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7. ABRSTRACT SUMMARY:

The parpose of this 1imited study is to review charts of

about 30 patients admitted to the Hospital Ward of the ICDDR,B

from 1980 to 1984 who had shigellosis with hemolytic uremic

- -

T syndrame.

The reason for examining the ciinical data gathered

on these patients is to explore the relationships between

antibiotic resistance and treatment, develomnent of -the hemolytic-

uremic syndrome of shigellosis.

. B. REVIEWEG:

(2) Research involving human subjects:

(k) Research Review Committee:

(¢} Director:




SECTION II - RESEARCH PLAN

A. INTRODUCTION:

1.

-

2.

Objective:
" The purpose of this work is to carry out a retrospective
review of patient's charts to obtain clinical data on the relation-
- shiés between antibiotic resistance and treatment in the develop-
;ent of the hemolytic-uremic syndrome of shigellosis.
Background:

In 1975, Rahaman and co-workers .at the ICDDR,B described a
devastating complication of shigellosis in Bangladeshi children,
now called the hemolytic—uremic syndrome after shigellosis (1).
Similar syndrome had been reported from South India in 1978 (2).

It occurred in about 10% of children admitted to the hospital with
shigellosis. Patients with the HUS differed from other patients by
being usually less than 2 years old, having a severe grade of
colitis by proctoscopy, having leukemoid reactions (WBC 50,000 per

o mm), and having stool cultures positive for shigella dysenteriae

type 1 (shiga bacillus). The complication occurred most often in

the second week of illness when the patients were afebrile and their
diarrhea was diminishing in intensity. It was marked by a falling
hematocrit and platelet count, erythrocyte fragmentation and
reticulycytosis, oliguria, and a rising blood urea nitrogen. More
than half of oliguria, and a rising blood urea nitrogen. More than
half of these children died. Investigations by Koster and co-workers

at the ICDDR,B showed that most of these patients had endotoxemia



(as defined by the limulus test), intravascular coagulation, and
circulating immune complexes (3), and postmortem examinations of
the kidneys revealed depositions of fibrin in renal glomeruli and
renal artieries (4). Thus, a role for endotoxemia being found

.5ignificantly more frequently in HUS cases than in the non-HUS

éhigellosis cases, the temporal association of endotoxemia and
onset of hemolysis, and the autopsy finding of renal glomerular
thrombosis wﬂich is the hallmark of the generalized Shwartzman re-
action, that is produced experimentally in rabbits by twe intravenous

injections of endotoxin spaced about 24 hours apart (5).

Antibiotic resistance is common in shigella isplates in
Bangladesh and other éountries. The complication of HUS could result
fram inadequately treated shigeilosis due to antibiotic resistance.
Alternatively, rapid killing of bacteria by effective antibiotic
could release endotoxin from dying bacteria to trigger the complica-

tion.

SPECIFIC AIMS:

L.

To review about 30 charts of patients admitted to ICDDR,B from 1980-

1984 with hemolytic uremic syndrome and shigellosis.

To record on data sheets information regarding age, sex, date of
admission, history of illness, physical examination, laboratory data,

diagnosis, hospital course, and outcome.

To enter these data onto discs for camputer storage and analysis.



4.

To seek answers to the following gquestions:

(a)

(b)

For the entire group of patients with hemolytic uremic
syndrcome what are the distributions of age, sex, symptoma-
tology, diagnoses, physical findings, stool picture,

antibiogram, antibiotic treatment, and the clinical ocutccme.

How did the HUS cases differ fram non-HUS controls in
regard to incidences of clinical findings and means of

laboratory data and clinical outcomes.

C. METHODS AND PROCEDURE:

1.

Chart Collection and Review.

(a)

{b)

30 charts of admitted patients will be selected as cases

of HUS. They must have Shigella species isolated from
stool or blood. They must have a 10% or greater decrease
in Het or a single Hct determination <20% plus a creatinine

value >200 umoles per 100 ml.

30 control charts will be selected from admitted patients
with shigellosis that matched for age to the nearest year

and matched for species of shigella.

available data will be recorded in the data sheet, attached with

v

the protocol, for entering onto camputer discs. Specific questions

will be asked for interrelationships and interpretations of ‘these

datas.



D.

1

E.

SIGNIFICANCE:

‘Examination of charts in this retrospective review will
provide valuable information on the magnitude of the problem of
_ the HUS of shigellosis, the relationship of the HUS to antibiotic
ﬁitesistancé and treatment, and further details of the clinical
features and outcome in the HUS. This study can provide the basis

for planning new prospective studies of shigellosis in Bangladesh.

FACILITIES REQUIRED:

No extra facilities required.
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Date sheet: Role of antibiotic resistance in H,U.S.

219 A
Stat: -i'_—3 + Card: T
Patient's Name: Patient's No.: / VR A A A
- . 5 ~ g

pate of admission: / / [/ / [/ [/ /[ [/ [/ Day/month/year
10 11 12 13 14 15

Age: VA A A A S 4 Years/months
i6 17 18 19
Sex: / / ' Male = 1, Female = 2
20
Other family members affected: / / Yes = 1, No = 2
: 21
Days of illness prior to admission: / / /
22 23
Weight: /S [/ (kg)
24 25 26
Weight/age Percentile (NCHS): / / /
27 28
Jaundice: / / (Yes = 1, No = 2, Not recorded = 9)
29 ‘
Dedema: - / / ' {(Yes = 1, No = 2, Not recorded = 9)
30 ‘
abdominal pain: / / (Yes = 1, No = 2, Not recorded = 9)
31
Tenesmis: / / (Yes = 1, No =.2, Not recorded = 9)
32
Rectal prolapse: / /o (Yes = 1, No = 2, Not recorded = 9)
33
Duration of diarrhoea: / / / {(Days)
34 35
Freguency of diarrhoea: /[ / / (5tools/day)

