may serve as
reservoirs for both pathogens and antimicrobial resistance determinants (7). In the
community, households are increasingly recognized as critical to cycles of recoloniza-
tion and infection of patients without hospital-associated risk factors (8). Household
interactions may influence the frequency and duration of exposure, which in turn may
impact the duration of MRSA colonization or the probability for recurrent colonization
and infection (9). Patients with MRSA SSTIs and their colonized household members
contribute to MRSA contamination of the home and then may be reexposed, including
to multidrug-resistant (MDR) (10) and mupirocin-resistant (Mup") MRSA strains, from
this reservoir. Household occupants include domestic pets, which have been implicated
in household MRSA transmission (11-13). Transmission involving humans and/or pets
can occur directly or indirectly through the environment (8). Therefore, MRSA contam-
ination of the home environment may contribute to human and animal recolonization
and decolonization treatment failure.

Mupirocin is an important antimicrobial drug that is typically used in humans for
MRSA decolonization (14). However, MDR and Mup" in MRSA isolates limit treatment
and decolonization options (14-16). Therefore, the aim of this study was to evaluate
One Health risk factors that may be amenable to intervention and may influence the
recovery of MDR isolates, defined by the Sentry Antimicrobial Surveillance Program to
be isolates nonsusceptible to four or more classes of antimicrobials (10), and Mup"
isolates from among community-onset MRSA (CO-MRSA) isolates. We hypothesized
that the primary risk factors that could drive MDR resistance and Mup" in CO-MRSA
isolates were antimicrobial drug use in humans and animals and household decoloni-
zation treatment and that secondary risk factors could include sample location, home
location, household size, the presence of domestic pets, evidence of unwanted pests,
season, and reported use of disinfectants. We tested this hypothesis with MRSA isolates
collected from surfaces in the homes of people recently diagnosed with a MRSA SSTI
before and after these households were randomized to a mupirocin-based decoloni-
zation treatment or an education control group.

(Portions of this work were previously presented at two American Society for
Microbiology conferences [17, 18].)

RESULTS

Identification and characterization of MRSA isolates. Environmental sites in 95
homes of patients diagnosed with a community-onset MRSA infection were sampled.
Sampling was repeated in 65 homes 3 months after the baseline visit (referred to here
as the 3-month visit) and following randomization to decolonization therapy or an
education control group for people. MRSA isolates were identified in 68% (65/95) of the
homes at the baseline and 51% (33/65) of the homes 3 months later. At the baseline,
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FIG 1 Percentage of sites contaminated with MRSA at the enrollment visit (baseline) and the 3-month visit. Samples were
collected from eight standardized locations in the common room, kitchen, and bedroom (BR) of each household.

104 isolates were identified as MRSA. At the 3-month visit, 56 isolates were identified
as MRSA. In each home, 0 to 2 MRSA isolates were identified per visit. Table S1 in the
supplemental material displays the results of spa typing and shows that 91 of the 160
(57%) isolates were spa type t008. Isolates of spa type t008 were not more likely than
other spa types to be MDR (adjusted odds ratio [aOR], 0.64; 95% confidence interval [Cl],
0.27,1.51; P = 0.31), accounting for clustering within the home and accounting for the
visit.

Subset analysis of household surfaces. We conducted a PCR evaluation of the 196
presumptive coagulase-positive staphylococci (CPS) identified from 308 environmental
samples in a subset of 25 homes: 25 of 95 (26%) homes at the enrollment (baseline) visit
and 14 of 65 (22%) of the same homes sampled again at the 3-month visit. As
previously described, this subset was identified a priori as the first 20 homes of
individuals enrolled from the four urban hospitals and the first 5 homes of individuals
enrolled from the rural hospital (19). Repository surfaces were contaminated with MRSA
more often than frequently touched sites (aOR, 1.51; 95% Cl, 0.93, 2.44; P = 0.09), and
contamination rates were lower at the 3-month visit than at the enrollment visit (aOR,
0.38; 95% Cl, 0.14, 1.06; P = 0.06), but neither of these two estimates achieved statistical
significance. A self-report of site-specific recent cleaning or laundering (on the same
day as the visit or within the prior 3 days) did not impact either CPS or MRSA recovery
from surfaces in the subset and did not impact CPS recovery from the surfaces of all
homes considered (data not shown).

Subset data demonstrated that no house was misclassified as MRSA negative on the
basis of isolate selection. Figure 1 shows the results from these homes according to the
site sampled. In this subset, sites in the bedroom of the index participant were more
often contaminated with MRSA than sites in the common room (aOR, 2.74; 95% Cl, 1.78,
4.25; P < 0.001). Recent cleaning or laundering was not associated with a reduction in
the rate of recovery of MRSA.

Multidrug resistance in environmental MRSA isolates. Sixty-two percent (64/
104) of MRSA isolates were classified as MDR at the baseline, and 55% (31/56) were
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TABLE 1 Household and environmental risk factors?

