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irinotecan hydrochloride injection
(Pharmacia & Upjhon Co Division of Pfizer
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B LA
AH L 5-7 AT v (5-FU) ke A
aR Yy (LV) &P

ARAFNL, 90 /2 THREEFET L 2 & (8
WEKROMBOEEZZR), T XTHOL I A
YT LV EARAER %, £ 5-FU T LV &
E#HELIZEET 5, KANTHEI LD LY
AVTCHHT L2 &, BUEHERR SR TS L
VAU HEFRILITTRT,
£ 10: FAREORE LV VAV RUCHERE

E a
VIO RAL | KA 125 mg/m? % 90 4y C s i ¥
R—F 2 * (day 1. 8. 15, 22)
5-FU/LV & | LV 20 mg/m? % 7R — 7 A 1E
DPEH T 6 (day 1. 8. 15, 22)
WYy A 270 | 5Fy 500 mg/m?® & R — 5 A F ik
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ey WA RR O %0
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B 45 1 BeRg 2 B
& e JE s
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LV 20 20 20
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JUiX day 43 | R—3 (day 1, 2, 15, 16, 29, 30))
(2B AR) 2
5-FU 600 mg/m? % 22 W[ C A
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WeE | lKGE4 (d22%4) | Campto 20 mg/ml concentrate for solution for
infusion
(Pfizer Limited)
ILIEENIES
- &
fii &
ME | Bot4 (B¥4) | CAMPTO® 20 mg/ml
(PFIZER PHARMA GmbH)
IS
ML &
fii &
LE | BR5E4 ({E%4) | IRINOTECAN PFIZER 20 mg/ml, solution &
diluer pour perfusion (1V)
(PFIZER HOLDING FRANCE)
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INE | BRoE4 (224) | "CAMPTOSAR® irinotecan hydrochloride
trihydrate for injection 20 mg/mL
(Pfizer Canada Inc.)
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# 4 K54 | NCCN Guidelines™ Central Nervous System
v 4 Cancers Version 2.2011 %%
ZNAE - 2% | PRINCIPLES OF BRAIN AND SPINAL CORD
(£7213%) | TUMOR SYSTEMIC THERAPY
HE - 20 2R B i
Db 5aHe | Glioblastoma
o) - Recurrence/Salvage therapy (4= T category 2A)
» Bevacizumab
» Bevacizumab+chemotherapy
(irinotecan, BCNU, temozolomide)
» Temozolomide
» Nitrosourea
» Combination PCV
» Cyclophosphamide
Platinum-based regimens
Mk - HE& | A R4 QRSB 20D IRILGR L@ 0 H
(E R EFEIILL T o v, (BV: Bevacizumab)
% I B .
o 5He | BV 10 mg/kg intravenously every other week.
o) BV + CPT-11 group received CPT-11 340 mg/m? (if
taking enzyme-inducing antiepileptic drugs
[EIAEDSs]) or 125 mg/m? (if not taking EIAEDS)
intravenously over 90 minutes every other week. A
treatment cycle was defined as 6 weeks of therapy.
HA K74 2| @O Cloughesy T, et al. J Clin Oncol. 2008; 26(15S):
D AR L F 2010b.
@  Friedman HS, et al. J Clin Oncol. 2009; 27(28):
4733-40.%%%
@ Kreisl TN, et al. J Clin Oncol. 2009; 27(5):
740-5.%%°)
@ Vredenburgh JJ, et al., Clin Cancer Res 2007;
13:1253-9. %%
® Vredenburgh JJ, et al. J Clin Oncol. 2007;
25(30): 4722-9. %%
fii = ® NCI-PDQ® : Adult Brain Tumors Treatment, }

YASCO A R A4 TN D b1
inol=,

® CK[ERER{EE : Centers for Medicare &
Medicaid services &%z T {R R 8 % 1 ¥
DA LT




[Medicare |% FDA &3 # @ indication & 3£,
LLF @ off-labeled indication (2% 3 2 {5# & /3
—3 5,1 LORLENDH S,

+ Carcinoma of small intestine

* Non small-cell lung carcinoma (alone or in
combination for the treatment of locally advanced
and/or metastatic stage I11B or IV NSCLC)

- Small-cell lung carcinoma, extensive-stage
small-cell lung cancer, first line treatment, in
combination with cisplatin

