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Drug resistance in fecal bacteria was high in
Wayampis Amerindians who did not take antibacterial
agents and were not hospitalized for 1 year. In the
Wayampis Amerindians, an isolated traditional community
in French Guyana, antibacterial use was 0.64 treatments
per person per year. Hospitalization rate was 6.1% per
year. Antibacterial drug-resistant bacteria can spread in
persons who are not taking antibacterial agents.

ntibacterial-resistant bacteria can spread in persons not

taking antibacterial agents. This resistance results
from contaminated food, antibacterial drug exposure, and
cross-contamination from humans or animals. Antibacterial
resistance is high in developing countries (1) because of
self-medication, the suboptimal quality of antibacterial
drugs, and poor community and patient hygiene (2).

To analyze the role of cross-transmission on the resist-
ance of fecal commensal enterobacteria, we conducted a
study from October 1 through 15, 2001, among Wayampis
Amerindians who lived in the most southern part of French
Guyana, in an isolated, ethnically homogeneous, tradition-
al community. The community was made up of 184 males
and 204 females (193 children <15 years and 195 adults),
who were evenly distributed in three villages (Z, n = 248;
TS, n = 85; and YP, n = 55). Access to the villages was
restricted to residents, and the sites were isolated, 100 km
south of the closest village. Villagers shared large huts
(13.9 + 8.6 inhabitants per hut [range 4-38]) with no
latrines or hygienic facilities, and used a single spot on the
river for drinking, bathing, and disposal of human waste.
They ate only local food (crops grown in a traditional man-
ner and meat from fishing or hunting). They did not raise
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farm animals except a few free-running chickens. A para-
medic officer permanently residing in Z provided the only
antibacterial agents in the vicinity and recorded their dis-
pensation. When necessary, the villagers were hospitalized
in Cayenne, the capital of French Guyana. Medical care
was free.

The Study

Rates of antibacterial exposure were calculated as the
ratio of the number of treatments prescribed divided by the
number of villagers and compared by using analysis of
variance. Chi-square-tests or Fisher exact tests were used
for binary variables. During the year preceding the study,
24 (6.1%) of 388 villagers had been hospitalized; 235
(60.6%) had received no treatment with antibacterial
agents. One hundred fifty-three (39.4%) of the villagers
had received 250 courses of antibacterial treatment. Of the
therapeutic agents used, 72 (28.8%) were amino-
penicillins, 111 (44.4%) were metronidazole, 36 (14.4%)
were macrolides, and 31 (12.4%) were different anti-
bacterial agents (17 penicillin M, 2 penicillin G, 7
cotrimoxazole, 3 cyclines, and 2 first-generation
cephalosporins). Ninety-eight (25.3%) villagers had
received one course of treatment, 30 (7.7%) received 2
courses of treatment, 13 (3.4%) received 3 courses of
treatment, and 12 (2.1%) received >4 courses of treatment.
Overall antibacterial and aminopenicillin exposures were
significantly higher in village Z, where the paramedical
officer resided (Table 1), and in children.

In October 1999, one of the investigators (V.J. or A.A.)
asked each adult to participate in the study. Children were
recruited with the help of the teachers at school. Exclusion
criteria were fever, diarrhea, or acute infection, and a stay
outside the study zone, a history of hospitalization (veri-
fied by Cayenne’s hospital records), or treatment with an
antibacterial agent (verified by records of the paramedical
officer) during the preceding year. We chose this period for
surveillance because it was the longest period for which
information was available. Information was verified by
one of the investigators.

The study was approved by the Comité Consultatif de
Protection des Personnes se prétant a des Recherches
Biomédicales (CCPPRB) of Cayenne and by the adminis-
trative authorities of French Guyana and was authorized by
the French Ministry of Health. Before participants were
included, the study was presented to the villagers, with the
aid of the chief of the village who explained that some of
them would be asked to participate. Consent was obtained
before participants were included in the study.

