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1.5 BEXTFERDORERVFHREDER

1.5.1 BRXIIFERDER

XU TTMNEEMRA 7. Tmg (LT, AAD 13, ARG L LT=Fr Y U LT ROHHE
PEREEAICH D AV A AT (BONU) %7.7 mga AT AN EHORBMERAICH Y | EiE
PR B YIBRIFIF O BIBRIEIC . HET A TH D, AFORRIZ, MEAEILMEAEZ R
T HEK4. 0 mm, JESHIL 3 mOPE SN MHERO Y = n— (EAEEREEY) THY ., &
BALDT=DIHTI THHRY 7 =7 a 205/ & LTW5D, KFNL, BRI s A
F > (BONU) 7.7 mgz & A L, MEGUIBRIE IR (/v L AF L LT61.6 mg) ZHET
Al

AAENL, T CTIKEZAGOBRINGEE, 7 27 56 E 72 £29 5 [E THGE S, [958 O LR
TEBEIZIT D FIl R OB #RE & OO ROV U3 THRBEOBIFMEEZ BT 2 Fire o
B 1 D) T, Eisai Inc. 28ERRGE L CW A8 CREREL4 - Gliadel ®Wafer) & [H—
DRHFNITH 5,

ARNDFFET I D IV D ATF 1%, 1955 IR ENZ W TRk £ 4172 TThe Chemotherapy
Program of The National Cancer Institute/ @7 By =27 FDH & T, < D/LEWNEHN A
~ 17 A (Sarcoma 180, Carcinoma 755, L1210D3f&E) ZFH\WCAZ I —= 73, £OHFT
BHIMEEME L TRHENE= e Y LT ROMEHD S LO—>Th D,

TV AT E, 1960FARPITED & NP7 BRRAER M T oAU, HEGAI L L CTI9TIRIZKIE T
SRV B B O CAGE VTR, ek Tk, BRAME TR MBIM &2 B < @il 5 2 &
Mo, EICMESEICAS Ao TEZ, LML, ZNETOINVLAAT o ESFANL, IKIES
WX T D RRITRD L DD, MW TIEGEMAZEICED LD AIREICET DT E
OG5 AT E L, BRI EN R SO EE RS RENE- A BB L Tz, Zhbo
ZEMD, MEGHIESEREDO BV A AT 2 Ol & EERRIERREOEREIINZ T, B
VAT ORI LN D b IR~ R G- 0 EARR) 22 B 5
eEEZzZ N,

RGN 2 T, B2 AT EANC N D AF 25/ EE5 2 L2 BT, 19804F
RPZL Y, KE~HF2—y Y TRRFET, EEEORY ~—& L TOREFOHFFREHF
NipSnic, FFESNIZRY ~—Ii \1&Ex(&ﬁw?%v7x/%v)fuﬁy(@mé:
TN UEE (SA) OILEAIKRTH 72, CPPIZBUKMETH VU . WIZSAIZBIAMETH D, Z D25
DHREEZ CEASED (CPPESAOEELZ20:80) Zricky, AofiitisH+ 25K 7
=Rt 205G 5 ENTEL, ZORYv—%T v MENIZHIE L& 2R Y ~—1%36H
HTHEKLIEZ LT, ZOAEKEAMDS RS, TOM., 25MHH 2 WIT T 72 IER

TR 2o T,

AFENZ. S U O BRI DK DL VEREICHET 5L, R 727t 20
DS, ARAAZCPP & SA TR RS D L & bIT, AR TH D ANV LATF U PRA T S
IVERTENRIZ 6 U CHUIEE R R 2 3#E4 5, Johns Hopkins K% (Baltimore, Maryland #N) T
1L AR Y 7 =7 e 20 ORRNHIAE & O A M ONE A O SRR BIE NS E k35 v
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BAF 2 ORBHEEI ORI DN TR LTz, TR, DIV ARATF U ERY 727 mH 20
DAEAE DEILBIRER TH o7,

ZO X, RFNE, EHUIBRREOFRAAETLTOICEE T 5 2 LI L0 BRI <o ik 72
EZ ANk LT, B O IEGAIGIC B, SIRE DIV AAT a2 —EMIRICHh 720 R X
UREE SE D720, FRAFNEG /N AEMHI I R A BT 2 Z L IR TE 5,

1.5.2 FARDFE
SE K ONEN OB FE DR FEZ X 1. 5-1 12w Lz,

1.5.2.1 SAETORFEDORERE

K[E Nova Pharmaceuticals Inc. (LA F. /X7 7—~<%) BDONVLEAF LT n— (KN
V7 =7t 20) e AKR ORIKHIEZ 1987 F0 604G L, I8 OB EMmRE
21 Bt & LI-FE B, G EEMOE 1 /T3 (Study 8701) & %Efi L7-, AR

TliX, VAR TF UMAFEROKIRED G EREORE 1 STV DIV LIATF U EHE
1.925%. 3.85% K Tr6.35%) %K 8 BUIBIGUIFRENLIZHE L 721% DK H&EIZB T 520k
EBE L, ZORBRBERLY . UBROTRTORBRTIL, WLV LRATF % 3.85%E AN
RSN,

WIS IMAHFRER & LT, AR PRI B B 2 351 T D ARHI DA M B OV 1 % FRIE
T 57T B AR%IR CHE MG (Study 8802) NEME ST, T OREE, HEMEEBIE D
— ¥ T b MR O m WS IEEE OARAIRER 6 1 AR ORI TRN T T BRI T
BB L= (P=0.013), ZD#%., Study 8802 ~DEEKNK T L1, Mkt L TAKIZ W
TLEMAZTMT 2 BORER (Study 9115) 23, FEEMR. FEREEBRICL Y FEishiz, =
S ORRERAE R FICKENC B W THFEEAZ SH, 1996 459 AIC THROBEREICBIT S
FiT L OO OWIGIE TERRB I T,

Fio, REIOFETIZ, FHREEGRBIEEFICAFZHHATELLIICTL2HMT, E&
L CLENET — & ZINAET 5 S MAHER (Study 9501) X OB L LA F U EHEE 6.5%. 10%,
14. 5%, 20%\ZHil S B2 U =~ —ZJEGUIBRIEEIC A E U, KA. 77 /0 B AT P 2 JE
?é%lmﬁ%(&wy%m)#LM£méhtoé% « A3 O TEMARRE B | 697 2 A
DNFIZOWNTIE, B 22 Bl 2R RIT, AR OL2M %2 PRI 2 B OIS I bR
(&my%%)ﬁ%ﬁéhto%@%:%%Lt&wymﬂmom\77?$ﬁ%:$%ﬁm
B & U CEME S22y, IBBREOARRIC R 0B EE 3281 TR T Lz, Zokd, T,
WCKFEE T, B 240 B2 5tg0c, EFHEE, 77 v R L T 2 H AR (Study T-301
AR X R WLBERA ) 2 FEM STz, TORR, ARIRGHECAEFHROABERER
DERH B (P=0. 027, FBRFESEE R D &R Log-rank ) | :M%®%%#%%ﬁ’zw3$
2 A2 W1 O BN APRBRE R (235 1F 2 T R OBURBEE & OOFH ] OBEIGIEH KE S
WTBEME T,

U EORETH SN T8 < ARFNINT, MEFIERESH T, TET VALV OEWT Z
B AR CE SRR T, MR O BRI R 2 FEUR T © T v AN Sz
HHITH D,
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IO ORBAEREZZIT, KEROEEOMESIGRT A K7 A o Cik, EBHEARBEICES
F D FAMEEOAIMNFE L & U TARROERAPHEIRE ST 5, 2011 4 11 A £ TIZ, KERHEE,
TIUAR RAYROA Z ) 77 EORMNGEE., Fil, A N, FAROCEBBREOT T 5
E & & iz 29 » ETAREN, INE TP EOBFIHER SN T, i, AAIO
MUIOBEREETH T/ T 7 —<#1%, 1992 429 A2, Scios #:& &F L. Scios Nova Inc.
(AR, SNI #1) & 72577, 1994 4212, SNI fhi%. >K[E Guilford Pharmaceuticals Inc. (BAF,
XL 74— Rth) 1T Gliadel OMHEFZEH Uiz, F72, /74— R, 2005 45 11 12K
[E|MGI Pharma Inc. (LR, MGI ft) IZHIN I, Z D%, 2008 4F 1 HIZ MGI thi% Eisai Inc.
[CHINS L, BUEIZE-> TV D,
1.5.2.2 ENTORFEDEE

ENIZIBW T, A28 2008 4 9 A Bl DS 18 [FIAAGRFEAE FI RBERFTSEIClRY B s
. BEREOMBEENER SN NG, J—UL 7 7 —< St ERICBT 5%
Me% Eisai Inc. DFTAHER CTh o= —F A MKASHNDOAF L, FAIOHBIZET LT,

) =L 77— RS, WA CREIC JE S AL 7 R ERIER e ONIE B AR BRBR A I N2 R
K TORFNOEBRFE LA SNIZER (F—%) ZATF - Rt Lo, RAOFR 6, ik
WRFE AR FAEHIC LB e SV FERE IR L ORI G R (7 — %) 1D\ T, JSZATBOE
N EFELERESG G (CIT, o SoREichzsxmbs COll Il 5l
§ =00 BHEEGEGESZaN N0 ES 00000 RN
BiE s D) BT EERT.

Fo. AAGREFECHZY . T -\ TR AR L OB RESETR (3
iR 20 FR AR R GesReES D) <A C R . I Ol
Bl S EH OV T E 215 CORRBHRFEERZ ER L 7,

AANL, 200946 H 5 HICITADHEFHAEREL L LTHRESh TS JEEES (213 &
225 5), £z, EEMIFE 0521 55 1 5 SEAFAR 0521 5 1 5 (201045 A 21 HAF) 1280,
MR EOMBEMERENZ &b, ERBG CRINCERT 208 TED L9010 LHHEE
e NNl K R N 232 =z00 0B 0202020 M0 K B O BEH |
| ) A RESLIC R WA~ BEEEN R STV D,
(1) RERVREM

o FE K ORI E. I (=) Ol SO &, USSP
[Carmustine)] ZZM L TE Lz, FEEOZ @RS T, T
Bl %O Eisai Inc. DFCK THFFIZHWO N &R Z 5] LT,

AN OHIE K OFRERS71E1%, Eisal Ine. #HEEHZHEL T, A ONE] % 20 0 A &
O 20l ST TTEEM L7z, A OREMERBRIC OV TIE, Eisai Inc. DK THEEIZH
WHNTEERZFIH LT,

BN ORY 7 = 7wt 20 ITONTOE KL EMEIZEI L T, Eisai Inc. DFCKT
HEEICHWLNZEE 2SI Lz, 2B, AV 7 =74 20 ofld TR EAT 2R
[ZoWTiE, BAEZAWT, ENTRER - BT L7z,
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(2) SEERPRERER

FERRRFBRIZ I T, BRI CI3ER 2 ST 23R & L CL in vivo (BT H L LA
F L OHEEBIER 23T 5 & & b, BLART L HEOAFICE LT, BKTHEEICHNS
NIZERRE N SRR & L TR DN AR E AW TE L, RaMEEERERIC OV T
ZEMIEBRER T A N7 A4 AR L, 27Ny 7 U —IZD& GLP XIS CTEWN THHE L7,
HENREABR 2OV Cid, T, Eisai Inc. LWL EZ 72 KEICBIT 2 HEEERE . XX
BRAR RIS K VIR L72Ga st o s o BRBR L, i S EREVfEZ: U4 &8 LT, FFf
WZETHERDLNDLDEGIHL, #Fil-7eilBre LTix, IV AATF U OHHBITHRE L O
b MU AZENTERL TWD

FEHRBRICOWTIE, DV LAF U OREMICHE L CREFRZ EAMTHIL EEZOND
T, INAATF U OFERBRIISCR R 2 I L, ARGILOF N LIHEICE T 2 & A
i GLP AmH) AW CHGEEER 2 L. =S5
AFHRBRICOW T, BV ARTF U BRPUEBEMIEGEAICTH O | KT A KT A T, #EITHERN
ADIEFRZ BRI E LT PUEMEIEG A 72 & Tl @E ., PNARMERBRZLELE L e ST
L2 BAFMERBRIIFEN L2 o T, BANHWON TWHHEEDRY 7 = 7 a2
20 [T2OWTIE, WAL E L CTIEARMBIZB W TEARTFI N2 bR Y 7 =7 ¥ 20 D
FHERBRITNNCRY 7271 20 DF /) ~—ThHHAEAVUBOT v MR- IBIEIEAICET
5%&%@Pﬁ@%bfﬁﬁf£mtfméoit\ﬁ@%EK%Lf@\Kﬁ:aihéﬁ
HMEDSH, 1,3-EX 2-Z7uwxFi) JRF#E BCU) Kr2-7wvwaxF T I 02 ffE
2o, ArEEERER A GLP ICHEIL L TENTER L TV 5

(3) ERPREER

EAN T, 5 1/0/R5 (Study NPC-08-1) % 2009 4F 6 H 26 30 L=, ARBRTIL, B
(ZHNETT 3 DT T AR R E R EERER I 35 TARAI O A M e OV S RGE ST
WHZ Emb, REMRF A RN E LT, BIRIICAETSR, SEEARER, MMRIERYGER
R LRFHET 5 2 & & Ui, SIGURE 1T, WA COBISE & [FAERIT, T4 O B R BE K
OBEOBIFHEEE] 255 L Lic, ZORR. ARPEE Sz 24 6] (FIFIAEG] 16 61, 7
FIER] 8 ) TD 6 » HAMFHIX 95.8%. 12 » AAEGFRIX 8T. 5% Th o7z, HIEIEF OALF
FIX 12 » H FT100.0%, FRIEFD 6 H AALFHIL87. 5%, 12 » AAE(FHRIT 62.5% Th -
oo RIBBROAEFRIT, 25 L LIANEERRBR O 7 2R R EERLERS (Study
8802, Study T-301) XY Lo Td o7z,

AEFLIL, AFIEE 24 FlI2FI TR O NOFERPHEL Lz, RFIFERGE 24 B0 5 5,
IEBRBIEIRI I 2 BIASSET L7zad, Wi b S8 RIS B C & 2 TR IBE O FE %
B CAHI & OREEURIIG E ST, ZOMOEERAEREST 10 Fl, EELRBERIL 3
BHNZFRD iz, EEREIEHOAREE (2 6]) LOMEZE (146 ofizidid, T e
WXITHK T o7z, ZHOOFRENS ., BELAEFESL., BEHORBRIZH VT, EHNR
BROFEFIINERBRI AR CTRE, HE CRERERIRD NS, EARKEEFITIMER
BRCOT T vAREERICLATY, B, HEIZERBE LB X b,
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1.6.1 SAETOHFAI RUERKR

AFANL, 1996 £ 9 AITKE TRANIARZZ T TLOR, 20114 11 HETIZ 29 » ETERREX
723, BUfEIE 22 4 [E TG, 20 # ETHRE L T\ D, YUWIo THRBEREFITBT 5 Fiii e
OPEH (GLIADEL Wafer is indicated in patients with recurrent glioblastoma multiforme as
an adjunct to surgery.)| DOZWEE « ZhRITHINZ, 2003 4F 2 HIZKE, ZDEKINEZHD & 54
=T THIFE O (&) B BIE S (2 I8 1T 5 A0 e O B iR 1% & O fF A (GLIADEL Wafer is
indicated in patients with newly diagnhosed high—grade malignant glioma as an adjunct to
surgery and radiation.)| OZIEEZEUSFL T\ 5, BIfE, #F X Tk (W3O EMAPRBIE S
LB D TR O #RE L O o@mexBuiG L Cunvenas, 20 £ A B B i2ahsgE
DERBHF LT, BUEFREPTH D,

BB NIV TNT AT HITONTL, EKRBEZTTWD DD, MiHORE SLEFD
E22 D O A7, B3 2 EOYIE RGN IRTE AT > TV, AHNE, 74 U BN
TIIN, TABTF o FU ~L—EOPREAFHER T 4 EIZBN TS THREBHEEE IR
JAFIE OO ORhEE - WFRICHOWTHERRBEZIT 722, YO Z b DE % 12k T%)E%f)%fi
(KFN 2 WEN AL 2 72 O EFRER ) . digtE, ARMEFRE NS ZES. L6 DEIC
HAFNORTEHEZRA L TV ARED BV R AW 72 B R EIC X \W%W%WLL\%M®WD
T 2T TW5, HIEOTHHFIENCEREREREOZE LW L)L, 77 Vo0, 20 %
[ R | Eﬁiﬁ}#%?ﬁﬁ 2TV, SRIEEFRREZZT L2 TETH D, o, HilclcAx > 2T 20}
FIRA P AR T O,

AFNO L « HEZLTIZRE T,

KEE QN ERIN A B ] O F & & BR < Z OOFEE : “Each GLIADEL Wafer contains 7.7 mg of
carmustine, resulting in a dose of 61. 6 mg when eight wafers are implanted. It is recommended
that eight wafers be placed in the resection cavity if the size and shape of it allows. Should
the size and shape not accommodate eight wafers, the maximum number of wafers as allowed
should be placed. Since there is no clinical experience, no more than eight wafers should
be used per surgical procedure.”

