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time curve)
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Vv A %FE (volume of distribution)




I. IZICRTSHRA

1. ERREORE

vRITXY AL, TAY - AT 4 Wik B RAY N AZ—4E) BFEATCR W S
AAFTEBIESY ETHERFNT, XV HRRT7 5V UREH (fFAT77 IR, V7 KA
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TEER DRBARTHTHY £, FHOGEMTH 720, WL THHIEO MBI FF-i T
W2,
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I. AFICET SRE

1. BR5E4
(1) #n%
7 a7 X% ®F100mg
7 a7 %% 87 400mg
(2) *%
UROMITEXAN® Injection
() &FMDHE%

TAL « AT 4k (BLRA Y N7 22 —1t) OEFEZRRGEAICE DY T,

2. —#&4
(1) & (d@%i%)
A AT (JAN)

(2) *4 (ffi%)
Mesna (JAN. INN)
Q) AT L

A
3. HEEXXRILRER
HSCH2CH2S0sNa
4 FFARUSFE
5373 0 C2HsNaOsSe
5y 164.18
5. {tF4 (4% XEFE
Sodium 2-mercaptoethanesulfonate (IUPAC)
6. ERA%A. A4, BS,

1BERE Sy Re 5+ S-7878

&S



II. FRASICET HEE

1. YEEEMHEE
(1) 588 - K
A~ ORI DO B R SUTBE T, I2BWIE RV, XTh TN RRICE VRS 5,
K T~ U U LRI T D,
(2) TAfEHE
KM—1 BfEK

(HIEIREE 20°C)

LS WHE 1 g W TICET D™ H SR 712 K 2 iRtk oo FGE
7K 1mL Uk 10 mL it DR B
A=) 10 mL 2L E 30 mL A RREETFRT W
T4 J—) (95) 30 mL ULk 100 mL Al RREFITL W
VIF T —T )L 10000 mL LA E EE AT RN

% FJ 18 @I 30 12 L 5
(3) kimtE
40%RH TIIImEd . 75%RH T \WimtE (48 Wi fiE % OWIR & : 10~20%) %/~ L
7o BRI 34 7T8%RH TH %,
4) | (DFER) | HR. EER
B 72 R 3R S 720,
(5) EAIGEMBTH
pKa=9.28 (FA4—/5L)
(6) NERE
HREREE (7 oadiv b, B F AR N 1474 7—0) Lk (pH3~pH11) & D 2 HHED
PHRRREIC I 1T B BLHIZ RN —2 D & B 0 TARBIZHEL LT,

RIM—2 *RTDHELE (25°C. B#E/KE)

#E1E L > pH ZA=0=F\VIZUN FEfE = F v -4 % ) —)v
3 0.018 0.023 0.149
5 0.037 0.037 0.000
7 0.047 0.035 0.000
9 0.057 0.040 0.581
11 0.107 0.115 0.788

(1) ZDHDF A RMEE
pH : 4.0~6.0 (10%/K¥HR)



2. ARG DEEFHTICETHRER

(1) R b OV 0 e A7
KM—3 AMRFTOREN

R X oy PRAFSRA: FRAFH R PRAFIERE it R
EWIRTRER | =R - Bk - #ot 36 » A BT T KR RN *
40°C - #fe - 6 A W77 2K RN
60°C - %Az -« DL 3% A W77 2k RPN
EHHEHBAXT 40 H BT T AR FHAE P
25°C - ##f& - 10000 Ix 40 H BT T A JREEN*

Wi, 7 U —2RICE b, G2
53~67%IZIETF

W, VB L, &R 35~
58% KT

Ty P R R 25°C. 75%RH - #Et 3 A v —L (B

40°C. 75%RH - % 3 M Tr—Ll (RO

100 mg/mL /KIRK
SR - ok

ko WRBRTEE ; MRIR, #ERRERBR. pH. Ik, VX2 (%) | BmEREE, 58 (R4 EE) %
* ok RERIEE  SMEL pH., &8 (GREERTREE) | o 5

48 ] BN 7 A BUAR P

1 By Fe RGBS A N L (1992)

(2) WHIRRE T DR ENE

RIM—4 BBERETOEHHIOREN

BRIy [ 701 AP IR P
SN 0,24, 48050 | BHIHT A Bty
——
st | O Mol MRGHIUEK 0,24, 48W5M | EYINT XM Ut
= s Sy
T e Vo 0,04, ag | B9 2 B Py

* : 100 mg/mL DIEETH 5,
HExEH - 48l pH. && (REAERFREE) | o 5

Hi By RGBS AT N Y (1992)

(3) TRFISIARIZ L D AR
40°C, T5%RH - ENOZM T 3 MR L CTHERK Lo 3L, A AT ORB{L &K TH
HYAAFTHoT,
S— CHs — CHz— SOsNa

S — CHz2 — CH2 — SOsNa



3. ARG OHERSRE. BEEE

(1) FeaBaERIE

D AdnlKBET b U U AR EMATHENL, = hr 7y R M) v AREEMAD & &,
BT OZE 2T D,

2) ORI A 7 bAVRIEE (RALh U 7 LEERE)
Be%2 2990 cm ™1, 2940 em 1, 2570 cm 1, 1213 cm 1, 1179 cm ! KU 1062 em L AHITIC

AR 5,
3) AREDOKIFEIZT ) 7 AEOEMEN N E 2T 5,
Q) T'EE

EMKSBREE (FEr¥E: 7 las Ly — " —7 L akik)



V. ®HA|CE8¥ HEE

1. #Flfe
(1) HEORXH
5 A
(2) HEIDONERR VUMK
®NV-—1 HEONBRUMEK
W 7e 4 0= T3Y 2iE100mg 00 = T%Y iF400mg
Pk - B | EEHOKTH D, (A FEEBERORTH D,  (FEHH)
Q) #HAII—FK
ML
(4) "HEIOYE
®V—2 HAOYHK
W7e 4 A T3Y2E100mg 7 A = 73Y > F400mg
pH 7.0~8.0 7.0~8.0
R
(EPR AR ) 4 7 4
(2R 5 )
(5) £t
RV -3 BERIVORRFLCRAEOERRVES
oned 0= T3Y 2iE100mg 0= T%Y iF400mg
P OFFER
ASSRENDE SR BH EH
K OFESA
2. SH DKL

(1) BHES CEMERS) OEERVFHMHE
RV—4 HHRS (EHERS) OEERUVFEMNA

524 YA S 5349 2E100mg v A I 734 2E400mg
e 1% (1mL) & 1% (4mL)
75 AN
R 2 27 100 mg A 2F 400 mg
Al KER{LT b U T A ERFK KBRS B U o AL TERHK




2) EREFORE
A% L7
Q) #E
% L0
3. RBRBAEOEREUVEE
A L0
4. N
A% L0
5. BAY HTIHEMED & 5 KM
AAFT ORI RETH LV ARAT2DT MR D,
6. RADEERHTICHITIREME

RNV-5 HADKEM

AR XSy PRAFSRA: A PRAT IR R
ERAFRER iR - WOk 36 » A HFEN
40°C - WY 6 » H JRFEWN

£ 400 mg
T B ER R 60°C - & 35 H KN
25°C + A 10000 1x 40 H HEA

BIEER - MR, S8, pH
WEE: SRk e~ 727 40— (HPLC)
HE Y 2 RUSRRE AT AR NS (1992)
1. RAEERUVEBEOREN
BlESEA
VI 11. #H FoEE] oEsR



8. fhFlLDEAEIL (MELFHEIL)
(1) Bl R

RV—6 EEEILHER

— —
o R e L T 5 o Y e W L P e e I
e — 151/55 6.46 jl;% ?E ?E ?E 761 | 7.61 | 752 | 7.27 | 100.1 | 101.0 | 99.4 | 97.1
A g 2 i’ES 6.11 EE j‘i{f j‘i{f ?E 7.60 | 756 | 7.39 | 6.94 | 100.3 | 101.3 | 98.7 | 97.2
iif;&l g 1/gomn£g 5.03 j;;% %{E %{E ?L': 742 | 743 | 742 | 7.35 | 99.9 | 99.7 | 986 | 94.1
ggj)ffm ;’V éﬁi 5.04 EE j‘i{f j‘i{f j?f 7.46 | 7.46 | 7.46 | 7.46 | 100.2 | 99.3 | 98.3 | 94.9
;’E%m@g ;;:ﬂglzm::/?ﬁ? o8 467 z% jff{f jff{f ?ﬁ 748 | 750 | 752 | 7.50 | 99.7 | 99.1 | 99.0 | 96.1
;gz;g/w; &%E“i 4.34 ;ZE ?E ?E ?E 736 | 7.37 | 740 | 7.38 | 99.4 | 97.7 | 97.9 | 95.0
15051;//5;5 é‘;g‘;‘li 3.81 z% jff{f jff{f ?ﬁ 438 | 439 | 439 | 440 | 99.8 | 101.2| 99.1 | 96.9
271)5]1;1”07:/:/ /llgﬁ*‘i 5.68 Z&% Z&% 7;% wom | 748 | 7.49 | 750 | 749 | 1002 | 99.2 | 99.2 | 95.7
175;3 HEA /112%2 5.34 EE j‘i{f j‘i{f j?f 743 | 742 | 743 | 7.40 | 99.4 | 100.8 | 99.0 | 100.3
AEBEIEIR | REA R 50 mL [6.20 z% %{E %{E ?5 7.47 | 7.46 | 7.46 | 7.47 | 101.0 [ 100.7 | 99.8 | 97.1
;«LMEE KEWEKE5% | 50 mL [4.74 ji;% ?E ?E ?E 7.61 | 7.60 | 7.59 | 7.58 | 100.8 | 100.4 | 98.7 | 98.7
ggﬁﬁ%ﬁ? %Y\é%m% 50 mL |5.16 z% jff{f jff{f ?ﬁ 6.89 | 6.87 | 6.87 | 6.86 | 100.3 | 1002 | 98.4 | 95.3
%%U ~7 :m/) ;g;\lﬁﬁ 850 mL [8.06 ji;% ?ﬁ ?ﬁ ?E 704 | 792 | 792 | 7.92 | 99.3 | 100.6 | 99.5 | 95.8
R L - -
%gi%iﬁ% {f:?\ffgx 50 mL |5.45 j;;% %{E %{E ?L': 717 | 716 | 715 | 7.13 | 100.7| 100.2 | 99.3 | 96.8