+ Cervical carcinoma

+ Pancreatic carcinoma

- Advanced esophageal carcinoma

+ Metastatic gastric carcinoma

+ Primary brain tumor

« Epithelial ovarian cancer of platinum-resistant or
platinum-refractory patients

- Metastatic breast cancer, refractory
¥ 7=, Local Coverage Article ®H{Z 1%, EF2I2hn
ZLLTOBEISHRREZES LT D HDONH 5,

* Malignant glioma of brain, recurrent of progressive

disease

- Bone cancer-Ewing's sarcoma
+ Metastatic rhabdomyosarcoma
- Small cell cancer of bladder

A K74 | ESMO clinical practice guidelines
4 High-grade malignant glioma ®%®
ZhiE - 2% | Recurrent disease
(F72 3% High imaging response rates and a steroid-sparing
RE « 20 R B . o .
b s | effect have been observed with administration of
pr) bevacizumab (£ irinotecan). However, the effect is
frequently short lived and may be largely due to
changes in vascular permeability. The effect on life
expectancy remains unknown [Ill, C]. On the basis of
the available evidence bevacizumab is not currently
approved by the European Medicines Agency for
recurrent glioblastoma.
ML - H&E
(£713H
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fii %

LA oFL# A3 & 5 : For patients progressing after
prior chemotherapy, there is no established
chemotherapy regimen available and patients are best
treated within investigational clinical protocols.
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3. HERNRFITMHRDLENIDREKITHER « fREFFIZHONT
(1) TAERACHBER, EVBBHRE IR AR E L TOHwERI

<KD B R Tk (RGO BRI SE) | BRSRHE R, UK - aliE % O & L H
DRI S >
1) PubMed iZT, AFOEETHRELIZEZ A, I0WMDBEY LT, 2056,
HENABAEOEIELLRBRICTHR LI ARLEE LT 2 H, "N AT LAY
TR OE I ABEERRBRSE L TC3IWERELL, Zofic, 41V /7
A ORKRBRE LT 2HERE LT,
Fi %% 38 : irinotecan AND glioblastoma
0 IA LA (Limits) : Clinical Trial
R 22 ¢ (Mirinotecan"[Supplementary Concept] OR “irinotecan"[All Fields]) AND
("glioblastoma”[MeSH Terms] OR "glioblastoma"[All Fields]) AND
Clinical Trial[ptyp]
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M H 2011412 A 7 H

2) EPEE web (12T, UTORMFTHREBELILEZ A, 5 WALy Loy, HE
PN 2 BE I O il R R BRIC AR D A SCRRIZ 2 v o 7o, EPNE B 1 #ic B LT,
[(5) FENFITFR D AH T O iR & ORI OV T IZ5E
# L7,
MRERRE BEE AV T
BV SABGAM - REERER <
R (R B 2ENE/TH or B 2EME/AL) and (Irinotecan/TH or A U J 5 1 v
/AL) and (Bevacizumab/TH or ~X 33 X< 7/AL)) and (PT=2 %6k
<)
A 2011412 H 7 H

3) EYBREHARICEL Tk, ERFGETHRELEN, AV /TRy
A~ 7 HOEpEERBRIIE v S Lo T,

PEEFHEROZEBICE LT, 4V 7T h U BEAOERYEHRERER 2 #ic>W\ T
BE LT, ZOMIZ, A T4 ORISR 1, DEEGE Liz~Ry
R=T7 AV 7T HPEHOFE N EERRER L H®iconT, B|ELL,

PIF, BEEFLIMOIESCHE L RIEMNEREZZO CRed T 5, £z, %
B2 oEMEHR E LT, AMESCHER 10 RONEZFTLHEHT D,

HYAED (6, BE LHER—& ) IZFLH D H - 7= 3k 1) I Clin Oncol. 2008;26(suppl
15),Abstract 2010b 1%, ZEE-2) O K & [F CERIKRER (2D T o 2008 4= ASCO
meeting abstract ToH 572, F#M A AWM L7z, £7=. 3CHK 3) J Neurooncol.
2010;96,259-69 L, "NV X< T HAORETH Y, AEY L EPEEE L 20
72, BE Lo T,

