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B AR O IR R E I 5T
(1) MBI B O BB O IWHIZ >V T

SRRFRFREEH AN AREE I HBE (£ - RTA—HD

CI

S

(FEFO54 4 1 B 16 B

EEEBEE, AEAMKC-BERBHENL S D
EBm, EFICERREEZ LT WIRE, AR
FEOWMEBLEMEAEE, SHBHELE V- 2BIcE
ashTwa., JOBEEREG, BbICKETHRENZ
BEVSEL, LEWICRE P IcERTS 5 LB
phaddictiat., bOUETIR, HERTERS L
TLWARICBREYT . SRESICERTEDERDNS.
Lhl, 20EHICEEZROFHEBRAN LD
it BREEELICEEIETEY, LBHRTR, &
HEMROEBRO LRACEEHMOEESATL &
BohalREOBVWEITHE" . 205 2, ik
AORPEOREC X 2B HELEIRE ATV
34,
Prodsus+EET 5L, BEEHRROFIRE
EbHTHLY. HEZBERPICEC 2 REEORR
Hos < i3, BEH4ERICL - TR N B
EPOBCBEELTVAIETH B I ENRBIATL
3. Lh-T, EDkS it L o BRI ERE R
BREBICOESH 3 LMW TE 200, MEEREICH
bEEDITE ~TKRKEUBELETH 3.

HPTR, EEEAZSEEF CHIE T~
gentamicin{(GM),vancomycin(VCM),nystatin(NYS)
D55 GVNQFICIA T, HEROBRARK E M

BUSORBEEH L CEEMEEO MBI EHTVS.

FET, EROBERAILZE L CEEHERECEE
PLOREOEEIME 254 T & LEELBR~, BERKHE
FHCEKS ABEIC W TETOEELMA 12,

x4 Ed

9TTHE 4R &0 19788 A Tiz, LM THRES

EREERLLIZOBREENRE L. BEROEY
i, SHEMEAMTcNd 2 WY AL L BER
HEM B LR ) v SHREEIME T 2 EESH
BHETH 5. BEOHERRE, BEZLALERLES
HELALIAT, AZRERLET BB IR0, ¢
TIRREDS 3 BHI, BEZNTLELRECLE
NEHELEnSBRAL .

bil &

WEEAZINC, L7 VvBLREDBEOHER{LL
BEML, AZEEZL L BES L OO REEELD
&l 27D OHAERORORE L BAABEL .
RIS 3. Table 1 IcRL A TERBL 758,
HEMFAORRCIELTHELOEELMAL. BEOD
BEa FAlE L ONRAFABRCEFL Y S T5~ 10
DEOvA s o EBRET-b0E L. 0, 45
TR, 1ED=1 7 0BT 28W0R%E, - &
A, HERLEMILSE 150g, AL Ly =y
ROEESH2ad b0 % 150g, &0 555 ICHB
tL., BRIMASFS 20b0EFH VTV S, FHH
IT-BERTE, MARAEEOBLE L L THME
Eh&E» - 12 Lactobacillus,Micrococcus 73 & @ %
BUMEER.2~3 50717 nERETRALE. L
L, lFEETH 3 Bacillus ® Clostridium % &
CERYITE, SAFTRORKAEL:.
MEFRELE LT, BEBAZINEASTRIZE]
~ 2EIEME I, EERERAITO, MO ERRR
ZHRABRET 7. £/, GM SERMED Klebsiella
EREFELL T, GMolldhs & CRDEBELAIE L
fo. BER, TRTHER L RRRICIT- 1. s, WIE

Clinical and bacteriological studies on a protected environment-prophylactic anti-
biotic program.-(II) The microbial suppression of patients in a bioclean room. Kazuo
Niwa, The Third Department of Internal Medicine, (Prof. K. Hattori), Kanazawa

University School of Medicine, Kanazawa.
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Table 1. Antibiotic protocol

Oral antibiotics
GM 200mg
VCM 250mg
NYS 3.5 mill.
- GM 240mg
VCM500mg
NYS 3.0 mill.

