CHAPTER IV

RESULTS AND DISCUSSION

uatlipns of Norfloxacin

Laboratory Eval

eropathogens

1. Results of Antis - scep -"ility Tests

before, 320 stra

methud mentioned

ruputhogens, shown

in table 2, were fe ! ‘\\ acin 10 FE#"ﬂlSG:

chloramphenicol yxazole (SXT, TMP/SMT)

Y
1.25 pg/23.75 pg p \ 10 pg/disc and

tetracycline 30 pgfdi — verall results are shown

J“"sz :

in table 3. he : J’ strains of

Wikls tested are
1y
Aﬂ %g@%ﬁ%%%ﬂﬂ Spsceptible to

:mrfl«:a:h:m:::.ﬂ"I The test %ncludeﬂ 5 strains uf isclates

@ bV DBIAA E1) B somns 1,

and Sﬁkgalla flexneri 2 strains) which were resistant to all

these pathoge hﬁ

shown in tableiﬂ.

other 4 antimicrobial agents tested. This was compared with
the efficacy of four widely used antibiotics in
gastrointestinal infections: i.e. chloramphenicol,

co-trimoxazole, ampicillin and tetracycline.
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The majority of the tested strains of Aeromonas,

Plesiomonas, Salmonella group E, Shigella and Vibrio,

except for Vibrio cholerae, were resistant to ampicillin.

The susceptibility of Aeromonas caviae to chloramphenicol

co-trimoxazole, tetracycline and Aerpmonas hydrophila to

tetracycline were only 9 in 12 (75.0 %), 8 in 11 (72.7 %),

\ ” .0 %) respectively. The

smona ucycline was only

9 in 12 (75.0 %) and 19

Salmen jL were resistant to
tetracycline. The"s ibi ‘n' E%?;lmnnella group E to
chloramphenicol Y0a%). The majority

sther four

. sonnei and Shigellg
—_————

\\\atrlluxaznle than

Shigella boydii an ! The
susceptibility of Sh;j?"ﬂ@&-; 34, and Shigella flexinerj
to co-trimoxazpde were 2 in »Effr—mmtsz}d 16 in 18

(88.9 %) respectiv strains of tested

frequency of

e B PRNTNE NG

n"trlnoxa le, chlorahp?an1cul, tetracyc11ne and

e QA IEATE U TN 8

The results of the susceptibility of the

bacterial enteruq?thugens, the over a

antimicrobial agents tested are in line with the resultg

of a study of Lolekha, S. and Patanacharoen, S. (35).



Table 2. The Bacterial Enteropathogens Used for the

Antimicrobial Susceptability Test
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REesults of the Antimicrobial Susceptability Test

Table 3.
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Table 4. Summary of the Antibiotics Susceptability Test
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2. Results of Determination of Minimal Inhibitory

Concentration (MIC)

One hundred and seventy-six strains of bacterial
enteropathogens, shown in table 5, were tested. The

results of the test sho ed

hat all the tested strains

were very susceptib cin (table 6, 7).

i "\.," :

27 in 28 (96.4 %) P Salmopella-and 55 in 57 (96.5 %) of

Vibrio tested we¥€ LaHak \\\\\ .126 and 0.25 mg/L
respectively. s i L sardsiella, Plesiomonas,

_ \ N
Aeromonas, ShigelJda & §: ' brio were inhibited

at HIG ﬂ-ﬂlE. ‘. . o .ﬂ.nd 0.5 mE;L

respectively.

The MIC
50

The gainst bacterial

-;EQd figure 2 as the

“rcentage of the

s R NN S

the graph %o meet the n:.nimun inh:l.bltory cnncantratinna

QRN ANTIN RS

and MIC obtained are shown in table 8.
90

enternpnthnge-f

relationship be ween the cunulative
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Table 5. Bacte;ial Enteropathogens Used for Determination

of Minimal Inhibitory Concentratien (MIC)