Study participants were asked to bring fresh stool sam-
ples (unformed samples were excluded) to the paramedic
officers. The samples were then mixed into brain-heart
infusion broth with 10% glycerol and frozen in liquid
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nitrogen. Upon harvesting, 25 pL of broth was added to 2
mL of brain-heart infusion broth, incubated for 4 h, and
plated on cetrimide, Chapman, and bile-esculin-acid agar
containing 10 mg/L of vancomycin (after an enrichment
step of 18 h in broth containing 1 mg/L of vancomycin) to
detect Pseudomonas aeruginosa, Staphylococcus aureus,
and vancomycin-resistant enterococci, respectively.
Antibacterial-resistant gram-negative bacteria were detect-
ed by using two separate methods. The first method
explored the predominant flora. Drigalski agar plates were
plated with the fecal dilutions; after 48 h growth, five
colonies were randomly selected, identified, and tested for
antibacterial susceptibility as described (http://www.sfm.
asso.fr). A participant was defined as colonized in the pre-
dominant flora with gram-negative bacteria resistant to a
given antibacterial agent when at least one strain resistant
to this antibacterial agent was isolated. The second method
explored the subdominant flora. Drigalski agar plates were
supplemented with either ampicillin (10 mg/L), cef-
tazidime (2 mg/L), streptomycin (20 mg/L), kanamycin
(20 mg/L), chloramphenicol (20 mg/L), tetracycline
(10 mg/L), or nalidixic acid (50 mg/L) (3), used within 24
h after preparation, and kept at 4°C until used. The plates
were plated with the fecal dilutions, incubated for 48 h,
and inspected for lactose-positive and lactose-negative
colonies. A participant was defined as colonized in the sub-
dominant flora with gram-negative bacteria resistant to a
given antibacterial agent when at least one colony grew on
agar containing the corresponding antibacterial agent. No
further identification was performed; for quality control
purposes, some positive plates were randomly selected for
confirmation of antibacterial susceptibility of the isolates.
Because the number were few and unexpected, colonies
that grew on agar containing ceftazidime were all identi-
fied by conventional methods or 16S RNA gene sequenc-
ing (4), when needed; their antibacterial susceptibility was
tested; and genes encoding for extended spectrum B-lacta-
mase were characterized, when needed, by polymerase
chain reaction and sequencing (5). When needed, the clon-
ality of isolates was determined by using pulsed-field gel
electrophoresis (PFGE) (6).

Antibiotic Resistance, French Guyana

The fecal flora was thus analyzed in a subgroup of 93
volunteers (39 men and 54 women; 41.2% from village
TS, 18.1% from village Z, and 23.6% village YP
[p < 0.001]) who met the inclusion criteria cited above,
representing 93 (23.9%) of 388 villagers and 93 (39.6%) of
235 who had not received antibacterial agents for 1 year.
Carriage of resistant gram-negative bacteria in
subdominant flora of these 93 volunteers ranged from
>90% for those resistant to ampicillin, streptomycin, and
tetracycline to 7% for those resistant to nalidixic acid
(Table 2), with no significant difference for sex or age. We
found no association between the rate of resistance in the
study participants and the number persons who used
antibacterial agents or of children in the hut. Fourteen
participants (all living in village Z but not in the same hut)
were colonized by gram-negative bacteria resistant to
ceftazidime, including three Escherichia coli strains with a
similar pattern by PFGE that produced Blag,,s, extended
spectrum B-lactamase. Nine participants (three, one, and
five living in villages TS, YP and Z, respectively, and only
two in the same hut) were colonized by strains of
Acinetobacter baumannii sharing the same susceptibility
pattern. Two participants (one in village TS and one in
village Z) were colonized by strains of Ochrobactrum spp.
Neither S. aureus or P. aeruginosa were isolated. One
participant from village Z was colonized by a vancomycin-
resistant strain of Enterococcus gallinarum.

Resistance rates in the predominant flora were from
95% to tetracycline to 0% to ceftazidime and nalidixic
acid, with no significant differences between adults and
children, men and women, or villages. Although they were
not chosen randomly, approximately 40% of the untreated
villagers were included, which suggests that the group was
representative of the whole community.