<A BT D ERIR AR >
* BENEBEEOEELLAR
1) Friedman HS, Prados MD, Wen PY, et al. Bevacizumab Alone and in Combination
With Irinotecan in Recurrent Glioblastoma. J Clin Oncol. 2009;27:4733-40. (B EE
# D CHEK) (NCCN A R Z A >, Principles of brain and spinal cord tumor systemic
therapy (References) @ 5| SCHkE 7= 22) %92

TEY 1 I FEOHBRIREIC X DRTREEN & 5 B HFMEEE T
A= THBPRIE L AV T 0 v & OPFPRIE DR M M O M % FH N3 2
E#RLIEEMIELEEE N TH 5, 2 8MEIC, XA X~7 (10 mg/kg,
RN G-) Hohse b (85 ) XAV 2 7 v (BERFHEEM 2 =3 HuRim
Al 2 LT 58413 340 mg/m?, i L T W4 13 125 mg/m?, 90 43 LA
T A ERE) EOFH L (8241, 6 M A LY A7 vE LTe, EEFEMIE
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Hix., 6 » A SEEAFE (PFS) ROFBIZEZHE (ORR) & LT,

6 & H PFS IR X~ T EHMBET 42.6%, "N X~T+14 1Y )70 B
BT 50.3% T o7z, BEhRITHMAE T 24/85 (28.2%) . #F FHRE T 31/82 (37.8%) .
ZNHI P B RAEE 5.6 v H JFHBETA43 v A Th o 72, 24 HIM (0S)
HOEIE, BRBET 9.2 0 A, OFHBET87 v ATH o7z,

WL E T2 ERERIT, XAV X< 7 HMAEE (84 ) T, i ERBVE
C X DY LB, WERIE 1Bl CTh o, OFRBE (796IH) T, B 1FITH
-7,

Grade 3 LA FOBFERHGIITEROEY T, HMEET 46.4% ., PFHBET 65.8% T
boi-, Grade3 DL EOEE QLA EREGIL, HME T, SILE 74, AlEREES
OFHIE 2 B, &R A2 28R 0E 3 B, BhR MR ZERNE 2 il Th o7, PEHBETIX
I 1B, HIf (overall) 2 1), SEZEAN M 1 61, AMGIRE A OHE 161, 5k
e ZEAR e 7 51, BhRMAR ZERSE 2 B, BEHR LB, WHLEZL 26 TH -T2,

Table 3. Adverse Events
Patiants by Treatment Group and Adverse Event Grade
BV in = 84} BV + CPT-11 in = 79)
Al Grade = 3 All Grade = 3
Event No. % No. % No. % No. %

Any B3 988 39 454 79 100 52 65.8

Leading to death 2 74 1 13

Leading to discontinuation of BY 4 48 14 17.7

Leading to discontinuation of CPT-11 Ma MA MA A 14 17.7

Serious 22 26.2 34 430

Selected
Hypertension 30 387 7 B3 iy | 6.6 1 1.3
Hemorrhage, ovaral 23 274 0 ] 32 ans 2 5
Hemorrhage, intracranial 2 24 ] ] 3 38 1 1.3
Wound-healing complications 5 6.0 2 z4 z 5 1 1.3
Venous thromboembalism 3 36 3 36 8 101 7 8.9
Arterial thromboembelism 4 48 2 24 5 6.3 2 5
Proteinuria 4 48 0 0 2 .5 1 1.3
Gl parforation 0 0 0 0 2 3 2 g
RPLS 4] ] ] ] 1 1.3 0 0

Occurred in = 5% of all patients®
Aphasia 3 36 5} 76
Confusional state 2 24 4 5.1
Convulsion 5 6.0 1 139
Deep vein thrombosis 2 Z.4 5 6.3
Diarrhea 1 12 4 5.1
Fatigua 3 36 7 89
Hypertension 7 B3 1 1.3
Pneurmonia 1 12 4 51
Pyramidal tract syndrome 1 12 4 5.1
Somnolence 1 1.2 4 51
Hypokalomia R 36 5} 716
Leukopenia 0 ] 5 6.3
Lympyhopenia 2 Z4 5} 7.6
Meutropenia 1 12 7 89

MNOTE. Adverse events that occurred during the planned treatment :erod wiere graded according to Mational Cancer Institute Common Terminology Criteria for

Adverse Events. Far patiants who received postprogression treatment lie, CFT-11 added to BV), only those adverse events that occurred prior to CPT-11 treatment

are includaed. For p..tIQ‘ﬂS who axperianced multiple occurrences of a specific adverse avent, the adverse event was counted only once at the highest Nationa

Cancer Institute Common Terminology Criteria for Adverse Events grade that it occurred.

