138

PurdiEAID SCCYRIC X & il e ) & 3B PIIEAE & O b st
#2% INH, PAS, CS, TB-1, 1314 TH, PZA, EB, DAT w5\

XK H e R 6 HE-B W [:2)
Wargsmmbe Btk XIR=R)

ZAr MM 40 £ 2 710 8

ACTIVITIES IN BLOOD OF SEVERAL ANTIMYCOBACTERIAL DRUGS
DETERMINED BY THE SLIDE CELL CULTURE METHOD AS
COMPARED WITH IN VITRO ACTIVITIES*

Part 2. Concerning INH, PAS, CS, TB-1, 1314 TH, PZA, EB and DAT

Akira NAGATA, Mitsuo MATSUMOTO and Minami MASE

(Received for publication February 10, 1965)

Introduction

The antibacterial activities of antimycobacterial drugs against tubercle bacilli can be de-
termined by using various nutrient media. The activities of the drugs evaluated by such media,
however, do not always represent the activities in blood. This time, antimycobacterial activi-
ties in blood of INH, PAS, CS, TB-1, 1314 TH, PZA, EB and DAT were determined by means
of the slide cell culture method (SCC method), and they were compared with in vitro activities
of these drugs.

Material and method

1) Antimycobacterial activities of these drugs were determined by culturing tubercle
bacilli (HgRv and Frankfurt strain) in Kirchiner’s liquid media or in 1% Ogawa’s egg media
containing these drugs. In the SCC method, the drugs were added in various concentration to
the healthy human blood and the antimycobacterial activities in blood were measured by using
Frankfurt strain and compared with those in Kirchner’s liquid media and in 1% Ogawa’s egg
media.

2) After oral administration of the drug to a healthy person, the blood was taken out at
regular intervals and the change of its antimycobacterial activity was observed following the
lapse of time.

Result

In the SCC method, the each limit of concentration which showed almost complete inhi-
bition was 0.3 mcg/ml (INH), 10 mcg/m! (PAS), 30 mcg/m! (CS), 3mcg/m!/ (TB-1), 10 mcg/ml
(1314 TH), 10 mcg/m! (EB) and 100 mcg/m! (DAT), but any growth inhibition in PZA could
not be recognized even in 100 mcg/m! concentration.

Antimycobacterial activity of PAS determined by means of the SCC method, when compared
with those obtained in Kirchner’s liquid media and 1% Ogawa’s egg media, was observed to
diminish markedly. Also with INH, a considerable diminution was observed, but with CS,
TB-1, 1314 TH and EB, diminutions of activities were not observed. Activities of TB-1 and
1314 TH in 1% Ogawa’s egg media were expressed lower than those by the SCC method.

About the change of antimycobacterial activities in blood with the lapse of time after the

s From Aichi Prefech?ral Hospital, Aza-Kuriyado, Kakemachi, Okazaki-city, Aich-prefecture,
Japan.
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oral administration of the drugs to the healthy human subject, INH (0.3 g) and TB-1 (0.06 g)
kept complete inhibition for 6 hours, EB (1.5g) kept complete inhibition for 4 hours, showing
~almost complete inhibition for 6 hours after the administration, PAS-Ca (4.0g) kept almost
complete inhibition for 2 hours, CS (0.5g) kept very intense inhibition for 2 hours, 1314 TH
(0.5 g enteric coating) did not reveal any inhibition after 1 or 2 hours, but showed very intense:
inhibition after 4 hours and little inhibition after 6 hours. But PZA (1.0g) and DAT (6.0g)
did not reveal any inhibition at all.
Conclusion
1) Antimycobacterial activities in blood of the drugs determined by means of the SCC
method in the present experiment did not necessarily agree with those evaluated in Kirchner’s.
liquid media and in 1% Ogawa’s egg media.
2) In the SCC method, the antimycobacterial activity was the highest in INH, and next
in TB-1, EB, 1314 TH, PAS, CS and DAT followed in this order ; the lowest was that of PZA.
3) When by means of the SCC method, antimycobacterial activities of these drugs were
evaluated in blood after oral administration of the drugs to healthy human subject, the activi-
ties of INH, TB-1, EB, PAS, CS and 1314 TH were observed, but those of DAT and PAZ
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could not be recognized at all.
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Bl U7e IR BE i s o 38 4 % Xk OB (Frank-
furt #) %R U T2t