RPN E KON 4 ¢ “For intralesional use in adults only. Each GLIADEL Implant contains
7.7 mg of carmustine, resulting in a dose of 61.6 mg when eight implants are placed in the
tumour resection cavity. It is recommended that a maximum of eight implants be placed if
the size and shape of the resection cavity allows it. Implants broken in half may be used,
but implants broken in more than two pieces should be discarded in the dedicated biohazard
waste containers. It is recommended that the placement of the implants should be directly
from the product’ s inner sterile packaging into the resection cavity. Oxidised regenerated

cellulose may be placed over the implants to secure them to the cavity surface.”
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FEENZB T D& -

x1.6.1-1 FEEDER -

FF AR

ZEA] - BRFEIRTL (2011 4F 11 ABILE) 2% 1.6, 1-1 [ZRT,

BhHE « BT & DARH

w4 54 — ( %
R BFE NP R B
TAYD Gliadel Wafer 1996 429 A 23 H 200342 A 25 H Y
Hae
77 A Gliadel 7. 7mg 1998 4F 12 H 10 H 200641 A 18 H i
Hae
Implant
KA Gliadel 7. 7mg 199948 A5 H 2008 €= 3 A 20 H "
fae
Implant
FU Ty GLIADEL 7,7 mg 199948 H 31 H 200542 A 16 H "
fae
Epgdtevpa
TANT R Gliadel 7. 7mg 199947 H7H 2004410 A 7 H i
Wae
Implant
A5V T GLIADEL 7,7 MG 199945 H 25 H 2005410 A 14 H N
. Wae
Impianto
NI TS | Gliadel 7. Tmg 199945 H 29 H 2004410 A 13 H .
FERE
Implant
AV GLIADEL 7,7 mg, 199948 A9 H 200548 A 2 H .
. FERE
implantaat
RV s H v Gliadel 7,7 mg 199947 H 1 H 2004 410 A 6 H i
. Hae
implante
ANRA Gliadel 7,7 mg 1999410 H1 H 200543 A 16 H .
. Hae
implante
A XY A Gliadel 7. 7mg 1999 45 H 28 H 2004412 A 14 H
fae
Implant
F—A KNI T Gliadel 7. 7mg 200944 A 2 H 200944 H 2 H
fae
Implant
F—AKNZ U7 | Gliadel Wafer 2001 4 12 A 29 H 2004 410 A 27 H | BRseH
FH Gliadel Wafer 19984F 11 A 1 H CHll 70151 "l | HREBFEED LD
. ) i TR T
ik Gliadel Wafer 2006 42 A 5 H 2006 -5 H 2 H | Bt
AR Gliadel Wafer 200844 A 2 H 200842 H 4 H | Bgedh
A AT )V Gliadel 7. 7mg 199941 H 22 H 200845 A 31 H
fae
Implant
77 U0 Gliadel Wafer 20004+ 10 A 1 H 2006412 A 2 H | Bt
B Gliadel Wafer 20084E1 H 1 H 20114E9 1 B | IR5%
2 A Gliadel Wafer 200648 A 1 H 200648 A 1 H | Arseh
T R— v Gliadel Wafer 199847 H 31 H 200748 A 31 H | EREH
~L—7 Gliadel Wafer 199947 H 29 H 200743 A 14 H | IR
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KENT I T D ARFN O YA SCE (F S OFIER) . HEIC 81T D AF O B R EBE 2 E (Summary of
Product Characteristics ; SmPC) JFLSC K OMFIER) . 22 kEs — % > — b (Company Core Data
Sheet ; CCDS) D% LL FIZITT %,
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GLIADEL \Warter

(polifeprosan 20 with

carmustine implant)  Rconly

GLIADEL“’ Warel {pcllfeprosan 20 with carmustine implant) is a sterile. off-white to pale vellow wafer

45 om in dizmeter and 1 mm thick. Each wafer contains 192.3 mg of a biodegradable
polyanhydnde copolymer and 7.7 mg of carmusting [1,3-bis (2-chlorosthyl)-1-nitrosourea, or BGNU].
Carmustine is a nitrosourea oncolytic agent. The copolymer, polifeprosan 20, consists of poly[bis(p-
carboxyphenoxy) propane: sebacic acid) in a 20:80 molar ratio and is used to control the local delivery of
carmustine. Carmustine is homogeneously distributed in the copolymer matrix.

The structural formula for polifeprosan 20 is

o] o] o] 0
1 /4 z ra W, n n "
0-C —ét\—o«:nz)ao—(" _\)—c 0-C—CH,(CH,),CH; C
m n

Ratio m:n = 20:80; random copolymer

The structural formula for carmustine is:

Il
CI—CHQ—CHZ—TCNHCHQ—CH;C\

NO

CLINICAL PHARMACOLOGY

GLIADEL® Wafer is designed to deliver carmustine directly into the surgical cavity created when a brain tumor
is resected. On exposure to the aqueous environment of the resection cavity, the anhydride bonds in the
copolymer are hydrolyzed, releasing carmustine, carboxyphenoxypropane, and sebacic acid. The carmusting
released from GLIADEL® Wafer diffuses into the surrounding brain tissue and produces an antineoplastic effect
by alkylating DNA and RNA.

Carmustine has been shown to degrade both spontaneously and metabolically. The production of an alkylating
moiety, hypothesized to be chioroethyl carbonium ion, leads to the formation of DMA cross-links.

The tumoricidal activity of GLIADEL™Wafer is dependent on release of carmustine to the tumor cavity in
concentrations sufficient for effective cytotoxicity.

More than 70% of the copolymer degrades by three weeks. The metabolic disposition and excretion of the
monomers differ. Carboxyphenoxypropane is eliminated by the kidney and sebacic acid, an endogenous fatty
acid, is metabolized by the liver and expired as CO, in animals.

The absorption, distribution, metabolism, and excretion of the copolymer in humans is unknown. Carmustine
concentrations delivered by GLIADEL® Wafer in human brain tissue have not been determined. Plasma levels

of carmustine after GLIADEL® Wafer implant were not determined. In rabbits implanted with wafers containing
3.85% carmustine, no detectible levels of carmustine were found in the plasma or cerebrospinal fluid.

Following an intravenous infusion of carmustine at doses ranging from 30 to 170 mg/m?, the average terminal
half-life, clearance, and steady-state volume of distribution were 22 minutes, 56 mL/minkg, and 3.25 L/kg,
respectively. Approximately 0% of the intravenous 200 mg/m? dose of “C-carmustine was excreted in the
urine over 96 hours and 6% was expired as GO,

GLIADEL® Wafers are biodegradable in human brain when implanted into the cavity after tumor resection.

The rate of biodegradation is variable from patient to patient. During the biodegradation process, a wafer
remnant may be observed on brain imaging scans or at re-operation even though extensive degradation of

all components has occurred. Data obtained from review of CT scans obtained 49 days after implantation of
GLIADEL® Wafer demonstrated that images consistent with wafers were visible to varying degrees in the scans
of 11 of 18 patients. Data obtained at re-operation and autopsies have demonstrated wafer remnants up to 232
days after GLIADEL® Wafer implantation.

Wafer remnants removed at re-operation from two patients with recurrent malignant glioma, one at 64 days and
the second at 92 days after implantation, were analyzed for content. The following table presents the results of
analyses completed on these remnants.

COMPOSITION OF WAFER REMMANTS REMOVED FROM TWO PATIENTS ON RE-OPERATION

Component Patient A Patient B
Days After GLIADEL®™ Wafer Implantation 64 92
Anhydride Bonds None detected None detected
Water Content (% of wafer remnant weight) 95-97% 74-86%
Garmusting Content (% of initial) <0.0004% 0.034%
Garboxyphenoxypropane Content (% of initial) 9% 14%
Sebacic Acid Content (% of initial) 4% 3%

The wafer remnants consisted mostly of water and monomeric components with minimal detectable
carmusting present,

CLINICAL STUDIES

Primary Surgery

A randomized, double-blind, plal:ebﬂ -controlled clinical trial was conducted in adult patients with newly-

d high-grade mali it glioma ing initial craniotomy for tumor resection. This trial determined
the safety and efficacy of GLIADEL® Wafer implants plus surgery and radiation therapy compared to placebo
implants plus surgery and radiation therapy. Two hundred and forty patients with newly-diagnosed malignant
glioma were enmlled The most comman tumar rype was GImDIastoma Multifarme (GBM) (n=207), followed
by Yt (n=11), [ godendroglioma (n=11), and anaplastic astrocytoma
(n=2). "GLIADEL® Wafers were implanted at the time of the surgery in 120 patients and placebo wafers were
implanted in 120 patients. The majority of patients received 6-8 wafers. The majority of patients (93/120,
T7.5% in the GLIADEL® Wafer group and 98/120, 81.7% in the placebo group) with newly-diagnosed malignant
glioma received a standard course of radiotherapy (55 to 60 Gy) typically starting 3 weeks after surgery. There
were 17 patients (14.2%) in the GLIADEL™ Wafer group and 12 patients (10.0%) in the placebo group who
received systemic chemotherapy during the study. All six patients with anaplastic oligodendroglioma received
chemotherapy within 30 days of GLIADEL™ Water implantation. Patients were followed for at least three years
or until death. Only one patient was lost to follow-up. Median survival increased from 11.6 months with
placebo to 13.8 months with GLIADEL® Wafer (p-value <0.05, log-rank test). The hazard ratio for GLIADEL®
Wafer treatment was 0.73 (95% CI. 0.56-0.95).

Kaplan-Meier Overall Survival Curves for Patients Undergoing Initial Surgery for a
High-Grade Malignant Glioma
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Maonths From Implant Surgery

When only patients with Glioblastoma multiforme were included in the analysis, the hazard ratio with GLIADEL®
Wafer treatment was 0.78 (95% Cl: 0.59-1.03, p=0.08, log-rank test).

Surgery for Recurrent Disease

A randomized, double-blind, placebo-contralled clinical trial was conducted in adult patients with recurrent
malignant glioma. This trial determined the safety and efficacy of GLIADEL® Wafer implants plus surgery
compared to placebo implants plus surgery.

Ninety-five percent of the patients treated with GLIADEL® Wafer had 7-8 wafers implanted. Chemotherapy
was withheld at least four weeks (six weeks for nitrosoureas) prior to and two weeks after surgery in patients
undergoing re-operation for malignant glioma. In 222 patients with recurrent malignant glioma who had failed
initial surgery and radiation therapy, the six-manth survival rate after repeat surgery increased from 47%
(53/112) for patients receiving placebo to 60% (66/110) for patients treated with GLIADEL™ Wafer. Median
survival increased by 33%, from 24 weeks (5.5 months) with placebo to 32 weeks (7.4 months) with GLIADEL®
\Wafer treatment. In patients with GBM, the six-month survival rate increased from 36% (26/73) with placebo
10 56% (40/72) with GLIADEL® Wafer treatment. Median survival of GEM patients increased by 41% from 20
weeks (4.6 months) with placebo to 28 weeks (6.4 months) with GLIADEL® Wafer treatment. In patients with
pathologic diagnoses other than GBM at the time of surgery for tumor recurrence, GLIADEL® Wafer produced
no survival prolongation.

6-MONTH KAPLAN-MEIER SURVIVAL CURVES FOR PATIENTS
UNDERGOING SURGERY FOR RECURRENT GBM
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KAPLAN-MEIER OVERALL SURVIVAL CURVES FOR PATIENTS
UNDERGOING SURGERY FOR RECURRENT GBM

Nursing Mothers: It is not known if either carmustine, carboxyphenoxypropane, or sebacic acid is excreted
in human milk. Because many drugs are excreted in human milk and because of the potential for serious
adverse reactions from carmustine in nursing infants, it is recommended that patients receiving GLIADEL®
‘Water discontinue nursing.