'-*:::::;::::::::::::::::::::::::::::::::::::::::::::::::::::::'
i_ PATHOGEN i NUMBER OF STRAIN(S) ! PERCENT E
G S e e e ;
! vyibrionaceae 1 H H
§ —zss=s====== i i !
‘ = \ - i i
E Aeromonas .28 i 14.8 E
! A. caviae » | 4.0 E
! A. hydrophila ~ i 5.5 1
E A. sobria E 2.3 E
i Plesio i 25.6 %
i P. shigelloi i e E
i Vibrio E 32.4 i
R I o i e i
! V. alginolytic i 2.8 E
e, e
1 .. furnissii prey) ‘s ’
! V. parahaesclyilic dhq;%fi r 4 i 22.2 i
i V. cholerae non-0f i e : 3.4 i
‘ e =
! Enterobacteriaceae @' H E
! ::::::::::::::::::,ﬁ ey i H
H : 5 terter s BN : i
E Salponell: = a2 i 15.9 E
; Salmonella“dre [ 3 ! 0.6 |
i Salmonella grpup & 10 i 5.2 |
! Salmonella gebup C o E H 4.5 1
! Salmonella group E i 8 i 4.5 |
i Salnﬁ g T | g 1 . 0.6 i
TR TENINENT |
i Shi I?}_h dii ti 1 i 0.6 E
gella boydii o 'Y : i
' g ‘ : ~ or AR
 FURALAIUNAINENQY &2 |
i Shigella sonnei -4 * 1.7 E
(] (] ] I
; Edwardsiella i 4 i 2.3 1§
i L e T i 1 i
E_ Edwardsiella tarda ; 4 E 2.3 i
| = { o T
H i H i
i TOTAL i 178 H 100.0 !
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The MICs of Norfloxacin against Bacterial

Table 6.

Enteropathogens
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able 7. The Summarized Data of the MICs of Norfloxacin

gainst Bacterial Enteropathogens Tested

-----------------

L

Shigella flexneri | & 10 i 0.062, 0.185: 4, 4 | 40.0, 40.0 ¢ 0.031-0.125

o g U VN ENINE AT s

i

TN T Iy T

H

! H ! H ! H

PATHOGEN | NO. OF NO. OF | X OF NODE | NIC RANGE |

i H i |

H i (mgfL) !

H { !
smzz=z=z==zzzzzzosszo=ic Ioprre o]
H H !

A. hydrophila { 60.0 | 0.031-0.125 |
] 1 i

I [ ] ]

A. species ] 45.5 ) 0.031-0.125 |
i H !

P. shigelloides H 100.0 | 0.031-0.031 §
H H !

Y. parahaesolyticus | 61.51 0.031-0.5 |
H | H

¥. cholera non-01 | 100.0 | 0.016-0.016 i
| H H

V. species 41.7 | 0.016-0.5 |
H }

Salmonella group Bi == 60.0 ¢ 0.062-0.125 |
s 1" ‘ ' ]
&hmmuawmhs:1| , 9 o 50.0 | 0.031-0.25 |
i~ ! : 4 ! !

i

H
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)

and MIC

The Activities of Norfloxacin (MIC

Table B.

90
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Against Bacterial Enteropathogens
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(cont.)

Table B.
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Figure 2. The Activities of Norfloxacin Against Bacterial

Enteropathogens
HIC (ag/L) : Vibrionaceae
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The minimum inhibitory concentrations (MICs) of
norfloxacin against the bacterial enteropathogens tested
were very low. The MIC and MIC of Vibrionaceae
tested were ﬂ.ﬂﬂs*ﬂ.ﬂgﬂﬁgnd ﬂ-ﬂﬁﬁgg.24 mg/lL for Aeromonas

and Vibrio respectively. All Plesiomonas tested were

inhibited at 0.031 ngILT

MIC and MIC of

Entercbacteriaceae 031-0.058 and

0.015-0.115 mg/L for SElmofle]l LA And . Shigella respectively.
These results ar L h ;;sulta of the other

studies (see pag

Bacterigf cgh li/be censidered susceptable when

MICs are { 4 mg/, iéfent when MICs are 3 15 mg/L

hat oral norfloxacin
e infections of bacterial
enteropathogens Sin’4é;11’;¥;‘ 3 reaches high level in

- 7 3 rnpathogans,

with cnncentré»io-

ﬂj after a single
oral dose of 400 mg (34).