2) Kirchner ¥ {kiZHic X 5HTE N
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WERE Frankfurt # (LIF Fr %) % X o8 HgRv #
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CORBEFAWEMRL Ry fro AT, EEREER 1071
mg KL 1075mg d 23@D {77527,
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T2o o2 L DAT D AFRBEITIRER & 72528, F0-

FEMA LA,
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TeBIRIETI DRI 2\, SCC #, Kirchner %

B, 1% NSO REFEEGEOSHML, Wihd
KA 7D T, ZHIH U H 3T & A 2 &2 0,

HIXORPRIE, + X207 DB, + 1R EHw T
WRHIE, — AL E FB L, 727 LM E0FER.

ISR OBECIR D, /NI EE + k=2
v —BEH LS BEE (200 2LITF) w45,

= I A
1) SCC ki X aHih (& 1)

INH (% 0.3 mcg/ml 524801k, PAS % 10 mcg/mi’
T& DTG, 30 meg/ml C5E4:f 1k, CS 1% 10-

meg/ml TR AARL, 30 meg/ml T4 i
TB-1 i3 1meg/ml CRRMLIE, 3 meg/ml 54k,

1314 TH 13 8 meg/ml G 7z b 4 < Bk, 10 meg/ml°

T4k, PZA 1% 100 meg/ml T4 572 LS
WRET, EB (% S3meg/ml Ganie b i < BHI-L, 10

meg/ml CHE4 1A 7R3, DAT (230 meg/ml CHBHIE

Jr% iR, 100 meg/ml T % 3od THRBLIE AR Lice
SCC I X A 2 B, INH 2340k 1<,
wns TB-1 ¢, 2\we EB, 1814 TH » 2@ LT

ﬂy:‘(k?‘y 2T PAS, CS, DAT, PZA @”[EVG&Z)C

2) Kirchner y&R#C X 5HEH (E 2)

BRI 107 mg i T AR TH S, Ry #.
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Table 1. Antimycobacterial Activities of the
Drugs against Frankfurt Strain Determined
by Means of the SCC Method

Drug concentration (mcg/ml)
Drug
o Joosorfos] 1|3 [10]3 |10
INH SR | Bl Bl Bl Rl
PAS itk Wi = —
Cs Ht o M- -
TB-1 | Wl — = = -
1314 TH | # W+ = = =
PZA it ot |
EB | 4 B+ - -
DAT it R e

After 8 days’ incubation
Note : Multiplication of tubercle bacilli in culture was
evaluated using following symbols.
: No multiplication of tubercle bacilli.
: Bacilli of 2 to 4 multiplication dominating.
: Bacilli of 5 to 10 multiplication dominating.
: Bacilli of 11 to 30 multiplication dominating.
: Bacilli of 31 to 50 multiplication dominating.
: Bacilli of over 51 multiplication dominating.

‘Table 2.

EE= |

Antimycobacterial Activities of the Drugs against
Tubercle Bacilli in Kirchiner’s Liquid Media.
Size of Inoculum : 10-'mg (Frankfurt and HyRv. Strain)

B BEOE $5F

Fr $RIC oW CTiT7e 2 e A O L 7 il 2 L b &R
A SE

INH 1z Rv Becix 0.03meg/ml ¢ i<, 0.1
meg/ml T5E4BEIE, Fr ficid 0.1meg/ml © &b
Ti<, 0.3meg/ml THESMILE, ORI ETO
M Bivic, PAS Gl kL 12 0.3 meg/ml X
v 3meg/ml ¥ T/ b HRWRIETIRARL, 10 5L T
30 meg/ml T X 3o THWELIE I FRD Iens, T DYRE
IR FEAP IR RS e DT, €S Ry #: ¢l 10 meg/
ml i<, 30 meg/ml THEALM L, Fr fkcix 10
meg/ml Thveh k<, 30 meg/ml CRELIHIERRL,
TR RS D 2T & A & TehoTc, TB-1 X[k
%, 1mge/ml X b 10meg/ml F T dhinh i
WBRIE R AR Liehs, HedE Lo g cise 2k
IR E fei Do, 1314 TH 3 Rv #uicsh LTk 1 meg/
ml TR L, 3meg/ml TH/sh i<, 10 meg/ml
coELblIETh A, Fr #Riciz Imeg/ml T3 LA L
SR L %70, 3meg/ml TH/eh i<, 10meg/ml T
oMk R R Ui, PZA X T4k & % 12 100
mcg/ml TH o7 FRIETNEERS b, EB
IR E e 10 meg/ml X b 2 B < PRI