* 0 v I7 XY 7% 400mg/4 mL A EEESRZRA Lz,
* % FORBRISHT AR (%) THERR
X BFAERE (VL 7. (2) PRER & 2 0HM ] DEHSH)

(2) pH Z &5

Yo B R RUSRRLE AR NS (1992)
HEENOPFE LA 1L 2028 4 5 AR COEMLBFIRLESE L LT,
FERCER L B R OB R LR T HZ &,

AFNE pH ZEERBR CTHBEND AR DN 272 Z LIk D | BG#% O pH 23K 1~9 OHilH
TIEERA K, ST SOOI BN eEZ BN D,

RIV—7 pH EEEER

e 1/10 mol/LL HC1 (A) mL ook . AL
JEKE pH i | 0B pH 110 mol/L NaOH (B) ml, | %t pH | BEhfe%k | Z{LATA
(A) 10 mL 1.23 6.29 —
7.0~8.0 7.52
(B) 10 mL 9.16 1.64 —

1 By S RGBS A NS (1992)




9. BHM
A% L7
10. &z - aF
(1) EENMDELGRSR - . NIV FRGRSE - OEICET H1FER
A% L7
(2) |%&
(0257592 100mg)
10 %% [1 mLXx10]
(90257592 400mg)
10 %% [4 mLX10]

Q) FREE
Y LR
4) BROME
TN T T A
1. AR Sh58ME
U ERR L
12. 0t
U ER R L



V. ARICEY SR
1. ZEERITEHR

AHRRAT7 2 FRERIES I OKRRAT 7 2~ (EMEFMBBIEDORIAR) K524 5 WRHFRIE
T (MR, BIRESE) ORI

2. ShEEXIHRICEET R
BRE STV

3. AZERURE
(1) BERUVAEDOREH
(1) 41K:Rx77 3 FkE
W, AAFTELT, AFATZ77I K1 HED 20%HYEZ 1RIEE L, 1H3MH (KA
77 X NEEGRE, 4 REERE, 8 W) FRARNTESI 2203, AAF 1T HEELTAHKAT 7
IR 1 HEORK 100% MY EE THRETLENTES,
R, ., ERIC XY E T D,
(2) 9 B/hRRT77 2 F GENHMERBEOTLAE) &5
WHE, RAZIEAAFELT, 7k 277I K1 HED 40% MY EL 1[a&EE L, 1 H
3E (7 mARRT7 7 I NEERE, 4 W%, 8 i) 30 /00T CAailiiE+ %,
(2) RZERUVHASE0OHRERE - R
BRI L

4, AZERUVAEICEET HIE
BREIN TR

5. ERPRRLAE
(1) BERT—2/1\vir—2
PR
(2) BRPREEIREER
ARAT 7 I FEGIME D R REE (MtERER, PREES) ORI
ARBROHE - HEIZ N Y TORGEHAE - HEEZSEIZL, KRB THEAFRAT 7 3
NOERERE & (2g) O 20%ICHY% 925 400 mg & A AT OERE 1 Bl G583 L 3E L,
TERERR A 2~4 BITH L TENLNAA] 200 mg™, 400 mg, 800 mg™ % Hilnl# 5. L 7= fE 5L,
BIEEIR M OBRIR IR A 0 B IG8D B o 7z,
F7o. EEERA 4 ISR L TERENAA] 400 mg, 800 mg™ % 4 FEHHIR<T 1 A 3\, #
fot 3 HIE. #f 9 mEGiHRE L7=fES. 1200 mg/HEED 1 FlIcBW T, # 1 HHDF 2 B4
HREZHIE 0 B MR T & 2 TR S OMERRSF8 0 BV, —mtETh v | JRpr#EL %
e DT RIL R o T2, £ DM OFEBNZ B W TIREITERIER PR R A E R T IR0 b
2ot [
X AGRAMVEE - HE (TV.3. (1) HIEROHEOHS OEZR)



Q) AERMHRFRHER

EER R L

(4) tREERIGER

1) BXMEREIAER
(MRRT7 2 FigE)
ES[I: =
ARAT 7 I NIT K DWIREREFITRT 2 /000, Lot OAFE L2 2 BAY T,
T TR AR e T EEREGR A FEE LT,
AKRAZ77 I RiE1H2gm?2 (REHR) . 5 B OB SEEHEEZITV. AFNTA AA7
7 X RO 20%FHY4 & (400 mg/m2) % 1 A 3[8] (B, 4 KFMEk, 8 L) . 5 AMEEL
7oo 72k, WIEEIGIC 1 B 2 L oA OFH Lz,
91 BIOFERH] (A AFHE - 45 i, 7T AR : 46 1) o, A AFFETITTEEL EOPER
I e QR PRIE D FEBIFRD DR o o DTkt L, 77 B R TIEA 4 19.6% (9 #1) L 15.2%
(76)) OBEECTHBELL, A AFTHOBERITIARITKI o7z (Wilcoxon BN FIFRE, HER
Ji : p=0.0003, FX/REE : p=0.0009) ., E7=. FTHEELL EOIMROFEIHFIT A ZFTEED 6.7%
B fl) THYH, TTEREED 32.6% (15 #) LV b AEEITEN -7z (Wilcoxon NANZFIFHR
£, p=0.0008) .
AREHETIE, THHTHD) L LEbLORAATETIL80.0% (3641 THY, ¥I+%
REED 34.8% (16 ) ICH~FEITE I >7- (p<0.0001) [
LARMRHIxI G 45 FllcBW T, BIERIEEED bt o7,

RV—1 —EEREBABRICET2H5RE

g | A ARHE B1%0 T
sgps | ogm S22 Y gaenn | 0
|AY-4 fcﬁ vy

80.0
ART 45 36 5 4 (36/45) z=—4.679
b 34.8 p<0.0001

7R 46 16 5 25 (16/46)

7 : Wilcoxon JIENZ Ik E * o A HE =/ R AR G515 < 100

(78RR T77 2 F (EONHERBEORAR &5

] P25 TR g R R
SMER LR, B EBENE A R, B SR RE (R RE K OVERSE P AR AN B 1l o0 3 i e A RS
TEORNERICBIT D7 vR AT 7 I REEGRFOW R R ER BT 5 KA OF 2hE %
Bt L7z,
I/ BARRT 7 I RIE 1A 1A GRS S E R D B R AOE R 1 60 mg/kg
X2 HE, EEFARNEMERM 50 mgkg X4 ) SAHEFHEZITO, KFlIZv 7 arA7 7
I N 40% MY EA 1 A 3 E (KGR, 4 FFHE, 8 Fifi#) T4 30 02T TRIEFHEL
Too B, V7 URAT 7 I KT, 24 0% T 1 B 3~5 L OMfiiR A& ifT L7z,
AANOA MRS 61 1 IR I 2 Bl R Tl TR 7 U ) X% TEAEA R |
DIEFNE 57 B (93.4%) | HEIRFEFIZRT 28R TIE ThEE R L) T BREEESH Y |



DIERFNT 59 #il (96.7%) T, b Z /O THIE LI- WK R ERBLNH OB SR T
ITA%) 57161 (93.4% [95% EHEX : 84.1,98.2] ) Th o7, ZORGEIL. ks Bl
TNV D A ZFIEDFHIRFOWIRERIETE (M PEBEDEZ) DOIEFRBLIFEK 7T0% I THEI
ol (pfHE : near 0) .
el e 82 65 Bl BRI A {E 0 B
AST 5161 (1.5%) . ALT L5 441 (6
2) REMHR
A EE R L
(6) BE - HFREAIRER
L EE R L
(6) AEAIEM

1) ERRERE (—REAEHAE. BEERAERE. EAELRAR) | RERTR
T—EAR—ZAHE. WERFTRERZBROAR

EEh &S TeRIER L, Bl - &M 3 61 (4.6%) .
2%) ThHoTz,

50 et o
ARAT 7 I REGISH S WIRGARES (MM PERENER. JHREES) OFREIHIMH
@© BUERSER]

1995 4 1 A 1 B2x5 1997 4F 12 A 31 H 3 M7= v i G & 9206 L 727
H. 236 figkn D 1177 B2 INE LTz,
© ZaMt
il P R AT 12 38 1) B 22 MERTI e 2451 1051 TP, BRI AR AT O S A8 8h &2 & e BIVE
16361 (1114 2L, BWEARBEFEIL5.99% (63 /1051 ) TH Y | 7HKFEEFC
BIFD5 0.8% (261237 H]) L AEICE»->T (p=0.0032) #, Z OFRITHTRZIZHE
TERFEBLEN BA L2 DTldie < | B EGEFAA & 7KGRIREC, BINE & AHI & oK R B 1R
DY EFEHEN T2 > T nd & & 2 bz, EBE, CHIEIEEE R 2 D 72 1 Rl
B LRIER & UTHER LTV HIE R - [REBIR TRrsEM N KON TR oRIfEA
ZEROTHER LRSS, BIEAREEIT 1.81% (19 #1/1051 ) &7e0 | AGRRRCRIT
% 0.8% (2 #1/237 ) LILRTHEZAITRO bR (p=0.2898) 7,
FRRWEHOREEIZ, ALT 5. AMEkEd (E) OF 13 61 (1.24%) . TR,
AST EHO% 1161 (1.05%) . L 841 (0.76%) | W&k, v U /LE Al ERHOK 7 4
(0.67%) ThH-oT=,
( IRI—1 AUER (ERBREMEORFEEEZET) ORBURN (K277 I M5
(ZRE D WIRER RIEE O BLNE]) | 2H)
@ HRRZHF
il F AR R AT 12 30 1) B 22 MERTI e 245 1051 151170 & AW PERTAM 6 S AME R 0> 132 5l %
FRUNZ 919 fllZ DWW THE L 7=,
i F AR AR AR L2 33 1) D APR38R P R L ER1T 9.5% (8T B11/919 f51) TH 0 HKFREFD 16.5%
(35 B/212 B) (TR THBEIZE -T2 (p=0.0058) 7,