AU NN D T e
R RSB RI AER

obtained by broth dilution were slightly higher than
those obtained by agar dilution (36). The minimal
bactericidal concentrations (MBCs) of norfloxacin were
only slightly higher than the MICs, even at high inocula
indicated that the development of resistance against this

drug might be less common (36,39,57).
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These in vitro results supported the idea of this
research which tried to discover the more active compound

against the bacterial enteropathogens.

Clinical Evaluations of Norfloxacin

in Acute Bacterial Diarrhoea

1. Patient Descript

Patient descs h ;"'14-;n in table 9. A
total of 260 p cacrug
February 1986 1 187 - (he gastrointestinal
infection coul

out of 260 pati . Z2%Y is is in lipe with

eligible for eﬂ}icacf‘+ avﬁl}atiuns- 49, 50 and

55 out of ients were treated with norfloxacin

e v U AR IRTHGINT s, o
gro acebo aéeb respectiwely. There
weraqﬁg.laf 59 ‘ﬁnﬂﬂﬁﬂanonx these

3 groups, but were not considered to affect the severity
of disease or the outcome of treatments. Age and weight
distribution among these 3 groups were comparable with
the average age 37, 35 and 34 years and average weight of

51.8, 47.0 and 47.7 kg in NFX group, SXT group and placebo

group respectively. The comparable amount of the patients
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in these 3 groups had taken drugs to alleviate their
diarrhoeal symptoms before they attended to the hospital,

the fact that might interfere with the baseline data.

Table 9. Patient Descriptions (Number of Patients)

I —————— Pl B R e e e

Total recruited 260
Negative initial \ 81
Other antibioti FELs ) k@ uspected) 21
Another protoco atie AN 4
Total excluded 4 106
Valid for effi, itions. 154

— o

e o . o o . . T T o o o o o . e s

; -f’
Valid for evaluat ’n}ﬁﬁ, : - 50 55
- Sex distributian —= 33 / 17 27 / 28

A bIA S

R :
“ﬁqﬁﬁwﬂwiﬂﬂwnﬁ .
"SRRI INg gy

attending this study (89.8%) (80.0%) (83.6%)

= ——— —— —_ — e . .
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2. Causative Organisms

Bacterial enteropathogens found prior to treatment
initiation and the distribution of these pathogens are

shown in table 10 and table 11 respectively.

Among the 154 patients, 235 strains of

bacterial enteropattf-“ isolated initially.

Vibrio EE;&hennl-#ig;:_

the two most p : , f sen&~feund, with frequencies
of 28.5 and 2 ' ' 1 ;-» =r important species

were Escheric jonas hydrophila

(8.1 X), Shige Salmonella species
(7.2 %) A i v found lin 60.4 X of these

patients, where % of these patients

had two, three a trains isolated

initially respe

"6:::___Tff_______?_—_i%&

] | i
AULINENINYINS
RINNIUUNINYIAY
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(Analysable Patients with Several

Bacterial Enteropathogens Found Prior to

Strains Appear Several Times)

Treatment Initiation.

Table 10.
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Table 11. Distribution of the Number of Strains Found
RS sl

Prior to Treatment Initiation

' PRIOR TO TREATMENT | DRUG i
H (DAY 0} : NF1 BROUP ! SXT GROUP t PLACEBD GROUP TOTAL i
4 | NUMBER { NUMBER | ! NUMBER ! H
H i i OF IPER-! OF | PER-1
1 NUMBER OF STRAIN(S) i PATIENTS & H H H
|zssss=ssss=s=sEE===== I'ﬂﬂﬂ=1m.':l:== ! 1
H l 321 H
i i |
L 171 !
i H H
R LI i
HE 1 i
I 3 |8 !
i i 1
| i i
i 35 H

3. Bacter191¢'

7
Bacteﬂﬂu

mﬂ?ﬂﬂw{ﬂﬁhﬁﬁ: ccue:
AN AR - .

and placebo group, whereas the frequency in SXT group was

higher than placebo group in all three days of treatment.
One patient in NFX group had a relapse of pathogen on

day 2, whereas higher frequencies of relapse and
reinfection were registered in both SXT group and placebo

group during three days of treatment.
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Bacteriological Results

Table 12.
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Table 12. fcant.)