Drag |Strain| U8 concentration Gmeg/mh 1, 30 meg/ml THEAM LR Lico DAT 1k

o [oojoss|orfos] 1 [ s | 10|10 gy ey 10 35108 30 meg/ml ic A is D

Ng | BV = ‘ i i —| - WBRIE %R L, 100 meg/ml G X Ao T HL

Fro [ [t 4Fj£ — | — | == | = | BEIEBEFRLIS, Fr fkicix 80 meg/ml Th

pag | Rve | T ‘ £+ } + + 7o) BT, 100 meg/ml T & i T L

Fr. | it + x| BRI % BT,

Rv. | Y A A TG N Kirchner yfiic X 5 L, S

Sl p | w gl - - INHZLORLBD, LT PAS, TBL

_ — — T ‘—J; T 1314 TH, EB, CS, DAT, PZA DJECh %,
TBL | o ] 3) 19 MMIEsHIC & BHET (% 3, 4)

_ . - ‘L, R SRR S N S Rv ¥t Fr # o i, Kirchner ygssi
staTH | BYe L = = s e b R ) B O T,

o Fr. | | M T T T T 1y VBB AR Ry HI DL TORE

pza | RV B Ll COBARMEEIC X O CERMIERR
Fr. | B cBEToXN S B2, 107 mg BEOHE,

I T ™ T+ - 1075 mg AR i LT, BHENEIELLS

EB Fr. | | i | o+ ‘ — = VDT, I)ERECETERDS LIRS

R E3E RN tf)’_liﬁm’gg<f%§ﬂ i «

Fr. | it I T R (S g BEOHE, 3o INH ©

After 2 weeks’ incubation
Note : Growth of tubercle bacilli in culture was evaluated using

following symbols.
: The same as control (resting).

1% 0.1meg/ml T % 5¢ Bl ke, 0.3
meg/ml C524:BH [k, PAS ¢l 0.3 meg/ml T
2, 1meg/ml T ¥ b i, 3meg/
ml CE& Ik CEH D, CS (% 30 meg/ml ¢
4 k% R Ui, TB-1 % 10 meg/ml & ¢
Lol Ligasofehd, 336X 00 10 meg/ml i@

+ : Slight increase of sediment observed on shaking the test tube
in comparison with control (resting).

+ : Growth observed only at the bottom of test tube.

+ : The above mentioned plus growth observed on the top of
medium but not covering entire surface of the top.

{1t : Essentially the same as {+ but growth covering whole surface
of the top.
: Growth covering not only the whole surface but also climbing

on adjacent walls of test tube.

SbIE R RD I, FR LRI Ligds
D7D TZ OEEREE TO R IERFIAN
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“Table 3. Antimycobacterial Activities of the Drugs against Tubercle Bacilli in 1% Ogawa’s Egg Media.
Size of Inoculum : 107! mg and 10-5mg (HyRv Strain)

. Drug concentration (mcg/ml)
Drug X Size of
inoculum 0 0.01 0.03 0.1 0.3 1| s 10 30 100
~ |
107t 1.5 | — e
INH 0'mg 1 1t H# ;
107° mg 121 108.5 5.5 - | = —
! ——
10t 43.5 — — — —
PAS 0-'mg H + 3.5
10~ mg 108 — — — — - —
s 10" mg 1 ‘ it i H — -
10~ mg 121 117.5 82.5 44.5 - —
10—t 1 |
TB-1 mg it it 1 H H
1075 mg 108 80 4 0.5 —
1071 | _
1314 TH mg i i i it i H
10~ mg 108 96.5 42.5 53.5 8.5 — —
oA | 107TmE | | i i i i i
10-% mg 108 67 110.5 63.5 59 33.5
pp | 107me | | i it 109 | — —
10" mg 127 125.5 108 — — —
101 _
DAT mg it 1 it 1 1t
105 mg 127 158 131.5 167.5 129.5 —

After 3 weeks’ incubaticn
-Note : Growth of tubercle bacilli in culture was evaluated using following symbols.
Number : Average counts of colonies (200 or less).
4t : Colonies innumerable but almost distinct (more than 200).
it : Moderately confluent growth.
i : Completely confluent growth.