36 37



L

Character of stool: / / {(Watery = 1, Bloody = 2, Mucoid = 3, Semi solid = &

3& Watery bloody = 5, Watery mucoid &, Bloody-
mucoid = 7, Not recorded = 9} .
Stocl culture: / / (Shig. éys 1 = 1, Shig dys 2 = 2, Shig flex = 3,
39 Shig boydii = 4, Shig sonni = 5§).
Antibiogram: (Sens = 1, Res = 2, Not done 9)
ampicillin / /
' 40
SMZ / /
41
Tetracycline / /
42
Chlorcmycetin / /
43
Gentamicin / /
44

Other (specify) /- /

45

Antibiotics given in hospital:

Ampicillin / / {Y¥es=1,'No=2) Date gtarted / / / Date stopped / /

40 47 48 . 49 50

TMP ~SMZ / / (Yes=1l, No=2) Date started / / / Date stopped / [/
. 51 52 53 54 55

Genta / / (Yes=l, No=2) Date started / / / Date stopped / /
56 - 57 58 59 60

Chloro / / (Yes=l, No=2) Date started / / / Date stopped / [/
6l . 62 63 64 65

Penicillin / / (Yes=1l, No=2) Date started / / / Date stopped / [/
66 67 o638 69 70

Other / / (Yes=1, No=2) Date started / / [/ Date stopped / /

(specify) 71 72 73 74 75



Blood culture: / / {Not done = 1, Neg = 2, Pos = 3,

76 if possitive record bact. species)
Fecal WBC: - / / / / . (No. WBC/hpf, Not done = 999)
77 - 79
Fecal RBC: / /S (No. RBC/hpf, Not done = 999)
80 - B2
Haematocrit {%):
First sample: / / / Bosp. day: / / /
s 83 84 85 86
2nd / / / Hosp. day: / / /
87 88 89 90
3ra : / / / Hosp. day: / / /
91 92 83 94
4th / / / Hosp. day: / / /
95 96 97 ag
5th VA A Hosp. day: / __ / /
’ 29 100 101l 102
Initial WBC: / / / / / / {(thousands/hundred) ,
103 - 105 106
Differential: / / / Bands
107 108
/S ] Polys
109 110
/ / / Lympho
111 112 ‘
/ / / Monos
113 114
_/_______/____/ Eesinos
115 11e

Platelets: (thousands/hundred)

First sample: / /J /S /. / [/ Hosp.day: [ [/ = [/

117 - 179 120 121 122
2nd / / / Yavi / Hosp. day: YA /
123 - 125 126 127 128
3rd / / / / / / Hosp, day: / / /
129 - 131 132 133 134
4th / / / / / / Bosp. day: / /o
135 - 137 138 139 140
5th -/ / / / / / Hosp. day: / / /

141 - 143 144 _ 145 146



!

RBC fragmentation:
Adm, Specific gravity:

Adm. Plasma protein:

Adm.

Creatinine (mmols/1):

Adm.

Adm.

Adm.

Adm,

Adm.

-

Urea:

Sample:
2nd
3rd
4th °
5th -

Blood sugar:

Serum sodium:

Potassium:

Chloride:

CO,.:

Urine analysis:

202

/
147
/] 7
148 - 151
S/
152 153
/
154 155
A,
156 - 158
/1
161 - 163
A,
le6 - 168
/
171 - 173
/]
176 -~ 178
/Y
181 - 183
/
184 - 186
/]
187 18£8
/]
189 - 191
A
192 193 194
/L
195 - 198
/
199
/
200 201
-

{Yes = 1, No=2, Not recorded=9)

(999 = not done)

gm%

{(mmols/1)

Hosp. day:

Hosp. day:

Hosp. day:

Hosp. day:

Hosp. day:

(mmols/1,
{mmols/1,
(mmols/1,

(mmols/1,

(mmols/1,

Sp. gravity (9999 = not done)

Protein- (1=1+, 2=2+, 3=3+,
A=4+, S=negative,

999

9/9

999

/]
152 160

[/ 7
164 165

174 175

YA

179 180

9979= not done)

It

not dcone)

not done)

not done)

99/9 = not done

9=not done).

WBC (no/hpf, 99=not done)

Casts (none=1, granulab=2,
hyvalone=3, WBC cost=4,
RBC cast=5, Not done=9).




Max fall in HCT:

Highest WEBC:

- a

Max F&11'in platelet:
Max rise in Urea:
Max rise in creatinin:

Duration of diarrhoea in Hosp.

Antibiotics used in HoOsp.

Transfusion:
Fffect of dialysis:

Qutcome:

/ / (percent)

;7 7/ / (thousands/hundred)

505 -~ 207 208

/ / /7 / (thousands/hundr ed)
209 210 211
/ / (mmols/ 1)
212 213
/ / / / (,hmol/ 1) \
214 - 216
VA a— (days)
217 218
/ / (Yes=1l, No=2} (bmp.=1, Chlor=2, Peni=3,

219 mMPp-SMZ=4, Genta=5,
ruroxone=6, Nalidexic-
acia=7, More than one=8,

None=9} .
/ / (Yes=1l, No=2, Unknown=9)
220
/ / (Cured=1, Died=2, Unknown=9]
221
/ / (Cured=1, Referred to
222 other hosp. = 2,

Died=3, Unknown=9).