-———

i ]
: ' DRUG _ ' i
! DAY 3 ! ' TOTAL :
! | PLACERO GROUP !
! ' i i
: E NOWSER ! ! NOMWBER ] !
! BACTERIOLOGICAL |} OF IPER-| OF ! PER-!
] RESULT { PATIENTS | CENT { PATIENTS | CENT |
] H === 1======2==2=2 1
i E y P
i ELINIHATION (ELTN) ; 27 i §9.1 ; 113 ! 75.8 ;
(]

| PERSISTENCE (PERS) | 1 ;zn-u: 131871
' ] i i i
| RELAPSE (RELAPSE) ! 10§ 18.2 i 21 811
H ] (] I
| REINFECTION (REIN) JREE 8 54!
i 1 ]
! PERS-RELAPSE 11181 1l e7d
[ ] I ] 1 L}
{  PERS-REIN 1] 18] 11 07}
] ] ] I [}
| RELAPSE-REIN 0! 0.01 11 071
! i i ; H
i 1 I ] ]
(] (] ] (] 1
! OTOTAL 55 1 36.9 1 149 | .mu;
] =

i : -
NOTE: MISSING DATA: NFY Wl GROUP = 2 IN 50 (4.0 1)

Time ‘Qr gical Survival

Analysis)

FHHTH BT F e oo cane

41, 45 andae out of 46 patients in NFX group (89. 1, 97.8

=1 B TR N 1H) AR eorec

after 1, 2 and 3 day{s} of treatment respectively, whereas

17, 34 and 4ﬂ aut of 48 patients in SXT grnup_{35.4, TD.S
and 83.3 :_respectively) and 8, 18 and 27 of 55 patients .
in placebo group (14.5, 32.7 and 49.1 =% respactively}_wera.
baateriulngiéally cured after 1, 2 and 3 day(s) of treatment

respectively.
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Table 13. Time to Elimination (Bacteriological Survival
e
Analysis)
I= ———— — sk mad s
DRUG H
: i TOTAL
DAY(S) TO END NFX GROUP |  SXT GROUP inmam:

i
:
i
:
: OF NUMBER | NUMBER | { NUMBER
| oF PR OF iﬁ&-l OF 1 PER-
i INFECTION i PATIE AT | PATIENTS | CENT | PATIENTS | CENT |
}z=zzzzzzsszoossIIIIsinSIsig s === : -‘"***“"I"'**":""'*"'}::::::
; i i H
i DTl 811451 HE T
: : Nt
i DAY 2 18.2 4 3112.81
i i i i
i DAY 3 16.4 | 16 110.7 1
i i i i
; NO ELIMINATION 28 | 50.9 i 361 282 4
] 1 ]
= L] ] ]
i (WITHIN & DOSES) i ' i
i i i i
i i i i
i TOTAL 36.9 1 149 | 100 §
i== =z =i
Gunpa}é—v jate the
entaropathngansi&ta p was more effective

than both SXT grqﬁghand placg&g group in all three treatment

dove. bbb Elenk Y bEIHER P RS o wox grovs one

group are shown by tdie p values of < 0. , < 0.01 and
< 0. 1&%13@?15%”@1’]?1” E’l'}aﬂhﬂ difference
batwaen the efficany of NFX group and placebo group are
shown by the p values of < 0.001 on all three treatment
days. Comparing SXT group to placebo group, SXT group was
more effective than placebo group as shown by the p values
of ¢ 0.05, < 0.001 and < 0.001 on day 1, 2 and 3

respectively.
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Bacteriological Cure Rate on Follow up Day

The bacteriological evaluations on the follow up
day are shown in table 14. A total of 112 from 154
patients (72.7 %) returned to the hospital for a latter

follow up on day 10-15. The frequencies of elimination,

\\\ ain tion were not

" statistically dif LL___ &;e treatment groups
T— .