“Thol,o 100 meg/ml Ghotc,

10 mg FEDOPAF 4 D Z & < 524l FRE iz INH U Eo#EBcix, CS, DAT i3 100'mg ¥ 105 mg
% 0.1mcg/ml, PAS ( 0.3mcg/ml [J,F, CS it 30 PAED ML IERR RC 252 R & e ofedy, 1B (39
mcg/ml, TB-1 | 10 meg/ml, 1314 TH 3 30 mcg/ml, 3f%) O¥xRL %ok, INH, 1814 TH, EB <, *

"PZA ¥ 100 mcg/m! )k, EB % 10 mcg/ml, DAT 3. R ED %% b teoik PAS ©hote, TB-1 13 30
meg/ml Pl EOBELITInbleh ot dy, b LITim2iE

“Table 4. Changes with Time of Antimycobacterial KRB, NEEEEC X AR RO » Bk
H ’ E- g - T 5 JCDA

Activities in Blood against Frankfurt Strain,

Determined by the SCC Method, after Bo PZA ZMHILTIH & o> CHG\ o, 100 meg/ml ¢
Oral Administration of the Drugs LRI R RE T, Ml T & hote,

!Be— After adminis;x;t.ion (hour) 19 PB4, 107 mg, 1075 mg P D GE

Drug ®  fore T, o [ s [0 ERALT, 2ixy INH 2452 4 fih, ©\CPAS,

*IN—H*(E) *%H T = - TH-1, EB, TH, CS, DAT ojigc, PZA o7k
PAS-Ca. (4.0) | ff |+ | = 4 | # | @ o OOTHEAOR

«CS O.5) | i+ | + | + | 4 RITR IITR NTT 4)  BEFIPIIREO MO FLE T M Elia (55 4)

TB-1 (0.06) | | —  — | — | — |4 || INH 0.3 g PIIR 1 BB X b 6 I & Coedebilib e im

1314 TH (0.5) | #+ | 4 | + ‘H Wl L, 8IS L 0 ISISHE INL % PAS-Ca 4.0g 14

PZA CLOY | | | | A JRCUE 1~2 BERIEIT & 4o TR BRIE % 7R Lic a5

EB (1.5) | 4 === LE SR Wb, AR BIE L, 6 WH

DAT (6.0) it | i it SRR 1o T 1 T LD ISIEBRIE NI & L, CS 0.5g PR TIL 1~2

Afteer 8§ days’ incubation &?Fﬁﬁ?\iﬁ‘f& D @L\Eﬂﬂ:ﬁfz&ﬁ:ﬁi, PAS )] %:Y:% D,
Subject : Age 41. Male. Body weight 54 kg. 4 RH LI PAS 23 AfEThH 0%, TB-10.06g

-Note : Symbols in this table are the same as those in

Table 1. PlRClx 1~6 RflicE2b kAR L, 8MfEd ==
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Table 5. The Minimal Inhibitory Concentration (M.I.C.) of the Drugs
Compared Among the Different Types of Media Employed
. M.I.C. (mcg/ml)
Size of
Strai Medi .
e e inoculum INH | PAS | ©S | TB1 |134TH | Pza EB DAT
. ) 10 10< 10 30 100
Kirchner 107! mg 0.1 (0.3) 30 (1) (3) 100<Z (10) (10)
HyRv 10-tmg | 0.1 1 30 | 10< | 100 | 100< (fg) 100
19 Ogawa
10mg | 0.1 | 0.3 30 (13?) 30 | 100< | 10 100
: - 10 30 10<Z 10 30 100
Kirchner 10! mg 0.1 100
Frankfurt ©.3) | 0 | (1) | (3) (10) | (30)
scc 0.3 10 30 3 10 | 100< 10 100

Note : M.I.C. is aproximately the same as inhibitory concentration.
Numbers in parentheses are signified as remarkably inhibitory concentration next to M.I.C.