Regimen I

Regimen II

Spray

Regimen T KM 30mg
VCM 3mg
PL-B 1.5mg
AMPH 1. 5mg
GM 20mg
VCM 100mg

AMPH Smg

Regimen II

#: first entry,6 #x:

FEREI3 TLAERIRAER] I, W iR £ O CRERIs A
ROWE D, TNEIFSE S iRTUSE M L. 28
i i, EREETHW: & ® iz Haemophilus © 4
BEofphF s oL — PEREHEEML . MEIEE
SERMIC 5 BRI T, # HL L (F), s LD

54 #

1. BMEMEANEICNT 3 EREAREROE
BEARRE EFI L)

fEFE, 3T FokT, ABREL D F L WEKERR
DoHMEMERD., ok, KEOHEELHA
mEHoBREOEHIcAbET, Y1 H»AOKBT?2
EloMERERLERL~. 5 I EEMH 26 5. $£2
EE 2 BT, oM, MEENLERIBONL
Motedd, BREOBMBELTCEBLEL. LAL, B2
EIE ofitRthik 6 BB Mo 2 » T L.
BIEEAZRONAERERES R, ¥¥1BE6EIS
FTIT-> Tk, MEOREEREZ 2/, 1 H5E
WEELL., BENELE LT, HEEE»X 182~
3EERD, ELL - 22PABEDL, BHITED
HALSERIZIE L AL L, MBERZ & O BHNE
{fbbtstn -7z $£7-,Table 2 ISR L 72 & 5 W EFIOE
RERoE 2 MBILENERELED T, HARE
AL, b3 v27I5 - HEOBEFREERDTH

second

units

units

Every s
4 hours Case 1
363
Case 1
Every Case 2
6 hours Case 3
Every Case 1
4 hours
Every Case 2
6 hours Case 3
entry

o, REEBReONIDhEELE.

%1 REAZRHEOEOBERE R, CAM EXEH
AROLTIHFRE L UHMERMICBIRER LTV, REN
OAHEEELL. Fig.l10 L5z, GUN 058149
BE TSR, MRS sIcflshn, K280
Bl CoMcidRoRksR, REEHEEE
L7cds, B#OMENRERE/LEL -/, LEL,
BEBA 25 BB CHRSMEM 100/ ¢ s hi &
DEET, BEOMBKEHMRELERL T, BEE
EEROKETCHEROBED A 2L L. Sk
SHE, FRME, HEMEL bICBIXLL0H
HucEEL.

PEok@E»r s, (1)EEIREZBBECHILLO
RIEfZ . GVN e L 3EIfER b X bH TR VI &
(2) GVN o510 & - T, 2RH73 E7R 0 Ml
BT 5 L. 1EOMERRTOEANBEIEHER
st

FEIEEAZKO AR RS @, IRV TEN:
GVN oA THtAL 7- @, WEEE cE o h B
W OB % Tabled ic/RL 7z, EOFKIEE O MH
i3, BESHELBT - LEELo LT, ER
HEOMEIZL < RES T, Clostridium @ Ml
10 AfSE L . # o _kiz Bacteroides,Lactobacillus #*
10°/ g IR CHii% 44 0B L. Candida &, Fig.2




RMEAZBROBRMERHIGR (1) 179

Table 2. Laboratory findings (Case 1)

I GVN ]
days
Pre-
entry 8 15 22 31
Total protein 6.5 6.2 5.8 6.1 6.3
(g/d1)
Al-p (13-48 u.) 21 12 13 19 19
GOT (0-17 u.) 33 10 9 21 20
GPT (0-13 u.) 57 29 14 35 48
Total cholesterol 218 162 122 170 ND
(mg/d1)
BUN (mg/dl) 12 22 16 14 17
Creatinine (mg/dl) 0.6 0.9 0.7 c.8 0.8
ND not done
[ G V N Regimen ]
o——0 aerobes
B e——o anaerobes
Ll
19
L)
=
[
=}
7]
E
7]
ol
=
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3
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=]
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L . U N AU A
10 15 20 25 30

entry

days

Fig. 1. Changes in a total number of fecal bacteria (Case 1, first entry)

D&Siz, NYS %2700 AL/ HE THELLLO
O, BRhEshd, hi-TEIMEEERLL.
D720 BT GUN#EDEA 2EH s
. GVNduE 7T BB, BEE L EFAORETIC
bhbhbod, BEbEOBEBEEL L.

GVN 5 tho Bt BREO RS Ic X » T, KB
BRCST2 P L oREREOHSHH AL T 12
EAE, SIEFRRL AREEBREKL A ERCHKE N S
oy, 50 SRR L RIEERE L BRI B R 0%

EhsohdEV- B LELEEELL. Ch
i3, BOWERINELOTCEHBETH B0, Tl
ERHMREREZBBICEE L AERE L - e T EME
HeEZEZoND Lich-T,BICGUN ML TEE
BAEESDHEE L TOAMER Lo kEE T, BH
BELTRUDTHBAEE S5 C LHYATHEN
3.