#: ox2BRE



2) RREFHLELTERPEONBRIIERL-FAE - RBROBE
Y LR

(1) Zhith
M EE R L



VI. EMEREICETHEA

1. REZMICEESHSHELAMIIELEYH

CARF . N-TEFILYRATFA L EOF A — AW
HEE B HbEMOREE « RS X, KRFOETIRLEZRT L L,

2. EEMR
(1) YEFREBLL - fEFRILR

1) TERENE
RE (FATERL)

2) 1ERREFE
Ty b (SDR) ICBTFEIAHRAT7 I REOTZ aRA7 7 I FICX2BEEEL,. —hb
DR D BEDERE R & B2k L CRBLT 2 BETEE CTH O | MATE N 5 25O HEMETIX
2oy M Z OEEBEFEE O A A IS X 2L L CiE, ROBEAHEE ShTnwg Bl 6l

HO 0

o / “NHCH:CH:CI
o #» NHCH:CH:Cl

P«

NHCH:CH:Cl — -
E ﬂIHCHgII{zCaC - [(AFRAT77IFTAZ—F
CHO

=7, i CH:
I TWVEARRT 73F | 1 (T e (Tl
TRAT 73R CH @ $- CHz- CHz-CHO
o e
Oy [Fraviy | EESESIE
ulL4fv
i/ P~ NHCH:CH:CI T7aLq
N
~CH:2CH:Cl HS—CH2—CHs—SOsN
\ o O | 2 3 sNa | 0.9
Pl P NHCH:CH:CI
| NHCH:CH:Cl @ N
N cHaCHCL CH:CH:CI
OH S-CH:-CH:-S0:Na

(A AT fEaE (1) |

[ 4EReXA52773R |

BVI-1 AHRRT7 3 FORBIBREIRE A R FICX L BEHE

HO__ 0
/P\N/ CH:CH:Cl
o P HN ~ CH:CH:CI
\P/\N _ CH:CH:C!
S CHCHCQ ——  { [FXT7IFRAT=F ]
CHO
R IKN CH:
TWVEFRAT773F
YI7HHRAT 73 CH @ $-CH:- CH: -CHO
0 CHO CHZ‘CH‘:-SO?Na
Ol - CrCEC AT EESZI NN
ME > CH:CHCI e |
_ 27 27 3Na 0
PN CHCH:CI \ ® I\‘IHN\ CH:CH:Cl
NH CH:CH:CI
OH S-CH:-CH2-S0:Na
(/":L\ -
[(4EeFuxT 3 7uk A7 73F | =T ek () |

BVI—-2 290/KRRA773 FORBOSBERE AR TICK SBEEHE



O AKRARTZ7 I RER I aKRAT7 7 I RORFREWT 70 LA U REREELZFHET S
W, TR LA O EREAICA AT RN BEFEEO A ZFAIME (1) 2B8T 5,

Q@ AKRATZ7 7 I RERT 7 aRAT7 7 I ROFUEGEEME 4 Ru X KR8 A 2T s
LT, REEEDOARTHEAE (D) 2T 2 L1280, 77 a b A Amn S
Do

(2) EREENTHHABRKE

D AKRAT 7 I RefzIEMREE 3 2 9l 2h 5
ARAT7 7 I F100 mgkg &5 THEHEINDT v b (SDR) OFEMEFIZ, A X OFRIK
Hiz ko 5 BICKFE L CHl &, 10 mg/kg #5- CTRENH S biAd, 75 mgkg L ED
KA GHET 8 Bilrh 8 BT HIHI2SFRD BT 14

FVI—1 SYFDARAT77 S FBEREMESICHT AR TOHE

J

/

Rt e e
i n 227 PR
(I S B 0 (mg)
KIFRRE (EALIE) 6 0 (0/6) 113.3 = 15.0
T HERE 8 2.3 (8/8) 248.3 + 23.8
(A FA7 7 I FE 100 mg/kg)
A AT FREL G
10 mg/kg 8 1.2 (6/8) 223.5 + 82.7
20 mg/kg 8 0.5 (4/8) 165.4 + 48.3*
30 mg/kg 8 0.1 (1/8) 147.9 + 24.7*
50 mg/kg 8 0.1 (1/8) 126.0 + 11.0*
75 mglkg 8 0 (0/8) 116.1 + 13.3*
100 mg/kg 8 0 (0/8) 120.0 + 10.7*
1 S HTRZL

: 0
0.5 ; WEMEEE DK iE
1 AKMEANR | BB A (T AR0IR H 1
2 KIESGRL | R I DK 25% 12 Hif ST A
3 AKIENTRL , FEIRER T DK 25~50% 12 Hifn ST 2
4 KEENHRL | ORI DK 50%LL FIZH ifn 334
2 TFEE R
% 1 p<0.05 (fAA77 I NEMM 100 mg/kg #f & OL#z, Student’s £ R 7E)



2) 7 R AT 7 I RiFFEBEDEREE I3 5 inilzh 5
I uRAT7 7 I N 100 mg/kg %5 THEHEINLT v b (SD R) OEEMREEIX, A X FOFE
B 5.0 & 0 B GBI HRAE L CHIM S 4. 10 mgrkg ¥ 5-TRIE N H S biukh, 75 mglkg P
FO&EERET 8 fIH 8 FliCHHI 2T i [T

RVI-2 59 bDLY0OKRRIT7 2 FEEBERETICHT S AXTOMR

141

J

Rl pE I
’ 7 \'\E =
LR n 227 Hiﬁg%ﬁ
(BEIbERE 23 (135 B30 &
SEHEREE (FEALIE) 8 0*2 (0/8) 91.9 + 11.2%
popictisa 8 1.9 (8/8) 205.5 = 12.7
(7 mARA7 7 I FEH 100 mg/kg)
A A SRR G-
10 mg/kg 8 1.0 (8/8) 127.8 + 19.0%2
20 mg/kg 8 0.6*t (7/8) 110.4 + 13.0%2
30 mg/kg 8 0.4*1 (4/8) 111.4 + 10.4*2
50 mg/kg 8 0.1*2 (1/8) 96.6 + 12.0%2
75 mg/kg 8 0.0*2 (0/8) 98.4 + 8.6%
100 mg/kg 8 0.0%2 (0/8) 94.1 = 8.8%2
E1 0 BEFRAL
0.5 ; JBIbEEE D K
1 ARREASHRS | OREISEER AT AU H
2 KIEDSHRL . KSR O 25% I Hill ST £
3 AKMEABES | KR O 25~50% I il TR
4 KBEDSBES | RS O 50% BT i 2R

Kruskal-Wallis @ H #E# ., BEEICAEZZNRD H725E1E Steel-Dwass 5% AWV THUE

2 Bl AR
Barlett {512 X DS HIER. SoMOBAIIT—TRES O 2170, BERICHEZENRD bNIZHAT
Tukey %% WV THRIE, S0 TRWIEAICIE Kruskal-Wallis © H MUE% . BERICHEENRBO b= HE1T
Steel-Dwass #:% VW THE

*1:p<0.05, *2:p<0.01 (7 rHEA77 I FEM 100 mg/kg B & O )

3) ARAT7 7 I NOHUEGERIZKIZT A XA T DEE (in vivo)
Z v b (Wistar %) OFHAE, ~7 A (DS%) @ Ehrlich #. Sarcoma 180 } O Lewis fifi
FEDOERIEEIC AT 54 KA 7 7 I ROFUBEERIZ, A RA7 7 I FEERED 60 XX
200% D A AF & PG LT o b BB LT T o7 B

4) 7 maRAT 7 I FOFUBBEAICRIET A AT 0% (in vivo)
X— R~ 7 ARG LM-2-JCK (T fifjg U > 3JE) | Lu-99 GE/NHfaftE) o425 v
s aRAT77 I ROFIEEEMIL, 7 ak27 7 I FEGED 60 Xt 200% 80D A 2 )%
DER S U C b bR BEZ T o 1z B0

(3) ERRIREFMA - 1FEEFRE
MEE R L



VI. EMEREICEY 5EE

1. MR REOHS

() ‘aRLEMTOLPRE
RSB RR L

2) BRERGABRTHRRASNI-OPRE

1) Himl 5.
(ERERRA T3 4 1112 400 mg % BERIERARIEE - L 72356, HLEAE RIS KV JE L7z 2 2 )0
A A IS T ARPE TERNTIHA L, 5 1R LIS CIIRITERERA (1 pg/mL) LUFIC
ol
—Ji. AATOBRIE_BETH LV AATIE, FHEEN ORI S, £ 20 7L TIEA A
T &0 IR CHERS U728, 1.5 IRILARE TILE RIS (2 pg/mL) LAF & 7go7z

(pg/mL)
40 ¢
400mg (44
i 30 | —0— ARXF
i —— VAZF
S B il + v (R 2=

i B
[
(=1

T

o
0.5 1.0 1.5 2.0 (hr)

HVI—1 HE&HRAEEROMBPRE (BERA)
RU—1 A RF 400 mg BEIFRAZSFHOMBHRE (ug/ml) (BEREA)

¥ 5-1% W5 245y 5%y 10 4y 20 4y 30 4y 1 FFfE 1.5 BERH 2 W5
26.9 16.1 10.8 4.8 2.2 0.5

ART +119 | +37 | +15 | +09 | +10 | + 1.0 N.D. N.D.
11.9 11.0 118 9.1 8.8 3.9

CAAS + 14 +52 | 39 | 51 | 61 | * 29 N.D. N.D.