Recently, high resistance rates were also reported in
remote populations from Bolivia (7) and Nepal (2). Here,
however, we have provided additional information on
exposure to antibacterial drugs and hospitalizations of the
study participants. In the villages studied, the global anti-
bacterial exposure (0.64 treatments/person/year) was
roughly half that of France (8), thus close to the mean rate

Table 1. Antibacterial exposure in 388 Wayampi Amerindians from three villages in southern French Guyana during the year preceding

the study®

Frequency of antibacterial exposure in (%)
Antibacterial agents TS (n = 85) YP (n = 55) Z (n =248) Total (N = 388) p value”®
Aminopenicillins 5.9 14.6 23.8 18.6 0.007
Metronidazole 16.5 30.9 32.3 28.6 0.15
Macrolides 8.2 1.8 11.3 9.3 0.2
Other 5.8 7.3 8.9 8.0 0.7
Overall 36.5 54.6 76.2 64.4 0.007

*Frequency of antibacterial exposure was calculated by dividing the number of all antibacterial courses during the year preceding the study by the number

of persons in each village.
°Analysis of variance (ANOVA).

Emerging Infectious Diseases ¢ www.cdc.gov/eid ¢ Vol. 10, No. 6, June 2004

1151



DISPATCHES

Table 2. Prevalence of carriage of gram-negative bacteria resistant to various antibacterial agents in the predominant and the

subdominant fecal flora of the 93 study participants®

Predominant flora”

Subdominant flora

Escherichia Klebsiella Enterobacter Lactose Lactose
Antibacterial agent coli (%) sp. (%) sp. (%) Other (%) Any (%) positive (%) negative (%)  Any (%)
Ampicillin 51 (55) 19 (21) 5(5) 2(2) 77 (83) 89 (96) 31 (33) 93 (100)
Ceftazidime 0 0 0 0 0 3°(4) 114 (12) 14 (15)
Nalidixic acid 0 0 0 0 0 7° (8) 0 7 (8)
Pefloxacine 0 0 0 0 0 ND ND ND
Streptomycin 42 (45) 2(2) 0 0 44 (47) 83 (90) 19 (21) 86 (93)
Kanamycin 5(5) 0 0 0 5(5) 45 (49) 4 (5) 47 (51)
Tetracycline 59 (63) 14 (15) 0 2(2) 75 (81) 86 (93) 25 (27) 86 (93)
Cotrimoxazole 27 (29) 0 0 0 27 (29) ND ND ND
Chloramphenicol 22 (24) 0 0 0 22 (24) 48 (52) 27 (29) 60 (67)

°Accounting for 23.9% (93 of 388) of the global population of the villages studied and not significantly different from it for male/female ratio or age

distribution.
*Bacteria with intermediate susceptibility were categorized as resistant.
“Extended spectrum B-lactamase E. coli.

“Acinetobacter baumanni: 9 (all with the same susceptibility pattern including susceptibility to ureidopenicillins, third -generation cephalosp orins,
aminoglycosides, and quinolones) and Ochrobactrum spp. (identified by 16s RNA genes sequencing): 2.

°E. coli.

of European Union countries (9), which stresses the indi-
rect impact of antibacterial use on persons who do not use
them. Unrecorded antibacterial drug use in the participants
was unlikely because no alternate sources of antibacterial
agents existed, and free antibacterial agents were provided
when needed, decreasing the likelihood of nonprescribed
use or sharing of antibacterial agents by family members.
Our results can be compared only to those of studies
performed with similar methods and in persons who also
had not taken antibacterial drugs. For instance, resistance
rates of predominant E. coli in the Wayampis population to
ampicillin, tetracycline, and streptomycin were higher than
that observed in French bank workers (10) or Bostonian
children (1), but close to that reported in children from
Venezuela and China (1). That the resistance rate was high-
er in the Wayampis Amerindians than in the French work-
ers was unexpected, considering the higher levels of
antibacterial drug use in the French community. These data
suggested frequent cross-transmission likely attributable to
poor hygiene (1,2). Cross-transmission is common among
households, even in industrialized countries (11). Its role in
the spread of drug-resistant bacteria among the Wayampis
Amerindians, even in adults, was further indicated by the
lack of difference in resistance rates according to age.
Resistance to quinolones, which were not used in this
community, was lower than in Europe (12), which illus-
trates the specificity of selective pressure. Third-genera-
tion cephalosporins were also not used. Thus, how samples
from three participants were colonized by an E. coli-carry-
ing Bla;gy.s; (13), an extended-spectrum B-lactamase-gene
found only in hospitals, is difficult to explain. However,
enterobacteria that produced an extended spectrum B-lac-
tamase were prevalent at the time in the Cayenne hospital
(B.M., unpub. data). Since the three persons with the
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Bla gy, -colonized samples had not been hospitalized
during the previous year, possibly this strain, or a different
one, carrying Blag,.s, Was acquired and spread in the
community by one of the 24 villagers hospitalized during
the year preceding the study. Extended-spectrum B-lacta-
mase can disseminate in the community (14). We cannot
exclude that the three Blarg,,.s, carriers had been hospital-
ized earlier. If they were hospitalized and colonized during
hospitalization, this colonization would not have been like-
ly to have persisted for so long; indeed, carriage of resist-
ant nasal staphylococci can last for months, but resistance
in intestinal enterobacteria decreases within 10-20 days
after selective pressure ends (15).