{(p »0.05). c ‘eeticons without symptoms were

ee page 69).

Table 14. Bact gded1if¥fect ‘on Follow up Day

—————

TOTAL

;

BACTERIOLOGICAL i‘rsn-;

| ELININATION (ELIN) te9 ! Q ni : ?59
Erﬂmmﬂﬁ (PERS) :-‘a. 15 ni uliz-s: réz.ai z%n.n;
| E ; : . Hll 31 S'adi.ﬂf 21118714
:Hﬁ’mﬂ‘mfﬂﬁ ThuNRE: i
! : et p— R— |
| 1w | wmimal mimel  wiwsi wimy

NOTE: NISSING FOLLOW-UP DATA: NFX GROUP = 14 IN 49 (28.6 I), SXT GROUP = 12 IN 50 (24.0 I
PLACEBO GROUP = 16 IN 55 (29.1 1)

TOTAL  MISSING FOLLOW-UP DATA = 42 (27.3 1)
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4. Frequencies and Characteristics of Stools

Frequencies and Characteristics of Stools

Frequencies and characteristics of the patients’
stools day by day are shown in table 15. The proportions

of the patients with wate stools at inclusion were

similar in all three & tment groups, 149 out of 154

7 of treatment only
little changes , a substantial
decrease of thes tools took place
during the sec reatme: innall three treatment
groups. On th ‘ F 49 (4.1 %),
4 out of 50 (8. 0.9 %) patients in

NFX group, SXT spup respectively still

AULINENINYINS
RINNINUNINYA Y
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Table 15. Frequencies and Characteristics of Stools
vaficl e B

! H DRUG !
DAY D f—- TOTAL
1 NFX GROUP SXT GROUP I‘mnwi
H -1 H 1 !
| STOOL CONSISTENCY | NUMBER | NUMBER | ! HUMBER ! NUMBER |
H ] PER- | OF PER-! OF ! PER-|
I (STOOL FREQUENCY) | CENT ! PATIENTS | CENT | PATIENTS | CENT
Vesszzzzzzzozzasasizzssisssasaiia m===szzz ! _ﬁ'E ==
: 1 []
| WATERY (4 - 6) 25 1 45.4 | ﬂlm,si
H H H : :
| WATERY (7 - 9) m;m-x: zsin’._e:
i H H
:mm{},ml lﬂlm-!: min.ui
i 1
| Lo0SE (4 - €) ptiet 20 131
H : : H !
[] [} [
:m{r-!} l:l.ﬂli EE 13;
! LOOSE { ) 10) 1118 1} 0.6}
! ] ' :
H H !
I OTOTAL 55 1 35.7 154 | 100 |
; ==}

1

AULINENINYINS
RININIUNRINYAE
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Table 15. (cont.)

=3 e =i
! DRUG i i
P DAYl ' I TOTAL '
i ! WPCGROUP ! ST GROP i PLACERO GROUP | f
i i H e H
| srooL CONSISTENCY | NUBER | f WUBER | | NMBER ! | NOWER |
| ' IPER-1 . WOF IPER-! OF IPER-} OF | PER-|
| (STOOL FREQUENCY) | ¢ CENT % PATIENTS,! CENT | PATIENTS | CENT § PATIENTS i CENT |
szzs 3/ =z lssz=aalese F o] == MEassas lzz===z]
| WATERY (1 - 3) 1200} B4}
i i A t : i H i
| WATERY (4 - 6) ] 11 "% nin.z: u;'zui
1 i \ ") .

1 i ]
- i 1 L 5! _l

| WTERY (7 - 9) R ?iu?: J
wiL2l  2iws|

1 I: 1 1

i WATERY ( ¥ 10)
2! 361 9} 5.8}

i LOOSE (1 - 3)

i i ‘ i i
| LOOSE (4 - 6) 21 3.6 1t 211
i i i i H
| LOOSE (7 - 9) 0} 0.0} 11 0.6
i : H ] i !
! LOOSE ( ) 10 IE LHE li H.EE
i i i [ [
3 ‘311 181 11 061
] : 1 } [} I
i L~ d H H H
i TOTAL IE 5 8 2.5 1 55 1 35.7 § 154 | 100 |
= ;

AULINENINYINS
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{(cont.)