100,
90 ——GLIADEL®
----- Placebo Pediatric Use: The safety and effectiveness of GLIADEL™ Wafer in pediatric patients have not been
a0 established.
70
ADVERSE REACTIONS
2 60 Adverse reactions for the trials are described in the tables below.
§ 50.
& Pri s
. The following data are the most frequently occurring adverse events observed in 5% or mare of the newly-
. diagnosed malignant glioma patients during the trial
20 LOG-RANK P=0.18 COMMON ADVERSE EVENTS OBSERVED IN = 5% OF PATIENTS RECEIVING
10 GLIADEL* WAFER AT INITIAL SURGERY
o pm— Body System GLIADEL® Wafer N=120 Placebo N=120
o ] 12 18 24 30 36 L3 43 54 9,
Wonihe rom et Fisgaer. Adverse event n (%) n (%)
Body as a whole
INDICATIONS AND USAGE Aggravation reaction” 98 (82) 95 (79)
GLIADEL®™ Wafer is indicated in newly-diagnosed high-grade malignant glioma patients as an adjunct to surgery Headache 33 (28) 24 (37)
and radiation. GLIADEL® Wafer is indicated in recurrent glioblastoma multiforme patients as an adjunct to
SUrgery. Asthenia 26 (22) 18 (15)
Infection 22 (18) 24 (20)
CONTRAINDICATIONS Fever 21(18) 21(18)
GLIADEL® Wafer contains carmustine. GLIADEL® Wafer should not be given to individuals who have Pain 16 (13) 18 (15)
demonstrated a previous hypersensitivity to carmustine or any of the components of GLIADEL® Wafer. - -
Abdominal pain 10(8) 2(2)
WARNINGS Back pain 8(7) 4(3)
Patients undergoing craniotomy for malignant glioma and implantation of GLIADEL® Wafer should be monitored Face edema 76 §5)
closely for known complications of craniotomy, including seizures, intracranial infections, abnormal wound Abscess 6(5) 3(3)
healing, and brain edema. Cases of intracerebral mass effect unresponsive to corticosteroids have been ‘Accidental inju 6(5) 8(7)
described in patients treated with GLIADEL®™ Wafer, including one case leading to brain herniation. jury
Chest pain 6(5) 0
Pregnancy: There are no studies assessing the reproductive toxicity of GLIADEL® Wafer. Carmustine, Allergic reaction 2(2) 6(5)
the active component of GLIADEL® Wafer, can cause fetal harm when administered to a pregnant woman, Cardiovascular system
Garmusting has been shown to be embryotoxic and teratogenic in rats at i.p. doses of 0.5, 1,2, 4, or & mg/ —
kg/day when given on gestation days 6 through 15. Carmustine caused fetal malformations (anophthalmia, Deep thrombophlebitis 12 (10) 1119
micrognathia, omphalocele) at 1.0 mg/kg/day (about 1/6 the recommended human dose (eight wafers of Pulmonary embolus 10(8 10(8
7.7 mg carmustine/wafer) on a mg/m¢ basis). Carmustine was embryotoxic in rabbits at i.v. doses of i Gl il
4.0 mg/kg/day (about 1.2 times the recommended human dose on a mg/m? basis). Embryotoxicity was Hemorrhage 8(7) 716)
characterized by increased embryo-fetal deaths, reduced numbers of litters, and reduced litter sizes. Digestive system
Nausea 26 (22) 20(17)
There are no studies of GLIADEL™ Wafer in pregnant women. If GLIADEL® Wafer is used during pregnancy, or =
if the patient becomes pregnant after GLIADEL® Wafer implantation, the patient must be warned of the potential VVomiting 25 (21) 19(15)
hazard to the fetus Constipation 23(19) 14(12)
Diarrhea 6(5) 5(4)
PRECAUTIONS Liver function tests abnormal 1(1) (3)
General: Gommunication between the surgical resection cavity and the ventricular system should be avoided Endocrine system
to prevent the wafers from migrating into the ventricular system and causing obstructive hydrocephalus. Ifa
communication larger than the diameter of a wafer exists, it should be closed prior to wafer implantation. Diabetes mellitus 6(5) 5(4)
Cushings syndrome 4(3) 6(5)
Computed graphy and tic imaging of the head may demonstrate enhancement in the Metabolic and nutritional disorders
brain tissue surrounding the resection cavity after implantation of GLIADEL® Waters. This enhancement may -
represent edema and inflammation caused by GLIADEL® Wafer or tumor progression. Healing abnormal 19 (16) 14(12)
Peripheral edema 11(9) 11(9)
Therapeutic | i Interactions of GLIADEL® Wafer with other drugs have not been formally Musculoskeletal system
evaluated
Myasthenia 5(4) (9)
y ) y 7, gy 3 Nervous system
The short-term and long-term toxicity profiles of GLIADEL™ Wafer when given in conjunction with chemotherapy —
have not been fully explored. GLIADEL® Wafer, when given in conjunction with radiotherapy does not appear to Hemiplegia 49 (41) 53 (44)
have any shart-term or chronic toxicities. Convulsion 40 (33) 45 (38)
Confusion 28 (23) 25 (21)
Carcir is, Mutag is, Impairment of Fertility: Mo carcinogenicity, mutagenicity or .
impairment of fertility studies have been conducted with GLIADEL® Wafer. Carcinogenicity, mutagenicity and Brain edema 23 A09)
impairment of fertility studies have been conducted with carmustine, the active component of GLIADEL® Wafer. Aphasia 21(18) 22 (18)
Carmusting was given three times a week for six months, followed by 12 months observation, to Swiss mice Depression 19 (16) 12 10)
ati.p. doses of 2.5 and 5.0 mg/kg (about 1/5 and 1/3 the recommended human dose (gight wafers of 7.7 mg P
carmustine/wafer) on a mg/m? basis) and to SD rats at i.p. dose of 1.5 mg/kg (about 1/4 the recommended Somnolence 13 (11) 18 (19)
human dose on a mg/m?® basis). There were increases in tumor incidence in all treated animals, predominantly &
beut; and lung | Mutagenesis: Carmustine was mutagenic in vitro (Ames assay, human Soeech disorder 1B an 10(8)
lymphoblast HGPRT assay) and clastogenic both i vitre (V79 hamster cell micronucleus assay) and in Amnesia 11(9) 12(10)

vive (SCE assay in rodent brain tumors, mouse bone marrow micronucleus assay). Impairment of Fertility.
Carmustine caused testicular degeneration at i.p. doses of 8 mo/ko/week for eight weeks (about 1.3 times the
recommended human dose on a mg/m? basis) in male rats,

Pregnancy: Pregnancy Category [: see WARNINGS.

*Adverse events coded to the COSTART term “aggravation reaction” were usually events invalving tumor/
disease progression or general deterioration of condition (e.9. condition/mealth/Karnofsky/neuralogical/physical
deterioration).



COMMON ADVERSE EVENTS OBSERVED IN = 5% OF PATIENTS RECEIVING
GLIADEL® WAFER AT INITIAL SURGERY (continued)

COMMON ADVERSE EVENTS OBSERVED IN = 4% OF PATIENTSRECEIVING
GLIADEL" WAFER AT SURGERY FOR RECURRENT DISEASE (continued)

Surgery for Recurrent Disease

The following post-operative adverse events were observed in 4% or more of the patients receiving GLIADEL®
Warer at recurrent surgery. Except for nervous system effects, where there is a possibility that the placebo
wafers could have been responsible, only events more common in the GLIADEL® Wafer group are listed. These
adverse events were either not present pre-operatively or worsened post-operatively during the follow-up
period. The follow-up peried was up to 71 months.

COMMON ADVERSE EVENTS OBSERVED IN = 4% OF PATIENTS
RECEIVING GLIADEL® WAFER AT SURGERY FOR RECURRENT DISEASE

Body System GLIADEL® Wafer with PLACEBO Wafer without
G

18 Garmustine
[N=110] n (%) [N=112] n (%)

Adverse Event

Body as a Whole
Fever 13 (12) a(8)
Pain® 8(7) 1(1)
Digestive System
Nausea and Vomiting 9(8) 7 (6)
Metabolic and Nutritional Disorders
Healing Abnormal® 15 (14) G (5)
Nervous System
Convulsion 21 (19) 21 (19)
Hemiplegia 21 (19) 22 (20)
Headache 16 (15) 14 (13)
Somnolence 15 (14) 12 (11)
Gonfusion 11(10) 9(8)
Aphasia 10(9) 12 (11)
Stupor 7 (8) 7(6)
Brain Edema 4(4) 1{1)
Intracranial Hypertension 4(4) 7 (6)
Meningitis or Abscess 4(4) 1(1)

Body System GLIADEL® Wafer N=120 Placebo N=120 Body System GLIADEL™ Wafer with PLACEBO Wafer without
Slveras avant n (%) n (%) Carmustine Carmustine
Adverse Event = t 5 e
Body as a whole [N=110] n (%) [N=112] n (%)
Bod Whol
Nervous system (continued) ek
= = Skin and Appendages
Intracranial hypertension 11(9) 2(2)
Personality disorder 10(8) 9(8) fhh 56) Al
Aniety 8 (7) 5 (4) o
Facial paralysis 8 (7) 5 (4) Urinary Tract Infection 23 (21) 19 (17)
Neuropathy 8(7) 12 (10) *p < 0.05 for comparison of GLIADEL® Wafer versus placebo groups
Ataxia 7(6) 5(4)
: Post-r i i includes sp reports of cyst formation after Gliade!™ wafer |mplantahun
Hypesthesia 76 8(5) These oceurred at varying time intervals post-implantation. Cyst formation has also been reported in patients
Paresthesia 7 (6) 10 (8) following resection of malignant glioma who have not had Gliadel® implanted.
Thinking abnormal 7(6) 10(8)
Abnormal gait 6 (5) 6(5) The following four categaries of adverse events are possibly related to treatment with GLIADEL® Wafer. The
with which they oceurred in the randomized trials along with descriptive detail is provided below.
Dizziness 6 (5) 11 (9)
Grand mal porrnlsion 65 5¢4) 1. Sei In the initial surgery trial, the incidence of seizures was 33.3% in patients receiving GLIADEL®
Hallucinations 6 (9) 4(3) Wafer and 37.5% in patients receiving placebo Grand mal seizures occurred in 5% of GLIADEL® Wafer-treated
| A 6(5 706 pat\ents and 4.2% of placebo treated patients. The incidence of seizures within the first 5 days after wafer
LTS 19) (6) I n was 2.5% in the GLIADEL® Wafer group and 4.2% in the placebo group. The time from surgery
Tremor 6 (5) B (7) to the onset of the first post-operative seizure did not differ between the GLIADEL™ Water and placebo treated
tient:
Coma 5(4) 6(5) SRR
Incoor.dma.tmn 368 80) In the surgery for recurrent disease trial, the incidence of post-operative seizures was 19% in both patients
Hypokinesia 2(2) 8(7) receiving GLIADEL® Wafer and placebo. In this study, 12/22 (54%) of patients treated with GLIADEL™ Wafer
and 2/22 (9%) of placebo patients experienced the first new or worsened seizure within the first five post-
Resplratory. system operative days. The median time to onset of the first new or worsened post-operative seizure was 3.5 days in
3 & 2 :
Ea— 10(8) 98 patients treated with GLIADEL® Wafer and 61 days in placebo patients.
Dyspnea 4(3) B(7) e . . . .
o 2. Brain Edema: In the initial surgery trial, brain edema was noted in 22.5% of patients treated with
Skin and appendages GLIADEL® Wafer and in 19.2% of patients treated with placebo. Development of brain edema with mass effect
Rash 14 (12) 13 (1) (due to tumor recurrence, intracranial infection, or necrosis) may necessitate re-operation and, in some cases,
removal of GLIADEL® Wafer or its remnants.
Alopecia 12 (10} 14 (12)
Special senses 3. Healing Abnormalities: The following healing abnormalities have been reported in clinical trials of
Conijunctival ed 8 (7 8 (7 GLIADEL® Wafer: wound dehiscence, delayed wound healing, subdural, subgaleal or wound effusions, and
L % e i) U] cerebrospinal fluid leak. In the initial surgery trial, healing abnormalities occurred in 15.8% of GLIADEL® Wafer
Abnormal vision 7 (6) 7(6) treated patients and in 11.7% of placebo recipients. Gerebrospinal fluid leaks occurred in 5% of GLIADEL®
Visual field defect 6(5) 8(7) ‘-'\Efe_r rEmpIen_Is_ and 0.8% of those given placebe. During surgery, a water-tight dural closure should be
to minimize the risk of cerebrospinal fluid leak.
Eye disorder 3(3) 6 (5)
Diplopia 1) 6(5) In the surgery for recurrent disease trial, the incidence of healing abnormalities was 14% in GLIADEL® Wafer
Urogenital system treated patients and 5% in patients receiving placebo wafers
Urinary tract infection 10(8) 13 (1)
s s 4. Intracranial Infection: In the initial surgery trial. the incidence of brain abscess or meningitis was 5%
Urinary incontinence 9(8) 9(8) in patients treated with GLIADEL® Wafer and 6% in patients receiving placebo. In the recurrent setting, the

incidence of brain abscess or meningitis was 4% in patients treated with GLIADEL™ Wafer and 1% in patients
receiving placebo.

The following adverse events, not listed in the table above, were reported in less than 4% but at least 1% of
patients treated with GLIADEL™ Wafer in all studies. The events listed were either not present pre-operatively or
worsened post-operatively. Whether GLIADEL® Wafer caused these events cannot be determined.

Body as a Whole: peripheral edema (2%); neck pain (2%); accidental injury {1%); back pain (1%); allergic
reaction (1%); asthenia (1%); chest pain (1%); sepsis (1%)

Cardiovascular System: hypertension (3%); hypotension (1%)

Digestive System: diarrhea (2%); constipation (2%); dysphagia (1%); gastrointestinal hemorrhage (1%);
fecal incontinence (1%)

Hemic and Lymphatic System: thrombocytopenia (1%); leukocytosis (1%)

Metabolic and Nutritional Disorders: hyponatremia (3%); hyperglycemia (3%); hypokalemia (1%)

Musculoskeletal System: infection (1%)

Nervous System: hydrocephalus (3%); depression (3%); abnormal thinking (2%); ataxia (2%); dizziness
(2%); insomnia (2%); monoplegia (2%); coma (1%); amnesia (1%); diplopia (1%); paranoid reaction (1%). In
addition, cerebral hemorrhage and cerebral infarct were each reported in less than 1% of patients treated with
GLIADEL™ Wafer.

Respiratory System: infection (2%); aspiration pneumonia (1%)

Skin and Appendages: rash (2%)

Special Senses: visual field defect (2%); eye pain (1%)

Urogenital System: urinary incontinence (2%)



OVERDOSAGE
There is no clinical experience with use of more than eight GLIADEL® Wafers per surgical procedure.

DOSAGE AND ADMINISTRATION

Each GLIADEL® Wafer contains 7.7 mg of carmustine, resulting in a dose of 61.6 mg when eight wafers are
implanted. Itis recommended that eight wafers be placed in the resection cavity if the size and shape of it
allows. Should the size and shape not accommodate eight wafers, the maximum number of wafers as allowed
should be placed. Since there is no clinical experience, no more than eight wafers should be used per surgical
procedure.

Handling and Disposal'™: Wafers should only be handled by personnel wearing surgical gloves because
exposure to carmustine can cause severe burning and hyperpigmentation of the skin. Use of double gloves

is recommended and the outer gloves should be discarded into a biohazard waste container after use. A
surgical instrument dedicated to the handling of the wafers should be used for wafer implantation. If repeat
neuresurgical intervention is indicated, any wafer or wafer remnant should be handled as a potentially cytotoxic
agent,

GLIADEL® Wafer should be handled with care. The aluminum foil laminate pouches containing GLIADEL®
‘Wafer should be delivered to the operating room and remain unopened until ready to implant the wafers. The
outside surface of the outer foil pouch is not sterile.

Instructions for Opening Pouch Containing GLIADEL*® Wafer

Figure 1: To remove the sterile inner pouch from the outer pouch, locate the folded corner and slowly pull in
an outward motion.

™
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Figure 2: Do NOT pull in a downward motion rolling knuckles over the pouch. This may exert pressure on the
wafer and cause it to break.

Figure 3: Remove the inner pouch by grabbing hold of the crimped edge and pulling upward.

Figure 4: To open the inner pouch, gently hold the crimped edge and cut in an arc-like fashion around the wafer.

Figure 5: To remove the GLIADEL® Wafer, gently grasp the wafer with the aid of forceps and place it onto a
designated sterile field.

Once the tumor is resected, tumor pathology is confirmed, and hemostasis is obtained, up to eight GLIADEL®
Wafers (polifeprosan 20 with carmusting implant) may be placed to cover as much of the resection cavity

as possible. Slight overlapping of the wafers is acceptable. Wafers broken in half may be used, but wafers
broken in more than two pieces should be discarded in a biohazard i Oxidized reg 1 cellul
(Surgicel®) may be placed over the wafers to secure them against the cavity surface. After placement of the
wafers, the resection cavity should be irrigated and the dura closed in a water tight fashion.

Unopened foil pouches may be kept at ambient room temperature for a maximum of six hours at a time.

HOW SUPPLIED

GLIADEL® Wafer is available in a single dose treatment box containing eight individually pouched wafers. Each
wafer containg 7.7 mg of carmustine and is packaged in two aluminum foil laminate pouches. The inner pouch
is sterile and is designed to maintain product sterility and protect the product from moisture. The outer pouch
is a peelable overwrap. The outside surface of the outer pouch is not sterile.