Baseline visit Three-month visit
No. (%) of isolates No. (%) of isolates
Sentry MDR Not MDR Sentry MDR Not MDR
Factor Total (n = 64) (n = 40) P value®t Total (n = 31) (n = 25) P value®
Room location

Common room 51 28 (54.90) 23 (45.10) 28 15 (53.57) 13 (46.43)

Bedroom 53 36 (67.92) 17 (32.08) 0.17 28 16 (57.14) 12 (42.86) 0.79
Location

Rural 14 14 (100.00) 0(0.00) 8 6 (75.00) 2 (25.00)

Nonrural 90 50 (55.56) 40 (44.44) 0.001*** 48 25 (52.08) 23 (47.92) 0.24
House type

Attached 63 34 (53.97) 29 (46.03) Ref 30 14 (46.67) 16 (53.33) Ref

Single family 29 21(72.47) 8(27.59) 0.10 21 14 (66.67) 7(33.33) 0.16

Apartment 12 9 (75.00) 3(25.00) 0.19 5 3(60.00) 2 (40.00) 0.58
HH size (no. of people)

1-2 26 20(76.92) 6 (23.08) 0.04* 11 7 (63.64) 4(36.36) 0.58

3 19 10(52.63) 9(47.37) 0.92 11 6 (54.55) 5(45.45) 0.97

4 16 12 (75.00) 4 (25.00) 0.11 8 4 (50.00) 4 (50.00) 0.85

=5 43 22(51.16) 21 (48.84) Ref 26 14 (53.85) 12 (46.15) Ref
Site

Touched site 69 45 (65.22) 24 (34.78) 36 20 (55.56) 16 (44.44)

Repository site 35 19 (54.29) 16 (45.71) 0.28 20 11 (55.00) 9 (45.00) 0.97
HH pets© 2.48 (0-14) 1.55 (0-10) 0.10 2.97 (0-10) 1.36 (0-3) 0.04*
Unwanted pests

Yes 89 53(59.55) 36 (40.45) 47 23 (48.94) 24 (51.06)

No 15 11(73.33) 4(26.67) 0.32 9 8(88.89) 1(11.11) 0.05*
Season

Summer 24 15 (62.50) 9 (37.50) Ref 22 9 (40.91) 13 (59.09) Ref

Fall 16 12 (75.00) 4 (25.00) 041 18 13(72.22) 5(27.78) 0.05

Winter 26 17 (65.38) 9 (34.62) 0.83 11 7 (63.64) 4(36.36) 0.22

Spring 38 20(52.63) 18 (47.37) 0.45 5 2 (40.00) 3(60.00) 0.97
EPA cleaner

Yes 65 39 (60.00) 26 (40.00) 37 24 (64.86) 13 (35.14)

No 39 25(64.10) 14 (35.90) 0.68 19 7 (36.84) 12 (63.16) 0.05*

aSentry MDR, Sentry Antimicrobial Surveillance Program definition of MDR; HH, household; Ref, reference group.

P values for all covariates except rural were obtained using logistic regression. The P value for rural was obtained using chi-square analysis. Significance, indicated in
bold, is as follows: *, P = 0.05; ***, P = 0.001.

<Data represent the mean (range) number of isolates.

classified as MDR at the 3-month visit. All 160 isolates were positive for the mecA
gene, which confers beta-lactam resistance. The rates of susceptibility to other
antimicrobial drugs, determined by disk diffusion testing, were as follows: erythro-
mycin, 13%; ciprofloxacin, 48%; clindamycin, 74%; gentamicin, 74%; tetracycline,
90%; trimethoprim-sulfamethoxazole, 93%; linezolid, 97%; chloramphenicol, 97%;
quinupristin-dalfopristin (Synercid), 99%; and vancomycin 100%.

Risk factors for home contamination with MDR MRSA. At the baseline visit, rural
home location and small household size (2 or fewer people) were significant household
or environmental predictors of MDR among MRSA isolates (Table 1); 100% (14/14) of
the MRSA isolates from rural homes were multidrug resistant (P = 0.001), and 10 (71%)
of these were of spa type t008. When all 160 isolates collected at both visits from all
households were evaluated, 91% (20/22) of isolates from rural households were found
to be MDR MRSA. Also at the baseline visit, the use of any antimicrobial drugs (other
than clindamycin) by a human or domestic pet occupant was associated with the
detection of MDR MRSA isolates. Clindamycin use was associated with the detection of
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TABLE 2 Household occupant antimicrobial use?

Baseline visit Three-month visit
No. (%) of isolates No. (%) of isolates
Sentry MDR Not MDR Sentry MDR Not MDR
Factor Total (n = 64) (n = 40) P value®t Total (n = 31) (n = 25) P value®
Any HH Abx use
Human or pet use 96 63 (65.62) 33(34.38) 17 10 (58.82) 7 (41.18)
No use 8 1(12.50) 7 (87.50) 0.02* 39 21 (53.85) 18 (46.15) 0.73
Individual Abx use
Clinda
Yes 41 18 (43.90) 23 (56.10) 3 1(33.33) 2 (66.67)
No 63 46 (73.02) 17 (26.98) 0.003** 53 30 (56.60) 23 (43.40) 0.45
Sulfa
Yes 52 36 (69.23) 16 (30.77) 4 2 (50.00) 2 (50.00)
No 52 28 (53.85) 24 (46.15) 0.11 52 29 (55.77) 23 (44.23) 0.82
Mup
Yes 12 6 (50.00) 6 (50.00) 5 3(60.00) 2 (40.00)
No 92 58 (63.04) 34 (36.96) 0.39 51 28 (54.90) 23 (45.10) 0.83
Decolonization
Yes 30 17 (56.67) 13 (43.33)
No 26 14 (53.85) 12 (46.15) 0.83

aSentry MDR, Sentry Antimicrobial Surveillance Program definition of MDR; HH, household; Abx, antimicrobial; Clinda, clindamycin; Sulfa,
trimethoprim-sulfamethoxazole; Mup, mupirocin.
bP values for all covariates were obtained using logistic regression. Significance, indicated in bold, is as follows: *, P < 0.05; **, P < 0.01.

MRSA isolates that were not MDR (Table 2). Index patient age was moderately nega-
tively correlated with household size (P < 0.003); only household size was included in
the model. Because isolation from a rural household completely predicted MDR, this
variable was excluded from subsequent logistic regression models. The antimicrobial
use characteristics of rural households differed from those of nonrural households
(more use of trimethoprim-sulfamethoxazole than clindamycin); the isolate-level com-
parison is shown in Table S2.