Table 15-

DAY 2

e e e e A S S

STOOL CONSISTENCY

(STOOL FREQUENCY)
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(cont.)

Table 15.
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Time to Recover (Clinical Survival Analysis)

Day(s) to recﬁver are shown in table 16. 3, 30
and 47 out of 49 patients in NFX group (6.1, 61.2 and
95.9 % respectively) had normal stnol; after 1, 2 and 3.
day(s) of treatment respectively, whereas 2, 37 and 46 out
,". , 74.0 and-92.0 %
'%}of 65 patients in
—

d Qspectively} had normal

N ~>§5§:tment respectively.

of 50 patients in SXT
respectively) and 2
placebo group (3.

stools after 1,

Table 16. Day

— e

( 'fgac al¥Survival Apalysis)

- - -
JSSSSIIIISSSIIIIISEISESERSSS-

I

i

! ! o\ ! !

! ( meeeeeel TOTAL !

! ! % PLACERD sROUP ! !

! DAY(S) TO RECOVER | ! :

! : | ONUMBER | |

| ' PER- | OF 1 PER- !

: | PATIENTSLL CENT | PATIENTS | CENT |
] &

e -
-_——— —eEmm=

o e e
R R T T C S aammmm - = - - -

| ! ! |
I DAY 1 [ 3.6 | 71 451
: . m ! -
DAY 2 : ) | 67.3 1 99 1 64.3 |
: :;QI: b Lol ool E oy
| DAY 3 ' h3h 1 118.2 4 3612340
o AUETRENY
! WOT RECOVER 4 £l 5l 0 | ¥i10.9!} 7] 79}
| | | e i lay | )i~
H g&!ﬂifﬂﬁﬁi{aizljizn Ia rjq H ' Eliq H )
i | H H i H
! TOTAL [ I O O 501 32.51 551 35.7 1 154 § 100 |

Comparing the efficacy to improve frequency and
consistency of the pateints’ stools, the efficacy of these
three groups were not statistically different in all three

treatment days (p > 0.1). After three days of treatment,
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the frequencies of the patients who still had diarrhoea in
these three groups were not statistically different

(p > 0.1).

Cure Rate on Follow up Day (Day 10-15)

The frequency and consistency of the patients’
w 17) showed that
three treatlent

' cs of Stools on

stools on the follow u

the stools of all th

groups were nur-V

Table 17. Frequen

Follow up Day

E{ MATERY :{m ————— o . : ;; 0.0 i{ ui a,u;;
= it
E_ TOTAL § | Iglmmilnaghﬂﬂaﬂj HE mu_é

NOTE: NISSING FOLLON-UP DATA: NFX GROUP = 27 TN 49 (55.12), SXT GROUP = 27 IN 50 (54.0 1)
PLACEBO GROUP = 30 IN 55 (54.5 ) -

TOTAL MISSING FOLLOW-UP DATA = 84 IN 154 (54.5 I)
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6. Fever Response

6 out of 49 (12.2 %), 8 out of 50 (16.0 %) and
6 out of 55 (10.1 %) patients in NFX group, SXT group and
placebo group respectively had used antipyretic drugs,

the fact that might interfere with the baseline data.

However, 3 out of 6 out of 8 (25.0 %) and

3 out of 6 (50.0 % ad used antipyretic

—

:::; temperature

drugs in each gro

3 38 C} on admi

The resu ;;J‘xifv‘tx are shown in table

\\
out of 50 (44.0 %) and

in B group, SXT group and

18. 26 out o

26 out of 55 (

: \-fne of admission and on

day 1. 25 out of 264(8 %3, %2 out of 22 (100 %) and

24 out of 26 (9 “*;w*'w‘g NFX group, SXT group and
v o

perature < 38 C)

{on Eﬂ]’ 2). On day 2, one
of the patient in=SXT group tho had no fever before

trea tmenﬂw ’lmi&lnﬁw H%ﬂﬁf the whole

fitﬂﬁ}ié"é A3RINANEIRL e cre

and SKT group became afebrile except one patient in

placebo grou y

within 48 haurﬂ af

placebo group developed fever after treatment.