HEET I, FERBSC L - CHEBRICKELE
s o, FRMEIR, 2RAcIfsh, Y
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Table 3. Numerical changes in fecal and oropharyngeal flora during GVN
administration in the bioclean room (Case 1, second entry)

Day of study Pre-entry 2

5 7 10 14 19 23 27

&¢——— G V N Regimen ———p
4———— Sterile Food

Fecal flora
Total count
Escherichia coli
Klebsiella
Enterobacter
Citrobacter
Staphylococcus
Streptococcus
Bacillus
Corynebacterium
Peptostreptococcus
Lactobacillus
Bifidobacterium
Clostridium
Veillonella
Bacteroides
Fusobacterium
Candida
Pharyngeal flora N.
Streptococcus
Neisseria
Corynebacterium
Micrococcus +
Staphylococcus +
Hemophilus +++
Enterobacter (+)
Peptostreptococcus +++
Lactobacillus (+)
Bifidobacterium +
Veillonella +++
Bacteroides 4
Fusobacterium
Candida

3

O O

« e .

O w
[

LW WO O OO HE JTO P N ;v
e e e e e e e e e 4w e
WW oo ODLWO OO OO

+ o+
+ +
+ +

[e ¥

o

5.0 7.4 3.0 5.0 6.2 8.9 10.2

4.0 8.5

7.5

7.3

7.0

5.3

9.7

4.5 8.0

5.0 4.1 5.4 8.5 9.0

9.8

3.0 3.6 4.0 9.0

5.3 8.7

3.5 2.0 9.3

2.3 7.4 3.0 5.0 6.0 3.9 4.9
N.D.

+ + ++ + . et

o ++

et

(+) + + 4+

(+) + 4 ot

(+) + + + ++ ot

(+) 4 4 4+t 4+

++ Fa FEE A 4 4t

(+) (+) () (+) 4+

(+)

* Log bacterial counts

M T a — Streptococcus, Staphylococcus epider-
midis S SNt BE L b7z, L L, RS
TR, RERCREALENE NS, BBETH
- 7= Peptostreptococcus 45 #l 4l & 1. ¥ i Bacte-
roides D% &7,

%2 EEH AR EBIUHTEL 0D BES N E.coli,

Klebsiella, Bacteroides, Veillonella, Clostridium
® GM & VCM ic3f 4 2 BREHSTTOHERE % Fig.3 i©
R L % EcoliKlebsilla T, fitb ¥R 5/{% T GM
X 3 MIC 2R Ic & BILES Uh » 1. HEKRH
HTrk, REPIEERICESRTE xTRE W MIC 2
RTBROHEN S S0/ GUN 5 dicfE L b B

itz Lactobacillus 4 Bacteroides i3, GM:800ug
ml, VCM:1600ug /ml it & B0 ERBE & ¢
39, GM & 3\t VCM o BYET & - 7o S BEKE
W, F 1 NYS o KkB#EICH L THE L 4 Candida
iz, 2B %2@BLT NYS o MIC #53.13 ~ 6.25u¢
Sl TH -1
HREFOBED > OWRIT, BEATOBRED

GM iz W T D AMAE & CRPEBES & » THRET L
to. GM o Mo i RIERR 1.25ug /Ll T T &
>72. GM O RPEE & fRepPEitt B i3 Fig. 4 iRL
EBYT, ChiR ]l BRERD 1.0~ 2.4%EYT
3.
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Nystatin (million units /day)

. 21.0 27.0
10 12 7
5
3 8
L]
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5 4
z
&y
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—

2

pre- 5 10 15 20 25

entry days

Fig. 2. Candida grew luxuriantly in spite of nystatin, which was gradually

increased to 2.7 million units a day. (Case 1, second entry)

2. BERARMEAMICHT 5 BHBEMTZROERS
BB (REHI2)

Efl, 21 Fo&c, HLAHN—HL - M %
donor & L FIREEBHBELZT .. BHBHEICIZ,
cyclophosphamide % methotrexate ® KX &% 5 58
HERI D, BHIMEIE o0, SEOERKREK
LHEFRE N, Thwi, BHEL HETL h BEER
BB L fo. TSR 68 BRIT, 205 5
B BRE 100 m' U ToBMAS2UBEMEE =,
Pseudomonas aeruginosa ic & AHERAEC IR
B~~~z ZBEFE L 7255, Sulbenicillin(SB - PC)
amikacin(AMK) 0 £ 55, EhIRWE, 7 - 70 7
Uy ORERSENA, BREBEICE ST IBRKL K.
Uk, BEENTEREOC ST M & 508 ERRE
R, BHERFEERS L, RERINCK - 1258, B
HWEREL 1000 /% BRCHEROBE £HIEL.