Tables 3 and 4 show the results from unadjusted and adjusted logistic regression
models at the baseline and at the follow-up visit, respectively, and demonstrate that
household size, pet ownership, and antimicrobial use were associated with MDR MRSA
in the adjusted models. Of note, clindamycin use by either humans or animals was not
associated with a risk of MDR, while trimethoprim-sulfamethoxazole use was associated
with a higher risk for the detection of home environmental MDR MRSA.

At the 3-month visit, the presence of unwanted pests (cockroaches and rodents) and
no Environmental Protection Agency (EPA)-listed cleaners, such as Lysol or Clorox
bleach, were significant predictors of non-MDR MRSA at the household level (Tables 1,
2,5, and 6). In the unadjusted models, each additional pet in the home was associated
with a higher risk of contamination with MDR MRSA. Conversely, MRSA isolates from
households with pest infestation (cockroaches and rodents) at the 3-month visit were
more likely to not be MDR. This was also true for the baseline visit in the unadjusted
models, but adjustment for covariates attenuated the effect. In both model A and
model B, homes that did not use an EPA-listed cleaner were more likely to have MRSA
isolates that were not MDR. Sensitivity analysis that excluded rural homes from the
analysis did not strongly impact the direction or the significance of the estimates of an
association for home environmental MDR MRSA. Tables 5 and 6 illustrate the results
when, instead of an a priori approach, we performed data-driven forward stepwise
selection of risk factors for the adjusted logistic regression models at the baseline and
3-montbh visits, respectively.

Sensitivity analysis for antibiotic use. At the baseline, all homes with pet use of
antimicrobials also reported the use of antimicrobial drugs by humans. Therefore, we
conducted a sensitivity analysis comparing the 84 (80%) and 12 (12%) samples from
homes with human-only antimicrobial use and both human and pet antimicrobial use,
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TABLE 3 Unadjusted and adjusted logistic regression models at the baseline visit?

Applied and Environmental Microbiology

Unadjusted model

Adjusted model A®

Adjusted model B¢

Outcome variable OR“ (95% Cl) P valuee OR (95% Cl) P valuee OR (95% Cl) P valuee
Bedroom 1.74 (0.91-3.33) 0.09 2.94 (0.89-9.74) 0.08 1.81 (0.67-4.87) 0.24
Touched site 1.58 (0.65-3.81) 0.31 0.61 (0.15-2.54) 0.49 1.34 (0.41-4.43) 0.62
HH size (no. of people)
1-2 3.18 (0.88-11.48) 0.08 7.06 (1.06-47.14) 0.04* 3.88 (0.69-21.87) 0.12
3 1.06 (0.30-3.71) 0.93 1.23 (0.31-4.85) 0.76 0.45 (0.10-2.02) 0.30
4 2.86 (0.50-16.36) 0.23 10.86 (1.11-106.65) 0.04* 1.88 (0.26-13.50) 0.53
=5 Ref Ref Ref Ref Ref Ref
House type
Attached Ref Ref Ref Ref Ref Ref
Single family 2.23 (0.70-7.20) 0.17 1.95 (0.40-9.59) 0.41 1.59 (0.37-6.77) 0.52
Apartment 2.56 (0.41-15.90) 0.31 4.68 (0.55-39.79) 0.16 2.08 (0.20-21.85) 0.54
Domestic pets 1.18 (0.94-1.48) 0.16 1.32 (0.98-1.77) 0.07 1.31 (1.04-1.65) 0.02*
Season
Summer Ref Ref Ref Ref Ref Ref
Fall 1.80 (0.39-8.36) 0.45 2.20 (0.32-15.20) 0.42 1.42 (0.23-8.93) 0.70
Winter 1.13 (0.39-8.36) 0.45 3.23 (0.54-19.26) 0.19 4.14 (0.60-28.73) 0.15
Spring 0.67 (0.17-2.58) 0.55 1.93 (0.29-12.91) 0.49 1.68 (0.26-10.91) 0.58
Unwanted pests 0.54 (0.10-3.00) 047 1.29 (0.14-11.67) 0.82 0.63 (0.10-4.05) 0.62
No EPA cleaner 1.19 (0.46-3.10) 0.72 1.59 (0.54-4.70) 0.40 0.75 (0.22-2.57) 0.65
Decolonization
Any HH Abx use
No use Ref Ref Ref Ref
Human or pet use 13.36 (1.36-131.15) 0.03* 70.35 (1.33-3718.66) 0.04*
Individual Abx use
Clinda 0.29 (0.11-0.80) 0.02* 0.27 (0.08-0.90) 0.03*
Sulfa 1.93 (0.73-5.07) 0.18 3.06 (0.98-9.56) 0.05*
Mup 0.59 (1.02-2.84) 0.46 0.76 (0.06-9.84) 0.83

aData are for 104 isolates. HH, household; Abx, antimicrobial; Clinda, clindamycin; Sulfa, trimethoprim-sulfamethoxazole; Mup, mupirocin; Ref, reference group.

bModel A evaluates any use of antimicrobial drugs by human or domestic animal occupants.