(ML : letE k) CPE AR ERZE) (4 61)
N.D. : EERFLLT

AT ORI (Tie) 1359 10 43 L <, ZHUTIA R T L LTCOFYRIICNE, ¥ 22T
~OZERALICE D b D LB B p D2

FVI—2 *RF400 mg HEFIRNESEOEDRE/ S A—42 (BERA)
Beh5® (mg) |B1%| AUCoe (pg * hr/mL) T2 (min) vV L) CL (mL/min)

400 4 5.01 = 0.21 12.3 = 6.8 18.7 = 11.3 1194 = 267

AUCo-2 : 5D 2 HR R T oD (i S i B - e ] pth 0 T
V AR CL: h—2AJ VT I %

(W - e &R (P AR R )




AZAFIIERNTEGICBILEN T EERTH LV A AT EZIEKT D,

S—CHz2—CH2—S0sNa

HS—CH;—CH:—S0:Na ——> |
S—CHz—CHz—S0sNa

A A A RS

2) FEHE:
Rk AN B 4 1112 400 mg % 1 H 38 (9:00, 13:00, 17:00) 3 HFREEFARNE G L7546
DA AT OFLMBFEFRE R OFIE] (1#H) OF—FpbREHLIEZyIalb—vari—
TEFT, £, PIEROERER 5% D 2 2 FOEYEERT ST A —Z (TR T—3 D L
BT, TXTONTA=ZZBWTHIE L &EE L DRI BEZEZZRBORN>Te, ART
DT 100 Th Y, ARAF, VA ZFHITIHET OERHITRD Hber-7- 12

40

(llg/mL) 400 mg 1 H 3@ (4 1)

3 -

20

IR

0 4 8 24 28 32 48 52 66 60 72

BF (hr)
EVI—-2 3 BN SROFYMmBRE (BERA)

RVI—3 *RF 400 mg RIEFARNBSFHROEYEIE/NS A —5 (BEEAN)

VS

BeHEl | g% | AUC (ug - hr/mL) | Tuz (min) V (L) CL (mL/min)
#Al 4 4.45 = 0.32 8.3 *+ 4.8 17.9 = 10.0 1503 *+ 105
g ] 4 3.98 £ 0.79 7.3 £ 2.3 175 £ 2.6 1724 + 342

(R  HE i) CRIE (R 22)
3) wEHE
MR L
4) BE - HtAEOEE
VIL 7. FHAEAEH]) OESH



2. EYMEER/INT A —45
(1) fE#FA*
MG L
(2) WRUEE 5
MR L
() HREEEH
LM ERR L
@ PITFIUR
[FEVI—2 A A7 400 mg H[EIFIRIN I GREO KW ENIE ST A — 4 (EFERKA) | KD
[ZVI—3 A A7} 400 mg KAEFHAIRNE G-REO LY BIRE ST A — & (EFERRKAN) | SR
(5) D MBIR
[RVI—2 A ZF 400 mg HEIFIRNFEGRFOIEWERE /ST A —2 (JEFERA) | KO
[E£VI—3 A AF 400 mg SKAEFHFIRNEGREO K ERE ST 2 — 4 (ERERAN) | SR
(6) Zoith
MR L
3. B&EM (REaL—ay) @
(1) fE#FA*
MG L
(2) IS A—BEHER
MR L

4. Wi

A% L7



5.

VK]

(1) ik — B @@
7w b (8D R) I MC-H%il#k A 27 30 mglkg HIFIFARNE 5% KEIMPIZ & DT IS HEHENE
DR ST, IMBEH TR ED 1/50~1/30 FREETH 1 | #CMITIHR LT 24 R 10
DTS 220, 120 BERIZICITERRALLT & 22 o 72 18]

(2) mik—RaAREEPTE R
MR L

Q) EA~DBITHE
5% 11 OB DT~ & (SD HK) (1T MC-25% A 25 30 mg/kg HIRIFEIRIN I 5%, 1
HEP TR VR RORICTHAR T 228, FLiH Ttk s 2 B ICHR I 7.73 ng/mL (A 2T
FE) ZaR L, DMBMSE L 0 @ OIRE CHER Lz, L~ OSSO BITARE0 Lz 28
WEHELIC YA Ly 24 BERTHE i, fLit it ERIRBARLUT & 22 o7 18]

RI—-4 FA~DBITH

A AT PRE" (pg/mL)
557 2 W 4 W 8 IRFf 24 M
it 2.34 + 1.18 | 7.73 + 2.26 | 6.20 + 1.51 2.48 £ 0.70 N.D.
ik 83.59 £ 1.88 | 8.71 = 1.05 | 1.33 = 0.17 | 0.56 = 0.05 N.D.
ER 0.03 2.08 4.66 4.43 -
* 0 ARG GRIEE /IR v FLo—va vy o2 —ik) CEREE SRR E (n=3) )

% %k o gL/
N.D. : ERERALLT

(4) BEA~OBITH
BB L



(5) ZDihDMREA~DIHITIE

7 v bk (SD %) T MC-Zik A A )% 30 mglkg HEIFARNELS L2 & & ORI, PR
B 72 DB s, FEREAN R b ORI 2R L22S, Lok Cin - b s eg . 4 i
X VIERNoTz, ZORTITENREE, KRG, i, AFIROMREITHER G < . Rl iR DK 1/2
BRETH T2, ZIO OB BEHEMEITRER] & I ECONTHER L, 24 FERBZ IR T
720, 120 KRR IZITERERFALLT & 22 o7z,

A% WO AR LT OIT R G L [FERICER, Bt CTh o7z, Mk S OWHRITH
[l 5 0 SORRIRICT R L 722S, ERETRRMEITRR Do 7z 18]

RVI—5 “C-1Zi A X+ 30 mg/kg HEIMARNEEGRDS v MEBINA R FRE

P FEARA A 2T YRE™ (ug/g or mL)
55 30 4y 2 IR 24 HF 120 FH#fH
I3 75.83 + 593 | 13.97 = 0.76 3.94 = 0.72 0.13 + 0.02 N.D.
Afi 50.38 *+ 4.31 8.37 £ 0.48 2.36 = 0.43 N.D. N.D.
K 1.46 *+ 0.11 0.40 = 0.05 0.14 + 0.01 N.D. N.D.
NI 1.50 = 0.13 0.41 *= 0.03 0.16 += 0.01 N.D. N.D.
LS 12.46 = 1.21 3.76 = 0.19 N.D. N.D. N.D.
AR ER 7.09 + 0.66 354 + 1.21 0.98 + 0.05 0.05 = 0.01 N.D.
N—F—lR | 12.42 + 1.01 459 = 095 1.20 = 0.18 | 0.09 = 0.03 N.D.
BN 14.24 + 0.86 4.17 + 0.49 0.96 = 0.18 N.D. N.D.
B R 17.04 + 1.34 3.35 = 0.30 0.80 *+ 0.09 0.07 += 0.01 N.D.
Jif i 8.34 + 0.40 3.19 + 0.27 0.68 = 0.13 N.D. N.D.
Lol 13.83 + 0.68 3.85 + 0.17 0.79 * 0.05 N.D. N.D.
fii 23.72 + 1.84 5.92 + 0.30 2.12 + 0.14 | 0.18 + 0.03 N.D.
JHE Rk 23.63 + 1.70 3.38 = 0.02 0.69 + 0.13 0.06 + 0.01 N.D.
5 ik 523.2 £ 105.8 | 57.29 * 3.11 10.62 + 3.88 0.54 + 0.07 N.D.
R ik 13.38 + 2.02 3.31 = 0.31 095 = 0.16 N.D. N.D.
N 14.43 + 1.20 391 + 027 1.24 + 0.13 N.D. N.D.
Rl 14.09 = 1.11 2.86 £ 0.18 0.70 = 0.12 N.D. N.D.
wEE | 17.58 £ 0.81 2.95 + 0.45 0.84 = 0.10 N.D. N.D.
i3] 5.40 = 0.91 0.76 = 0.14 0.37 + 0.04 N.D. N.D.
B 6.69 *= 0.09 1.72 + 0.38 0.51 = 0.06 N.D. N.D.
i 27.27 + 2.04 5.52 + 0.77 1.91 + 0.44 0.23 + 0.09 N.D.
B 15.08 + 1.32 3.93 + 0.09 0.94 + 0.19 N.D. N.D.
B JREE 34.80 + 7.01 9.00 + 1.17 4.06 + 0.16 0.79 + 0.11 N.D.
e 9.17 = 0.71 2.80 = 0.18 1.00 = 0.15 0.10 + 0.02 N.D.
KW EIK | 19.41 = 1.08 4.40 = 0.53 1.35 + 0.21 0.07 += 0.01 N.D.
TSR 11.73 + 1.63 2.30 £ 0.37 1.17 + 0.15 0.09 + 0.01 N.D.
B 16.02 + 1.61 3.66 = 0.32 1.10 = 0.29 N.D. N.D.
/NG 7.30 = 0.96 1.68 + 0.33 0.97 = 0.36 | 0.09 + 0.03 N.D.
KNG 17.64 + 1.56 3.07 + 0.16 0.95 = 0.11 0.24 + 0.05 N.D.
[ 2659 + 934 | 3894 + 870 | 22.39 = 0.97 | 0.23 £ 0.10 N.D.
* 0 A AT AR WEE R/IE rFLr—ya vy 22—k CERAEEEERZE (n=3) )

N.D. : EERFLLT



(6) MIBERFEEE
K150% (b MEGH%IME, RSy (602
15~30% (4%t NIfET VT 2 - Y L ERiEdER) 14
. R
(1) RBHERAL R UM BRRRR
AAFITERNTES IR SN T BIKTH DV A AT EIKT 5,
7w b (SDHR) T HUC-1% A AT 30 mg/kg Z# HEIFFIRN G- L7256, 5 0% O g 2
AT R 45.60 pg/mL, ¥ A AT 20.33 pg/mL TH Y . MAEF R EEIC SO D
FEIR, ZEIUK 62% KO 28%IZFHY LT, REf & 2 A X F | P A X F LIS DORI DR
BB D VIR OEIE ML, A AT & DA ZXFOMEET )6 D& ITE - 7= 18]
(2) REI“BEET HEER CYPFH) OHFE. F5X
LR L
Q) MEEBNREDEERUVZDEE
R LR
4) REYOEEOFERVFEMSL, FHELE
ABRAT7 7 I F68.1mgkg &5 THFEINDT v b (SDR) OEEMIEE L, A X F DAk
BEHAC X 0 G RICIKAT LTI SR D28, A AT ORIFHE 512~ Teegg e 18]