AR, FIEE FBEO GVN 2H 0. BAH
DIF i, FEF | TOMROEIHEE O IMEIHLL K
BThH-mT e d, VOM 0B AR % KIBICHEERL .
WF % BHi{k4 % /2 » kanamycin,polymyxin B
 GMICEBE L. HEEM o REMEEERL
RRRER | LEBETS - 728, HEN%, DHERNEE
BEULEL D, NYS ORI & » TEL, KH %5
ABI LMt ABHEAERICE-icbhh
bod, WEERESEL .

&8, VESE 2 O A % Table iR L. EEEAR
% 1M, RERORS5OAEIT- L, EEED
ECE & A CEE BB - L FiERIEE%, 18
BEToTicfE, WHEEE bic2BERSIME s k.
C OMMEIREEE, ET Candida WHEIT 2 £ T T8
fl, WEEET Paeruginosa AT 3 & T 588 R
L #z. Paeruginosa @ tH3 & [E]0 i1 dEPI%¢ % BF 5 L
fo. RIE2BBIC, ¥ S n7z Paeruginosa (MEH
G) s sMmphmRrERCERLE. 8B, B
E BRI EEZANTEKOERE VS EiLhb Y,
BHETE S E—MERD P.aeruginosa 254 H &
nTWi, GVN ik, #EE, BHAO0KHTIES
hhb o, BT 28HE i Bacteroides %< £ HBE
Dt~ fo. ed, &EME T, Lactobacillus &
Clostridium AEHIcEIE L T & 1.

GVN#E5dfo GM oMb EE R, AIERR
(1.25ug /ml) LT TH - 7. RPEE LR E
. Fig BItiRLAE BT, 2l HEERD 1.0
~3.8%IcHHYT 3.

3. AU UABRMAMKICNYT 5 BEBIEATRO

EETLE (EFS)

EGE, 2T FoBHT, HLAX—BL &k %
donor & L REEHBHEE ST . CORIKK, E
Fl 2 & BB O KR O EIRIMEIR ORS s x T, K
BRRHA 2T ERRSHERIE 67 BT, BRI
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Bacteroides

veM (yg/ml)

800 |-

1600 |-

>1600

3.13
6.25 L

12,5 |

days

GVN Regimen

wooN
(=N
T T

-

o

o
T

GM (yg/ml)

200 |
400 | ; \I
1 t
goo | ! !
>800 £ M

o
—
(X

GM (pg/m1)

o

.25

¥ 100 /om’Cl F ORI A5 25 BRIV 2. Lo L,
graft-versus-host disease(GVHD) 228 L, £ &
SEBE & A7 B JETS i BRSO B L L 1000/ mn' %
HAEEAT, iEFoRE 2giE L. O,
GVHD ic & 3 —@HOR#ME 25 ORHE S 1253, B
S i RE A R 2R R - 12

AFlE, NYS ORETHLVWELERLS ZEHF
BEFP > TN T, HERRER, NYS 2 am-
photericin B (AMPH) i f{ . 7z GVA TfT» c.

Veillonella

100

800
1600 b |
1
>1600 :

12.5 F

]
i
400 i
]
]
|

veM (yg/ml)

25 |

|
|
i
t
1
{

D

]

I

1

I

1

) |
>800 | !
o

50

100 |
200

400

GM (pe/ml)

800

Clostridium

0.78 L
1.56 | k

GVN Regimen

VeM ( ug/ml)

days

Fig. 3. Serial changes in MICs of the strains
isolated from stool and throat of the patient
administered with GVN (Case 1, second entry)

Note: — O — samples from stool
— ® — samples from throat

AMPH i3 NYS & 0 IRE Lo ¢ <, B, K7L & Dl
FEERIE—BS L o 2. BAWKIE, EF 2 & ERkED
WMEERWE. £, EMOBRENERICESETS
HESh ORI DI, BIERE 500/ m'E BRICE
HE»OMBFEHE L 27 0AEB T b#Z /.