“Model B evaluates mupirocin, clindamycin, and trimethoprim-sulfamethoxazole use as individual variables.

d0ORs for adjusted models used logistic regression and took all listed covariates into account. Rural was not included in the models due to a zero stratum (cf. Table 1).
eP values for all covariates were obtained using logistic regression. Significance, indicated in bold, is as follows: *, P < 0.05.

respectively, to the 8 samples (8%) from homes where no human or animal antimicro-
bial use was reported. We identified that samples from homes with human-only
antimicrobial use were 68 times more likely to be multidrug resistant (P < 0.04) and
that samples from homes with human and pet antimicrobial use were 116 times more
likely to be multidrug resistant (P < 0.04) than samples from homes with no antimi-
crobial use. This suggests that pet antimicrobial use did not detract from and may have
contributed to the risk of multidrug resistance in MRSA from the environmental
reservoir.

Results of stepwise selection. In model A, small households (those with 1 to 2
people) were 5 times more likely than the reference group of households with 5 or
more people to be contaminated with MDR MRSA, and households with any human or
pet use of antimicrobials were over 60 times more likely than households reporting no
prior or current antimicrobial use to be contaminated with MDR MRSA. In model B, the
presence of domestic pets was associated with a 1.25 times increased odds of home
contamination with MDR MRSA, and either pet or human use of clindamycin was
associated with protection against home contamination with MDR MRSA. At the
3-month visit, household size, the presence of domestic pets, the presence of un-
wanted pests (mice, cockroaches, etc.), season, and the use of EPA-listed cleaners were
retained in both models. In model A, households that did not use an EPA-listed cleaner
were associated with significant protection against home contamination with MDR
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TABLE 4 Unadjusted and adjusted logistic regression models at the follow-up visit?

Unadjusted Adjusted model A® Adjusted model B¢

Outcome variable OR“ (95% Cl) P valuee OR (95% Cl) P valuee OR (95% ClI) P valuee
Bedroom 1.16 (0.51-2.61) 0.72 1.02 (0.05-21.03) 0.99 0.67 (0.04-10.80) 0.77
Touched site 1.02 (0.41-2.56) 0.96 1.56 (0.07-33.36) 0.77 3.37 (0.22-50.95) 0.37
HH size (no. of people)

1-2 1.50 (0.24-9.41) 0.66 8.34 (0.61-113.21) 0.12 9.72 (0.27-352.32) 0.21

3 1.03 (0.16-6.78) 0.98 0.18 (0.01-3.57) 0.25 0.11 (0.001-12.00) 0.35

4 0.86 (0.16-4.45) 0.85 1.34 (0.07-26.44) 0.84 1.21 (0.06-22.94) 0.90

=5 Ref Ref Ref Ref Ref Ref
House type

Attached Ref Ref Ref Ref Ref Ref

Single family 2.29 (0.54-9.72) 0.25 3.28 (0.50-21.30) 0.21 9.61 (0.53-174.06) 0.12

Apartment 1.71 (0.17-17.63) 0.64 0.47 (0.03-8.33) 0.60 0.18 (0.006-5.26) 0.31
Domestic pets 1.36 (1.02-1.81) 0.04* 1.39 (0.80-2.39) 0.23 1.37 (0.89-2.10) 0.14
Season

Summer Ref Ref Ref Ref Ref Ref

Fall 3.76 (0.70-20.13) 0.12 6.83 (0.67-69.80) 0.10 14.67 (1.16-184.96) 0.04*

Winter 2.53 (0.44-14.62) 0.29 0.39 (0.01-24.4) 0.65 0.11 (0.001-8.71) 0.31

Spring 0.96 (0.06-16.17) 0.98 11.99 (0.36-395.78) 0.16 35.83 (0.95-1351.37) 0.05*
Unwanted pests 0.12 (0.01-1.04) 0.05* 0.13 (0.01-1.37) 0.09 0.21 (0.01-6.04) 0.35
No EPA cleaner 0.32 (0.07-1.38) 0.12 0.03 (0.001-0.75) 0.03* 0.01 (0.0002-0.34) 0.01*
Decolonization 1.12 (0.29-4.32) 0.86 4.70 (0.39-56.63) 0.21 8.26 (0.29-237.35) 0.21
Any HH Abx use

No use Ref Ref Ref Ref Ref Ref

Human or pet use 1.22 (0.28-5.34) 0.78 0.34 (0.01-7.86) 0.49
Individual Abx use

Clinda 0.38 (0.08-1.95) 0.24 0.01 (0.0001-0.46) 0.02*

Sulfa 0.79 (0.04-16.01) 0.88 0.15 (0.001-25.07) 0.45

Mup 1.23 (0.18-8.22) 0.82

aData are for 56 isolates. HH, household; Abx, antimicrobial; Clinda, clindamycin; Sulfa, trimethoprim-sulfamethoxazole; Mup, mupirocin; Ref, reference group.

bModel A evaluates any use of antimicrobial drugs by human or domestic animal occupants.

“Model B evaluates mupirocin, clindamycin, and trimethoprim-sulfamethoxazole use as individual variables.

d0ORs for adjusted models used logistic regression and took all listed covariates into account. Rural was not included in the models due to a zero stratum (cf. Table 1).
eP values for all covariates were obtained using logistic regression. Significance, indicated in bold, is as follows: *, P < 0.05.

MRSA. In model B, this was also true, and the use of clindamycin by either pet or human
occupants in the household was again associated with protection against home
contamination with MDR MRSA.

Mupirocin resistance. At the baseline visit, 94/104 (90%) MRSA isolates were
susceptible to mupirocin, and at the 3-month visit, 50/56 (89%) were susceptible. The
household prevalence of mupirocin susceptibility by Etest assessment was 94% for
isolates collected at both visits. All (n = 10) Mup" MRSA isolates collected at the
baseline home visit were high-level Mupr, as tested by quantitative PCR (qPCR), in
which Mupr was mediated through a genetic mechanism (mupA). Among 39 house-
holds randomized to mupirocin treatment, 2 (5%) had incident MRSA isolates with
low-level Mupr (in which phenotypic resistance was determined by Etest and was found
to not be mediated by mupA on the basis of qPCR testing) in the home environment
at the 3-month visit; none of the 26 households randomized to the education control
group were found to have Mup™ MRSA at 3 months.