Abbreviations: BV, bevacizumab; CPT-11, innotecan; NA, not applicable; RPLS, reversible posterior leukosncephalopathy syndrome.

*MedDRA preferred term was used.

2 ) Pope WB, Xia Q, Paton VE, et al. Patterns of progression in patients with recurrent
glioblastoma treated with bevacizumab. Neurology. 2011;76(5):432-7. ®%9
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1) LE— KRR T, MRI W& EI2R0 2 EEWE (AT, =R,
OF A, ZHM) OEITHRRNEZFM T 272018, ML U 72 PR ST SR EE 23
MRI A% ¥ &L bEa—L7, BRIZZMLULTEEFED S B 27%IX15REA b
ICBW IR R EZH L T\, NNV X< 7 B G580 67 41 (79%) |
AV T UPFHEED 57 1] (70%) T, BRI PN EIT L, WiEE .
EATREIZ BT 2 B R OEITRICERIT R o 7o, HMBEIZ W CTHEITER
NI DS T BEOEEIL82% THY . PFHEED53% LV b RkEx< (4«
TIRMGE : P = 0.0004), FEOEITITHEWRIMEN L OVFE AICEBIT LIZEBRE D
iéﬁ;ﬁ%ﬁ@%@ﬁ%@ﬁﬂ&@i@%%ﬂot(xzﬁﬁﬁp—omm
HEATRFHCB W TRFMMEICE E o BE L OCRFTHENL NE AEICBIT LIZEAE
X, BENZESFE, PFS, OS &%, MUl LIZiRIFTH - 7=,

kNN RAT AV )T HACHROE | HERRRE (T4 K74 VFEH8X
BR. NEXZEET)

3) Kreisl TN, Kim L, Moore K, et al. Phase Il trial of single-agent bevacizumab
followed by bevacizumab plus irinotecan at tumor progression in recurrent
glioblastoma. J Clin Oncol. 2009;27(5):740-5. %

AR REO & 5, BRBHFMEBE 48 fil 2 5, NNV X~ 7 HA TOIEME
ZAHET A% NHRRTH S, " X~7 (10 mg/kg, 23#MME) % 28 H%
1Y A7 e LTERE L, BEEMEEZITESHIC, XNV AT AU )T
> (BUBESR A o F 2 U T 340 mg/m?® 313 125 mg/m?®, 2 i) o OF Ak
EATo7-, EHEFMEBEIX, 6 » HDPFS & L7z,

PFS " oufE i 16 #E[]. 6 » H PFS 1% 29%. 6 » H OS 1% 57%. OS 1 kfifix
31 MM TH o7z, BEHIEICL O RNV X~T Y )T 20 L7 19
Bl TIXEBIZEDDRO BT, 18 61 (95%) TiE2 ¥ A 7 )V H E TITHIEL,
PFS F19u-ff 1% 30 H Th - 7=,

NNV A THEOREFEZIITROEBY Thole, B IEIZE - I3H
ERHEDH DA FFRIL, MARFERIES FI R OB LI TH -7,

Table 2. Bevacizumab-Related Adversa Events

Mo. of Events
Toxicity Grade 1 Grade 2 Grade 2 Grade 4
Thromboembaolic evant 2 4
Hypertension 4 2
Hypophosphatemia 1 2
Thrombocytopenia 2 1
1

Hepatic dysfunction
Proteinuria
Bowel perforation 1

4 ) Vredenburgh JJ, Desjardins A, Herndon JE 2nd, et al. Bevacizumab plus irinotecan
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in recurrent glioblastoma multiforme. J Clin Oncol. 2007;25(30):4722-9, %)

HRERBHEEEZFRICLTE, XNV AT ALY T A0S 1 FER
BRChHoH, aAR—r1 (2341 1%, 2 MEIZ, XN X~7 (10 mg/kg., # Ik
W%@»&@%J/%ﬁy%#ﬁrﬂ@ﬁm’m313meﬁxm1%me\

UL BT TRIERE) 2% 5 Lz, 28— 1 THOMME & Z a2 Rz,
:Ian— k2 (1261) Tix, "N X~7 (15 mglkg, 21 BHfE) KOA U /T 7h
> (BURER 7 o 128 U T 350 mg/m? I3 125 mg/m?. 42 H¥ 1 7 LD 1, 8, 22,
29 HH) #&EG LI,