&, WEEEORME % Table 51cR L7 . [FRHE
BT RTHASRS BE Tl ns, ERLL
RIS s SHEFEoMEIIZPoEN. T, Clost
ridium o &b 2BEIC 10° /g L10-72h8, JBEDL
SEEh, EEOSLIMENIRE 5 BRRERELT.
W BET Ik, EHEOMBLARESITH > It
#2% lincomycin OB A Z BN L, B# 0 %1
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mg/day gentamicin 960 mg/day p.o. mcg/m
30 |- T 15
: A ]
8 20 |- Lo {10 S
L >
g 2
o &
) E
=
g 10 |- .
= 5 =
j]
0 0
0 5 10 15 20
- days
urinary excretion
o0—o0 urinary level
Fig. 4. Urinary level and excretion of gentamicin
in 24-hour urine specimen: Gentamicin absorption
from gastrointestinal tract (Case 1)
Table 4. Numerical changes in fecal and oropharyngeal flora during GVN
administration in the bioclean room (Case 2)
Week of study Pre-entry 1 2 3 4 5 6 7 8 9 10 11 12
4——— G V N Regimen —B>
< Sterile Food
Fecal flora ..
Total count 10.3° 10.7 3.1 4.0 9.5 8.6
Escherichia coli 6.8 8.8 9.4 7.1
Klebsiella 5.7 8.2 8.6 7.9
Enterobacter 5.0 8.5 7.0
Citrobacter 6.2 8.2 8.0
Pseudomonas 4.2
Staphylococcus 4.0 3.0 5.6 3.0
Streptococcus 7.2 8.9 7.0 6.9
Bacillus 3.5 2.3 3.0 2.8
Corynebacterium 4.0 2.7
Peptostreptococcus 9.9 10.3 7.0
Lactobacillus 7.6 7.9 8.2 7.7
Bifidobacterium 7.4
Clostridium 7.0 8.0 8.8 7.9
Veillonella 7.8 6.1 4.0 7.8
Bacteroides 10.1 10.4
Candida 3.3 3.4 3.1 4.0 4.6 .5
Pharyngeal flora N.D. D
Streptococcus ot (+) (+) tEt
Neisseria 4+ i+
Micrococcus ++
Hemophilus t+
Klebsiella +
Pseudomonas ++ (+)
Peptostreptococcus +Ht
Lactobacillus + +
Clostridium 4
Veillonella e+
Bacteroides (+)
Fusobacterium it
Candida

*Log bacterial counts
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mg/day
40

gentamicin

960 mg/day p.o.

20 |-

Urinary excretion

10 |

5

10 15

E::::] urinary excretion

o————0 urinary level

20

25

days

mcg/ml
j 20
415
Lag)
410 2
°
—
>
&
©
e
o
4 5 é
0
30

Fig. 5. Urinary level and excretion of gentamicin in 24-hour urine specimen: Gentamicin

absorption from gastrointestinal tract (Case 2)

Table 5. Numerical changes in fecal and oropharyngeal flora during GVN

administration in the bioclean room (Case 3)

week of study

Pre-entry 1 2 3 4

5

6

9

10 11

G V A Regimen

e
¢—————— Sterile

B

Food

B>
—p¢Cooked Food

Fecal flora
Total count
Escherichia coli
Klebsiella
Enterobacter
Citrobacter
Proteus
Pseudomonas
Streptococcecus
Bacillus
Peptostreptococcus
Lactobacillus
Bifidobacterium
Clostridium
Veillonella
Bacteroides

Pharyngeal flora
Streptococcus
Neisseria
Corynebacterium
Eschericia coli
Klebsiella
Pseudomonas
Peptostreptococcus
Lactobacillus
Bifidobacterium
Veillonella
Bacteroibes
Fusobacterium

NN

O 0O O OO NN
[N =T SIS B |

—

o
++

(+)

++

++
++
4

N W oW

6.4 9.0

6.4 9.0

(+)

e F
++ (+)

4.

++

8

.8

4.4

4.4

++

3.6

R=l B =)
[SNRNS RN

+++
o+
EE

o o
o=

oo oo 00 O

s oL O

SN
- -

et
o

n

¢ Log bacterial counts
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L L. iREAT 68 HE . ET 8:BH &£ v Paeruginosa
ARHENB LI Ik, 20D, BRAFAEROD
#8&, SB - PC,AMK 0255 £MA 1z hSiHEL
Kh-t. #0Th.EOD Paeruginosa i3 10' / g i©
LeEh, MPTEMOLRLEBH b - oo,
GVA 528G L. BB R UHIEL h s h

Paeruginosa i3, [E—M&EZ G T.CM i R EERME
THoT.