Conclusions

Antibacterial agents in the food chain are a source of
resistance in industrialized countries (16). In our study,
food was strictly local but may have been the source of the
wild-type naturally resistant A. baumannii and
Ochrobactrum spp. strains that we isolated. Environmental
species have also been isolated in Amerindians living in
nearby (formerly Dutch) Guyana (17).

Because data confirmed the lack of direct antibacterial
drug exposure in our study participants, the results demon-
strate that, once resistance elements are introduced into a
population, moderate use of antibacterial drugs in the envi-
ronment is enough to maintain them in intestinal bacteria
when sanitary conditions are poor.

Acknowledgments

We thank the villagers for their help during the study;
Patricia Vienne for her help in Cayenne; P. Lavoine, M.J. Julliard,
and S. Couriol for secretarial assistance; and Gerald Pier and
Philippe Bougnoux for critical reading of the manuscript.

Emerging Infectious Diseases ¢ www.cdc.gov/eid ¢ Vol. 10, No. 6, June 2004



la

This project was supported in part by the Institut National de
Santeé et de la Recherche Médicale (INSERM).

Dr. Grenet is a pharmacist and clinical biologist. She is cur-

rently working in the Laboratory of Bacteriology, Groupe
Hospitalier Pitié-Salpétriére, Paris, France. Her main research
insterest is bacterial resistance in humans.

References

1.

Lester S, Del Pilar Pla M, Wang F, Perez Schaeli I, O’Brien T. The
carriage of Escherichia coli resistant to antibiotic agents by healthy
children in Boston, Caracas, Venezuela, and in Qin Pu, China. N Engl
J Med. 1990;323:285-9.

. Walson JL, Marshall B, Pokhrel BM, Kafle KK, Levy SB. Carriage

of antibiotic-resistant fecal bacteria in Nepal reflects proximity to
Kathmandu. J Infect Dis. 2001;184:1163-9.

. Chachaty E, Youssef MT, Bourneix C, Andremont A. Shedding of

antibiotic-resistant members of the family Enterobacteriaceae in
healthy residents of France and Jordan. Res Microbiol.
1995;146:175-82.

. Ruimy R, Breittmayer V, Elbaze P, Lafay B, Boussemart O, Gauthier

M, et al. Phylogenetic analysis and assessment of the genera Vibrio,
Photobacterium, Aeromonas, and Plesiomonas deduced from small-
subunit rRNA sequences. Int J Syst Bacteriol. 1994;44:416-26.

. Arlet G, Brami G, Decre D, Flippo A, Gaillot O, Lagrange PH, et al.

Molecular characterisation by PCR-restriction fragment length poly-
morphism of TEM beta-lactamases. FEMS Microbiol Lett.
1995;134:203-8.

. Bohm H, Karch H. DNA fingerprinting of Escherichia coli 0157:H7

strains by pulsed-field gel electrophoresis. J Clin Microbiol.
1992;30:2169-72.