235610 6 » A PFS 1% 46% ., PFS 1 ARfEIL 24 ] CTH -7z, R — FHET
ZIFRBOON -T2, 6 5 A OSIZ77%., 740 —7 v 7 OHSAEIL 68 8 [H,
OS F i fEiX 42 HF TH - 7=,

20 f5l (57%) 2 7e< &b PREZR LT, LVAEMIBE L7z 7 6 6 1] C M E
BEOWHENPETIZL W RS T,

a7k — b2 (1261) H44CGrade 3L ED WML EBRMEN RO, AV /T
OEGEEZWE L, £, IHEFMICET-AFEFZILITROEY Tho T,

Table 2. Reasons for Patient Discontinuation From the Study and Duration of Patients on Study
Mo. of Patients

Reason for Treatment Discontinuation Cohort 1 Cohort 2 Total Duration on Study (weeks)
Disease progression 10 3 13 6-36
Thromboembolic complications 3 1 4 B-12

Required surgery for unrelated conditions 2 1 & 6-14

Grade 2 proteinuria 2 0 2 6,8

Grade 2 fatigue and withdrew consent 1 3 4 B, 8

Sepsis 1 0 8

CNS hemorrhage 0 1 60

Leg ulcers 0 1 1 8

MOTE: S of the 35 patients completed 54 weeks after treatment initiation, had a hypometabolic positron emission tomaograpy scan that suggested no residual
high-grade tumor, and stopped therapy. Cohort 1 received innotecan and bevacizumab every 2 weeks, and cohort 2 received irnotecan on days 1, 8, 22, and 29 and
bevacizumab on days 1 and 22

5 ) Vredenburgh JJ, Desjardins A, Herndon JE 2nd, et al. Phase Il Trial of
Bevacizumab and Irinotecan in Recurrent Malignant Glioma. Clin Cancer Res.
2007;13(4): 1253-9. =%

B EMEAR R E (grade 11-1V) B3 32 4] (55, ZEMEBIHFNE 23 ) %
BRI, XNV AT oAV 7T P OB/ OGN Z R 55 1
R TH D, XN X~7 (10 mgikg) &A YV 272 (HUsEA o FE I
Jis UC 340 mg/m? X% 125 mg/m?) % 2 BRI E RN S L, 6 % 141
7 v (55 1,15,29 HIZE) & LT,

32 v 20 Bl (ZIEPERBZENE 23 Bl 14 6) (@i BRSNS bz, PFS
i 23 B (IR 3F RS T3 20 %)Gﬁﬂpm33%@6wﬂ
OS X 72% Th -7z,

%t’ﬁokﬁﬁk%L®%éﬁ$$%i il ZERRE 1 1] Mo OV R4 1 10 4%

A 15T & o T, B R R (i MR A T oD JEFE I Grade 4 O I FE S L S
zhf_o HOX AR SR I, Grade 4 @ ik w4, KON Bk LIS @ Grade 3 LA E D JE
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MARFIEILRD Do 7=,
PURR A O A O CTEHMEICEITRBO LN o T2, £72. IBETEHICE
STEHERZIITROBEY ThoT,

Table 2. Reasons for patient discontinuation from
the study with duration on study

Reason for No. Duration on
discontinuation patients study (wk)
Disease progression 12 6-36
Thromboembolic complications 4 6-12
Required surgery for 3 6-14
unrelated conditions
Proteinuria 2 6, 8
Grade 2 fatigue and withdrew 2 6,8
consent
Allergic reaction to irinotecan 1 20
NOTE: Eight of 32 patients remain on study >48 weeks after
treatment initiation.