gk 2 B8R L v, EEA» OMBAFEERICE
BLES, FLLVEDOEEFRLA O~ oT. 1,
mEEE A d . Micrococcus, Bacillus, Lacto-
bacillus, Clostridium &M 10° / g UTFTTAHS
hih, HiERESDE LEHcS, ThsoBERE
HHEhEh -1,

waERck BB, ETiFails < cBrm
BEBREOE L VMM A SN, HIAKERE
(i nish oo, gk 2 BB, BIFEENS
> h b, Bifidobacterium, Peptostreptococcus ®
RS SIENS XS Th- . WHICB T 2R
HEoEE I, BLosoicBh, k2 BEHTS
Lactobacillus DHE A &7 icBERB ML -, UHE,
2428 % L T Candida i3k a9, AMPH o %
BYUFICHRE T - 1,

FF TSI S h #2 Paeruginosa ® B % 503 #-
», BEENOER, 7Ly oW, BHEHees v
i L DIBERE %TT - 71205, Paeruginosa IRV
whdb-7fz. LibL, EEHOF—- 7 UPEFL VY
ROy~ v 5—7VOBEED SEHD &5 nEHRE
soafshic. Thid, CEhEYEEOE £ KE
LTWitd, BRoAEICAE L TV - HME M
LEzbDEBbh, ThooUDHEL S - LHE
KITOMENH A .

% z

REZSHOBEANMEZEOMAILEHNE L 1
GM.VCM,NYS o #L75 (GVN) 12, 1967 4E Bodey 5%
K&~ TEH LNz, 20Kk, KETE, COREDBIE
CHVWBRTWA., LaL, biETIR, VM BAFE
LECIhEoEHIATWEM - 2. Bif, Y8BT
JEFIC GVN 2 FHVWLEBR T, BR0REY Ta
bhakdic, BENOBLALL2EROMEIcED
BTHEYTSH 1. Lil, EfCE a2, BE
DEBI—HTHE L, BRAEE OBATHAWAIIE
BIHEEL 1.

GVN oRIfER L LT, B, K, BEOTHL L
BRSATVE, EF 3 TIENYS OBRETL LWEL

2FA 2w, 0 AMPH 24EH L 7. AMPH 05
Az, 2B NS, NYS ic & EIFEAMEV
FEACERLTA S MiENEAS . £, EH2 T,
GVN o568 AL b TEHHICE - -
M, BEALBHERES I .

GVN &5 HoEE#E, —HoMECHEE» HERT
O A S, SRICIFIRER X (Rch
. FREBEOHE R, HENMHEBAST. #5 1
BELAC2EES IS h. Lh L. BEER¥E,
GM Bt D Paeruginosa BB L EFTR. £ 0
MEIGEFICHRETSH -2, EhoNBESQBLIETL
o, Ok, SREHENCE—-BRSIshTWiI e
o, OBATHEBEL -ESSHKk AT, Ehs
SHRHEN:bDEEZ . SEOIEFMTIRBEX
fnd - 7ohs, Serratia b—EHMBE T 3 & £ il
BB ELLVWESITHBY, Ehwi, AZHIOK
HEWA T, Paeruginosa ® Serratia B#Hx hic i
B, BEZREEE LS L NESETHSSS . &
72, GM OS5 g GM itttk P aeruginosa #s t
BLiLHIHEs s 27,

mEME 0E4 1k, Lactobacillus % Bacteroides
HHET ZEHD S » foh, B—EBHSELRE L ToM
ANBT &b o1, F72, Clostridium DMz
A4 ET 28BN, a5, GUNhiE%E S
omEnd LREICEEL T s ERMA SN, L
f2 5 - T, Clostridium BB ENCTRFRTEET 5
AREMES BV L a TV BN Eh G, AR O BE
ERFICCL GUNBED LN O OBERTEEL T
Wa3omr bl TR0 TiR, BHiC
Lactobacillus O MEIAEES £ 5 T 3Y. FiEY T
BMELLABZEEHROEBRN R ST HERE T3,
Lactobacillus #5 GM & VCM o idi#liz & MIC %2R
THEEL B ONLRBEOREHBE I ZLD
HooEdBohi-lihd, COZ LYK THE
ahb.