RVI—6 Sy MzBIT3R8Y (CARTF) ODAHRRT7 S FHERBEHES

29 S HHIZNR
i ot o
SULIE n A a7 * SEHE BB EE (mg) **
(i P s 2451 0 B 250
SRR (MEALE) 105 0 (0/105) 81.0 = 12.0
pagiikica 100 2.3 (100/100) 165.0 = 35.0
(A ARA7 7 I FHEHH 68.1 mg/kg)
21.5 mg/kg 10 1.4 (6/10) 137.5 + 29.1
DR 2F 31.6 mg/kg 10 0.3 (3/10) 101.6 + 12.4
FIRES 46,4 mg/ke 10 0.1 (1/10) 86.6 + 12.4
68.1 mg/kg 10 0 (0/10) 775 * 10.9
6.81 mg/kg 10 1.5 (6/10) 97.3 + 22.6
R RAF 10.0 mg/kg 10 0.5 (2/10) 88.8 =+ 5.4
FIRFESS 14 7 mgfke 10 0.3 (0/10) 775 + 10.9
21.5 mg/kg 10 0 (0/10) 72.6 *+ 10.3
*:0 ;PETAZRL
0.5 ; BEIDERED KNE
1 KRR | RSIEEZE L SO H i
2 KMEMRS . AR OF 25%IC Hf X F 2 A
3 AKMERS | RIS DK 25~50% I i X3 E
4 AKMERS | RIS O 50%LL I i X 32

* ko RRE S AEAERA RS
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(1) HE ALK ORI
T PR IR PR T H 5 2

(2) Pt
R RN T 4 12 400 mg % H[EIFEARNEE G KOV 1 [F1 400 mg % 1 H 381 (4 K L) |
3 AR FRIRNIR G- L7z,
A AT OFEBEYEMRIK IR TR CH O | HEIFERFD 12 FFE £ TIZ A A& 5-8D 82.5%
MAAF VAAFE LTRPIZEIRS N, Fo, RIERSREO 72 R SRR et
93.1% T -7~ 11,
(Z &)
UC-15Ei#k A A7 30 mg/kg HRIFRNEL 5% 120 FFHl £ TOZ >~ b (SDFR) ORHIZIE, #&
HREHEMED 96.2% 3P S 1, ZDIT & A EIE 24 BERIDIPNICHEIE S vz, 2RI 1.2%
DPEI S, UCHE#k A AT 30mg/kg & 1 A 3 [0, 3 19 [BIEFIRNE S Lz L &, &
S P B QR FHEITIFIE - EOEIS (92.6~93.2%) Th o7z, Ff&EIBEH% 120 K
M & COMEIERITIR 93.3%., FIZ 2.1%., TORROENIZ 0.1%., G5t 95.5% Th -7,
AR B 512 K > THEIE O IRAECHEE 7 RN R B 178 D Ze o 7o 18]
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PEREIS A & OOFFEEICAE M S 2858121, hoPtEMIEEA & O Shd aTaetkEn & 2,
Z DTz AHN O L ER BRI 6 B 72 AL 0D FE i 23 FTRE 8 S g 1 38U T S AL FREIC+57
PRHNE - R A FEOEMO b L THEASNAZMNER S H, Fio, #INEF OBIICH - > T,
OFR T 2 MRS A OB IR CE SR L R EER GO Y OFEEICHERET &
ThdrI b, TNDLOEEZWE LT,

6. RENDERZEHI HLBEICHT IR

(1) B6HE - BEEZEOHHEE
BRE STV

(2) BirEEERSE

RE STV

(3) HFifpEfEERE

RE S TN

(4) KXhEREHEHT HE

BRE STV

(5) 114w

9.5 1Fi%
TR SUTIEIR L TS A REMED & D MBS IT R G- L2 2 E N E LV, Bt (7 >
N TARAIDOMRIEEFENE R OEFTEAERITRO S, L, AFIFA KA 77 I FX
Fv 7 uR A7 7 I REFFHEN, AFRAT77I FHDINET 7 nkR A7 7 2 RTIEREW
WBR (7 v ) CTHRABEAIHRE SN TND,

(fif )
AHA AFATZ 7 IRV 0RAT 7 3 ROFERBRAHTL OAFI DR T8 A F 27
7RI/ mERT 7 I R AR ShD 2 & 2B L CRgE L Dl



(6) RELIF

9.6 XILIw

AF, AKRATZ77 I RFL 7 BRRA7 7 2 FORETIRALBT S¥2 2 L, BiR
B (T v b)) TAKEIROA FAT7 7 I FOLHBITRED b W8I0 v MeBiFsv 7
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. BMER

1. BlER

WOEIERPRH oD ENRHDHDT, BEELHIITITV., BENPRD LNHLEITIX
Beh- i 57 CHEUI M EEZITO Z L,

(1) EXGEIER & FHEIR

BRE STV

2) TothDEIERA

1.2 ZHDEIER
N 2% ]
e TS
o T, 7 5. KBL. . 50
IBE 5. K
e FITA RAIR. T KR
ik AST 5. ALT E5
R S
- B TR
W B BB LR ST . A IR
e MR T SR
Z ot BE&. M. 5.

¢ EERBE—ERE

D ARRT 7 I NG D WREREE (iRt PRRFEES) o5 B
5 T FRERIRSER 14 B, BIVERITESESALOREIESR 080, FEIR) 23 161 (7%) IZ3D 5
iz bl
ARAT7 7 I REDOPFRIZIT 55 MAHERARRER O SRl 561 223 #iH, 26 < B
b & SNEWERIE, PHEEDHER 141 (0.4%) Tholz, ZhiF—@ETho7z,
PR TR IS 1T D 2R MRl e 55 1051 B, BRRMAME O RE A8 2 5T aIfEAIL 63
Bl (5.99%) (2@ bz, TAboik, ALT BH. AmEkED OE) 0% 13 6 (1.24%) .
JITFHERESLH . AST A% 116 (1.05%) . F.L 841 (0.76%) . WM., 'V /LB LR -0
% T8 (0.67%) ThHotz,



V-1 EBIEA (BRFEREEOREZRHZSL) OHBRKRR (AFRRXT77 2 FEEICHS
WRIBREE OB
K7 440 - s fifi F B A 0 R e
x4 KRB CORBL? (1995. 1. 1~1997. 12. 31) adt
TR it A A 13 236 248
AR Xk G515 237 1051 1288
BIVE A oS BB EKL 2 63 65
EIIE R OFE B 3 111 114
BHWEH ORBE (%) 0.8 5.99 5.05
B o fidE BIVEF OFSERI S BBIEL - BEHE (%) ™3
g - R R RS 0 — 4 0.38 4 0.31
HLEE 0 — 1 0.10 1 0.08
&% o PEIE 0 — 1 0.10 1 0.08
SR 0 — 2 0.19 2 0.16
HHX - SRR R PR 1 0.4 3 0.29 4 0.31
E kR 0 — 1 0.10 1 0.08
SR 1 0.4 2 0.19 3 0.23
SHoE () 0 — 1 0.10 1 0.08
B AR R R 0 — 1 0.10 1 0.08
FEIR 0 — 1 0.10 1 0.08
VAL R 0 — 9 0.86 9 0.70
GBI 0 — 8 0.76 8 0.62
g 0 — 7 0.67 7 0.54
B 0 — 1 0.10 1 0.08
* R 0 — 1 0.10 1 0.08
AR 0 — 1 0.10 1 0.08
* (AL 0 — 1 0.10 1 0.08
JiFleE - B R 0 — 32 3.04 32 2.48
FERgRE L5 0 — 11 1.05 11 0.85
AST L& 0 — 11 1.05 11 0.85
ALT L5 0 - 13 1.24 13 1.01
* U AU ES 0 — 7 0.67 7 0.54
y-GTP L5 0 - 6 0.57 6 0.47
R - RAREE 0 — 6 0.57 6 0.47
LDH [-5.#4 0 — 1 0.10 1 0.08
% LDH |57#5 0 — 4 0.38 4 0.31
RV U AMAE 0 — 1 0.10 1 0.08
% K7 v — LI fE 0 - 1 0.10 1 0.08
${EF R Y 7 AMSE 0 — 1 0.10 1 0.08
7 I BR e 0 — 1 0.10 1 0.08
sk 2 (. 0 — 1 0.10 1 0.08
HImER - M8 SRR E 0 — 14 1.33 14 1.09
F sk GiE) 0 — 13 1.24 13 1.01
s LI ERED (OF) 0 — 1 0.10 1 0.08
BIIRANY A N R e 0 — 1 0.10 1 0.08
* MR GiE) 0 — 1 0.10 1 0.08
WA PR 7 4 P 0 — 4 0.38 4 0.31
kP v7rF=r L5 0 — 1 0.10 1 0.08
%« BUN L5 0 — 4 0.38 4 0.31
— ) A By 0 — 3 0.29 3 0.23
VU fie P9 0 — 2 0.19 2 0.16
e () 0 — 1 0.10 1 0.08
1 P PR 1 0.4 2 0.19 3 0.23
B ER RE AR 1 0.4 1 0.10 2 0.16
e SREE ST 1 0.4 2 0.19 3 0.23
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207K
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HE5

Qﬁﬁﬁm‘ BT BRINCEER L, ARt B & 1 i & L,
PO E TOMRDLUISITH TAHERRRBR O R 2 & e,
"”E%'Ut/\i”ﬁ%ﬂ%cﬂr JAEBIE 2 7R T,
TAST b5 KO TALT L5 %f#->7- [LDH L5
TAST b5 kO TALT E5) #7220 [LDH E5
HE B S AN EEEE (2003)