Comparing the results statistically, the number
of febrile patients during the first 24 hours were not

statistically different in all three treatment groups
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(p > 0.1). The efficacy to alleviate the fever in all
these three treatment group were not statistically

different in 48 hours after treatment (p > 0.1).

Table 18. Results of the Fever Response

[ —————pEEE 4 o s

SXT group placebo group

tot __-Jo /total No./total

(%)
Took antipyret. /50 6/55
before trea | 1ff. ; N(18.0 %) (10.1 %)
Took antipyreti _ E9 § AR\ 3a/6
before treatm )\ 425.0 %) (50.0 %)
but still febr 3
Having fever before /- 26/48 22/50 26/55
treatment %) (47.3 %)

and/or havi'ﬁ

fever on day'}

sreise G Y AT NE YT e

hours (6.2 %) (100 xJ (92.3 %)
o adaahid iqua R AGEE) -2 awve
Thasa with normal 1/28 1/29
_ temperature on (0.0 %) (3.6 X) (2.4 %)

admission who
developed fever

after treatment
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6. Results of Other Clinical Assessments

On admission day prior to initiating of treatment
white blood cells (WBC), red blood cells (RBC) and mucus
found in stools were recorded as shown in table 19. The
changes of mucus found in patients’ stools are also shown

in table 19.

Table 19. Result

ST group placebo group
Descriptions

-otBI{xJ No./total(%)

[P ———— S . S T ————

WBC on day 0 45(64.4%) 37/49(75.5%)

RBC on day 0 \\ 45(35.6%) 24/49(48.9%)
Mucus on day 0 24/43(55.8%) 37/48(77.0%)
z 40k
No mucus in stools  26/21[7: 9/20(95.0%) 23/31(74.1%)
= - —
within 48 H" 3

No mucus in st&l

within 72 hoursy .

........ ﬂu&l m&n‘mmnﬁ--
LAR ,.@sm AT

turgor are shown in table 20. All the patients with

2/&(190:} 29/32(90.6%)

reduced skin turgor on admission day had normal skin

turgor at 48 hours after treatment in all three groups.
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Table 20. Results of the Skin Turgor
NFX group = SXT group placebo group
No./total No./total No./total

(%) - (%) (%)
Reduced skin turgor 57149 /. 8/50 6/55
before treatmen % (10.2 —__—(15 0 %) (10.9 %)
started _
Normal skin tus  -f S a8/8 6/6
within 48 h -  .j: H"} 00 %) (100 %)

s s . . o T

initiation == -85 1 n placebo group developed
reduced akin v after treatment (one patient

on day'J other one ;J& day 2)

\ 7 Y )
In ¢unﬁ} 5 e .“ admission white
|

blood cells, rec&-blnnd c:ells in stools and the signs of

skin turgﬁ HH{}%B% fjwﬁn"] ﬂﬁps were not

Btltlﬂtiﬂéﬂl? different‘{p > 0. aL Hnweve s, the mucus
R WA A TR IR A = -
time lf admission were statistically higher than

NFX group and SXT group (p < 0.1 and < 0.05 respectively).
It is found that the efficacy of these study drugs to
improve the signs of mucus in stools were not statistically
different both after 48 hours and 72 hours after

treatments (p > 0.05 and >0.1 respectively).
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7. Result of the Changes in Hematopoietic Functions

The results of the hematological test and serum
creatinine determination prior to the initiation of
therapy (day 0) and at 12-24 hours after the completion

of the trial drugs (day P) are shown in table 21. The

results on day 0 and P 'yefe compared, using the
ethod of paired c .‘F==;Era were statistically
.—d
difference in the 3 f whate blood cells,

neutrophils (PMAiJ", ‘4  *7  iand), eosinophils ,
ay 0 and day P in all

three treatmen ] - {: F J_“‘ ‘ However, the

were similar to ga 1 \\:\

A
The incommo --{ =

hree treatment groups

ood count, neutrophils

4
Ao

count and lympho s Gount ssion were due to host

response to h gbuint was suppressed

during acute ﬂgfeét on due to ¢ dngigous steroid and

returnedj;f itenormal levellafter the infection subsided.