GVN i EF oMl #Ess s vwhbhTn 3.
Bodey 5%, NYS L4 iz AMPH, candicidin £& &
TOEN MEENDIEREOD 4 %IcBELEH -1
&LTWwas. L~L.Candida id in vitro THHE(L L
BuEasnTuaL, ARETHIEEEEL B
ot Fhicbhdbbod. EF1T.NYSE21H
2700 B THWR LA MEILEL,H - BB,
NYS DBBICk > TR UDTIMEIMSTRET & - L IE
BlogEsHLLNED,

GVN #5chofEEsi, milkltis0, EioEl
BEHFEET 20ERERNELL TERcftd s e
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TER WD, OB, SED ICENRELL
LEIET ZbIFIcRWARY, £/, EEEN, BE
NHEEC T RTAEREL TV a3bTHUL, BA
B, BEROREHTTL, EAEPIETELERHL
SEOEBICHELTCALE2EZ GRS L&,
GVN#5hE Wz ELEHOEMBERCEEL T
WA ENREENS.
OEAE#EOME L, BEOBALEARICELHT
FET, REFHOLDIZBROMBLALTERWN,
LU, BREEBBE TR I & 2 Iz
SR LY ThB. I, NENTHEEHER L

OEMBESEVC EHRENEREEL ShTLEY,

LY. ERA 1 THY RRADLATIE . Neisseria,
Micrococcus, Haemophilus % #IL Bic@x
T, RAHEC R BYTE . TDOLHER 2,
3Tk, GM, VCM, AMPH #F{k& L, HiclES
HFo MO b, VEM BEEBEVShTE L LD K
BE2HE L. ColAicE->T, FEEEOMENRRE
CRFZYLEBVEFOMEMEL L. 2hTH, iE
#1237 Paeruginosa MEREH¥EICHEL, [ Hlik
A EMERL 2. JOEMIR, 28N AKBOHAE
REEEmA, — BIEGEL SEEZRHB L2 {18 - 22 h8,
GVN ik, E» 5 [E—MERI D P aeruginosa 8
Hahtooeh 5, HILEROEIALBATVIL
Loighhsd, ik, B 1T, EORIMERE LK
*BVELEZERELT, 2EIBDRETH - T &
D HIMER A D - 7o 2 & RIS c, HEED BSEED
BLASMEIES NTVWEDL > I EBBFLINSE. L
o T, IBE NMEFE MG IR, S OMAME
EoMSINIR{EEEL OGNS,
EHPEEoFEEEODEREICE W T,
E.coli, Klebsiella 75 & @ 8PS 08 BR 68 13 8=
i EIE L, SMEHEEETH TS Peptostreptococcus,
Bifidobacterium, Bacteroides i3+ En TEEL
TLB3EWSBRL, HETFoBMsA SN, 2EHY
bEOEMCHEET IR BMULEETEL5TS
St COKS UEEEROBELICLbL T, AR
HOEBELRBREELON, FERD R R
Aol pEEE, BEEAO L L TRBEHET
ONBEELVTHAS.
BEFARDGERNEOHEAE TH B E WS T &
iz, BEATHEASE—cBRELHEL, BEIE
ST 2HHoRfEASBRELICC L EVW S BKRTE
bHTEETH 5. GMOBE» o0 RIER.1 BH
720 A0ng (BERBD4%) LITTH-1. Lo L,
BEATOBMEE~2 L3 ELLoBTHD, BE

iBEN S 2156, BNESERT 5 LMMenT
VBT &S, HIMER b b - 12 T & P FREO]
BESC L3 BHEEENFEREBbNS. 1, VM
THEMO I EBHonTV Y o, Sl s
WTid, GVHD 2 & 2 2 REQBEERESHS ATy
B EREETS.
RREAKBVWT, BB} 75 oBEAEOEEBIY
HLTVLAILARBEATLEY St hs, miE
BNEFREIC I, BERAEE5A208HETHS. |
L, BERERL, KEBEOEED 2 » o
BBLTWES 212, I ITEOH s hi-&E
EMRELTVWBIEDL S, AREONESEMIcY
NEREERLVTEAIEUSEERELLY.,
B3 oA TIE, MAAERORS CHEREOEES
Bl ERS, D E SBLEBERIME
HnwkHBAE. T, BFLY YDA 7 oy
BYIORECEODTEYNTH -1 EDS, 5%1
LBHERICL2~3DD7 1 7 oiEBEETW, ¥ERE
BORELFICEEDEDE—ETHAS.
URTEEL EEEEEE, £~ I8 HETH3
A8, BERIBREOSHRIR IC B U 7o BRI & BCIAE 0 i
REDEERE RIS ST, BRETFHOBRIES
BotEVWHIHIRERE - TV, BFORE T,
BREFENRDOT I LW ETRERMEBTVLSTS
3. LaL, \EEREDCEHIIC L 3ETRLD
ZoTHMLAEVWSHE S Sh, ¥R 25 bl
Mick 2 EHEEEL, 1ALIRERE G-/, 208>
NEBEBREED S A EEEREOF I >V TR
SBORITMBHELNEG.

s E-
B, 3 Z0BMAMKCEEIREENORET
JEIOE\EERREEBL 2. 2 OB, HAEEEED

MmElcEAEBVWT, GUN 0B8R, ML, BlfERL
2 WLWTREL .