Risk factors for detection and development of mupirocin resistance. In addition
to associations between mupirocin use and the detection of MDR among MRSA
isolates, we also evaluated the MRSA isolates for mupirocin resistance as an outcome
due to the clinical and public health importance of this resistance phenotype. Due to
small numbers, statistical adjustment was not performed. The presence of domestic
pets in the home was associated with a 95% decreased odds of the detection of
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TABLE 5 Adjusted regression model using stepwise selection at the baseline visit?

Adjusted model A® Adjusted model B¢

Outcome variable OR (95% CI) P valued OR (95% Cl) P valued
Bedroom 2.21 (0.93-5.26) 0.07 2.07 (0.91-4.73) 0.08
HH size (no. of people)

1-2 5.06 (1.14-22.34) 0.03* 4,98 (1.00-24.87) 0.05*

3 1.20 (0.30-4.75) 0.79 0.52 (0.13-2.13) 0.36

4 7.20 (0.70-73.19) 0.09 2.75 (0.46-16.62) 0.26

=5 Ref Ref Ref Ref
House type

Attached Ref Ref

Single family 1.31 (0.34-5.00) 0.69

Apartment 6.29 (0.80-49.63) 0.08
Domestic pets 1.23 (0.97-1.57) 0.09 1.31 (1.08-1.60) 0.01*
Season

Summer Ref Ref

Fall 1.41 (0.25-8.02) 0.70

Winter 3.28 (0.61-17.62) 0.16

Spring 1.48 (0.34-6.48) 0.60
HH Abx use

No use Ref Ref

Human and pet use 63.80 (1.50-2,718.77) 0.03*

Individual Abx use
Clinda 0.27 (0.09-0.79) 0.02*
Sulfa 2.39 (0.74-7.73) 0.14

aData are for 104 isolates. HH, household; Abx, antimicrobial; Clinda, clindamycin; Sulfa,
trimethoprim-sulfamethoxazole; Ref, reference group.

®Model A evaluates any use of antimicrobial drugs by human or domestic animal occupants.

“Model B evaluates mupirocin, clindamycin, and trimethoprim-sulfamethoxazole use as individual variables.
dSignificance, indicated in bold, is as follows: *, P = 0.05.

environmental Mup" MRSA at the baseline (odds ratio [OR], 0.05; 95% Cl, 0.01, 0.54; P =
0.01). Domestic pets were not treated with mupirocin as part of the trial, and during
interviews regarding pet-specific risk factors at each visit, no owners reported any use
of mupirocin by pets prior to or during the study. Prior use of mupirocin by humans in
the household before the trial was associated with a 7-fold increased odds of the
detection of environmental Mup® MRSA at the baseline, but this did not achieve
statistical significance (OR, 7.10; 95% Cl, 0.90, 55.7; P = 0.06). Households with mupA-
positive MRSA in the environment at the baseline were significantly more likely to have
it present in the environment at the 3-month visit (OR, 20.00; 95% Cl, 1.00, 403.6; P =
0.05). The home (n = 1) with persistent mupA-positive MRSA environmental contam-
ination was associated with mupA-positive MRSA colonization in people and was
associated with the failure of the index patient to successfully clear MRSA colonization
during treatment.

DISCUSSION

In this study, we found that 68% (65/95) of homes of patients recently diagnosed
with a CO-MRSA SSTI were contaminated with MRSA. The majority, 57% (91/160), of the
MRSA strains identified were spa type t008, a dominant community strain in the United
States that has been associated with household transmission (20). Among the MRSA-
contaminated homes, we evaluated factors associated with multidrug and mupirocin
resistance in the home environmental MRSA reservoir in the context of a randomized
controlled trial of household-wide decolonization treatment. The majority, 59% (95/
160), of the MRSA isolates that we characterized were multidrug resistant.

The literature on risk factors that may contribute to multidrug and/or mupirocin
resistance in the environmental CO-MRSA reservoir is limited. One prior study charac-
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TABLE 6 Adjusted regression model using stepwise selection at the follow-up visit?

Adjusted model A® Adjusted model B

Outcome variable OR (95% CI) P valued OR (95% Cl) P valued
HH size (no. of people)

1-2 7.51 (0.87-64.67) 0.07 8.80 (0.82-94.13) 0.07

3 0.61 (0.07-5.11) 0.64 0.85 (0.10-7.58) 0.88

4 1.09 (0.08-14.84) 0.95 1.03 (0.06-18.67) 0.98

=5 Ref Ref Ref Ref
Domestic pets 1.37 (0.90-2.08) 0.13 1.41 (0.88-2.27) 0.15
Season

Summer Ref Ref Ref Ref

Fall 7.40 (0.90-61.04) 0.06 11.78 (0.92-150.75) 0.06

Winter 1.21 (0.07-21.51) 0.89 1.09 (0.04-29.51) 0.96

Spring 5.40 (0.31-95.52) 0.31 5.19 (0.31-87.11) 0.24
Unwanted pests 0.10 (0.01-1.21) 0.07 0.11 (0.01-1.58) 0.10
No EPA cleaner 0.08 (0.01-0.62) 0.02* 0.05 (0.004-0.67) 0.03*
HH Clinda use 0.09 (0.01-0.92) 0.04*

aData are for 56 isolates. HH, household; Clinda, clindamycin; Ref, reference group.

bModel A evaluates any use of antimicrobial drugs by human or domestic animal occupants.