2) Y7 maRA 7y 1N GEMSMBEORTEE) #5120 5 WIRE R
fE) OFEBLANH]
mﬁamﬁémmm%ﬁm%%@%%ﬁ HWbNTEY I rE AT 7 I REDOPHICEIT S
25 ARG RFABR O 2 A ERTA e 8251 65 B b BIPER (B 52 - A FEAER) 138 - Wi 3 61 (5%)
Thote, o, BER (BRARBRAEEORFEZE) (L4061 (6%) IS8 LI, T OWNEILALT
EH 46 6%) . AST EH 16] (2%) THhHol=, Znbldndhs —@tchoi-,

PR (iR,

RI—-2 EMERORBFRE EMEFHMEBIEDRTGE)
WEOTR AR DR ?%igi 1 2@;3 4 | @rﬁﬂ%mz@ AL
Rkl Al - NErE 3 0 1 2 0 3 0 0 0

RI-3 BREREEOCEEZEDH (SMEMRBHEDIIAR)
TR MERORE | o 1 2&#3 1 | WE @;ﬂi@g L
e e e e B
By g RRAE N R (2003)

3) B R, TR O RIVE R BLIR DL

ZAaVEL ﬁﬁﬁﬂzs_»’éuxé EEZONDERZMETT 27200, BEAK TR T 5 2Rl
XFEB1 1051 Bl SNV T UBEHEE R EN LIGRERNOKIHE T LIS BITEHRER L R LT,
ZORR, TRRERON T T —HTHEENRO b, REMITB e 52082605
HHA L LT IAHEDOHEE] & RG] ARSI,

®—4 BEE=ZRA., AEZANOEMEARBERGE (BEERTH)
e | REVEREM | MERCE | BUWEAIZEEL | BEMZEBLER N
= PTIVED | gm | (o) gk (%) p fit
FSE — 1051 100 63 5.99 —
. Ho 202 19.2 19 9.4
A3 s =
AOMEORR | 40 849 80.8 44 5.2 p=0.0230
EE 848 80.7 43 5.1
B HAREE IR EE 201 19.1 20 10.0 p=0.0088
Z DA, 2 0.2 0 —
x 2FRAE

AR (199541 H 1 H~1997 4 12 A 31 A)



9. BERBRERRICRIEZTRE

12. BRBRERHRICRETHE

AEBAKIC K DR B UARBRAETIIAGE L R T2 2RO THEET L Z &,
(fig )
AP G5 BEORIT, R EORF 7 b ARBRHGREE & SO L TaBREE2 25 5,
MRAERBKIC L DRT 7 b RREZ= Fa 7Ly RESIZE > THET 52, A AT DAL
UMD Z OO LB 2 235, 2 O@BEEITEEBT BIC 1 OKEREE %

-

THoZ &tk 7 bcESSARICEBE G ARV TAATIC L s @i REGT 5 2 &
MTEDDT, HOBGERIE & OHBI AR TH 2 211 22 231 [24],

10. BERS

RE STV

. BRELEOEE

14, HBRLDEE
14.1 ZFREREDIE
VAT T F U EDRIEIIV AT T FUDEHE T A RTOT, BAELANnWZ &, TS

GEE e TR T35 2 &,
(fie &)

AKRNEDOF A —NEE2HTLHIHEAI AT TF LG L, EOHEGEHZKT 85,
Tirbb, FA—NAE A AV) BDIRTTFrO8A 4y GAA4Yy) EfaT 220, &~
AT T F N DNA EfEGTERL< 7Y, PUEBERANMETT 5,

nvitro lZB W T AAFTII T AT T F - OHUEGEHZ BEHERNEM LS T2 X 5 Th D5,

in vivo \IZB W TR 2 125 L2 3BA01E, REMLERIZAE CR2nWE B2 55 28]

ToTILAY b
TUTNHy IR MOIRBANERET D720, TV TVEHOREY 22X ) —ZETIHER L
By " TBHI L,

12. ZDOMDOEE
(1) EEERERAIZEDC1E#R
RE STV RN

(2) FERREREAERICE D < 1H#R
BRE STV




IX. JEERERSAERICRET HIEH
1. EBHAR
(1) ZFEZhEEBHER
[VI. NP 2 E ] OHESH
(2) REMEEAER
AAFTIIREERG FFIRN) L7z & ISP R, fEERER, BHGEE. MEARZEICHE T3
FERZ R L, R bRV KRR T X adlEHr F v F o PSP HetatBi &k OMLiE g E
R OIER T S 1, I REZEE TV E 10 mgkg Th - 7= [26])
RX—1 —BEE
. Bt (/i) 5 & .
BRI NN E
AR . M| (mgke, BIRR) RS
;§Q(§“Wﬁ 100, 500, 1000|1000 mgfkg & CEH L
7 v b (% 10/Ef) 500 mg/kg £ THELR L
— AR Wistar %, Mg | 100 5001000 1y 000 ol CIPWRRIA. Ml ISTS . BEEES D
K (4% 30 10 mg/kg THE/ L
;4; et 10,830,100 a0 1 /g UL CURNE, #-AchEs . MEBEHD 0
X
~ U A (% 10/#) 100 mg/kg & TER L
ﬁ e adyY . K 100, 500, 1000 56 1 o/keg 21 - F I
e . = y
EA ziz @(g 5’;’? 30, 100, 300  [300 mg/kg £ TEE/ L
SR EA ~ A (% 10/Ff)

(BERE 7 A ¥ v 71R)

ddy #&. #

100, 500, 1000

1000 mg/kg ¥ CIEMZ L

o o . F = (% 3/FE) 100 mg/kg & TRELRL
B/ S5 =2 g 80,100,300 1300 mg/kg ¢ 1/3 Bl M RIE, EEERLS (13 BIFEL)
T (% 3FE) 30. 100. 300 100 mg'kg & CTER L
g AAR AR, I ’ ’ 300 mg/kg TRERALEEM, fEO—i@MEd EH% TR
e %o (& ) 30 mg/kg THAEL L
P8 | Wk, fE., OEX . 30, 100, 300  [100 mg/kg T 1/3 FUCMENEEHIIN, OdaEdsd . T s
Y 300 mg/kg TRER AN, OHAEOEA . T PR
a5 A4 X (% 3/FE) 30. 100. 300 100 mg/kg & T L
EQ =27 b, Mk ’ ’ 300 mg/kg TRERELFEM, fFE TR, Mm%, B
z;zggwx) 30, 100, 300  |300 mg/kg F THEA L
IR RH S EH SN (%‘6/#)
Wistar % U 50, 100, 500  |500 mg/kg F T L
RE. RhEmRE | 7y b (% 6ED) 100. 500. 1000 500 mg/kg LA ECRE, Na™, K", oO#in
| okt A 1ER Wistar &, M P 1000 mg/kg T Na /K"t E5.. Cl 887 L
2] < B 9K P
w|  PsPHRmEEm | 7ok G 10w 10 me/kg CHEL
V% Wistar %, #ege | 10 50, 100, 500 50 mg/kg Tk

100 mg/kg LA b T

MR RN 565 2 1EH

F v b (% 6/Ff)
Wistar &, M

10, 100, 500, 1000

10 mg/kg T L
100 mg/kg LA ETF'm b B UK (PT) ROVEMALERD o R
7T AF W (APTT) 2N BIRTFHICIER

(3) ZOHhOEBHER
DR L




2. SR
(1) BERRS5EHEHR

RX—2 HEEHR 27

(LDso. mg/kg)

B ERE
BFE CRH) s n
RN e B
Vi3 10 1770 2230 7600
<~ A (ICR %)
i3 10 1720 2280 7700
i3 10 1840 2660 4900
Z v b (SD %)
i3 10 1810 2313 5300
1t 10 1700 — —
Z v (Wistar %)
i3 10 1510 — —
LDso : 50%E5t &
(2) RE/RESHHER
®X—3 HaMEHMHEAR 2829
- RS
B e | mses | o | BPR | mpwa LA
(R (mg/kg/ H)
(mg/kg/H)
24 80 200 mg/kg/ A LI Eo# 5B THREHEMO
Pl BEF R LTz,
HEHES o T 24 200 500 mg/kg/ H UL O 514 C e, B
(‘SD ) 35 HfH HARN 80 = A, fEshEmITE () 2451
- 36 500 2o
1400 mg/kg/ H # 5-B TIIMEE A 8 T
36 1400 36 B 9 A G-I HIZIE LT LT,
g %0 B b5 AE T RLAR A7 MR S 1320
BER B DI, BGHR% T 80,
160 mg/kg/ B & G-REICE T 5 2 B AEIR
s | wwn |8 160 160 |iEiHELE,
320 mg/kg/ H ¥ 58 TIXIENICHIE. B
12 320 BA, B2 H3LT223, FE B (IR B
AL A N2 o T,
x®X—4 SR B0
= PSRN
e T T I LR
i grke (mg/kg/ H)
24 40 . A
HERES o | 130 rgnpg\/kg/El PL b o 5 TR RS, ’é"‘kﬂ
(SD ) 6 » HIE | MEFEN 36 130 40 T () . 400 mg/kg/ H & 58T
- 36 200 IR ST,




(RN (8 aER) )
7 v b (SD &) 12 A AF 130 K400 mgrkg/ H  (MERES 18/8F) % 6 » AMIENENE S L=
BRCEED BT, MBI R 1) 2 BEAM s I T K OVEE BN, BB 31T 2 SR ERIR I O e =
KOAY X T LAOBRIFONE 400 mg/kg/ B £5-F O 1t O Rif N R & O Jo OMED Lol «
JHEEOHM (W FHIZEBWTHMMTFAICETE 2 L) FoZkiE 30 HFOIRIEIZ L v [EI1E
UEEE R & R L7 Bl