GLIADEL™ Wafer must be stored at or below -20°C (-4°F).
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GLIADEL®WAFER (Polifeprosan 20 with carmustine implant)
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1. NAME OF THE MEDICINAL PRODUCT

GLIADEL 7.7 MG IMPLANT

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each implant contains 7.7 mg of carmustine.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Implant
Off-white to pale yellow flat discoid implant.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

GLIADEL Implant is indicated in newly-diagnosed high-grade malignant glioma patients as an adjunct to
surgery and radiation.

GLIADEL Implant is indicated for use as an adjunct to surgery in patients with recurrent histologically
proved glioblastoma multiforme for whom surgical resection is indicated.

4.2 Posology and method of administration
For intralesional use in adults only.

Each GLIADEL Implant contains 7.7 mg of carmustine, resulting in a dose of 61.6 mg when eight
implants are placed in the tumour resection cavity.

It is recommended that a maximum of eight implants be placed if the size and shape of the resection cavity
allows it. Implants broken in half may be used, but implants broken in more than two pieces should be
discarded in the dedicated biohazard waste containers (see section 6.6).

It is recommended that the placement of the implants should be directly from the product’s inner sterile
packaging into the resection cavity. Oxidised regenerated cellulose may be placed over the implants to
secure them to the cavity surface (see section 6.6).

4.3 Contraindications
Hypersensitivity to the active substance carmustine or to any of the excipients of GLIADEL Implant.
4.4 Special warnings and precautions for use

Patients undergoing craniotomy for glioblastoma and implantation of GLIADEL Implant should be
monitored closely in view of known complications of craniotomy which includes convulsions, intracranial
infections, abnormal wound healing, and brain oedema (see section 4.8). Cases of intracerebral mass
effect unresponsive to corticosteroids have been described in patients treated with GLIADEL Implant,
including one case leading to brain herniation. Careful monitoring of GLIADEL Implant-treated patients
for cerebral oedema/intracranial hypertension with consequent steroid use is warranted (see section 4.8).
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CSF leak was more common in GLIADEL Implant-treated patients. Attention to a water-tight dural
closure and local wound care is indicated (see section 4.8).

Development of brain oedema with mass effect (due to tumour recurrence, intracranial infection, or
necrosis) may necessitate re-operation and, in some cases, removal of GLIADEL Implant or its remnants.

Communication between the surgical resection cavity and the ventricular system should be avoided to
prevent the implants from migrating into the ventricular system and possibly causing obstructive
hydrocephalus. If a communication larger than the diameter of the implant exists, it should be closed prior
to GLIADEL Implant implantation.

Computed tomography and magnetic resonance imaging may demonstrate enhancement in the brain tissue
surrounding the resection cavity after placement of GLIADEL Implants. This enhancement may represent
oedema and inflammation caused by GLIADEL Implants or tumour progression.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions of GLIADEL Implant with other drugs or chemotherapy have not been formally evaluated.
4.6 Pregnancy and lactation

Pregnancy:

There are no studies of GLIADEL Implant in pregnant women and no studies assessing the reproductive
toxicity of GLIADEL Implant.

Carmustine, the active component of GLIADEL Implant, when administered systemically, can have
genotoxic effects and can adversely affect foetal development. GLIADEL Implant, therefore, should not
be used during pregnancy. If the use of GLIADEL Implant during pregnancy is still considered, the
patient should be informed of the potential risk to the foetus. Women of childbearing potential should be
advised to avoid pregnancy while receiving GLIADEL Implant. In case of patients getting pregnant during
treatment with GLIADEL Implant, the opportunity for genetic advice should be seized.

Lactation:

It is not known if GLIADEL Implant components are excreted in human milk. Since some drugs are
excreted in human milk and because of the potential risk of serious adverse reactions of carmustine in
nursing infants, breast-feeding is contra-indicated.

4.7 Effects on ability to drive and use machines

No effects on ability to drive and use machines have been observed. However, driving is not advisable
following treatment.

4.8 Undesirable effects

The spectrum of undesirable effects observed in patients with newly-diagnosed high-grade malignant
glioma and recurrent malignant gliomas was generally consistent with that encountered in patients
undergoing craniotomy for malignant gliomas.

Very common (= 1/10), common (> 1/100 to < 1/10) and uncommon (= 1/1,000 to < 1/100)
adverse reactions reported in patients receiving GLIADEL Implant during the clinical trials are
listed below.
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Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Primary Surgery

The following data are the most frequently occurring adverse events observed in 5% or more of the 120

newly-diagnosed malignant glioma patients receiving GLIADEL Implant during the trial.

Common Adverse Events Observed in > 5% of Patients Receiving GLIADEL Implant at

Initial Surgery

Class organ

Adverse events

Endocrine disorders common Diabetes mellitus
. .. . I mmon Healing abnormal
Metabolism and nutrition disorders very commo ca’ing bno
common Peripheral oedema

very common

Hemiplegia, convulsion, confusion, brain
oedema, aphasia, depression, somnolence, speech
disorder

N . common Amnesia, intracranial hypertension, personality
ervous system disorders . . . .
disorder, anxiety, facial paralysis, neuropathy,
ataxia, hypoesthesia, paresthesia, thinking
abnormal, abnormal gait, dizziness, grand mal
convulsion, hallucinations, insomnia, tremor
. common Conjonctival oedema, abnormal vision, visual
Eye disorders
field defect
L very common | Deep thrombophlebitis
Cardiac disorders Y P I
common Pulmonary embolism, haemorrhage
Respiratory, thoracic and mediastinal common Pneumonia

disorders

Gastrointestinal disorders

Vvery common

Nausea, vomiting, constipation

common Diarrhoea
Skin and subcutaneous tissue disorders very common | Rash, alopecia
Renal and urinary disorders common Urinary tract infection, urinary incontinence

very common

Aggravation reaction, headache, asthenia,

General disorders and administration site
conditions

infection, fever, pain
Abdominal pain, back pain, face oedema, chest
pain, abscess, accidental injury

common

Intracranial hypertension was present in more GLIADEL Implant-treated patients than in Placebo patients
(9.2% vs. 1.7%). It was typically observed late, at the time of tumour recurrence, and was unlikely to be
associated with GLIADEL Implant use (see section 4.4).

CSF leak was more common in GLIADEL Implant-treated patients than in placebo patients. However
intracranial infections and other healing abnormalities were not increased (see section 4.4).

Surgery for Recurrent Disease

The following post-operative adverse events were observed in 4% or more of the 110 patients receiving
GLIADEL Implant at recurrent surgery in a controlled clinical trial. Except for nervous system effects,
where there is a possibility that the placebo implants could have been responsible, only events more
common in the GLIADEL Implant group are listed. These adverse events were either not present pre-
operatively or worsened post-operatively during the follow-up period. The follow-up period was up to 71
months.

Common Adverse Events in >4% of Patients Receiving GLIADEL Implant at Recurrent Surgery
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Class organ

Adverse events

Blood and lymphatic system disorders common Anaemia
Metabolism and nutrition disorders very common__| Healing abnomal
common Hyponatraemia
very common | Convulsion, hemiplegia, headache, somnolence,
Nervous system disorders COIlqu‘IOIl - - -
common Aphasia, stupor, brain oedema, intracranial
hypertension, meningitis or abscess
Cardiac disorders common Deep thrombophlebitis, Pulmonary embolism
Respiratory, thoracic and mediastinal common Pneumonia
disorders
Gastrointestinal disorders common Nausea, nausea and vomiting, oral moniliasis
Skin and subcutaneous tissue disorders common Rash
Renal and urinary disorders very common | Urinary tract infection
General disorders and administration site very common | Fever

conditions common

Infection, pain

The following adverse events, not listed in the table above, were reported in less than 4% but at least 1%
of patients treated with GLIADEL Implant in all studies. The events listed were either not present pre-
operatively or worsened post-operatively. Whether GLIADEL Implant caused these events cannot be
determined.

Common Adverse Events in 1% to 4% of Patients Receiving GLIADEL Implant

Class organ Adverse events
Blood and lymphatic system disorders common Thrombocytopenia, leukocytosis
Metabolism and nutrition disorders common Hyponatraemia, hyperglycaemia, hypokalaemia
common Hydrocephalus, depression, abnormal thinking,

Nervous system disorders ataxia,. dizz.iness., insomnig, hemiplegia, coma,

amnesia, diplopia, paranoid reaction
uncommon | Cerebral haemorrhage, cerebral infarct

Eye Disorders common Visual defect, eye pain

Cardiac and vascular Disorders common Hypertension, hypotension

Respiratory, thoracic and mediastinal common Infection, aspiration pneumonia

disorders

Gastrointestinal disorders common Diarrhpea, gonstipation, dysphagia, . .
gastrointestinal haemorrhage, faecal incontinence

Skin and subcutaneous tissue disorders common Rash

Musculoskeletal and connective tissue common Infection

disorders

Renal and urinary disorders common Urinary incontinence

General disorders and administration site common Perip he?al oederpa, nech pain, acciflental injury,

conditions back pain, allergic reaction, asthenia, chest pain,
sepsis

The following four categories of adverse events are possibly related to treatment with GLIADEL Implant.

Seizures:

In the initial surgery trial, the incidence of seizures within the first 5 days after implantation was 2.5% in
the GLIADEL Implant group.

In the surgery for recurrent disease trial, the incidence of post-operative seizures was 19% in patients
receiving GLIADEL Implant. 12/22 (54%) of patients treated with GLIADEL Implant experienced the
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first new or worsened seizure within the first five post-operative days. The median time to onset of the
first new or worsened post-operative seizure was 3.5 days in patients treated with GLIADEL Implant.

Brain Oedema:
Development of brain oedema with mass effect (due to tumour recurrence, intracranial infection, or
necrosis) may necessitate re-operation and, in some cases, removal of GLIADEL Implant or its remnants
(see section 4.4).

Healing Abnormalities:

The following healing abnormalities have been reported in clinical trials of GLIADEL Implant: wound
dehiscence, delayed wound healing, subdural, subgaleal or wound effusions, and cerebrospinal fluid leak.

In the initial surgery trial, cerebrospinal fluid leaks occurred in 5% of GLIADEL Implant recipients.
During surgery, a water-tight dural closure should be obtained to minimise the risk of cerebrospinal fluid
leak (see section 4.4)

Intracranial Infection:

In the initial surgery trial, the incidence of brain abscess or meningitis was 5% in patients treated with
GLIADEL Implant.

In the recurrent setting, the incidence of brain abscess or meningitis was 4% in patients treated with
GLIADEL Implant.

In a published clinical study, cyst formation after GLIADEL Implant treatment has been reported. This
reaction occurred in 10% of the patients observed in the study, however, the formation of cysts is possible
after resection of a malignant glioma.

4.9 Overdose

Not applicable.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, ATC Code: LO1ADOI

Preclinical data

GLIADEL Implant delivers carmustine directly into the surgical cavity created after tumoural resection.
On exposure to the aqueous environment of the cavity the anhydride bonds in the copolymer are
hydrolysed, releasing carmustine, carboxyphenoxypropane and sebacic acid. The carmustine released
from GLIADEL Implant diffuses into the surrounding brain tissue and produces an antineoplastic eftect

by alkylating DNA and RNA.

Carmustine is spontaneously both degraded and metabolised. The alkylating moiety thus produced and
presumed to be chloroethyl carbonium ion, leads to the formation of irreversible DNA cross-links.

The tumourcidal activity of GLIADEL Implant is dependent on release of carmustine into the tumour
cavity in concentrations sufficient for effective cytotoxicity.
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More than 70% of the copolymer degrades by three weeks. The metabolic disposition and excretion of the
monomers differ. Carboxyphenoxypropane is predominantly eliminated by the kidney and sebacic acid, an
endogenous fatty acid, is metabolised by the liver and expired as CO, in animals.

Clinical data

Primary surgery

In a randomised, double-blind, placebo-controlled clinical trial in 240 adults with newly-diagnosed high
grade malignant glioma undergoing initial craniotomy for tumour resection median survival increased
from 11.6 months with placebo to 13.9 months with GLIADEL Implant (p-value 0.079, unstratified log-
rank test) in the original study phase. The most common tumour type was Glioblastoma Multiforme
(GBM) (n=207), followed by anaplastic oligoastrocytoma (n=11), anaplastic oligodendroglioma (n=11),
and anaplastic astrocytoma (n=2). The hazard ratio for GLIADEL Implant was 0.77 (95% CI: 0.57 to
1.03). In the long term follow-up phase, patients still alive at the completion of the original phase were
followed for up to at least three years or until death. Median survival increased from 11.6 months with
placebo to 13.9 months with GLIADEL Implant (p-value <0.05, log-rank test). The hazard ratio for
GLIADEL Implant treatment was 0.73 (95% CI: 0.56 to 0.95).

Surgery for Recurrent Disease

In a randomised, double-blind, placebo-controlled clinical trial in 145 adults with recurrent glioblastoma
(GBM), GLIADEL Implant prolonged survival in these patients. Ninety-five percent of the patients
treated with GLIADEL Implant received 7 to 8 implants.

The six-month survival rate was 36% (26/73) with placebo compared to 56% (40/72) with GLIADEL
Implant treatment. Median survival of GBM patients is 20 weeks with placebo versus 28 weeks with
GLIADEL Implant treatment.

5.2 Pharmacokinetic properties

The absorption, distribution, metabolism, and excretion of the copolymer in humans is unknown.
Carmustine concentrations delivered by GLIADEL Implant in human brain tissue have not been
determined. Plasma levels of carmustine after GLIADEL Implant implantation cannot be assayed. In
rabbits that had implants containing 3.85% carmustine placed, carmustine is not detected in the blood or
cerebrospinal fluid.

Following an intravenous infusion of carmustine at doses ranging from 30 to 170mg/m’ the average
terminal half-life, clearance, and steady-state volume of distribution are 22 minutes, S6mL/min/kg, and
3.25L/kg, respectively. Approximately 60% of the intravenous 200mg/m® dose of '“C-carmustine is
excreted in the urine over 96 hours and 6% is expired as CO,.

GLIADEL Implants are biodegradable in human brain when placed into the cavity after tumour resection.
The rate of biodegradation is variable from patient to patient. During the biodegradation process an
implant remnant may be observed on brain imaging scans or at re-operation even though extensive
degradation of all components has occurred.

5.3 Preclinical safety data

No carcinogenicity, mutagenicity, embryo-foetal toxicity, pre- and post-natal toxicity and impairment of
fertility studies have been conducted with GLIADEL Implants.
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Carmustine, the active component of GLIADEL Implant, when administered systemically, has
embryotoxic, genotoxic and carcinogenic effects and can cause testicular degeneration in several animal
models.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

Polifeprosan 20

6.2 Incompatibilities

Not applicable..

6.3 Shelf-life

3 years

6.4 Special precautions for storage

Store in a freezer at or below -20°C.

Unopened outer sachets may be kept at a temperature of not more than 22°C for a maximum of six hours.

The product may be refrozen only once if the sachets have been unopened and kept for a maximum of 6
hours at a temperature of not more than 22°C. After refreezing, the product should be used within 30 days.

6.5 Nature and contents of container

GLIADEL Implant is available in a box containing eight implants. Each implant is individually packaged
in two aluminium foil laminate sachets.

6.6 Special precautions for disposal and handling

Implants should be handled by personnel wearing surgical gloves because exposure to carmustine can
cause severe burning and hyperpigmentation of the skin. Use of double gloves is recommended and the
outer gloves should be discarded into a dedicated biohazard waste container after use. A surgical
instrument dedicated to the handling of the implants should be used for implant placement. If repeat
neurosurgical intervention is indicated, any implant or implant remnant should be handled as a potentially
cytotoxic agent. Any unused product or waste material should be disposed of in accordance with local
requirements.