FRIEDI %R 7cDC, FRIERHIOR X DA b O A
ThiE, INH 0.3g X hdisLAEh T35, 1314TH
BEEgEY AWicedd b, 0.5g WIRTH 2120
b, 1~2 FicE o7 < BHIETRL, 4BHE%
b THWGHIE IR RL, 6 Ri#d oI xR
DI IEE Do PZA PIIREE, ¥ 27 L M
NERDIHDI, EB (D) 1.5g WL 1~4 i

R SEERHIR T, 6 RERITRIC E o0 TRV 1k ) & TR
U, 12 % s ET ORI 2 L TsD, fit
DIFN il U CHLER M fREIhS X 5 Th
%o DAT 3 6.0g IR THB b BT, 207X
MRS 1% R & TedyDie,

RERLTICER

£HEIEF D SCC Lo bhiiEhe 10% 7o 7
3 v Kirchner ygffiih, 1% ANIFFHTHEORIR
BT 5rE50Z L Thb, INH X Kirchner
F IO 1Y MR LR D PR g LT, SCC
ECOMBE NI SRS, PAS & 177 /MK Ho(E
i LT, SCCHEDEITITARIRIE L 2235 b JFH
2 L\, Kirchner 52#1¢ PAS DB R % 10 meg/
ml ¢, SCC LR UTH B2, THIULEBEEN KR
ThBHcDdLBbhbDT, MG aRTEER 0.3
meg/ml Tl % 5 & g, SCC EnEIC il L
TR L VENS B &\ B, CS % SCC #:, Kir-
chner $4i, 1% /NIIEsHbo MIiC3E 87 203500 Hhvis
o tee TB-1 1% 1% /INIEEHIC 33\ CHEFEB B34\
L INTE S FRI B ERCH B, SCC ke 1%
ANNEEHB /N B B O TR LW AT is o, 1814
TH i3/ MIEcoHE L SCC EL b LA
Hi% A, SCC g x Kirchner B cix, 1313 [ URLHL
w187, EB % Kirchner X O 1% /NI[EH D K&
HEEO B AL NI FRINR, 1% /D
JIgo NEFEHRE L SCC kTcoENTzE—%L

7zo DAT, PZA ¥ 4 cBRIEINE ARG & IR iidre
L 8Bl

TR OO AFC BT BHREEL R, Lih
DOTMAPEES ReDTL b, ¥ic PAS o= & < i
BT DHEHNOBWEOEDIEE LD & & % O
T, JICRBREPEE D 20 bFEDOELILHE LI
W FEECE G LIc &0 MR HE I35 7s b BT
LI, DTAHEAE AL LTE bR 5 R
BEh%E SCC it X v B bR Re i i R T &
790

INH ofbsp9HiE e & 5 M iy, BiE2i Pro
kg 4mg AR Kelly Poet Fic X 5 &, 6 1.4
9 5% 1.0meg/ml & BT W%, HHY
1x INH %451, ffidh INH % Rubin ¥Eic X 3162
IE A 35—, SCC ¥ X B Ix 75X, Rubim
% 1meg/ml ok ¥\ SCC BT X % 524 b i DR R
Thdo Libiciigic INH 2E#ing o SCC g
1% 0.25~0.5 meg/ml WEEMHIERAR LD, Lichi>
T INH Rfio v it INH (3 Rubin @i X
BACAOPEED 1/2~1/3 YT 5 & BT3B,
TR DIXERE O P2 FI A Ul EENREe &
5, 200mg L5 UcHhE, 4 RHEEO A EER
0.8~0.4 mcg/ml &3 40% % 5, 8 BT
0.1meg/ml ¥ XTI Tic/n s & iR Tw%, Mk
OFEFR L v INH o [ E L EE s < .
AR DA% 7R T FAD FEBRTIT Mg
i INH %398 UCfTiote SCC HRic & % Hi 1 1 ¢k
0.25 meg/ml C55 4 PHIETH B, 0.3g INH HRE 6,
R & © SCC ik Tsg &l % 3B e ¢, 0.25 meg/
ml Pl EomsEERSLD, 8 FMEITHE T HEL
T D TCERE T OEB /s Dt & B, RO A4
FHIE DR & X < —F Lico

PAS o i, LFWRAETIIHLE IcE % L
PAS 3.75g PIRTIL 2~4 I [ iz 253 T 100 meg/mk

mcg/ml,
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B /& % 7R T, Fisher® X 4g MR 1 KRR
01 mcg/ml, 4 K% 30 meg/ml, #EEIL 4.0g FHE
1 BRI 65~195 meg/ml X3RN TW %, AL 32
PUIR 1 B E% 68 meg/ml, 3 WEEIES 19 meg/ml o B