(OF R D FR AR FLAE )
Z vk (SD%&. Wistar %) IZA R F LA FRRAT7 7 I REHEIGAES (MRS 10/ L=
BE. ARAT7 7 I RO LDso I BEAZ T 2o T, BEINICHFERbAARAAT7 7 IR
BB - & BRI S I3ZR D H LR o 7= Bl

Q) EinEERER
AHEE 2 FH O 2 1R 229K 28 BLaABR . WFLB OB B I 2 -V 5 in vitro YRR EHBR K O~ U
A (ICR %. H#E) EHifIaZ H\ 5 in vivo etk B3R (225, 450, 900, 1800 mg/kg/H |
£ 10/BE) 1T VT A AT OZERFIEITFRD Sl iz 321183

4) MATRMERER
M ER R L

(5) HEEHRAESMERAR
RN GRED Z ~ | (SD ) 12381 DUEHRRAT & OUEIRFI 5 5-308k (80, 160, 320 mg/kg.
%24/ . T v FEOUYX (NZW ) 1281 2R IE O ek 538 (7~ k1 200,
400, 800 mg/kg. 45 30/, 7= :100, 350, 600 mgkg, % 10/F) WNTT v MMIIIT
2 JE I K O L% 53Rk (200, 400, 800 mg/kg, 45 20/#) OWF I\ T HAEK(IC
L5 EEBZ N4 - BAEFBEIIALNAT, B, FIAER~OETEER LR b Rho
7- (341 (351 [36] [37]

(6) FFTRIM AR
AAZAFE, vHX (AARAGH, 6/F) AN~ HEE 53R TIL 5~20%EK L RATig
PEER L2, 1% IR 2 R & ehotz, £z, U FMEN~D 5 HFMXE
BB (/) CIEEKERRE TH D 10%ERE T D 2 [FIRED 20%IEIRITEE O J5
PRI 20 L7223, B%IIRIZ B W TR TR M 2R S 72~ 1= [26])

(1) ZothoEkstE
PR
E/LE v b (Hartley 5R) #HWZRBE) Y 7 0 7% — 3 v 73 BRI MG D PCA R
B (A AT ORI L DIBIEEBE LT SIEE DA AT D FCA =~ /LY 3 ¥ K DIEIEE
L7 TIETORRE) OWFRICBOTH A R T OFURMEITEERD b i 7 138

% 0 A AT E FCA (Freund’s complete adjuvant) D% &ERfNIZ XL 0 R
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ar R PEE (PR DEZ

VW AH

~OuESE L TOME -

B (i rEpEpt s, PERBEESE) OREIBLIH
HEAAFEHH 2003411 A 26 A
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1 INDICATIONS AND USAGE

MESNEX is indicated as a prophylactic agent in reducing the incidence of ifosfamide-induced
hemorrhagic cystitis.

Limitation of Use:

MESNEX is not indicated to reduce the risk of hematuria due to other pathological conditions
such as thrombocytopenia.

Mk - &

2 DOSAGE AND ADMINISTRATION

2.1 Intravenous Dosing

MESNEX may be given on a fractionated dosing schedule of three bolus intravenous injections
as outlined below.

MESNEX injection is given as intravenous bolus injections in a dosage equal to 20% of the
ifosfamide dosage weight by weight (w/w) at the time of ifosfamide administration and 4 and 8
hours after each dose of ifosfamide. The total daily dose of MESNEX is 60% of the ifosfamide
dose. The recommended dosing schedule is outlined below in Table 1.

Table 1. Recommended Intravenous Dosing Schedule

| 0 Hours | 4 Hours | 8 Hours
Ifosfamide _ 1.2 g/m? _ - _ -
MESNEX injection” 240 mg/m? 240 mg/m? 240 mg/m?

* The dosing schedule should be repeated on each day that ifosfamide is administered. When the
dosage of ifosfamide is increased or decreased, the ratio of MESNEX to ifosfamide should be
maintained.

2.2 Intravenous and Oral Dosing

MESNEX may be given on a fractionated dosing schedule of a single bolus injection followed
by two oral administrations of MESNEX tablets as outlined below.

MESNEX injection is given as intravenous bolus injections in a dosage equal to 20% of the
ifosfamide dosage (w/w) at the time of ifosfamide administration. MESNEX tablets are given
orally in a dosage equal to 40% of the ifosfamide dose 2 and 6 hours after each dose of ifosfamide.
The total daily dose of MESNEX is 100% of the ifosfamide dose. The recommended dosing
schedule is outlined in Table 2.

Table 2. Recommended Intravenous and Oral Dosing Schedule

| 0 Hours | 2 Hours | 6 Hours
Ifosfamide 1.2 g/m? - -
MESNEX injection’ : 240 mg/m? : - : -
MESNEX tablets - 480 mg/m?2 480 mg/m?2

* The dosing schedule should be repeated on each day that ifosfamide is administered. When the
dosage of ifosfamide is increased or decreased, the ratio of MESNEX to ifosfamide should be
maintained.

The efficacy and safety of this ratio of intravenous and oral MESNEX has not been established
as being effective for daily doses of ifosfamide higher than 2 g/m2.

Patients who vomit within two hours of taking oral MESNEX should repeat the dose or receive
intravenous MESNEX.

2.3 Monitoring for Hematuria

Maintain adequate hydration and sufficient urinary output, as required for ifosfamide
treatment, and monitor urine for the presence of hematuria. If severe hematuria develops when
MESNEX is given according to the recommended dosage schedule, dosage reductions or
discontinuation of ifosfamide therapy may be required.




2.4 Preparation for Intravenous Administration and Stability

Preparation
Determine the volume of MESNEX injection for the intended dose.

Dilute the volume of MESNEX injection for the dose in any of the following fluids to obtaina
final concentration of 20 mg/mL:

+ 5% Dextrose Injection, USP

+ 5% Dextrose and 0.2% Sodium Chloride Injection, USP
+ 5% Dextrose and 0.33% Sodium Chloride Injection, USP
+ 5% Dextrose and 0.45% Sodium Chloride Injection, USP
+ 0.9% Sodium Chloride Injection, USP

+ Lactated Ringer’s Injection, USP

% - A& | Stability
The MESNEX injection multidose vials may be stored and used for up to 8 days after initial
puncture.
Store diluted solutions at 25°C (77°F). Use diluted solutions within 24 hours.
Do not mix MESNEX injection with epirubicin, cyclophosphamide, cisplatin, carboplatin, and
nitrogen mustard.
The benzyl alcohol contained in MESNEX injection vials can reduce the stability of ifosfamide.
Ifosfamide and MESNEX may be mixed in the same bag provided the final concentration of
ifosfamide does not exceed 50 mg/mL. Higher concentrations of ifosfamide may not be
compatible with MESNEX and may reduce the stability of ifosfamide.
Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration whenever solution and container permit. Any solutions which are
discolored, hazy, or contain visible particulate matter should not be used.
(2023 4F 6 H BIAE)
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Rz Baxter Healthcare Ltd
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HIE - Biks Injection : 400 mg in 4 ml and 1000 mg in 10 ml
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4.1 Therapeutic indications

For the prevention of urothelial toxicity including haemorrhagic cystitis, microhaematuria and
macrohaematuria inpatients treated with ifosfamide and cyclophosphamide, in doses
considered to be urotoxic.

ik - &

4.2 Posology and method of administration

Sufficient mesna must be given to adequately protect the patient from the urotoxic effects of
the oxazaphosphorine.

The duration of mesna treatment should equal that of the oxazaphosphorine treatment plus
the time taken for the urinary concentration of oxazaphosphorine metabolites to fall to non-
toxic levels. This usually occurs within 8-12 hours after the end of oxazaphosphorine treatment
but may vary depending on the scheduling of oxazaphosphorine. Urinary output should be
maintained at 100 ml/hr (as required for oxazaphosphorine treatment) and the urine monitored
for haematuria and proteinuria throughout the treatment period.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration.

Any solutions which are discolored, hazy, or contain visible particulate matter should not be
used.

Where ifosfamide or cyclophosphamide is used as an iv bolus: Mesna is given by intravenous
injection over 15-30 minutes at 20% of the simultaneously administered oxazaphosphorine on
a weight for weight basis (w/w). The same dose of mesna is repeated after 4 and 8 hours. The
total dose of mesna is 60% (w/w) of the oxazaphosphorine dose. This is repeated on each
occasion that the cytotoxic agents are used.




Mk - &

Example dosage schedule:

0 hrs 4 hrs 8 hrs
Cyclophosphamide/Ifosfamide 2g - -
Mesna 400 mg 400 mg 400 mg

If necessary the dose of mesna can be increased to 40% of the oxazaphosphorine dose given four times at three hourly
intervals (0, 3, 6 and 9 hours). (Total dose = 160% (w/w) of the oxazaphosphorine dose). This larger dose is
recommended in children, in patients whose urothelium may be damaged from previous treatment with
oxazaphosphorine or pelvic irradiation, or in patients who are not adequately protected by the standard dose of mesna.

Example dosage schedule:
0 hrs 3 hrs 6 hrs 9 hrs
Cyclophosphamide/lfosfamide 2g - -
Mesna 800 mg 800 mg 800 mg 800 mg

Where cyclophosphamide is used orally: The same dose regimen of mesna applies as though cyclophosphamide were
used as an i.v. bolus.

Where ifostamide 1s used as a 24-hour infusion’ Mesna can be used as a concurrent infusion.
An initial 20% (w/w) of the total ifosfamide dose is given as an i.v. bolus, then an infusion of
100% (w/w) of the ifosfamide over 24 hours, followed by a further 12-hour infusion of 60% (w/w)
of the ifosfamide dose. Total mesna dose = 180% of the ifosfamide dose.

Example dosage schedule:

0 hrs 0-24 hrs 24 hrs 28 hrs 32 hrs 36 hrs
Ifosfamide - 5 g/m? infusion |- - - -
Mesna 1g/m2iv 5 gim? infusion  |4= 3g/m? infusion =2
1g/m? iv 1g/m?iv 1gim?iv

Where 1fosfamide is used as a long-term infusion:
An initial 20% (w/w) of the first 24 hours ifosfamide dose is given as an i.v. bolus as the
ifosfamide infusion starts. Then each 24 hour infusion of ifosfamide is given with a concurrent
24 hour infusion (100% w/w) of mesna. A 12 hour infusion of mesna (60% (w/w) of the final 24
hour dose of ifosfamide) should be commenced as the ifosfamide-mesna infusion finishes.