GLIADEL Implants should be handled with care. The sachets containing GLIADEL Implants should be
delivered to the operating room and remain unopened until ready to place the implants in the resection
cavity. Only the outside surface of the outer sachet is not sterile. In any case, if an implant is dropped, it
should be discarded accordingly.
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Instructions for opening sachets containing the implant:

. To open the outer sachet, locate the folded corner and slowly pull in an outward motion. Do not
pull in a downward motion rolling knuckles over the sachet. This may exert pressure on the
implant and cause it to break

. Remove the inner sachet by grabbing with the aid of forceps and pulling upward
. To open the inner sachet, gently hold it and cut in an arc-like fashion around the implant
. To remove the implant, gently grasp the implant with the aid of forceps and place it directly into

the resection cavity

In any case, if an implant is dropped, it should be discarded accordingly.

Once the tumour is resected, tumour pathology is confirmed and haemostasis is obtained, up to eight
implants may be placed to cover as much of the resection cavity as possible. Slight overlapping of the
implants is acceptable. Implants broken in half may be used, but implants broken in more than two pieces
should be discarded in the dedicated biohazard waste containers.

Oxidised regenerated cellulose may be placed over the implants to secure them to the cavity surface. After
placement of the implants, the resection cavity should be irrigated and the dura closed in a water, tight
fashion.

Any unused product or waste material should be disposed of in accordance with local requirements for
biohazardous waste.

7. MARKETING AUTHORISATION HOLDER
MGI PHARMA LIMITED

Holborn Gate, 1* Floor

330 High Holborn

London,WC1V 7QT

United Kingdom

8. MARKETING AUTHORISATION NUMBER

PL 18753/0001
9. DATE OF FIRST AUTHORISATION/RENEWAL OF AUTHORISATION

Date of first authorisation: 28/05/1999
Date of last renewal: 10/12/2008

10. DATE OF REVISION OF THE TEXT

December 2008
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30~170 mg/m*> D JF BHIPH CTEIE L= B L 2 F 2 O S E801T 22 4y, 7 U 7 T > &%
56 mL/%y/kg, EFIRETOSMAAMEILS. 25 L/kg THH, 200 mg/m* &5 HETHEEL 1C
FERRTT /L I AT 2 DY 60% 703 96 IR LA R HIC PR S 41, 6% 23 bR & L TR IS
P EN 5,

TVTTNA LT T2 MIt MRIZEBWT, BEBUIREICEE SND ARSI ND, AfiE
DOEEITBEICL > TRR D, ENROBRICE N T, RO BNILEICOSn-HETH
ST, A7 7 MNEEDZKBEIGE A X v o OHFINRHCR DO L Z &R 5,

5.3 HIERRZ 2T —#
TVTTNA L TT 2 MTOWTIE, JembE, ZRIFEME, IR -l rE, HART - HAER N,
M OAGERERRF 2 B9 25 BRI S M S ATy,

ANDAF > (TVTTNA T T FOFGY) eed &b LIGa. I8 - RIEaEE,

(i

6



LEMELROREER 2R L, BREOBWET NV CTIIHRANZSIZEZTZL03d 5,

6. RANCEEI HHIHE
6.1 EERBHEMHOY R b
AR 77 ad 20

6.2 Bl R
BEA OB A ST 20,

6.3 CRIFHIM
3 4

6.4 RFEICHTIER

BHEIZ T, —20°C LT CIR1ET %,

SMEDRRBEECHIX, 22°C LT OIREE TR 6 RFHRGFT D5 Z LB TE 5,

WMARBAE TH Y, 22°C LLUF TRAFE L7-BRRIA 6 BEILIN TH VX, —EZTHEELTH X
VY, RS, 30 HUAWICHEHT 5 Z &,

6.5 BHesDMHE KR ONEY
TIVTTFNA LTI MI1TBIZ8HDA T T B A>T NS,
BA L TT NI, CHEHOTIVIKRANLT I 32— MR AN THEMEESILTWD

6.6 BEIE - ZDMOBBPLNICET HEER

TV AT b D & BIE ORGSO OB REE b5 RNBH LD T, AT
TV NIFHHFREEM LTS 2 &, T @*E%ﬁﬁﬁi‘tﬁi LWy, %, SMUlOF
WIIEREERFEYEARBICERETI L, A7 7 POREICIE, TOEFWITHLL
=R B A T 5, FEOMBARHILENEIGE R T2 8E. A 7T MERIZED
FRIEW IR EEE & LTIV 2 &

TVTTNA LT T NOBIRWITEEICITS 2 & AT T MDD AT AT, FINEICE
A2 D TEIGUIBRIZE I CREE T D M 13 HE S £ CTRIE LawnZ &, AMEDOIME O 23R ST
Wi, FAREATYH, o THE LA V77 v MI@vicivs 452 &,

AT T2 FDASTISOBE %

CHMREBRET AT, TV BEENTAZOEL, Do D EAMINZEI 53R D,

WRIZH > THOBEEIZ CZIC LT T HIZEI kbW b, 29T 2&A4 7T MaEl
L., IR IEA2ENBH 5,

- 4R %t/t/kfoﬂé EHIZE RS THLY 19,

- WIRZBRET 2I121T, BEZoLFL, 477 oM THILRICEI Y Itd,
-t/t/bf4/777%%%okoﬂﬁ\4Vf?VF%@DmL\@%@%%K
AT T N EERET D,

EAREAETH, o THE LA 7T MImEUICWSy+ 52 &,

7



I 2 UIR L CF OFFBLEMAE N 2 T L, Ik bhiz b, UIREES TE ARV ES L)
WA T T U N 8ETHETDHIENTED, AT TV MBROTNCERYED Z LI
Wb, A7 T MBI L THEHLTE LW, 3 DB EichBlshi1 77
v MIEREEREYENESRIEET DL &,

A 7T P EUIREEICEES 570 BIEBAEE L —2X %A 7T MTHETH Ly,
AT T PREERITOIREL TS L. BIRZPIKIEOH L HIETHET S 2 &,

R AP, AR FREEDICE T DB OB > TS T2 Z &,

7. BLEHRTERE

MGI PHARMA LIMITED
Holborn Gate, 1st Floor
330 High Holborn
London, WC1V 7QT

United Kingdom

8. BUERTEARES
PL 18753/0001

9. FIEIAFR/ASBEHEA B
HIEIAER - 1999 4E 5 H 28 H
R - 2008 4 12 A 10 H

10. ARXHET4EA
2008 4F 12 A



FUTTILRRNBERHA 7.7 mg

1.6.3 EHRBRT—FI—Fh

J—RN)LIT7—IHhAEsH
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katou
タイプライターテキスト
「以下、11頁を省略。」


FUT7TIVIKNBEERA| 7.7 mg

1.7 FEERm—E

J—RNI)L T 7—IR&ett



=]

IV AT RN iE A 1.7 AR — SR

1.7 FRERS—E

TNV IATF GNERERTANT., B OB DIBRINTRF O UIRIPE R B2 R G- O b wtis
AT A& R IMNRTE 2 IS & D8 370,

LU, RGN Y | BEBRG-OFFEFFIK O AF]) THEIOM6E - SR E2H Lok
SRR LT, LU ORI H %,

R - &, ShRE - SRR O EOEEDO—EE# 1L T-1~2 TR LT,

() AVAARTUNPNREERE R 77 VRMNEEAA] 7.7 mg)  (SIEIFHE)
@  FEIRIF (FESCHER 100mg)

B TEYRIF (FTELIAEN TR 20mg, TEL VDD T/ 100mg)
@ T=2AFY (EAAYA R Y S50mg, RV A A Y 2 F100mg)

6 HFE=LATF Y (= BT RS 26mg, = T S 50mg



H IV AT PR

i F Al

1.7 AR — SR

x1.7-1 RERMS—E

(AIVLRF URNBERH. FHATEYVROI R, TEVAIKR)

%?iag FIV AT N A HERATEY 2R FEymI R
Boet | 20 7 LU SRNEEER 7.7 mg | 7 EA —/VERIREREA 100 mg TEL =NV TR 20 mg
FEH—)LR 7L 100 mg
&Hp | LT — RS MSD ekt MSD ekt
P 20104F-1 A 20 A 2006 4F-7 A 26 A
AH
A Y LAV (FREANIM 1049 1) . | B4 L2V (AR (016 4 7
R A2 BET ),
PTG
FH
WG 2011 4F1 AGT G4 2011 4F1 ASGET G5 IR
DIFRRAE
AH
()
BURIXSY | AU AR, - TEATEE O | FEE =2
FEICL O ERTD L AT AR TR DT | A5 AESRS RSO
WCEVEERTE & WCEVEERTEZ &
o=
A (0] P — {; R — {;
Cl\/\N )J\N AT % ’*E % :;-E
H h|lo T ~CH, T ~CH,
COHICIZN302 - 214. 05 CHNO, : 194. 15 CHNO, : 194. 15
F - BEEAEA~BEREO RO | BRI Q S TAFOTE | TEL—BI 7L 20 g
B R A R Yu I REARIL104.5 mg, FASE | fh7RAHK| (I hTRAPDTES
1TRHFIC AN AT L LT | i TR 41nl TR L0 | =X Ri%20 mg)
7.7 mg GH A0 ML \ZH ENDHEE LT 100mg) | TEH—1% 7L 100 ng :
BEH 7' NA (1 TN boTE
23 RiE 100 mg)
e | R SRR e SRR e
R <Zhhe- RICBHET B Lo
HEE>
L. ZIE%IJ B (e abu it il et
WL VBRI A RER O L, &
ﬁfm e,
2. KENS DIV ATF L D
P, EBRABRISHEAAN S
7= A ONEEFEIBREE K USRSk
ff”ffb ONT,  [BRpERE] K&
O [Harkmi] omEORNEEZ
AL, AFIOARMER O
43 TR LT Bl R
FOBREATH Z &,
k- | aEE. BRI, BBEYIRRTEOR | TR &350 AAIE 90 5RINT CFF | 1. WPEOEE SRR & Off
s X ERRITIE T AHIS B (0 | WRPHEES 5, 2T, . RATIETEY 1S
JVLATF L UC6L. 6mg) Xk | 1. PSS : K& LT 11E] 75 mg/m® (IARTHIFE)

UER AW e e R A B R S
O 2 HE S D & O ICRIET
60

<& HEICBET 2400 Lo

EE>

L. AL, TFREORE X - Ttk
c:otD\ DITMZERD HoT
BIET 5 Z LIXRETH B3,

RIS & OPFFRIC T, .
MATIETEY2I RELT
75mg/m’ (REKMEAL) % 1 H 1[H
42 ARG L, 4 A5,
O, AT, TEY 1
I RE LT 150mg/m* (K HEFS)
Z 1 H1[E5 HERS L. 23 HE
HKHF A, ZD2WHE 1 V—L
L L. w7 —/V Gl 1 [E] 200mg/m?

Z 1 H 1 [EEH 42 HRE, RO
L, 4 EEIREEST 2, 20,
AFEMCT, 7Y BI REL
T 108150 mg/m*Z 1 A 1 [ahE#EH
5 AR, OG- L, 23 HFASE
T5, OB HEL e L,
W7 —CiE 1200 mg/m? (218
BTAHZLRTEA,

2. FROYE W, A TIETE



katou
タイプライターテキスト
「最新の添付文書を参照する。」


IV I AT PN B E A

1.7 AR — SR

B s AT S BT EY 1S R PPN
EE L LA ORI | R 5 LR B, JaI FELCT M50 ng/m Gk
FHE LR &, 2. FROYE FiFE) & 1 H 1[EREH 5 B,

2. AR ZASEI L THER LIZSA D
BE R O 22 2VE I TREST LT
VR,

3. AF% 2 [BILL EEE LA D
BhE R OV 22 BVEITREST LT
v \foal, N

W ATIITEY B FeL
T 150mg/m” ( AKEE) 21 A 1
[ 5 ARG L, 23 HEWARIES
by ZD28 HE 17—l &L,
W7 —/LC 1B 200mg/m? | CHE B3
LI EWTED,

(AR - R B A L)
L —REE
AR & A OHEEMAEER & Dff
FIFRRICB LT, AR O S
PEIIHENT L TR,

2. FIRROBES

TEEHRRIRS & OfFFRE

(D) AFN O EBIA 37> TR
% S o RANQT Yy RPN
1) HFERES 1, 500/mn’ AL
2) 1 IMRE)S 100, 000/mm L1

()72 < & bR 1 [EoSERE Tk
AN L, ARG P[5 AH]
Wrin = &, LLNORWERFSEIR
VG BOREAT TS, FRid

FE T EE SR FH T
N
THH Hikie RS Hhik
B JEHE pasi JEHE
ffH 1,500/ | 500/mx’® | 500/mm’*
BRI | m’ LA IVNN it
= 1, 500/

m® AR

il
1z~ 100, 000 | 10,000 | 10, 000
B |/ /i’ /mm’

DLk Pk At

100, 00

0

/i’

i
FEMfiE| Grade 0 | HHEEEE | EEEE
SR SUTL | ORIWE | 13y
FIVEM b ZED
(D (Grad | JREIE

(NCT- e2) H
CTC (Grade
Grade) 3 Nx
4)

HD BB, O, EHIE ER,

(3) HHRIRE O FIMRZ & 0 | R
TRRNVER L7454, Qo
AR RED S AT L= X1
FRD 42 BT H SRR R
49 HETIERETHZ LN TE D,

TSR D HEAIR ik
(D) AFNDOI GBI 8T > T
DEET Tl 7292 &,

ROeh L, 23 AT 5,
ZDOWBHELIZ—NEL, KT
—/LC1[E]200mg/m* I3RS 5 =
ENTE B,

(I - e Bl 2 M Lo

L —EE

(D) ABNIZRGRR e 5525 Z &0
PELW ([BpERe] i
) BREOPEOESHR) |

(2) AK & DT EEREA & OFf
FIRRAICB LT, AR U e
PEIIHNT L TR,

2. FBEOEE

TEEHRRR & OBEFRE

(D) AFNDF: GRRIAIZ 8 7= > Tk
DX ~THd 2 &,
1) JFHPEREDS 1, 500/mm’ LA_E
2) 1i/IMRE)S 100, 000/mm L1

(2) D72 &b I8 1 (R OSERE TR
A I L, AKIREED Al 2]
Wrd s Z &, LUFORNWERFRSEIRE
VG BOAEA T, FRid

HHE S XU THIET D
N
T ki R k-
B JEHE JEHE JEvE
fif 1,500/m | 500/mm® | 500/mm’
B | oBLE | BLE EN
1,500/
e’ A
it
1z 100, 000 | 10,000 | 10, 000
B | /o’ /m’ /mm®
Pk Pk At
100, 00
0
/i’ A
it
FEIMiE | Grade 0 | HEFRE | HEHEX
Fe | U1 | ORIWE | 134
RIVER H o N
D (Grad | JEIE
(\CT- e2) M
CTC (Grade
Grade) 3%
4)

WD B, B, RHHEEER,

(3) JEHHRIBE D HR S & 0 bR
TREHIRIAER LI E, Q0
ARSI S AT L= &I
FRY .42 BEERR DG 2R E
19 HETIEETHZ LN TE B,

TGRSR D HAIB ik




IV I AT PN B E A

1.7 AR — SR

B s AT S HERIT R S R FE/uI R
D KFTERES 1, 500/m0 L | (DA B A BT TRk
D) M/MIES 100, 000/mi L | OA&PFETTil Z L,

@5 17— OWIRHh, ko4
TRl LTEAITRY , 552
7 —)V TR % 200mg/m’/ HIZ
WETHZ &, 7ok, B2 r—
BRAARH SR CE 20 > 2354
FNLED 7 =V TR L
W2 &,

1) HFHEREOTARAEAS 1, 500/mn’
Pk

2) 1 IMRER O AR B
100, 000/mm® LL_E

3) Wi, RO, MEHARRS FEm
WA EIWER OFEEEN
Grade 2 (W55EE) DIF

() &7 —/L ORI, iR %
U7 L, AR ERE O
12 IMEER D FARAEIL IS TR
77—V COHBFEEDVENEZ
DOWTCHIFT D Z L, b,
BB O N SRR iz
T HOIIAAIEE % 22 LR L
BN Z DB TUND,
F1m. KV —NOBHEHT-->T
W, IR C i A R
L. AFPER—EDS 1, 500/mm’ LA
b i IS 100, 000/mn® LA
2705 F THREEBGE LN
k.