. Bartoloni A, Cutts F, Leoni S, Austin CC, Mantella A, Guglielmetti P,

et al. Patterns of antibiotic use and antibiotic resistance among
healthy children in Bolivia. Trop Med Int Health. 1998;3:116-23.

. Guillemot D. Antibiotic use in humans and bacterial resistance. Curr

Opin Microbiol. 1999;2:494-8.

10.

11.

12.

13.

14.

15.

16.

17.

Antibiotic Resistance, French Guyana

. Cars O, Molstad S, Melander A. Variation in antibiotic use in the

European Union. Lancet. 2001;357:1851.

Aubry-Damon H, Grenet K, Ndiaye-Sall P, Che D, Corderio E,
Bougnoux M, et al. Antimicrobial resistance in commensal flora of
pig farmers. Emerg Infect Dis. 2004;10:873-9.

Fornasini M, Reves RR, Murray BE, Morrow AL, Pickering LK.
Trimethoprim-resistant Escherichia coli in households of children
attending day care centers. J Infect Dis. 1992;166:326-30.

Garau J, Xercavins M, Rodriguez-Carballeira M, Gomez-Vera JR,
Coll I, Vidal D, et al. Emergence and dissemination of quinolone-
resistant Escherichia coli in the community. Antimicrob Agents
Chemother. 1999;43:2736-41.

Poyart C, Mugnier P, Quesne G, Berche P, Trieu-Cuot P. A novel
extended-spectrum TEM-type beta-lactamase (TEM-52) associated
with decreased susceptibility to moxalactam in Klebsiella pneumoni-
ae. Antimicrob Agents Chemother. 1998;42:108-13.

Colodner R, Keness Y, Chazan B, Raz R. Antimicrobial susceptibili-
ty of community-acquired uropathogens in northern lIsrael. Int J
Antimicrob Agents. 2001;18:189-92.

Murray BE, Rensimer ER, DuPont HL. Emergence of high-level
trimethoprim resistance in fecal Escherichia coli during oral admin-
istration of trimethoprim or trimethoprim-sulfamethoxazole. N Engl
J Med. 1982;306:130-5.

Corpet DE. Antibiotic resistance from food. N Engl J Med
1988;318:1206-7.

Silverman MS, Scolnik D, Willey BM, Daneman N, Davis |, Aronson
L, et al. Antibiotic resistance in healthy adults and children in
Guyana. Abstract C2-2094. 43rd International Conference on
Antimicrobial Agents and Chemotherapy. Chicago, IL, USA. 2003

(14-17 September).

Address for correspondence: Antoine Andremont, Laboratoire de
Bactériologie, Hopital Bichat Claude Bernard, 46 rue Henri-Huchard,
75018 Paris, France; fax: 331- 40-25-85-81; email: antoine.andremont@
bch.ap-hop-paris.fr

OPPORTUNITIES FOR PEER REVIEWERS

The editors of Emerging Infectious Diseases seek to increase the
roster of reviewers for manuscripts submitted by authors all over
the world for publication in the journal. If you are interested in
reviewing articles on emerging infectious disease topics, please e-
mail your name, address, curriculum vitae, and areas of expertise to
eideditor@cdc.gov

At Emerging Infectious Diseases, we always request reviewers’
consent before sending manuscripts, limit review requests to three
or four per year, and allow 2-4 weeks for completion of reviews. We
consider reviewers invaluable in the process of selecting and pub-
lishing high-quality scientific articles and acknowledge their contri-
butions in the journal once a year.

Even though it brings no financial compensation, participation in
the peer-review process is not without rewards. Manuscript review
provides scientists at all stages of their career opportunities for pro-
fessional growth by familiarizing them with research trends and the
latest work in the field of infectious diseases and by improving their
own skills for presenting scientific information through construc-
tive criticism of those of their peers. To view the spectrum of arti-
cles we publish, information for authors, and our extensive style
guide, visit the journal web site at www.cdc.gov/eid.

For more information on participating in the peer-review
process of Emerging Infectious Diseases, e-mail
eideditor@cdc.gov or call the journal office at 404-371-5329.

Emerging Infectious Diseases « www.cdc.gov/eid ¢ Vol. 10, No. 6, June 2004

www.cdc.gov/eid

1153