H LT3, FADFF7eoiciiiiic PAS %38 U TiT7x
7z SCC iz X BHIE /i, 10 meg/ml T X b TH
WBHIEJIER R L, 30meg/ml TS5 &l 1k Tholc, I
Y L [ SCC ¥k Smeg/ml T 7e b 3R <, 10
meg/ml THEABE I & iR, AN b [RIEED SCC T
10 meg/ml To=ep 1k, 25 meg/ml G5 4 FH 1k & BX
THD, ORI IROHE & —FT D, Eic PAS
BRG LA, WROLFRREC L BRE0 S & X
MEEA»E S5 h 57 b, SCC EThHEichieD
SELIAIEERDTH IWETThH B b bT, K
XL BT FWE D R TITE R, 2OZ &Ik
DAEEY, /IO LTI TRY, FRHOBED %
xS vbhes, INH w135 & Fffic PAS b2
FMIE Lol & SCC BRI X BHIE D L x—B LR\,
PAS o SCC iz X » Higng, 1% /Mg, Kir-
chner JRAEL MO FRUC I LT 7eizse L 55 388
TNd, Lanh PAS fEHL2EAHIE Ui i
PO INBHE L 0, AYRARIEETH B SCC
B X 0 BONIcHEINIES ER]INRS, LicaioT
SABR PIPTEE 70 & AL TIE o I X b AG: Ueafn
RPN, FEEO MAPPET & & D il d
DEiDe T LIk PAS 28 1% /NIiksH, Kirchner
BWTH O cE DT &b T, SM % b5
LD THY, Lad PAS 4.0g PIREOILEARIEC
L5 MR L SM 1.0 g #50 A EE 2135 e b
B2 2 6T, KR PAS (X SM ¥ 721k INH
LVBIRNRE DR E 52 HRHRELHEX LU D,

CS 1% 1% /Mlissi, Kirchner gfkssi, SCC i
DHENIAE CIZFE R LT\ ZDHIL PAS &
Foled Bleh, Lied>T 1% /Wi, Kirchner
WHIOHE N, 1350 MP i b TULES L
e o MAEEN NairtiZ 0.5g Py 2 iy
28.5 meg/ml, INEE2IE 0.5g PIIRC 1REMEEAPIC IS
L, 1~4 Ffflicio e 30 meg/ml Ll o s A
FLTOAEEYH LTV, ROERTILIIRLORK
MR ERBE TR B, CS RSN
1% PAS OFIUCHEE LTRARIE R LSO db b
T, MRSV THRBREN L EERCHE D2 B b
L, Thiex L PAS i3tz B\ CHBE AN o7
LPHEns0 T, PAS4.0g JfRe CS0.5¢ AR
DO, SCCHET X % M HEE IREIX ISR Ut s
BreDTEHH 5,

TB-1 FEMEERC Lo THE IO HECIT /L L
WERAEL D, REWEROBAIL, 1% /NIEto%
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Hicis LA SCCE X v I E EHI NS, TB-1
DALZEARIE & 5 AP E, Heilmyer'®i3 300 mg
1 [EIfET 4~6 By 8 & © 3~6meg/ml, WX
200 mg b 3~4 W EE 4~5meg/ml, R
13 200 mg $#p5 6 Bt E 9~13. 9 meg/ml, Hit
B9 4 i HE AT 200 mg 5 6 5 [H #51C 9~13 meg/ml
T, BETR L 60mg 5 T 4.6~9.1mcg/ml » #Hd
LT3, ROEBRTIIMKCEBREXRELCTIT o
SCC ¥z X AHE L 3meg/ml 7o, 60mg PR
T1RME L Y 6 BB E TRAeMIER R Ui —
E A

1314 TH % SCC {2 Kirchner ¥ {5 REE M
121E—3T %0 1% /WNNEEH < 12 Kirchner ¥k,
SCC X D IXHWINLFEL B s, 1314 TH 12BiE
ANECEE few B 532 0T, 4~6 B ipiE
P E TS ONREL, LA™ 0.5g HIRT 5~8
meg/ml, KEM HiX 0.5g WIRT 4~6 KefiflfEd v —
2C, KAt 6~12.5meg/m! oFHHTE S & BT
W5, FLOMKICIE A B U Cfi7eo% SCC itk %
G e, 1814 TH 13 3meg/ml Thvie Dk <, 10
meg/ml CTHELMAIETH D, 0.5g BEFENRED M
W% SCC ¥Th% &, 1~2 BrM#IciIE17s <,
AFERHIRIC & D TR, DIHEUEE< o 6 Rl
13RI ERD DAL F D, ThbbifiEEh T
W IR 2RI —R T AETH B,