D57 —NBRIZ B T- > Tk, ERT
DI —UZR W TROEGAITE
AFz s0mg/m IR E T HZ &,
D) GFHERE D FAKAES 1, 000/m’

NG

2) 1 IMRER O AR B
50, 000,/mm’ A

3) BB, B EHEAFRL Grade
3 OFEMIR AP LRIWER D H
HLU-EE

(B) RO EIIAFN D 5% 1k
5T &,

D BiE, Bl EHAFRS Grade
4 DI R HIeREIER
HE LIRS

2) 100mg/m’/ H AL IR WLEE
Lo e

3) BB, Bl WEMAERS, W
BRIZERTDZ —L LR T
Grade 3 OFEMIEFAI72FINE
FSREE LSS

3. EROES

(D) AFN OB GBIAEZ 8T > TR
OF S RN QT e R
1) HFERE)S 1, 500/mn’ AL
2) 1i/IMEE)S 100, 000/mm L1 L

1) JFHPEREDS 1, 500/mm’ LA_E

2) i/ INBEE)S 100, 000/mm® LA

@ % 17— OWIRH, kDSt%

T LTEAITRY . 552

77— )V 5% 200mg/m?/ HIZ

WETAHZ L, B, F2—L

BRAARH SR CE 20 > T34

FNLED 7 =V IR L

Wk,

1) SFHERERDEAKAEDS 1, 500/m’
Pk

2) 1 IMRER D AR B
100, 000/mn* P4 |

3) BB, Bl WEM-AR< FEi
WA EWER OFEEEN
Grade 2 (P&EEE) LIF

(3) %7 —/L O, Mgk % i
ORISR B L, AR ERE O
11/ IMEER D FARAEIL IS TR
7 =)V COHEFHEDMENEZ
OWTHWrT 5 Z L, 23, i
BB O N SR s
T HOIIAKIEE% 22 HUFEL
USSR Z &N HIL TN D,
Fio, HT —NVOBRIZ ST~ T
V. E)7 R MR A FE e
L. GFPERES 1, 500/mn’ LA L,
I/ INBEAS 100, 000/mm® PA_HIZ 72
HETREEZRB LN &,

(@) %7 — VBB 3T~ T, R
DY — UV TLEL T DA
1AK% 50mg/m B & 9°5 2
&,

1) I AEREODFARAEAS 1, 000/mm®
N

2) I ISR ORI
50, 000,/ mm’ A

3) L. B, WEEAFRL Grade
3 ORI LEWER D
LSS

(B) RO ENIAFNDE 5% 1k
HT &,

D B, B, EHEABR< Grade
4 IR LEIWERA
BUSE

2) 100mg/m?/ B A T L g
Ll A

3) Wi, B, MEHEABRS, B
BRICERTDZ —/LEFR T
Grade 3 OIEMIFFHI72EWE
FPHERELL S

3. BROES
(D) AFNOEEBRZ &7z > TR
DM~ TR 2 &,




IV I AT PN B E A

1.7 AR — SR

—
4

TV I AT PN R R

FERATE 2 R

TEIR

Q81 7 =Lk, RO AT~

T/~ LIAITIRY . ko7 —v
D57 200mg/m/ PTG E
HZLINTE B,
1) THFHERIOTARAEAS 1, 500/mm’
DLk
2) 1 IR O FARA B
100, 000/mm® LA_E

(3) %2 —/V ORI, iR 2

BN L, AR BRI Y
112 IMEER D FARAEL IS TR
77—V COHBFEEDVENEZ
OWTCHIT D Z L, b, A
BB O M) MR AR
T HOIIAFIEE % 22 HUFEL
FEBHERNZ 28BN TND,
F1m. KV —NOBHEIHT-->T
V. 7R iR & e
L. GFPER-ES 1, 500/mn’ LA L,
I IMEEAS 100, 000/mm® PA_ELZ 73
LETREARG LN &,

(4) %7 —NVBHEIZ 3T~ > TlE. EHiT

DY —UZFWTIROBAITE

AFZ s0mg/m IR E T HZ &,

1) AFHEREOEAKSES 1, 000/m’
Aot

2) 1IN D EARAED
50, 000,/mm’ A

3) BiE. Bl WEHEAFRS Grade
3 ORI LEIWER 3 HY
BUSE

(5) 100mg/n/ F A A AL L

TR T B IAFN O A Pk
THZE,

QEFHR OISR O

AHN 123 T IR Alnl, &
INZ L EBRLMNCHERE K HigmEIL
TAfRT2 (FEVBIR
2.5mg/mL) . FORE, RV IREZR
Z L IRRIR L VA LR
EAEE R S Z1TB L, 90
SITEIDNT T2 (AL
DI DIESR)

1) AFHERES 1, 500/mn LA -
2) 1fi/ RIS 100, 000/mm’ LA 1

@5 1 7 —NLItk, LUFOZE

AT LTI RY | Ik —
L OO¥E G 200mg/m?/ AT HI &
THIENTE D,
1) G B D FARAE)S 1, 500/mm”
Pk
2) 1/ INMRERODFARAEAS
100, 000/mm® LL_E

(3) %7 —/V O, i A

YIRS L, A BRI O
M/ NI D IARAE 2 DU TR
77—V COHBFPEEDVENEZ
OWTHIET B Z &, s, Lt
BB O N SRR iz
T HDOIIARIEE % 22 HUFEL
PHESH RN Z &N HILTUND,
F7o. KT —NLOBEICHT- > T
V. Y7 i & S
L. GFPER-EDS 1, 500/mn® LA_L,
[/ INBEAS 100, 000/mm® PA_HIZ 72
HETREEZRIE LN &,

(4) %7 — VBRI 3T~ > Tl EH

DY —UZFWTIROBAITE

AH|% 50mg/mREE T D L,

1) I EREORAXAEDS 1, 000/mm’
A

2) 1 IO EARAED
50, 000,/mn A5

3) i, Hl IEEA RS Grade
3 ORI LEWER D
HUEE

(5) 100mg/m?/ H A\ I AL &

TR T B IAFN O 2 Pk
THZE,

AFNDOBEGA T > T, B
W53 H T & D IR TR
T, EMIREE O TT K O
MRy 0, - R AR
ERfO S & T, AFIORE )
EHIB SNVBIEFN OV TOHE
iTsz L,

(D AANZ L DTERT, BT

RIS TE BERHEEICIRBNT, A
PUEEIRE A0 725 - s
FroBERTDE & T, AREDNEY)
&I D IEFNZ DN T DA
EhidHZ b, i, IRERIAIC
Heart, BE T DOZIE AL
PR OYERE A+ L, [FE
R TOBEETAH L,

(2) A & BRI 2 0P 255

BN, BRI
[ KD EOHENFEELT 5 rTRENE

(D AANZ L DIERET, BSR4y

RIGTE BERHERIZIBNT, 23
PUEEFRE A3 7250w - s
Fr BRI & T, APREANEY]
I KN DIEBNZDUNT DA
EhidHZ b, Fim, IREBIRIC
Hesrh, BEUIZDOFRIEAR)
PR OERE A+ L, [FIE
R TOLEETAH L,

(2) A & BRI 2 ORI 325

BN, BRI
(Z KD APHEDFEILT L nTREME




J1 0 N ATF L RPN B F

1.7 AR — SR

P 1 AT AR A AT E 1 S R FE IR
N DHT8, WG & 23k DD, HER & 3 AAL
FILE OO BRI 147 72 50 FILE OO BRI 43 72 50
ik - ARBR AR OERTO b & CTHENE ik - R A R OERTIO b & T
T5HI L, T5HI L,
@) AFNDOEEGHIC =2 —F AT | Q) AFOEGHII =2 —F AT
ANFRDPIFEET D BB DT AR ETHZ BB DT
O, WSROI LTS O, WY HEEOE A BT 5
& (THEEREANEE) . [E & (TEEREANEE) . [E
KERWER] KO [FEREGE] o KEEWER] KO [ERREGE] o
HSH) HSH)
S (ROBHEITHE G LN &) GOBEIITEG L2 &) GOBEIITEG L2 &)
1. AFIDORAIN T UBREDRAE | Q) AFIUZZ TN ST Uil | (D) AFIUTE T VR A5 Lt
[BO&H 5B BUEDBHIRO S 5 BE BUEDBHIRDO S 5 BE
2. R XIHHE L CWAATREMD | QT SUTHREL COARREMED | (@) iR SUTEIR LT 5 ATREMED
bomN [ Tl P, 55 oA [ i, pelm, b oA [ T, e, Bslim
I~ P 5] DIEBY) FEOPE-| DS FEOPE.| DS
KK - L #AK L HHRR
PEIR Woen | wU T e | [0 | TS — e Wtk | 7er— | 7ed—
#1 7.7 mg 100mg v v
YN - . FIE | DRRER A BN | TR
TQ L s AT B2 [TV 12T | 104.5 20mg 100mg
aR__ | cLT 77 W5 RN Hos | ne Gy | 7E/Rs
Wi RY 7720 = 1 h 7t 20mg 100mg
192.3 mg AR | 100 mg NS
i - (S G ) J5 T jis
3 RO E 7K) 41 nl Wi | Skl KA
4 iy THRL R, HIVRET AT LA
o= = zz:r%fi o TR 40 5 *-7“—5 MDA A
Sl nl 1T E Be. AT77 ) R EH
JEX K13 m hoi SRS
wn | Der= b 627 mg 2. MR
WA | 1-hrgd=r 167 mg R4 TEH— | TEL—
7~ RY I L— | 125 mg JLe e
T |80 BTN | HTEL
o 2ot Ve 20mg 100mg
El W b HE W 7 VH
B DR8N @] v | AfEY]
7KF S
. i 77 | BB
[l y
GER B | &6 53
Do I o] 1o
AFNE BRSO & SRR T | [ 29 9 B 1=
HY. AR AEHAK) 40mL Gl o i gl 100me
THHE L= EOFEY m I NEE || a—F
1%2.5 mg/ml. THD,
2. PR
AFNZE OB ART, A
BRI L CRW DRI CH 5,
B A TR LT & Z otk
pH BRONZBELLILL T LB Y
Thb,
Wk | o Bt
B | 3.0~ | #90.9 (FRAHE
4.5 KIZK B )
I ED | (RANHEER G2 HEE SN L0 | 1 EERE ROBFIOIERICE | 1. EHERE ROBEICIHEREICE
R IREZYD) 545z L) E45Z%)




IV I AT PN B E A

1.7 AR — SR

—

P IV AT PR E R FERATE 2 R FESBI R
(D) EREFERENTHI O & 2 B3 [t | (D) BBl S 5 838 FEh
REMBIN R T 28NN H REMEI SR T 2 B8EN R H
%, ] %, ]
(2) FHFE OFFEAERSE UL EIE DR | (2) EE DORFSREREE XX EE OB
HtEEEDH 5 B [RIVEH)R HtEEEDH 5 B [RIVEH)6AR
< bobbhbdBEWRH5, ] < boLbhbdBENRH S,
GV BIYEE AL QD HRE [EBE | Q) RGYEEZ AL QD BFE [
FEREPIRINC XV | BYSENE LS FERERIHNC L 0 | YUED B b9
DERENRH D, ] DRENRH D, ]
() /NR (TEEZFANEE) . U | /NR [ TEEASARNERE . U
WS~ E.] OEBHR) WS~ OmEEH]
(B AJERSE Emtle2atsENnD | (6) KERE B 2ahEEn1
LENAEBENNRH D, ] LONAEBENNRH D, ]
(6) Bl ( g ~0e5) O | (6) @illivg [ [ElE~oks) OHE
Z2HR) 2]
LD | 1. EEREAYRER 2. EEREAWIEE 2. BEREARER
(E5E) (1) NEEORIRICEIRIED BN | (1) AFIOBEGICHT->TiE, B8 | (1) ARG ST - T, Bk
HRIZE LMD HiLD FEREMIHIZE D R RRIfEF 23 HEPIHI DB /R RIEHI S =
el AAlOBERIZZE ZAHZERHBHOT, BN HZENRBLOT, SHENCER
DORIFRE PR T 2 & 0% E KRR (MR, JIFHRe - & WA (MRS, JITHEAE - B
ol L CAAIZREEST 2 Z BERE) 17Ol B REIRESE) Z1ToH708, BED
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V2LV B REFERERTIH), T LI & OWENH
BYELslEk L 5o
FEL: LTz & DED | 4L & EERESEE o
HD, Bl MR EAT S
" B EER G 728 &bl METRT
Al MEEEITH & L bl & THRHEREEATH 2
PG U CRIERREEITH 2 b, &,
Lo | 6. @A o 8. WH EDEE 8. WH EDEE
R (1) FEHIRefHE (1) Ay (1) FEAA M - pARmifE L 1 BA
D AH (CEOTAITIF—F | DAKIZHHNT DB, TEEHHT B2HEH LY TR
AY) 1L, BFE CI5°CLAT) | D 2 & KNSR G R -k % N AR
M5, KEEEO F FFoEISE L7=85E, EHIOKE OR T4y O THEE A A
O, IMANBEEOHENCTEDE | 1Tk 2L, BEDHZ L,
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1.7 AR — SR

gﬁ“ TV AT PR A T 1 S R FEEI R
TRREF L7220, ) AFKII=IR (25°C) THEAK | @R A B A7 UWIBTE
2) AFNL, SR T 6 BN E CTLE | (CCORERAME L, MBS U CAR Fio. DATIC
ThDH, CRBAEIER) B TARRLTHWAS Z &0 43 EDAK &I
3) ZEIRT6 IFHHLINOARRK CRBE | T& %, JfIT 14 RFELINICE RASERZ L, &
) 13 1 BOBEEES C15°C | AR T L, Ei-, R TR OREYINT
LIF) BRAFTEAH, Fllitk | ALRnZ L, B LT
OAAKNL, 30 HLPIZHEHT 2 3) WAt TR B E R D A Eel /e
e, BAIHMER LN &, HIHZ L,
(2) “EHEOTNLITIF— MO | QF5HEE
Bkt D AANTLTEIRANE - & L, 2
AHNL, BT, BREINRE | ERREI TR &, F, KT
OYESREEIORT, G| HANCEES LR ([H
FHEIZHR) %« HE] oEsg) |
(3) MMPNERIE RS 2) AFKN WA L 7 2 FHV N, 90 43
1) EEAUIR L THoIbfm U | AN AT 5 2 &, Be5TRE
7ot UBREZ CEL72080 | L AMoERHE| & OSSR
ToEIIT, KAERET D, TN &,
725, HIMRIEDORE X - JRIRIC | 3) AH & DI R Ui A
XV, KEBOTNCERYVE | rERAVZERERS TN
STHEETLHZ LT e 5, & (s & oA BRITE
GRS BE L TR, 7Rk, A & AR
2) MR L AR SR (B | BHORIZEI AT A TR ET
BHFICARRIBEIN TWIZGE | 220, 7 RUBESRE 13 %5 L
W JREBERE SIS T 22 | B2 &,
L, AFIEREERIURE 8122 | 4 RMWEEIR S5-I D81, JEAT
NEILTZE &, DIVAAT U | OSSR ERHID
HIMEIIARAYEIOBRE & R CTH | T, FEAMEIMNIITNN L ST
SN, BEIUCHER LGS | EmECRST52 8,
DAEMER O T LT
W2V, TS - A BEd
D EOTER) OTESR)
LD | 7. ZOMOBTE 9. ZTOMOEE 9. ZOMOEE
[y AFIDBERNGy T D IINVEAT | (1) BT RARIOEGZIZ, FAEFRR | (D) FERRMEMIZ 70 Sl
A, MO TIVFIRE & RS PEZ L7278 B YLl ERIBAE ERIBEDIER 8D iz &
BEEEEE L, vUA, T b DIEEDFRD BTz & OHEN DOWERSH D,
YDA e SN »o, QEWFER (7> b, RO¥E) T
DA LTZ E OENR B 5, Q) Bk (7 > b, ROEE) T, FURR OV RS B A AR
FUIR K O S B AN 42 L HHEITND,
oL OWERDH D, (IR (7> RROV X, #&D
Q) EWFER (7 v MEUY X, &0 5 ¢ BEEEIEO N T
Beh) T, FEEEMEARROIZ LD W3,
WENH D,
i
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1.7 AR — SR