6 ) Zuniga RM, Torcuator R, Jain R, et al. Efficacy, safety and patterns of response and
recurrence in patients with recurrent high-grade gliomas treated with bevacizumab plus
irinotecan. J Neurooncol. 2009,91(3):329-36. %0

2005411 H 15 H 7> 52008424 A 1 H & TiZHenry Ford Hermelin Brain Tumor
CenterilZ T, "N X< 7 L AU T 0> OPFABRIENT DI 53 B R E
JEAEF LG (IR B ELAG], BEFME37HI) s, AotE, ettt
L haAXRT T 4 TWCFHE LT, A4V Ty (B A o IS T,
340 mg/m® X 1%125 mg/m?, 2#AM4E) . 6EMZ 1 VA 7 v & L CERNE S
L7c, "N X7 (10 mglkg) 1454 7 VD551, 15, 29 H IZFRIRN &% 5 L 7=,

AOMEIZTROBY Thoto, BIFEBEE TIX, 6 » H PFS 23 63.7%. 6 » H
OS 73 78.0%. PFS H9:ffiA3 7.6 » A, OS " fiiix 11.5 » H, %)= (PR+CR)
1L 67.57% Td > 7=,
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Anaplastic glioma
(n=14)

GBEM
(n= 37

Total patients(51)

6 month PFS (95% CI)

& month OS probability(95% CI)
Median PFS (95% CI)

Median OS (95% CD)

Objective response (PR + CR)
CR

PR

minPR

SD

Tumor control (CR. 4+ PR 4+ minPE + S[)
PD on 1st ffu MREI

12 month OS probability (95% CI)
12 month PFS (95% CI)

14
TR6% (472,92.5)
85.7% (53.9.96.2)
13.4 months (6.5, NA)
Mot reached

TEST% (11/14)
14.29% (2/14)
64.29% (9/14)

T1.14% (1/14)

14.29% (2/14)
100.00% (14/14)
00.00% ((W14)

T77.9% (459,92.3)
63.5% (33.1,83.0)

37

63.7% (457,77.1)
78.0% (60.8,88.4)
7.6 months (4.8,10.5)
11.5 months (8.3,15.6)
67.57% (25/37)
5419 (237
62.16% (23/37)
B.11% (3/37)
16.22% (6/37)
91.89% (34/37)
B.11% (3/37)

42.6% (259,58.4)
24.6% (11.6,40.1)

HANCEEOH A HEFRICLAEEPIEITBERET 6 BlA O,
X Grade 3 DEHAR —BARAETHoT-, TOMOFEEERIITEOEY TH -

7o
Table 3 Adverse effects

Anaplastic glioma GBEM
# Termination of treatment prior to PD 0 6
Grade I proteinuria-renal failure 0 1
Gl perforation 0 1
Severe nausea/vomiting 0 4
EIAED* W4 3o
NON-EIAED" e ing

Other side effects: ICH 0, HTN 13 (Grade [1-II1), bleeds 9 (Grade

11}
* Enzyme-inducing anti-epileptic drugs

Y 14 patients were not taking any AEDs (4 anaplastic glioma, 10

GBM)

2H 1

7 ) Gururangan S, Chi SN, Young Poussaint T, et al. Lack of efficacy of bevacizumab
plus irinotecan in children with recurrent malignant glioma and diffuse brainstem
glioma: a Pediatric Brain Tumor Consortium study. J Clin Oncol.

2010:28(18):3069-75, “¥1D

B BE  (Stratum A, 18%1, 5.6-20.15%. 2 H8BINIBHIE) M OV H
FRRERE (Stratum B, 1761) ZFRE L7o/hNRExRLE Lz, "NV X~wT Lo
U T PEROBNHRBRTH D, EHMIT, FBRENRE Lz, "X
~7 (10 mg/kg) Z2BEMEIZ2EIFIRNES- L, XA X~ 7 O2F H #& 543
HUWIZA U 2 T Hhy (W)E#F% 5813125 mg/m?E L, AAPEIC L Y 150mg/m?
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(CHE R L 7o, PR A LT A 813250 mg/m?s S BREAE L, AAMEICE
U T2 41225 mg/m*3*>, & K350 mg/m?E THIE) w5 LT,

31 Bl O FEAfh AT BESE B TR ENITRD Sl o o, BRI BIE TIL, 8
B 12 BELLE (PY9fEiX 176 H) SD TH Y, PFS HfEix 42 » A, 6 » H
PFS 1L 41.8% Tdh o 7=, M@ RBIECH, 5612 12 @ LI E (P fEiX 126
H) SDT&hY., PFSHREIX 23 5 H, 6 # HPFSIX9.7%CTH > 7=,