“Model B evaluates mupirocin, clindamycin, and trimethoprim-sulfamethoxazole use as individual variables.
dSignificance, indicated in bold, is as follows: *, P < 0.05.

terized the antimicrobial susceptibility among S. aureus isolates collected from house-
hold inhabitants, environmental surfaces, and the pets of children with CO-MRSA, but
that study did not evaluate the risk factors associated with the prevalence of MDR or
mupirocin resistance in the home environmental MRSA reservoir (21). Although the
overall rates of mupirocin resistance were low, our study demonstrated that the household
environment can act as a reservoir of mupirocin-resistant MRSA, that the presence of
Mupr MRSA in households has the potential to be associated with treatment failure due
to recolonization or persistent colonization, and that the use of mupirocin in decolo-
nization treatment has the potential to be associated with incident low-level mupirocin
resistance in the home environmental MRSA reservoir.

We found that, prior to randomization and initiation of household-wide decoloni-
zation treatment, rural location, small household size, and any prior human or animal
use of antimicrobials were associated with an increased odds for home MRSA isolates
to be MDR. Small household size was associated with older index patients, who may
have more comorbidities that increase their frequency of contact with the health care
system and increase their antimicrobial use; however, the rate of prior antimicrobial use
was high among both large and small households. The prior use of antimicrobial drugs
has been associated with an increased risk for MRSA and drug resistance in previous
studies of people (22, 23). After households were randomized to the use of twice-daily
nasal mupirocin and two chlorhexidine body washes for all people in the home, two
consistent protective effects emerged. MRSA-contaminated households that did not
report the use of a cleaner on the EPA list of agents with known effective biocidal
activity against MRSA and households reporting the use of clindamycin by at least one
human or animal were associated with the presence of more susceptible (not MDR)
MRSA isolates. Therefore, this study is the first, to our knowledge, to report that the use
of nonbiocidal cleaning products and that the use of clindamycin in either humans or
domestic animals is not associated with a risk of MDR in the home environmental MRSA
reservoir. It is possible that cleaners with biocidal activity against MRSA exert selective
pressure, contributing to expansion of the MDR MRSA reservoir if strains carry genes for
disinfectant resistance, such as gacA (24). Prior studies have shown that certain disin-
fectants are less effective against biofilm-producing S. aureus strains; we did not test
our environmental strains for biofilm production (25, 26). Further research needs to be
done to replicate and elucidate the mechanism of this effect.

We identified that 68% MRSA isolates from the home environment were susceptible to

November 2017 Volume 83 Issue 22 e01369-17 aem.asm.org 9


http://aem.asm.org

Shahbazian et al.

clindamycin, which is consistent with the 66% rate of clindamycin susceptibility observed
among colonizing MRSA isolates collected from people in a population representative of
that of the United States from 2012 to 2014 (27). Morelli et al. determined that 90% of
environmental S. aureus isolates were susceptible to clindamycin but did not report the
distribution of susceptibility among MRSA versus methicillin-susceptible S. aureus (MSSA)
isolates, precluding a direct comparison (21). The finding of a protective role for clinda-
mycin use by humans or domestic animals in the household is consistent with a prior
report of a study with this cohort that the use of clindamycin is associated with both
the earlier clearance and the lower persistence of colonization among the index
patients (28, 29). It is possible that these effects could be mediated, at least in part, by
the home environmental MRSA reservoir. All clindamycin-resistant environmental
MRSA isolates were also MDR, and at the 3-month visit, none of the homes reporting
the use of clindamycin were contaminated with clindamycin-resistant MRSA isolates. It
is also possible that environmental effects could be related to changes in carriage
among human household members, although this is less likely, given that our analysis
was limited to the MRSA environmental reservoir and excluded homes with no MRSA
contamination. In contrast, the use of trimethoprim-sulfamethoxazole was not associ-
ated with either protection or an increased odds of detection of MDR strains in the
home environmental MRSA reservoir. This suggests that although clindamycin and
trimethoprim-sulfamethoxazole drugs have been found to be equivalently effective for
the treatment of community MRSA SSTlIs, they may exert different effects in terms of
selective pressure (30-32).

Living in a rural household predicted MDR completely at the baseline visit. The risk
of MDR because of rural residence is a novel finding, as rural residence has been
considered a risk factor for human MRSA colonization, but rural households have not
previously been considered a potential environmental reservoir for AMR (29). This
finding may be due to multiple factors. In our study population, 42% of homes
classified as rural reported being able to see or smell a farm. The agricultural use of
antimicrobials is a potential source of selection pressure in rural communities that may
contribute to an increased prevalence of MDR MRSA through both direct (occupational)
and indirect (environmental) routes (33, 34). A difference in prescribing practices in
rural areas was also observed in our study population. These practices may contribute
to the differences in MDR patterns among MRSA isolates from rural homes. We
observed that people and domestic pets in rural homes were more likely to report
trimethoprim-sulfamethoxazole than clindamycin use than people and domestic pets
in nonrural homes. However, the exclusion of rural homes from our analysis did not
strongly impact the direction or significance of estimates of an association of clinda-
mycin and trimethoprim-sulfamethoxazole use with the detection of home environ-
mental MDR MRSA.