F1. 72 EERMR—E (S=ZLXF, BE-LXTF)

AR S AAF il = WATF
[ T A A U 2 ®50mg = FZ S 25mg
HERHY A A U 2 ®100mg = I S 50mg
ol ) =2 st 5
HEREEA A 198741 H 12 B 19794E5 A 22 H
FEAAEH FEAAFUEA B 1 199443 H4 A FE LRV,
TRRHITEA
WANSGEOME | 2000 4F 10 AUGET (8D 2009 4F-6 AkET CGF7hR)
BAEAR (H
#)
TRy BEE, FEEEI BEE, FEEEI
ez 36 8O
NH:
N | CH,E\EHCO?JCH-,CH_CI-HCI
H.L ’Jh\\N e
CH,CINO, « HCL : 309. 15
11 oH
CHCIND, : 327.72
Y - G FESRYA AU o ®50mg : —EH T =L AF > 50mg | = R RS 25mg : 6 2341 7L
BT A AU ®l00mg : —EHF T =2 2AF > | = KT B35 50mg : 6 /51 7L
100mg
e R | IBEENE, BREIE, MY LN, BMEEREE AR, | TRUERO BRAR DN AR O E AR
BEZIMAE, AREMEM, MIOEZE N, Ve ke (B, Ailses. 505 - B |
JitE. FEMEY LSS, 18P MR
ARE - E | @R, NROAREAAEMEEIROUT 5 % UM | @R, TRLARE AR Sng &7z HASRRT A
i3 K L AZIRfRE L SRRSO ZENIRANIC R 592,
100~250mL [ ZERfiE L, 30~90 4y CAEAT 27, | 1. = ARTF AR & LT 2~3mg/kg & 1 [BH%5-
M 10~20mL (TR L, o< D (30~60 FD) il L. BEEHARMIIRTRIZL Y 4~6 FEFASET
IR ET 2, T=LAF L LT 1 [af&E5813 50 %,
~90mg/i? & L, REIOESITMIEIT RO L | 2. = AAF U HaRE S LT 18] 2mg/ke % 1 RN
NoT6 ~ SHBITATS, T2~3 G- L, HEHARMEEITRIZEY 4
725, AR, BRI & 0 B EHER S, ~6 AMASES 2, 1H, i - SRR K VR EH
BT 5,
(HE - e B2 M EorE)
FEPEEHINNE, 2 2SR ) 23 D B
KT DAMOBEEMERER] & OFREE (Fals
DU, S AATFUAERRE, B0 U AT URR
Bt 1TV, DRI S R UBSE ST
ik ( THAREREE . S ahn o (K
FEED | . HIDARERESE : B2 U AT U hR
0 OMIER) | %) 2RGETLZ L,
ik (zL) AENE G IACHRET, BERHICHORIET&

DIEEME I T, DSAAAREC 370w -
TR A FFOIERTO b & C, AR NEY) & W S
DIEBNZ DT OAIRET 2 Z &, IEE DR
\ZhTe>TE BHHERIONISEESRLU T
SEET D&, Fio, IBRBAICIL D, BENX
1 3Z O QG E -+ L, [
ERCHOOEETDH L,
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IV I AT PN B E A

1.7 AR — SR

— AR FmLBATF Y= A AF
NS (72 ROBEF TG Lz &)
1. ‘BREEEOH 5B [BEIWER & L CAmEk
DEO B HRERENTHRIOWME R H Y . 2D O
T 57280, ]
2. AFIDORRGI R LBl UE OB D5 5
B
RHAL « PRI ML FORO LB TH S, L #AREk
iz VERH TEFHH 13 TN CEN YIRSy 5
PYAAY50mg | A AV 100mg iz RSy S|
G | 5 ) 2y somg| 5= 22 F2 100mg =RZUE | AT R
(1)) FH 25mg i 25mg Wil 1)
- | PSEAORERSUIREREORION: —Foot | SAAT AR
S GEIR A 50mg 2 50mg
pH 4.0~6.0 UK (1 —100)
Vafit% 5 4 9. BHIOMER
BEBIEIL | #9 1 PRSI HH) FERRAE LI D U T B,
BT ()
7oz pH () (EERAEIR S
Setkt)
=Rr5r
W5
25mg P Hft~ir
=y 3.0~4.5 2 S
W5
50mg
W) =RFI08MH 25 mg O 13 7/UZHSH
KbmL%, =7 A 0mg D 1347
JUTTES K 100l 2002 TR LIz a
EHEOER | 1 EERS ROBEHERICRSTH2L) I EERE ROBEUHERIZRETHIL)
(1) BREEEEITH O 5 BF (EBEEEIHI T | (DIFEEOH L BEE [BWEH & U O gEREEO®
DEENRDD, ] ERHY, JEREE LTS, ]
Q) NEEODH HEE EWEHE HobnsisE | QBlEEDH L BE [EWEH & L CEEERED®R
nndH s, ) ERHY, EREE LTS, ]
B)EEEOD DA FEWEHN R H 52T | Q) RUYEELAHF L QW2 BE [AmERBT L 0 I
nndH s, ) YT AR T2 2 0385, ]
@) BYSEE B LTV D EE FEBEEEIHIC L | @ ASEESE (B2 ENH Hbhd 2 L2
0., BYYENEET 8B D, ) »H5, ]
G IRHAEARERIE, Bl LR SISOV (D)
HEEA~DES.) DIESHR)
A LOER | 2. BEAEARNEE 2. BEEREAREER

(1) BB B BERSRERIHISE O R /2 BIER AN =
HTENHHDOT, BHHDR LS 6 HFIE,
LEM S S TGRS (M, FHAE - B
HERESS) 2179728, BEOIRREEHolc8iss
B L, BEHIRD LA E, AR,
EMAF OB Z TS Z &, Fio, HANE
W75 LRWERDEL & B i, BRI
BT HZe08HHDT, FHITEEIATY 2
&,

(2) FEYSRE, HAfE A ORBI G IHE Z 8T
Zé&,

(3) “URMEEMEEE & L ORI RTEEERE 0DS) |
kMR, EREREE, 1S EE R a R A
ZTZERBHDHOT, TNHDOREEUITHOTER
THZ L,

(@) /NRE TH 59 DA, BIVEF OFFRITHAC
HEEL, EERGTE2 L,

(1) FHEH O B RESRERIHZ O BEE 2RI ER S =
HTENHDHOT KEEHDIR &b 6 HEIE,
1B CERAR (Iids, IPREAE - FERSARERR
HE) 2110708, BEOREEZ BT
Z &, BEDFRD ST, RS
WEIZREAATH Z &, Fiz, HANEHEICH
725 LEWERATERL & Siotl, BIEMHEE 5
ZENHHOT, FEIIHEEIATIZ &,

Q) KA % B 5 Ul BB B R RO R
ODS) . AR YRIRENRE LT L
DFERHHDOT, +HEELEETHI L,

(3) BYYIE - HIfEa R B T A0 85
Zé&,

() /N OES R TREZ A F IR OB 5T D856
W2, MR 2R BET 52 &,
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1.7 AR — SR

— SRR F=DAF L Hilfe= S AT
(5) /NS J OVEFE FTREZR IR DR e 59~ B
TR S HGATIE, MR 2885 BT 5
ek,
HHEOEE | 3. FHEMER 3. HAEMEA
GRS BFRCEET D L) GRS BFRCEET D2 L)
A FRoEIR - FRE | W - SRR | | [ s FRAEIR - TR | T - SaIN T
{DFEENEE | HRGRERIED | DOCL VR | | [ MoObUENEE | BRERAEIREED | DUl
741 FIEFRAERT 2 | Nafffasssmd | | | s AERASERT S | OBERIRRE
HOHRE | Cinbs, BE0 | BEZLR TR | CenbD, BED | AR
KRB | %, RAEZ N | & LCRBEm
HIET 52 X% L, BEIROLI | BAHID,
PSR ER T AT IR,
5, S DO A
BTH L,
B EOEE | 4. BWER 4. BWER ORI VB CX eV O FIWERHE

FEBIEL 1, 015 B 370 151 (36. 5%) 1, 119 HDFEIWE
NS STV, FARWERIXAMmERED 203
1 (22.2%) . I/ 185 7 (20.6%) . Ak
A= 110 £ (10.8%) | Al « M@ 103 £ (10.1%) .
FRIMERE 85 {1 (8.65%) | IMfazkfdE 80 4
(8.14%) . & 72 (7.32%) . ALT (GPT) k&
6311 (6.27%) . AST (GOT) L-H-57 1 (5.67%) .
PRSI ST  (5.62%) HTHoT,  (FFEAR
THP
(D) ERZ2RWER
DB - AifnERED (22.2%) | M
(20.6%) . &, PLmERED, HifER3H
LPNDZ EMBHDHDT, FH#gbe<tt 6
WL 1 8 SRR MR 21 7O, BN
ROOLNFAITIL, BEERAERITH Z &,
2) Y MEAmSE - RTEMEATZE (0. 10%) b Hii
52 LB DOTEE ATV, EEHFE
DOLNTFEITIL, BEEZIT) Z &,

(2) ZDMOEIWER
5 %Ll L 0. 1~5 Y%A
Ji Tl AST (GOT) k&~ | Al-P EH. U ES E
ALT GPT) EH- | F #EAET. AG tb
KT
i BIN 5. Z7L7F=
5L EREEL
HkaR | BERARR, i, R
FEL - Mg
EBYE W5
FE BFRIAE, BDIK
T | L AR SHEE, FEN HUG, OF
W, FOLL, A&

Ete, )
286 figk, FAERF 1, 970 BIFFEIWER AN RS S =ik
1,208 5] (61.32%) Td-oiz, FOFRLDIEL, H
MmEREZ B 52%) | Ik (30. 00%) %D
M, MEt (13.40%) . BARIE (12.49%) |
B (8.93%) | MER (7.92%) O LEMERT
bole, [ HBREEGROBWEHOE L (2D
64) 1)]
7eR, IEMARREEITF OEWEAS B G ENT 5
FEBEET D235 Y . BIED & Z Aol
L OO & 0 iE kS 2888 2 AT &
TR,
(1) EREWER
DEBem (1. 12%) . ek 0.56%) -
sk, s, i, HiifEm), B
BEIH, PLMERB SN B Hbonsd Z 3D
DOTERGH% D72 &b 6T 1 \ETR
FHIIERA ATV, DR DNTHEIT
L, EYIREEATH 2 &,
2) FVEEIETZE GBEEEASER) | e (BEEAe) -
YEMEATZS . RHEE) B s Z & 03
%

@) ZOROFINER
10%LL E 1;;%‘ kil | B
S W5
)
[ PR
(AST (GOT)
LEL AT
@D L
A, y-GIP
)
i EEA
BN -5
LR | TRk f | O, |
B | s | ek
o THE
Z i FEEA DE,
N
k. | 5 e
5
D BE5ATIET 52 b,
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1.7 AR — SR

— AR T LAF = DATF
B LEOEE | 5. BEE~ORE 5. EERE~ORE
ElE CIAERREAMK F LA 2 %<, Rl | BT 2 ldET 528, [HHICEEE T
TERD S B Vo T, FEITONCEERIRIC | AFEEEME T LT, ]
BETHZ L,
I EOER | 6. i, BER. FHmE~D&E 6. R, ER RS~ DRE
(D AR TR U WD ATREMED & B Im AZIEHE | (D d U 3AER L T2 ATReMED & S im AT 3
HLRWZEREE LV, [Ty FEHVWESRE HLRWZEREE LY, IHR7~17HHD
TERER SR GHE 7 ~11 H) T, =A% 7w MI¥E- L1238 (0.1/0. bmg/kg/ H) T,
F> 5. Omg/kg DB X W INEEE GHTERK SO RO TN D, ]
JfRk, JKEEE, DEPHEIES) 23, 10.0mg/kg | @ WIS T 25AI0TFLE RIS TS D
DOEEAZ L 0 BIEE (B ORE. Vol b A OBRGIZEET 22 I LT
FE) PMESR WD, ) AN
Q@) BB ST DAL E RIS TS 2
L, @BWEER (T v N T HtT 0BT
WEEN TN, )
B EOIEE | 7. /NREEA~DEE 7. INRE~DEE
INFE B G DA IR ARIGETH 57 | (RHHAAREE, AR, IR, S NRicks
B, BWEA (MK « AlERBDSE) 236 6 | 355 A13#BiE 2 HolciTV ), MEIRET 52
FTVDOT, BEA T, EEIRGTH2 L, | & RBRAREETH D20, BWEH (RMEk
VS DR Hhed vy, ]
EH EoEE | 8. HHLOEER 8. WH LR
(D) B - B2 T UG L2 &, (DB EHRE « B2 P XIS L2 &,
(2) BRARPNTISREE: - (2) FHRdRE - | L BLE LT3+ 5 2 203
D FRABCEIZER L, SERASMAE MRS & HOTHEETDHZ L,
PEFREBATIC R, T - BUEAR T2 803 | (3) Gy « IR Dl ERd 5 2 &,
HOT, HEEIEEFTHI L, ERIRPNB S B L, SRESMAE MR D & 5
2) AKNRR I BERLNAETD 2 &, AL RS « BSEA R T2 LB LT, ik
(3) FRRdEY - A & BLA LT A3Z b5 2 L3 MMM 2NE D EEICERGT 52 &,
DOTEET DL, FHT, FE~T LV Uit%
RYHS & DELE TN LT < Fe, S
L7 AT DB E ETHEA L OfRE
TIISERIDRBD HND Z ERHDHDTHE
Bi5ZL,
@) Zofth : IR S B0 2 &, IRICA-T25
Ak BEHIOK T2 8,
(BB Witk OLENE
iR DR
1% KR CIE, BRI 0 | IBEEAMR N
ELE T T, 30T T 4 BT 9%, 8 HF
THI 20% D53 fiF AR T =,
Qe
1% ClE, AT L TREZETH Y . BN
FLET IR, 2 BECRI8%., 6 BEEICKI 20% D5y
AR,
@pll D
TR IR LTz 1% Tl pH AR B 0 |
pH4 TRBZEET, OV T pH2, pHe, pH8 DIETH
0 HE~T VA VIHTCIIARZEE CTh o7, plld
TOREMIE 30°C, 4 TR 13%. 8 BT
23% D53 fR%E TRz,
EH EOIER | 9. FOMMOES 9. ZOMDOER
T b ARG LR CREOERERD - & | Ty b - A XEE LSRR OB ROERRD - %
HEMIER UT= & DHENR B D, HEMIER UT= & DHENR B D,
%
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201X & XX AR BB 1HRD) HAE S S S
BRI 87129
weEss XY FTIVCRNEERA T. Tng e
(DL LAF S BABERAD £
B LT, 5O Gliadel® 7. Tne Inplant ek | 1969 A