Example dosage schedule:
Day 1 Day 2 Day 3 Day 4
0 hrs 0-24 hrs 0-24 hrs 0-24 hrs 24 hrs 4 hrs 8hrs 12 hrs
Ifosfamide |- 2 g!mz 2 gfm2 2 g!mz - - - -
infusion infusion infusion
Mesna 0D4gm?iv |2 gim? 2 g/m? 2 g/m? € 1.2 g/m? infusion <
infusion infusion infusion
04g/m?iv |04 gm?iv |0.4gm?iv

The final 12-hour infusion of mesna, after long-term or 24 hour infusion of ifosfamide, may be replaced by boluses at 28,
32 and 36 hours, each of 20% (w/w) of the ifosfamide dose, or by oral mesna.

Mesna can be mixed in the same infusion bag as the ifosfamide.

Oral use of mesna ampoules’ Mesna has been shown to be effective when taken orally.
Compared with intravenous administration, overall availability of mesna in urine after oral
administration is approximately 50%; the onset of urinary excretion is delayed by up to 2 hours
and is more prolonged than following intravenous dosing.
With the exception of continuous long-term infusions of oxazaphosphorines with mesna,
intravenously administered mesna may be replaced by oral administration of mesna. The
dosage should be 40% w/w of the dosage of the oxazaphosphorines. The contents of the ampoule
should be added to a flavoured soft drink (e.g. orange juice, cola). This mixture is stable when
refrigerated in a sealed container for 24 hours.
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For intermittent oxazaphosphorine therapy following an initial intravenous injection of mesna
at a dose of 20% (w/w) of the oxazaphosphorine dose, oral mesna (40% w/w) should be
administered at 2 hours and again at 6 hours after the initial intravenous dose. Alternatively,
three oral doses of mesna may be administered, replacing the i.v. dose with an oral dose (40%
w/w) 2 hours prior to administration of oxazaphosphorines.

Example dosage schedule:

-2hrs 0 hrs 2hrs 6 hrs
Cyclophosphamide/lfosfamide - 1giv - -
Mesna 400 mg po - 400 mg po 400 mg po
200 mg iv 400 mg po 400 mg po

Where ifosfamide is used as a long-term continuous infusion with concomitant mesna, oral mesna may be taken as the
infusion of ifosfamide and mesna finishes, then at 2 hours and 6 hours after the time at the finish of the infusion. All oral

mesna doses should be 40% (w/w) of the final 24 hour ifosfamide dose.

Example dosage schedule:

0 hrs 0-24 hrs 24 hrs 26 hrs 30 hrs
fosfamide - 5 g/m? infusion - - -
Mesna 1g/m2iv 5 g/m? infusion 2 gim? po 2 gim? po 2 g/m? po

Mesna is also available for oral administration as Mesna Tablets. For further information see the Summary of Product
Characteristics for Mesna Tablets or contact Baxter Healthcare Limited.

Children

Children generally micturate more frequently than adults and therefore it may be necessary to
shorten the interval between doses and/or to increase the number of individual doses.

Elderly
No specific information is available. Clinical trials have included patients over 65 and no
adverse reactions specific to this age group have been reported.

(2023 4E 6 H HIE)
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4.1 THERAPEUTIC INDICATIONS

For the reduction and prevention of urinary tract toxicity (haemorrhagic cystitis) of
oxazaphosphorines (see section 4.8 Adverse Effects (Undesirable Effects) sections of the
cyclophosphamide and ifosfamide Product Information).

Mk - &

4.2 DOSE AND METHOD OF ADMINISTRATION

Sufficient mesna must be given to protect the patient adequately from the urothelial toxic
effects of the oxazaphosphorine. When calculating the dose of mesna, the quantity should be
rounded up to the nearest whole ampoule.

Parenteral drug products should be inspected visually for particulate matter and discolouration
prior to administration. Any solutions which are discoloured or contain visible particulate
matter should not be used.

Mesna injection should be administered intravenously only, over 15 - 30 minutes, usually at
20% of the respective oxazaphosphorine dose, at each of the times 0 (= administration of the
cytostatic agent), 4 hours and 8 hours. The total dose of mesna is 60% of the oxazaphosphorine
dose and is repeated on each occasion that the cytotoxic agents are used.

Preparation - For intravenous administration. The drug can be diluted by adding the contents
of a Uromitexan ampoule to any of the following fluids obtaining final concentrations of 1.5 to
3 mg mesna/mL fluid:

Glucose Injection 5%

Sodium Chloride Injection 0.9%

Sodium Chloride and Glucose Injection, with concentrations ranging from 0 - 0.9%
Sodium Chloride, and 0 - 5% Glucose

Lactated Ringer’s Injection

Solutions of mesna when diluted in the solutions nominated above may be prepared and, if
necessary, stored for short periods under refrigeration. However, the diluted solutions do not
contain an antimicrobial preservative, and in order to reduce microbial hazards, it is
recommended that dilution should be effected as soon as practicable prior to use, and infusion
commenced as soon as practicable thereafter.

Infusion should be started within 6 to 8 hours of preparation of the admixture and completed
within 24 hours, with any residue discarded.

Diluted solutions should be inspected visually before use. Any solutions which are discoloured,
hazy or contain visible particulate matter should not be used.

(2023 4E 6 H HIE)
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8.1 Pregnancy

Risk Summary

MESNEX is used in combination with ifosfamide or other cytotoxic agents. Ifosfamide
can cause fetal harm when administered to a pregnant woman. Refer to the ifosfamide
prescribing information for more information on use during pregnancy.

MESNEX injection contains the preservative benzyl alcohol. Because benzyl alcohol is
rapidly metabolized by a pregnant woman, benzyl alcohol exposure in the fetus is
unlikely /see Warnings and Precautions (5.3) and Use in Specific Populations (8.4)].

The estimated background risk of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively.

Data
Animal Data

MESNEX is used in combination with ifosfamide or other cytotoxic agents. Ifosfamide
. can cause fetal harm including embryo-fetal lethality. Refer to the ifosfamide
AR OURAFICE prescribing information for more information on use during pregnancy.

(2018 4= 12 J) In embryo-fetal development studies, oral administration of mesna to pregnant rats
(500, 1000, 1500, and 2000 mg/kg) and rabbits (500 and 1000 mg/kg) during the period
of organogenesis revealed no adverse developmental outcomes at doses approximately
10 times the maximum recommended total daily human equivalent dose based on body
surface area.

8.2 Lactation

Risk Summary

MESNEX is used in combination with ifosfamide or other cytotoxic agents. Ifosfamide
is excreted in breast milk. Refer to the ifosfamide prescribing information for more
information on use during lactation. There are no data on the presence of mesna in
human or animal milk, the effect on the breastfed child, or the effect on milk
production.

MESNEX injection contains the preservative benzyl alcohol. Because benzyl alcohol is
rapidly metabolized by a lactating woman, benzyl alcohol exposure in the breastfed
infant is unlikely. However, adverse reactions have occurred in premature neonates
and low birth weight infants who received intravenously administered benzyl alcohol-
containing drugs /[see Warnings and Precautions (5.3) and Use in Specific
Populations(8.4)].




KEOWRFASCE
(2018 412 H)

Because of the potential for serious adverse reactions in a breastfed child, advise
lactating women not to breastfeed during treatment and for 1 week after the last dose
of MESNEX or ifosfamide.

DAILYMED < https‘//dailymed.nlm.nih.gov/dailymed/index.cfm > (2023/6/13 7 7 & X)
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4.6 Fertility, pregnancy and lactation

There are no adequate data from the use of mesna in pregnant or lactating women.
Physicians should carefully considerthe potential risks and benefits for each specific
patient before prescribing mesna.

SEE O IR Pregnancy and lact.ation are contraindications for (fytostatic treatment, and
consequently Mesna is not likely to be usedunder these circumstances.

(201544 )

Should an individual patient be undergoing oxazaphosphorine therapy during
pregnancy then Mesna should be administered to this patient.

Mothers should not breast-feed whilst being treated with these drugs.

Animal studies have shown no evidence of embryotoxic or teratogenic effects of
mesna.

EMC <https://www.medicines.org.uk/emc (2023/6/15 7 7 & &)
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Animal studies of potential toxicity in a fertility and general reproductive screen have
not been carried out. It is not known whether Uromitexan can affect reproductive
capacity.

Use in pregnancy (Category B1)

Teratology studies with oral doses of mesna to rabbits at up to 1000 mg/kg/day and to
rats at up to 2000 mg/kg/day have revealed no harm to the foetus. Animal studies of
potential toxicity in a peri-/post-natal screen has not been carried out. It is not known
whether Uromitexan can cause foetal harm when administered to a pregnant woman.
Uromitexan should be given to a pregnant woman only if the benefits clearly outweigh
any possible risks.

Use in lactation

It is not known whether mesna or dimesna are excreted in human milk. Because many
drugs are excreted in human milk and because of the potential for adverse reactions
in breast-fed infants, a decision should be made whether to discontinue breast-feeding
or discontinue the drug, taking into account the importance of the drug to the mother.

TGA < https://www.tga.gov.au/product-information-0 > (2023/6/13 7 7 & R)
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8.4 Pediatric Use
K E O Fsft e | MESNEX injection contains the preservative benzyl alcohol which has been associated

(2018 412 H)

with serious adverse reactions and death when administered intravenously to
premature neonates and low birth weight infants. Avoid use of MESNEX injection in
premature neonates and low-birth weight infants /see Warnings and Precautions (5.3).

DAILYMED < https://dailymed.nlm.nih.gov/dailymed/index.cfm > (2023/6/13 7 7 & X)
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