LN IL T CTAT 2 A
rec:é W{l entﬁ coadlo b uﬁtj"ﬁ‘“ﬁ,ﬂi a“ilpﬂtientg

The decr
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| BLOOD - | - -1 . !
i ! NORMAL RAMGE | NUMBER ‘I HUMBER OF | HEAN i
! CONSTITUENT | : | . g a b : s S e e ;
| H { PATIENTS 1 k BAI ENTS OAWSD. | DAY P % PATIENTS | DAY O | DAY P
]-n:::::::p.-.n::n:::h.::n::::::m::::u:ﬂ:1::::::-:-:_::: = mzsm==h . TSES===== :::n:u':{::::nnu"‘rru:nt sez=szmes]
| ! NALE 14.2 - lb.4 gel ) 2 O U P b 1522 + 1456 |
' Haeaoglobin i | ! b3 i : H i
| | FEMALE 12.4 - 1.4 gni [ 4 | 1241 § 2 V12,92 1 12
| ommmm e m | -l I fremsiv 1= ==fmr—mm—mi
: | MALE 42,9 -49.1 1% ~§ W | 4L37 3 VO30 1 42.5% |
i Haematocrit i | i ' i X H
| | FENALE 37.3-42.71 1+ 25 [ T A - LI 1 1
' i i : H == {r i -—-1
| ! I1 ¢ | i ' : |
! White blood cell | 5,000 - 10,000 cells/oa | 49 A4 TE IS a 2 b,yo8 | M 112,970 | &,973
: et i- =1- | ! e} --=}
i Meutrophils (PHNI | 0 =751 . V30 2 S - | 7456 | 46,06 |
e e T e i i i 1-- -1
{ Meutrophils tBin-:I:- | 3-5 3 | ' 5.53 ' I!I Ba I 49 % 1 L3 1 W I &85 | 13 -1
i- = it L - e o — Sl e e o ----l-- i H i-- frme—= '
! Eosinophils. | 1-6 1 :ﬂ uﬂwzm—g E LI 0.92 ! 482 |
i = i- -— ! ﬂ o i i =1 ==l
! Basophils i less than 11 | i 0,16 I ﬁ.l& i Il 1 B 1008 | 028
i- < | - i e -1 < | ' !
| Monocytes ! 2-101 q m\inﬁm mwll_] ﬂﬂm S 1LEE U L
1 i i- 0 N e i e | e
| Lysphocytes H 0-301% S I [ S G 5% S A | Po12.87 1 4559 | | 13.80 | #4.35 |
s =i fsis ---1 j==——== | s s -1 el | e | e |
\ Serus creatinine | 0.5 - 1.3 ng/dl I B S 5. SO S . IR AR P LIl ) 1Sl W O P2 T T 1Y S
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8. Adverse Drug Experiences

Results of the adverse drug experiences are shown
in table 22. The symptoms reported from the patients in
NFX group [20 out of 49 (40.8 %)] and placebo group [18

out of 55 (32.7 %)] were higher than those in SXT group

‘mptoms, e.g. abdominal

discomfort, abdo .nce etc. and headache.

All these sympi oderate intensity and

of a transien ere thought to

happen unlikel he study drugs. Some

of these sympto he gastrointestinal

infections or d ations. None of these

symptoms did requ: -s to be taken, and the

treatment period was cowple all cases.
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The Result of the Adverse Events

Table 22.
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Abdominal pain

Abdosinal discoafort, ABD.PAIN
Appeared after treatment had been finished

Erythesatous rash
Fallow up day (day 10-15)

COMT TX = Continuous treatsent

ABD.DISCOMFORT

ERY_RASH
Ffu
APPEAR AFTER TX

Note:
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Table 22. (cont.)
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