1. GUN#EIc k- T, BENMEZEECH D
flxh, BEH31EC o MEIRESEFshr. L
L. Paeruginosa, —$n @i, H&Tl, &5
HAERICKRETH > Th, MFlshs0ES&LHLN
fo. GUN ik, BEE, HEAOEHT T, BEO
EEAE NI &0, BERMEZELS VN
ahtEV-Th, KBLOEBRDHBALEEL
TWLATEEMEM RS e, £/, HEORBEARER
BT, $RTOEHMSERCEEL T, 2b3TH
W, —igic, REMEEOEEREN S ERSS S
hi OBERE#ER, GVA ORA & » T1ZIEEHEE
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at. LmL. Paeruginosa oMldtr &L <. 1
FlTHEARENFRL 2.

2. GVNOEHWER & LT, BLOBEO TR S
nr. B 1T NYS KL 3B LVWELDID,
phhic AMPH 2B W7, GVN @ 3 Hl& & IR
BEREENTOVEN, BEOBBC LH-T
GM.VCMOBRINEHERT 2 B85S0 EREET
5.

3. E~EEZIGHENM 18] AT, EERREE
sond, REFHOMELTESRS - e & Bbhit.

BERAZIES, EEREEEMEBRDL D £ L/ BT
W EIR N S VI HIBURATEE & L o AEABLCEC R
HoBzERLET. HFeT, FWRETBEL. 2AUER
HETEE & LR @RKFEEEMRARRELERE—E
BB L BT,

AHEO—& @, B2 EFEXHEM RS
(144046.287198.237027 ) ic k » Tz, 12, BHO
REGcEBAEHE £ LkE EN Lilly &, Lilly BRX#,
57 2 BARREH, Sk e cER VL ET.
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Clinical and bacteriological studies on protected environment-prophylactic anti-
biotic program. [I] The suppression of intestinal flora, [II] The microbial suppre-
ssion of patients in a bioclean room. Kazuo Niwa, The Third Department of Inter-
nal Medicine, Kanazawa University School of Medicine, Kanazawa, Kanazawa, 920,
Japan. J. Juzen Igk. Z., 88, 168—188 (1979).

Abstract

Gastrointestinal and oropharyngeal sterilization is essentially important to prevent endogen-
ous infections in the protected environment. To eliminate the intestinal microbial flora, the
combination of gentamicin, vancomycin and nystatin (GVN) has been challenged in our clinic,
First, for preliminary studies three volunteers were chosen and one of them was given gentamicin,
another vancomycin and the rest nystatin in a bioclean room. Two patients with acute leukemia
and one with aplastic anemia were given GVN for 19 to 68 days in the bioclean room to prevent
infections because of marrow transplantation or induction chemotherapy. The total number of
patient days was 181.

1. The GVN antibiotic regimen was proved to be very effective in eliminating nearly all
strains of aerobic and anaerobic vacteria from the stool of patients. However, a small number of
P, aeruginosa, Lactobacillus, Bacteroides and Candida sporadically appeared in the culture of the
patients’ stool during the administration of GVN, but all strains of these bacteria had in vitro
sensitivity to GVN. Within a week after cessation of GVN administration a good number of most
original flora appeared in spite of sterile feeding and completely recovered in number in 2 weeks,
suggesting the presence of remnants in the intestinal crypt or so. The suppression of oro-
pharyngeat flora appeared successful when we used the antibiotic spray consisting of gentamicin,
vancomycin and amphotericin B. But Pseudomonous gingivitis developed in one case.

2. As far as the side effects of GVN are concerned, 2 patients suffered from nausea and mild
diarrhea, but could tolerate GVN further. As one patient had severe nausea after taking nystatin,
he was given amphotericin B, instead, with no side effect. All subjects tested had no significant
change in either hepatic or renal function throughout the observation time. Absorption studies
revealed that gentamicin and vancomycin were poorly absorbed from the gastrointestinal tract.
In 2 cases, presumably complicated by intestinal injury, however, 3 times larger amount, 3.8% of
daily dose of maximum of gentamicin was absorbed than the volunteer case.