HWHNCEHEOH D FEFERIITEROEY Thotc, AV /T H U EHEDER
BERELX, FPERBAEIH., FTHR6H., T A7 I+ —F EHIFITH

> 7z,

Table 2. Toxicities Related to Bevacizumab or Irinotecan
Bevacizumab Irinotecan

Stratum A Stratum B Stratum A Stratum B

Toxicity Grade In=18 (n=18 (n=18 (0= 158
Fatigue -1l 6 1 — —
Epistaxis 3 0 — —
Hypertension -1l B — —
Cerebral ischemis \' 1 1 — —
CMNS hemaorrhage ]} 0 4 — —
Proteinuriz -Il 2 1 — —
MNeutropenia 1111 1 0 3 0
Thrombocytopeniz -l — — 5 2
Diarrhea -l — — 6 0
Elevated transaminases |-l — — 7 2
Pancreatitis ]] 1 0 0 0

AV )T vEAORKRBR
8 ) Friedman HS, Petros WP, Friedman AH, et al. Irinotecan therapy in adults with
recurrent or progressive malignant glioma. J Clin Oncol. 1999;17(5):1516-25. ©%3)
FRIE SR HEAT MR R B 60 151 (O B, IBIFIE 48 f5l) xR L LAV
ST 0iEME, . KOEYEEZFHE T 5% W R TH DL, 4V /)T
12 (125 mg/m?®, 90 4y 2n U TR ERE) & LM 1A, 4 38 M % 51
2RI A 1 a—2 & Lz, BHFMEE TOZRELZEIL 17%. TTP (time to tumor
progression) Ui (% 18 W[, #EE AW P OEIT 42 B THh o 7o, 16
WX 72 <, Grade3/4 OAFEFEL L L CiX, Grade 3 ® F#l 1%, Grade 3 D
O M OME: 2 ], Grade 3 D4 HERJEAE 5 5], Grade 4 d4f FERIEAE 1 4] T
o o7,

9) Prados MD, Lamborn K, Yung WK, et al. A phase 2 trial of irinotecan (CPT-11) in
patients with recurrent malignant glioma: a North American Brain Tumor Consortium
study. Neuro-Oncology. 2006;8(2):189-93. %%
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TAMEEE) 2 3 I

PERRRRIBIE 51 5] (D b, BEFE 38 f#]) xR L LI N HRARTH
Z) AV T (HURRIR A O

ZJ U T 350 mg/m? X% 750 mg/m?, 90 43 7>
1E¥&E Lz, FEFHMEEA TH 25 6 » H PFS 1

HZ“%H@%%‘“C 15.7% T & o 7=, TR ER D iE % 57 ¢e Grade 3 X UV 4 @ﬁ%%%ﬂé
PUBR Al Z ] L TR BE TE < A6, Grade 4 DA FEFRIL 10 ] (4
T #EM) Th o7, PURERAIZEH L T\ 5 B3H Tld Grade 4 D FEFRIT
RO o T,

AV )T A VBERAOENBRERAR (BRAFIEAORLE)

1 0) Gilbert MR, Supko JG, Batchelor T, et al. Phase I clinical and pharmacokinetic
study of irinotecan in adults with recurrent malignant glioma. Clin Cancer Res.
2003;9(8):2940-9. ®*12)

HRAPRIBIEAOB] 23t G & LIz BB CTh 5, AV /7 7 139055 T T
AAEEE L. VAMIZLE, 48R G 268 Cf v iR Uiz, &EG8IT. B
FFHEMEN 2R THEER (EIA) O 59, 125 mg/m?/week)> & B
L. SRE34 UL ECREME L T, mCRM (modified continual reassessment method)
2k HERE LT,

MTDIZ. EIAfE H#E T411 mg/m?/week, EIAFESH I #E T117 mg/m?/week T b |
FIBSEDENRBD LT, EYEROMERIITEROBEY Th o7,

EIAMBEHBETIZ, 4V /70 OCLITFHEKAICHHEITIE T L, MTDICE
HéﬁwcmngﬂmwﬁﬁaokoHA%@%ﬁfi W#JCLIZ18.8 L/h/m* T

. MBI AERZDRO biLe (P=0.033), MTDIZ#&1F 2SN-38 & O}
SN%&»&B/%@AW@NR X, MR CEBRD BN oz,

Table 3 Pharmacokinetic parameters of irinotecan and metabolites in patients receiving enzyme-inducing anticonvulsants®