PZA T oWTikEho pH %o 3H & F—ic L
Ted b b5, Kirchner fifs, 1% /MBI -Fh
% 100 meg/ml Tig & A EFRIE TR RD e pDtz, SCC
BTd 100 meg/ml T F D BIENERDT, 70
1.0g PIIRL TS SCC yEciidic ¥ o7 BN
DI,

EB o % Kirchner yifkigit, 1% /NilEio
M s & b B2 3 e o7, SCCHEIT X % Hil ik
1814 TH Y[R 3meg/ml CHWHIE % 7% L, 10
meg/ml CEEIETH S, HEFRTOIL Hy #ea s
A P RE MBI X 5 &, 25 mg/kg PYFR 2 BERS
i 4~7.8 meg/ml, WEEOIRFE T Hy #ea 7ok
T AT 25 meg/ml YRR 4 RIS RS A R 0
7L, 2WR# 2~5 meg/ml, 4 B 2~6 mcg/m?
EHEL TR, MAERE L A R A 2D A
DL Thdo FADERTIX 25 meg/kg M Fo b8
i ook, 4R E CREAHIETeRM#b ks x
B THEWGIE IR R Liedix, Fof 3meg/ml L -
OIMFEELFEF LD L EL bh, KO —
%35,

DAT KICEERMED e b2 BAIETNEEEL, T L i
Pps e OB IEEES - SCC T 30 meg/ml TR
RPHIEF1% D 100 meg/ml THFEIE TR R TREE T
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3o Lind AMECEE I o K3 i Ph it <
o, BIUE X o Th T Tl HEINIRD e 3R
AT BN, FLo SCC Ei X 5 KBTS 6.0
g DREDHINT b ki 5T D7 MAFHEIZR
DI DT,

Bl &3 AR LicBa o b il %, i
s ¢ SCC BRI X 5 HE NOBIRE R DR TE
Foo L LI DA EEDL B, SRR
DPEEL HER O REEL B 5 DT, TOESLERT HD
VREECHD,

I BRI EE D A 1B U T e o7 SCC R &
B DO HTE, INH 234 2 & biEh, 2
W TB-1, EB, 1314 TH, PAS, CS oJFT, DAT 1%
T T, PZA 1XE 20 MEHTHS,
C ofEH % Kirchner Y & Lk 1% /DIK
DR E BT L —FK LRV,

Lo LEE AMEe i b U ihiiE % SCC kT
25 L, KREFECHRSRIIRRY, FE—EHTD
P E RN MARMAERE SR> T HDT, €
DB W, S E O KRB OR H Tk TB-1
0.06g, INH 0.3g b0 b, 2T EB15g
Thbo Ml 3FNTTI GBS BREREIC I SEa
BAIE% 7R Lime o\ T PAS 4.0g, 1314TH 0.5g, CS
0.5g 'C, THHENDBOLIEDER LY, HIO
3FIDBATIE LTH\ e PZA, DAT (2% 27<
IETNIRE A2l

1) #¥Flo Kirchner Wik, 1% MIIEHC X
D ESRIHE T L, SCCHETE LR IMARBITHH
EHERAT LB Lic\,

2) Kirchner Jfkist, 1% /PNIESHT BRI
GhT s LT, SCC I X AHIE I PAS TIlidigix
HELBEIhs, INH § /e D 5 h 55, CS,
TB-1, 1314 TH, EB & I 53 g\, TB-1, 1314
TH 133 LA 1% /MNEto sy SCC ¥ X b 55< £

W HEAOE BSF

Haxhic,

3) M EFRA IR L TTiR2% SCC B X 5 HiE
HigEECik INH 2340 d#Eh, %k TB-1T, 2w
¢ EB, 1314 TH 233(g[d L CZhigfi ¥, >\ TPAS,
CS, DAT, PZA O TH D70

4) FRkmir R CH X554, SCCHEIR LM
FRICHEE S0 BB A Ak b 012 INH, TB-1, EB, PAS,
CS, TH &, % i< @digmofedik PZA, DAT
THDTo

KL OEE X, # 37 [l X0 39 [BIHAKEKS
FERMETHRE LI,

oA, iR, CEMERBOCERARERE
£, CEER IO AE BAFESE A LB EHE
B Bl LBTET,
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