We found interesting effects according to the presence of domestic pets and unwanted
pests. The presence of domestic pets was associated with an increased odds for the
presence of MDR MRSA in the home environment, while the presence of unwanted
pests was associated with protection against MDR MRSA strains at the 3-month visit,
following randomization to the decolonization intervention in people. Domestic pets
are known to be a potential reservoir for CO-MRSA, although the prevalence of MRSA
carriage in pets in this study was low (35). While the adjusted models accounted for pet
antimicrobial use, the models did not capture all other risk factors that could contribute
to selection for drug-resistant strains, such as contact with veterinary health care
settings. In contrast, unwanted pests are not a direct target for antimicrobial treatment.
It is possible that more susceptible strains may influence the environmental reservoir
and dilute the pool of MDR MRSA isolates; this effect could be magnified as humans
undergo decolonization treatment (reducing their shedding into the home environ-
mental MRSA reservoir). This hypothesis could also explain the finding that domestic
pets were associated with protection against contamination of the home environmen-
tal MRSA reservoir with mupirocin-resistant strains. No owners reported that their pets
had been treated with mupirocin in the year prior to or during the conduct of the study.
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Of concern, it is possible that if mupirocin use becomes more common in veterinary
practice, this potential effect will diminish.

This study has several limitations. Due to a small sample size, the study may not
have had a sufficient power to determine associations for some risk factors with a
modest effect difference. In addition, only MRSA isolates were included in this analysis,
which may have biased our assessment of the household resistome. However, the
home environmental MRSA reservoir is clinically relevant, particularly in the context of
consideration of the household unit as part of a therapeutic intervention. Although we
evaluated only two MRSA isolates per household and selected isolates that were more
likely to be resistant to methicillin, no households were misclassified as MRSA negative
and our selection process was systematic. Finally, we did not evaluate biofilm formation
or perform universal testing for disinfectant resistance phenotypes and genotypes as
part of this analysis; these are targets for future research. Our study was strengthened
by the inclusion of an inspection-based assessment of the household, in addition to the
incorporation of pet-related antimicrobial use.

In conclusion, our study demonstrates a need to consider the home environmental
MRSA reservoir to help prevent recurrent, multidrug-resistant MRSA infections in the
community. The potential for mupirocin decolonization treatment to select for mupirocin-
resistant strains that may enter this reservoir deserves further scrutiny. Future studies
should also attempt to replicate the novel potential risk factors identified here, specif-
ically, rural location and the use in the home of biocides that are known to have
effectiveness against MRSA. Antimicrobial-resistant bacteria present a growing threat to
public health nationally and globally, and it is increasingly important to consider the
household environment as an important location for interventions.

MATERIALS AND METHODS

Household recruitment and questionnaire. (i) Study design. Study participants were recruited as
part of a randomized-controlled trial (RCT; ClinicalTrials.gov registration no. NCT00966446) at one of
five participating institutions in the mid-Atlantic United States, which included two urban adult care
hospitals, an adult community hospital, an urban children’s hospital, and a rural adult and pediatric
hospital. The conduct and results of the RCT have been described previously, and the main goal of this
trial was to determine the impact of household-wide decolonization treatment on recurrent MRSA
infection (28). Briefly, outpatients were recruited between January and December 2012 and were
included on the basis of a laboratory-confirmed MRSA skin or soft tissue infection (SSTI). To be included
in the study, a study subject (i.e., index patient), including adults and children, and all members of his
or her household were required to agree to participate. Informed consent or assent was obtained from
all index patients and household members. As part of the RCT protocol, all human household members
were cluster randomized to a 1-week decolonization treatment (two arms) or an education control group
(one arm). Participants in households randomized to treatment were assigned twice-daily nasal mupi-
rocin for 7 days and a chlorhexidine body wash on the first and last day of mupirocin application; the
treatment week was scheduled to occur 6 weeks after the baseline visit.

This analysis was limited to participants who consented to home environmental sampling for the Pets
and Environmental Transmission of Staphylococci (PETS) study, parts of which have been described
previously (19, 36, 37). Participants were administered verbal questionnaires at each visit. Trained
personnel used an iFormBuilder (iFormBuilder, Herndon, VA) application for iPad (Apple, Cupertino, CA)
to collect data by interview and inspection regarding household-related and pet-related characteristics.
Study personnel also collected data on participant characteristics by interview and diary.

(ii) Rural versus urban classification. A priori, all counties included in the catchment area for the
RCT and the PETS study were determined to fall into an urban classification on the basis of the 2010
census and the Office of Management and Budget definition (38). As a result, study staff assigned
households to a subjective category on the basis of the characteristics of the neighborhood and
surrounding community. To capture potential indirect contact with livestock, study staff recorded the
proximity of the house to livestock and crop agricultural areas and queried the heads of households
regarding odors and other indications of agricultural influence.

(iii) Home inspection. Study staff performed home inspections for unwanted pests (primarily flies,
mice, and cockroaches) and other household characteristics at each of the home visits. Domestic pets
were identified and sampled as previously described (19).

This study was approved by the institutional review boards and the animal care and use committees
of the participating institutions (University of Pennsylvania, Johns Hopkins University).

(iv) Household sampling. Autoclave-sterilized electrostatic cloths (Swiffer; Proctor & Gamble) were
used to collect household surface dust samples for bacterial culture. Samples were collected from eight
standardized locations in the common room, kitchen, and bedroom of each household, although the
participants could decline sampling of the bedroom (two of the eight samples). Electrostatic cloths were
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used to sample typically a 30- by 30-cm area in the various rooms, as previously described (39). The
samples were then placed in sterile stomacher bags for transport to the laboratory.

Bacterial culture. Samples were subjected to a two-arm culture method. Arm 1 was optimized for
the isolation of coagulase-positive methicillin-susceptible (MS) Staphylococcus spp., and arm 2 was
optimized for the isolation for methicillin-resistant (MR) organisms as previously described (39, 40).

