CLINICAL PROFILE AND
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ABSTRACT

Sixty five blood culture positive cases of §.
typhi were studied for clinical profile. A total of
64.6% were mudtidrug resistant and 35.4% were
chloramphenicol sensitive. In patients with mul-
tidrung resistant §. typhi the age was higher
(p<0.01), and incidence of complications such
as shock (35.7%), encephalopathy. (42.9%),
myocarditis (14.3%) and gastic hemomhage
(4.7%) were more frequent, compared to chio-
ramphenicol sensitive group. Cases with mul-
tidrug resistant S. typhi (MDRST) were treated
with oral ciprofloxacin; the period of deferves-
cence of fever was significantly less (p<0.05)
compared to the chloramphenicol group. Our
study suggests the use of ciprofloxacin in the
treatment of MDRST without any side effects.
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The incidence of multidrug resistant
Salmonella typhi (MDRST) is rapidly in-
creasing in India and is ranging between
10-83%(1-5). With the emergence of

MDRST strains, treatment of typhoid fever

in children has become an increasingly dif-
ficult problem and it would appear that -
conventional antibiotics cannot be recom-
mended as first line therapy in a patient
suspected to have typhoid fever. This is all
the more important in developing coun-
tries like India, wherc culture facilities arc
not available at most of the primary health
care centres. This report highlights the
clinical profile of multidrug resistant en-
teric fever and use of ciprofioxacin in its
management.

Material and Methods

Sixty five blood culturc-proven cases of
typhoid fever were studied. A detailed
clinical history and physical examination
was done ingall cases. Besides blood culture
and widal rcaction, other investigations in-
cluded complete hemogram, X-ray chest,
blood urca, serum clectrolytes and stool
examination.,

On the basis of strong clinical suspi-
cion all the cases were initially treated with
oral chloramphenicol (75 mg/kg/day). Af-
ter the blood culture report was available,

‘chloramphenicol was continued in only

those cases who showed chloramphenicol
sensitivity. The patients who showed mul-
tiple drug resistant S. fyphi were treated
with oral ciprofloxacin (10 mg/kg/day).

Results o
Cerinpend
Of 65 children, 14 (21.5%) were less

~ than 5 years, 21 (32.3%) were between 6

and 10 years, and 30 (46.3%) werc between
11 and 14 years of age.

Forty two (64.6%) -cases, showed
multidrug resistant S. ¢phi (Group A),
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while in 23 (35.4%) patients the organism

was scnsitive to chloramphenicol (Group
B). In MDRST group organism was resis-
tant to chloramphenicol, cotrimoxazole,
ampicillin; sensitive to gentamicin and
norfloxacin and sensitivity to ccpha-
losporine was not done. Antibiogram did
not include furazolidine beccausc of resis-
tance of S. typhi to this drug.

The mcan age (7able ) in Group A
pateints (9.8 = 3.3 years) was significantly
highcr as compared to Group B paticnts
(6.8 + 3.5 yecars) (p<0.01). All thc cases
presented with high grade continuous fe-
ver, associatcd with chills and rigors
(45%), toxic look and a coated tongue
(809%). The incidence of hepatomegaly and
- splenomegaly was 35.5 and 25.8%, respec-
tively. There was no difference in the clini-

" 'ENTERIC FEVER

cal featurcs at the onset between the two
groups. The other clinical features are
shown in Table I1. The incidence of various
complications was higher in MDRST
paticnts (Table IIT). One casc cach in
Group A and Group B dicd duc to persis-
tent shock. R _

Discussion

In this study 64.6% of blood culture
positive paticnts with enteric fever were
resistant  to  chloramphenicol, cotri-
moxazolc and ampicillin but sensitive to
norf{loxacin and gcntamycin. Other workers
have also reported similar results(1-5). We
did not use gentamicin because of its
limited in vivo cflicacy against the organ-
1sm(6,7).

Drug resistance to S. gyphi against

TABLE 1—Clinical Features of Enteric Fever

Feature Group A Group B Significance* |
(n = 42) s (= 23)
Age (y7) 98 + 33 ) 6.8 « 3.5 p < 0.01
Duration of el g
fever (days) U 158 v 82 131 =90 p > 0.05
Defervescence 54+25 6.60 + 2.3 p < 0.05
(days)
* Student ‘U test
TABLE W—-Clinical Features of Enteric Fever
Featurc Total paticnts | Group A Group B
(n.= 65) (n = 42) (n.=23)
n % n %o n %
Vomiting 19 (29.2) 16 (38.1) 3 (13.D)
Bronchitis 19 (29.2) ' (262) 8 (34.8)
Diarrhca 6 (92 6 (143) -
Constipation 1 (1.5) - - 1 (43)
Burningmicturition 2 (3.1 2 47 --
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TABLE TN =Complications of Enteric Fever

Complication | Total patients Group A Group B

| (n = 65) (n = 42) (n = 23)
PR ARTE LT SR N -. R % N % . N %
Shock 17 (26.1) 15 (35.7) 2 (87)
Encephalopathy 24 (369) ., 18 (42.9) 6 (26.1)
Myocarditis 6 (O VgL 6 (143) o - .
Gastric ”‘ o | SRR -1 E -
hemorrhage . - . - 2 (31 ' 2 @47 . -
Mortality R <X T o4 T 1 @3

chloramphenicol and other antibiotics is
through plasmid mediated R factors de-
rived from non-pathogenic entero-bacteria
like E. coli(2,7,8). In India, relatively high
incidence of enteric fever and misuse of
antibiotics singly or in irrational combina-
tions (Chloramphenicol and streptomycin)
for the trcatment of diarrhcal discases and
other infections may be responsible for in-
ducing multidrug resistance(9). It has been
postulated that a pool of microorganisms,
e.g., E. Coli bearing transposons coded for
multidrug resistance to S. typhi has come
into existence(10). ’

The significantly higher age in cases
with multidrug resistant S. typhi (Table I)
comparcd to chloramphenicol sensitive
cascs may be due to higher exposure to in-
discriminate antimicrobials and thus higher
incidence of MDRST strains. Observation
from areas where antibiotics have not
been used suggests that the increase in the
resistance plasmids are because of exces-
sive and inappropriate usage of anti-
biotics(11,12).

The higher incidence of some of the
clinical fcatures and complications in
MDRST group may be due to: (@) much
greater bacterial load in tissues due to

resistance to conventional agents, or
(b) virulence of bacteria as a consequence
of genes present on R-plasmid(13). Other
workers have also mentioned a higher inci-
dence of complications in multidrug resis-
tant cases (5,6). However, a few other re-
ports have indicated a lower incidence of
complications in cases with infection with
MDRST straitis(2,3).

The clinical response to ciprofloxacin
as indicated by the period of defervescence
was satisfactory (Table I) thus requiring
shorter hospital stay, compared to chlo-
ramphenicol group. Although the clinical
safety of ciprofloxacin in children is contro-
versial, careful use of the drug in life
threatening cases with MDRST may be
justified(6,14). Morevoer, the arthopathic
side effects are seen with high dose when
used for a prolonged period and are spe-
cies specific(15). Most of the studics done
so far in children have not documented
skeletal toxicity(16-18).
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