FEREARR « SN T~ UFTROBIRNICHT 5 = &

) EE-BEAEOSEAACL VT2 L

(B&

AFDEEICHIz>TIE. BEFICHARIETE 2EERERICH
WT. BEBERON B FH R OEYMRECH2 M - B %
BEOEMDL & T ABIDBENEY & HIB S SEFIZDONT
NDHERT D &,

(22 (ROBHICIFBELAGENI L))

1. AHE ORI LBBEDBREEDH 5 EE

2. ERXISIEIRL TV SFREED HHMA [ T1ER. EfR. 8
HRE~DOEE DESR)

[#BRE - $E4K]
ot XV T TN EFAFIT. T mg
oy - B 1TEHIZHNVLEAF L LT 1.7 ng
WY RY 7 =F a2 192.3 mg

WO 1~ B .00 PIALR OO i 1
S - a3 PR 0~ B £ 00 AR o0 i PN B 1B

FAR s LA
hox & EAE 9 14.0 mm
JEX 1.3 mm
[%hEE - ZhE]
MR E

<R MRICEET SERALOEE>

DL AR, PR 1 X 0 A A RO b B

[EAPAEA IR

L2 A B DA B AT L ORERI, BRI AL DR

72 (835 O JEFFEIRR R J O S (2O T

[EpEiE] RO

[ERAR L] DEOWEZ R L, RAIOEIER VLML

TR L7 BTN ERE DR 2T O T &,

[Ai% - AR]

WE L AT, EEYIRRIED K & SIARITIE U T, A 8 &
(BN AT & LT 6L 6mg) ST T U 7= M dk % ik 41
BRINIFFOBIBRE 2 BT 5 L O ICHET 5,

C<HE-FAERICEET SERALOEE>

L L AAIE BIRIEO KX & - BRICED . b NCER D BT
RS C AT H B MR L LR RIS

HELARWT &,

L2, AHE SN LT LTS DA R OV ST LT

AN

D3 AHIE 2 ELL LR L5 OB R O MR LTy

2V,

(ERALDEE]

| BEEGEKRNIE

(1) WESFGIRRT % 1 BIERIE D & BN I 38 5 FIAVERD S %
BEIE, AR ORIEATCZ ORI Z AT 5 E 055 E
(Tol ECARERET 5 &, (RADMERICBITL
COKBENIIES 2B ENRH 5. )

(2) AFIFEBEE BT, MEBRORHARDHND Z &
WD DT, FANREO MRS O AVE % @8I £l d 5
&,

(3) AHKIFEH D CT L ONMRT FRAL 3T, BIFRIEE FH o fdhi
FRIERRARO SN HEA IR, ABIORE X TNELS
OERICERNT D AREMERH 5 Z LICEE L, WY
i B RN

2. ElER
< ENERRER >
ERNTITbZERRER (24 ) ([CBWCRIER (BFmE
E S & Ede) RBUEHIE 13 61 (54.2%) T, EREIERAIL,
MMTEIE 6 6 (25.0%) . FEA3 ] (12.5%) . U v S EREA 3
B (12.5%) . IR (R4 Rz &Te) 341 (12.5%) . &
2 41 (8.3%) . MEM: 2 61 (8.3%) . AAKGE 2 41 (8.3%) .
§EE 2 5 (8.3%) . ALT (GPT) #8/m2#1 (8.3%) Th-ol=,
(FKFEIRE)

(1) EXLEIEA

1) Eg KEEES GEEFHY)

JEig KBNS DD I ENHDHOT, #lgr+
ATV, BFEDRD DNHAITIE, PUEERR G722 &
WUIREETTH Z &,

2) iFEE. BEEANELR. KEEE. BANL=T
BMPEAE (25.0%) | SHIFNE LS GEEEARE™ ) | JKEE
SE BRI ) | I~ v=7 EERAT ) Ndbb
N5 EBBHHDT, BEATHIATH, RENZBD LN
TFHEAITI, WY REEITY Z &,

3) AlSAEAR (EETREHY)
BTGB 2 KIE T ATREME AN & 2 & ., I BEIE O TR
HiL AIETERGEIE I X DA LB, AIAPHERH Sbhd 2
ENHDDOT, BIEEFDITATV., REDPRDOONT-5HE
20X, EMYREEITH 2k,

4) BRPE GEETRHY)

BIGR:, B5, BEREA 72 EOBYSENH b b Z &N
BBDT BEETHITATO BERRED b HA T,
W) R E AT D Z &,

5) MiEERE GEEFHED)

JFRTE, VRERERARIMARIE . IZEARAE 72 & O AR FEARIE DS &
LD ENHLDOT, BEEZTHITITV, BEDFRD
LNHAITIE, EORAEEITY Z &,
6) i (BEEFREAD)
JEE I, B I, SEEEPN L7 o HIER A B S b
HIENHLOT, BEEZTDITV, BRENSHED LN
Wi, MYR0@EEITO Z &,

(2) Z0ithEI1ER
WD XD REERNS &b 581X, RIS U CGEy)
TRAVEELTH Z &,

5% L | 1~5%kil SR

SEER | %R | ISR P | Ew i, S, B,
M. MR, SR, S5,

Wi, (D
BRWE | GUR. 7| Db, B | BHALRIE. 5 o ARE
* | SERUE. i | IS RLE, Wl Wt
BB, | BERE, AR, 7L,
B OHUBRE | SR M, RHRE, SAVE,

BESE, BUR, Bk X
FHRDT BRGS0
Wi, AR,
e, HE, GERETE.
RIS, B, R,
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5%Lh k| 1~5%Ai SR

TR . D\, B0
Rl KO, RAME= =
— S — IR

R AR IpRAE, kM, HAhiRe Tl
SHVEAE, RDBEE, KW,
EEE NI LI N2 N1 2 N

Hs

U U RER
B b

[N E R
A A ER
B

HmERE D, 7 be
e A L Bk e A
AE, Eifn, ik R e

[y

B -
FR28
faRes

ALT (GPT)
B

HTBERERRA SL 0. A1-P HE 0

W PRAER FRENC-SREESN TN
Ta v, EiilE, EiiE,
F7 =8, Mk, LEX

SR O A SR

JHIESR b R

M-, AR
JEIES

JEERANPLER | R, (R

ZOFEIE, MEAE,
7z, BITE, &%
R, RS AR L,
i, AR, OISR,
BT

G
Z

&

&
S

IR 25 Lo< b, IRINEE, &

e it

R
P53 b

PRAFIE., b, Bk, f&
F R U LAMSE, Rv 7%
> A UE

RPE PfE, o P FhE, HIR

2, RIGIEG:, ¥eBLJT

Z 0t NI
#&. CRP By
., CK (CPK)

Hm

AVE SR L, GIBHERALE
IBAEALIEIE, DB ERALAL
DE, ORCPRMEREE T A, A A
B, RIEDARIE, BEVRHTH
Mg, SR Y N
N, BRI

A TOHBD LN TW D EIERICOWTITHERB & LT,

3. iR, ER. BIRF~AORKRE

(1) A TR L WD ATREMED & Do AT id, B L 72w
T & AEBRPTREZRIE AT, ACHI R AR IR AR 2 3 3 )
REHEEE VD KO HET 5. N— M —MEIRY % AT
REMED & 2 BRSOV T HIRIK 3 o A IR E Y 2tk 2
M2 X815, (KROHYES THDL AN LAT
VEEREY (VYR T o) ICRELicE EICkhEE
PERMERTAE S, B (T v ) TG Lok SRR
HEDIET, MELCDHEMARD bl DHREDH D, )

(2) BAPOWBNHEST 2%E1E. RAEZPIEIED L,

EFER (T v b)) CTHCEERRD L A AT o RN

L&, BERROANBITARO LN TN D, ]

4. NRE~ADEZE
NS AR EVEIMENT L TRy, (EAREBR 20, )
5. BRLODEE
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Reprinted from WHQ Chronicle, Vol. 25, No. 10

International Nonproprietary Names
for Pharmaceutical Substances

In accordance with paragraph 7 of the Pro- The inclusion of a name in the lists of
cedure for the Selection of Recommended In-  recommended international nonproprietary
ternational Nonproprietary Names for Phar- names does not imply any recommendation

maceutical Substances,® notice

is hereby {or the use of the substance in medicine or

given that the following are selected asrecom-  pharmacy.
mended international nonproprietary names.

RECOMMENDED INTERNATIONAL NONPROPRIETARY INAMES (Rec. LN.N.): LisT 11°

Recommended International
Nonproprietary Neme

{Latin, Enghsh)
acidum bromebricum
bromebric acid
acidum capobenicum
capobenic acid
acidum cinamaticum
cinametic acid

acidum iozomicum
iozomic acid

acidum mycophenolicum
mycophenolic acid

acidum polyglycolicum
polyglycolic acid
acidum tienilicum
tienilic acid

acidum tolfenamicum
tolfenamic acid
adipheninum
adiphenine
alibendolum

alibendol

alletorphinum
alletorphine

amadinonum
amadinone

Chermical/ Name or Descrption
ant Molecufar Formula

(£)-3-p-anisoyl-3-bromoacrylic acid
C11HsBrOa

6-(3.4,5-trimethoxybenzamido} hexanoic acid
C1eH2aNOs

4-(2-hydroxyethoxy)-3-methaoxycinnamic acid

C12H140s

3,3'- [tetramethylenebis [oxy (2-hydroxytrimethylene) (acetylimina} 11-
bis[2,4,6-triodo-5- (M-methylacetamido)benzoic acid]
CaaHaolsNa012

(£)-6- (4-hydroxy-6-methoxy-7-methyl-3-oxo-5-phthalanyl}-
4-methyl-4-hexencic acid

C17H200¢

poly(oxycarbonylmethylene)

{C2H202)n

{2,3-dichloro-4-{2-thenoyl}phenoxy]acetic acid
C13HeCl2045

A-(3-chloro-o-tolyl)anthranilic acid

Ci1aH12CIND2

2 -diethylaminoethyl diphenylacetate

C20H2zsNO2

5-allyl-N- (2-hydroxyethyl}-3-methoxysalicylamide
CizH17NO4

17-aliyl-17-demethyl-7a-{ (R)-1-hydroxy-1-methyibutyl)-
6,14-endo-ethenotetrahydrooripavine

C27HasNQa
6-chloro-17-hydroxy-19-norpregna-4,6-diene-3,20-dione
C20Hz2s5Cl0a

Y OF Ree. Wid Hith Orp., 1955, 60, 3 (Resolution EBIS.R7); 1969, 173, 10 (Resolution EB43.R5),

? Other hists of recommended imernational nonpropretary names can be found in Chren, Wid Hitk Org., 1955, 9, 185; WHC
Chronicle 1959, 13, 146, 4637 1962, 16, 101; 1965, 19, 165, 206, Z49; 1964, 20, 421; 1967, 21, 538; 1968, 22, 463; 196, 23, 490, 1970,

24, 526.



Recommended International
Nongroprietary Name
(Letin, English}

amcinafalum
amcinafal

amcinafidum
amcinafide

amedalinum
amedalin

amoxapinum
amoxapine

aspartamum
aspartame

azaprocinum
azaprocin

baclefenum
baclofen

bekanamycinum
bekanamycin

benzobarbitalum
benzobarbital

bitipazonum
bitipazone

bromofosum
bromofos

bumadizonum
bumadizone

bumetanidum
bumetanide

butiresinum
butirosin

carmustinum
carmustine

carperenum
carperone

chlormeredrinum (Y°7Hg)
chlormerodrin (197 Hg)

cinmetacinum
cinmetacin

clancbutinum
clancbutin

clobazamum
clobazam

clobenosidum
clobenoside

2

Chemicel Name or Description
and Moleculer Formula

9-fluora-115,162,17,21-tetrahydroxypregna-1.4-diene-3,20-dicne
cyclic 16,17 -acetal with 3-pentanone
Cz2sHasFOs

9-fluoro-118,161,17,21-tetrahydroxypregna-1,4-diene-3,20-dione
cyclic 16,17-acetal with acetophenone

C2aHaaFQs
3-methyl-3-[3-(methylamino)}propyl]-1-phenyl-2-indolinone
CraH22N20

2-chioro-11-(1-piperazinyl)dibenz [6,f][1,4]oxazepine
Ci7H16CINsO

3-amina-N-{ a-carboxyphenethyl)suecinamic acid V-methyl ester
C14H1aNz20s

3-cinnamyl-8-propionyl-3,8-diazabicyclo[3.2.1 Joctan
CieMHzaN20

B-(aminemethyl) -p-chlorohydrocinnamic acid
CioH12CINO=z

kanamyc¢in B or £-0-3-amino-3-deoxy- o-D-glucopyranosyl-(1—4) -
0-[2,6-diamino-2,6-dideoxy-a-D-glucopyranosyl-{1-—6}] -Z2-deoxy-
streptamine

CtaHa7NsDio
1-benzoyl-5-ethyl-5-phenylbarbituric acid
C1aH15N204

2,3-butanedione bis[4- (2-piperidinoethyl) thiosemicarbazone
C20H3sNaSz

0-(4-bromo-2,5-dichlorophenyl) 0,0-dimethyl phosphorcthioate
CeHeBrClz20aPS

butylmalonic acid mona(1,2-diphenythydrazide)
C13H22Nz203

3-{butylamino} -4 -phenoxy-5-sulfamoylbenzaic acid
Ci1vHz0N20s5

0-2,6-diamino-2,6-dideoxy- a-D-glucopyranosyl-{1-—4)-

O- [ p-D-xylofuranosyl-{1—5)1-AM1-{4-amino-2-hydroxybutyryl) -
2-deoxystreptamine (A form)

mixture with

0-2,6-diamino-2,6-dideoxy- a-D-glucopyranosyl-(1—4)-

O- [B-p-ribofuranosyl- (1—5)1-A1-(4-amino-2-hydroxybutyryl) -
2-deoxystreptamine (B form)

C21Ha1Ns012

1,3-bis{2-chloroethyl)-1-nitrosourea

CsHaCl2Na02

isoprapylcarbamic acid ester with 4’ -fluoro-4-
(4-hydroxypiperidino) butyrophenane
C1sH27FN20a
[3-{chloramercun-187Hg)-2-methoxyprapyl} jurea
CsH11CiHgN=z02

1-cinnamoyl-5-methoxy-2-methylindole-3-acetic acid
Cz1H1aNOQ-«

4-[p-chioro-N- (p-methoxyphenyl) benzamido] butyric acid
CiaH:aCINO=
7-chloro-1-methyl-5-phenyt-14-1,5-benzodiazepine-
2,4(3H.5H)-dione

CieH1aCINz0O2

ethyl 5,6-bis-O0-(p-chiarobenzyl) -3- O-propyl-D-glucofuranoside
C25Ha2Cl206
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