Bacterial culture method. The electrostatic cloths were cultured as previously described (39, 40).
Briefly, the cloths were enriched in 60 ml Mueller-Hinton broth supplemented with 6.5% NaCl, and then
(for the MR enrichment arm only) 1 ml was subcultured to 9 ml tryptic soy broth supplemented with 2.5%
NaCl, 3.5 mg/liter cefoxitin, and 10 mg/liter aztreonam. The broths were incubated at 37°C for 16 to 20
h, and then a 10-ul aliquot was plated onto BBL Columbia CNA blood agar; the plates were incubated
at 37°C for 16 to 20 h. After incubation, presumptive staphylococcal colonies on CNA agar were
subcultured to Baird-Parker (BP) agar. All probable coagulase-positive staphylococci (CPS) (based on the
phenotype on BP agar) were archived to Microbank tubes (Pro-Lab Diagnostics, Canada) and held at
—80°C. S. aureus ATCC 43300, S. pseudintermedius ATCC 49444, and S. schleiferi VHUP1939-05 were used
as positive controls for culture and PCR.

Selection and molecular characterization of isolates. Up to two isolates from each home visit were
selected on the basis of the phenotype on blood agar by one member of the study team (M.F.D.) for
species identification by PCR and antimicrobial susceptibility testing. Hemolytic, yellow-pigmented
colonies (presumptive S. aureus isolates) from the arm of the protocol that was selective for methicillin
resistance were chosen over nonhemolytic, nonpigmented colonies from the arm of the protocol that
was nonselective for resistance, identical to a selection process used for animal isolates analyzed in the
PETS study (19). To identify S. aureus, S. pseudintermedius, or S. schleiferi, a multiplex PCR assay that
amplifies species-specific segments of the nuclease gene (nuc) was performed as previously described
(41). Methicillin-resistant isolates (MRSA and MR S. pseudintermedius isolates) were determined by the
presence of a universal mecA-mecC sequence, with ATCC 43300 and LGA251 used as mecA- and
mecC-positive controls, respectively (42). Isolates confirmed to be MRSA were subjected to S. aureus
protein A (spa) typing as previously described (43, 44).

Subset analysis. To determine whether selection of only two isolates contributed to bias in
assessment of the home MRSA status, all CPS isolates from the first 20 homes recruited from the urban
enrollment centers and the first 5 homes recruited from the rural enroliment center were tested by PCR.

Antimicrobial susceptibility testing. Testing for susceptibility to 10 antimicrobials (chloramphen-
icol, vancomycin, quinupristin-dalfopristin [Synercid], linezolid, tetracycline, gentamicin, trimethoprim-
sulfamethoxazole, clindamycin, ciprofloxacin, and erythromycin) and erythromycin-induced resistance to
clindamycin (D-test) was conducted for selected isolates prior to cryopreservation using disk diffusion
methods following CLSI guidelines (45). The Sentry definition of nonsusceptibility to four or more classes
of antimicrobials (resistance to methicillin by design plus resistance to antimicrobials in three additional
classes) was used to define multidrug resistance (10). Mupirocin susceptibility was evaluated following
cryopreservation using Etest (bioMérieux, France) and established real-time PCR methods (46).

Statistical analysis. Statistical analysis was restricted to the MRSA isolates from each household.
Data collected during home visits, which included the baseline visit and a 3-month follow-up visit, were
analyzed using Stata (version 14) software (StataCorp, College Station, TX). Unadjusted and adjusted
logistic regression to generate odds ratios (ORs) and adjusted ORs (aORs), respectively, was performed
to estimate associations between the antimicrobial resistance of MRSA isolates and antimicrobial use and
other household risk factors, including sample location, home location, household size, the presence of
domestic pets, the presence of evidence of unwanted pests, season, and reported use of disinfectants.
Survey-weighting techniques (SVY commands in Stata) were used to account for the clustering of
multiple isolates within a household. To assess overall household antimicrobial use, model A represented
models in which a variable for any use of antimicrobial drugs by human or domestic animal occupants
was employed; model B was stratified instead on the basis of individual antimicrobial use and evaluated
the target drug mupirocin and the two antimicrobials commonly used for the treatment of MRSA
infection in humans: clindamycin and trimethoprim-sulfamethoxazole (30-32). These three variables
were considered independently, and households could report the use of any combination. For the
baseline visit, the antimicrobial drugs used by humans and domestic animals in the prior year were
considered; for the second visit, only those used during the 3-month interval between the visits were
considered.

The sites sampled were categorized into touched or repository sites. Touched sites were selected as
surfaces more commonly touched in the household and included the handle of the refrigerator, the
kitchen towel, the television remote, the bathroom faucet, and the bedroom pillow of the index
participant. Repository sites were selected as areas that a patient was not likely to touch on a daily basis
and included the top of the refrigerator, the top of the television, and the top of a wardrobe or other
dusty surface in the bedroom. Pest variables were aggregated from self-reported data and home
inspections. Season was defined as winter, spring, summer, and fall using cutoffs for the end date of
each season of 20 March, 21 June, 22 September, and 21 December, respectively. Via interviews, the
participants provided the names of all disinfectants typically used. These names were checked against
Environmental Protection Agency (EPA)-registered products considered to be effective against MRSA and
vancomycin-resistant Enterococcus faecalis or E. faecium (vancomycin-resistant enterococci [VRE]) (EPA,
list H), and cleaners matching those on this list were considered EPA-listed household cleaners, e.g., Lysol
and Clorox bleach. All EPA-listed cleaners were grouped into whether they were used in the household
or not. For categorical variables, reference groups were assigned as the largest stratum.
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Stepwise selection. Data-driven forward stepwise selection of risk factors for the adjusted logistic

regression models at the baseline and 3-month visits was performed. In the baseline models, bedroom
site, household size, the presence of domestic pets, and household antimicrobial use were retained in
both model A and model B.
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