Crex AUC (pwreh) Irinotecan
Dose No. of clearance
(mg/m?) patients Trinotecan (M) SN-38 (nM) SN-38G (nM) Trinotecan SN-38 SN-38G (liter/h/m?)
125 3 1504 3727 370 = 68 45=06 0.13 = 0.07° 27*07 41.0=*=57
144 3 09 =04 24+ 8 355 =37 43 =08 0.15 = 0.05° 22*02 302 +96
189 3 14 =06 3021 225+ 353 59=07 0.19 = 0.09 1.7+03 472 %53
238 3 1.7=02 303 285 = 61 6.4 =07 0.17 = 0.03 21+03 34.7+62
267 3 30=10 403 254 =97 127%= 356 0.26 = 0.09 19+08 310+ 123
296 3 22=03 42 12 429 + 122 123 =34 0.59 = 0.65 29+15 353101
344 3 29=05 38=x5 253 £ 212 126 =19 033 =0.10 20x21 403 = 6.1
411 7 5532 36 =32 247 =222 20459 033 =011 1719 29790
444 3 48 =08 679 223 + 87 233=53 0.41 = 0.08 1.7+04 282 *6.2

Mean + SD at each dose level based on measurement of the total plasma concentration (lactone + carboxylate) of each compound.
? Parameter could not be estimated in 1 patient (7 = 2).

Table 4 Pharmacokinetic parameters of minotecan and metabolites in patients who did not receive enzyme-inducing anticonvulsants®

Conax AUC (pMeh) Itinotecan

No. of clearance

Dose (mg/m”) patients  Innotecan (pM)  SN-38 (nM)  SN-38G (nM) Irmotecan SN-38 SN-38G (liter/h/m”)
112 3 13+02 32+13 150 = 19 7316 0.18° 23+07 215+48

117 7 23+19 46 = 28 206 = 123 108 =69 045038 24+20 148 +98

125 3 14+02 51 + 68 259 =173 58=16 1.55 £ 0.01° 26+15 290 =62
Mean = SD 18.8 = 10.6

*Mean *= 5D at each dose level based on measurement of the total plasma concentration (lactone + carboxylate) of each compound.
? Parameter could not be estimated in 2 patients (n = 1).
¢ Parameter could not be estimated in 1 patient (n = 2).
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1 1) Prados MD, Yung WKA, Jaeckle KA, et al. Phase 1 trial of irinotecan (CPT-11)
in patients with recurrent malignant glioma: A North American Brain Tumor
Consortium study. Neuro-Oncology 2004;6:44-54, %19

EATHEEME R IEZ R L LI | IR Ch D, 4V /T % 3 i
L Jj\75> JCEIRN R G U=, #lE ¢ 5 350 mg/m? T, BEEFE AR THT
B Al (EIAED) Z 4 L T\ 584 1% 50 mg/m®9°-> 800 mg/m? £ THAE L |
AL THWRWEAIZ350mgm? DEE L LT,

Ky EhRE %2 56 5 (EIAED JE{EFARE 22 51, EIAED {5 FA#E 34 f5]) TaFAfi L.
FERIITROBY ThHotz, 4V /T h v RO OREY O 25 gFE L, EIAED
fiff I CIRAE Td - 7=, EIAED f# D 750 mg/m?* & 5 -ED A U /5 5 > D AUC
I%. EIAED FEf# o 350 mg/m? #% 5-# D AUC & [R% TH - 7=,

Table 3. Pharmacokinetic parameters of CPT-11"

Dose No. of P ty, AUC, 5, AUC cL cv?
Group  (mg/m?)  Patients (pg/ml) (h) (pg % h/ml) (pg % h/ml) (liters/h/m?) (%)
A 350 2 3.3 (0.50) 6.7 (1.30) 17.3 (5.22) 18.4 (5.73) 18.2 (5.86) 322
B 350 2 2.4 (0.50) 7.5 (0.57) 2 (0.14) 9.7 (0.07) 31.6 (0.07) 0.22
B 400 3 2.7 (0.50) 7.7 (0.88) 10.7 (3.34) 11.2 (3.62) 33.8(12.6) 37.1
B 450 5 3.3 (0.50) 5.9 (0.34) 12.5 (2.81) 12.7 (2.84) 31.9(6.78) 21.3
B 500 3 4.2 (0.55) 5.3 (0.54) 19.3 (0.59) 19.7 (0.61) 22.1(0.67) 3.00
B 550 2 3.9(0.07) 5.4(1.27) 16.2 (4.24) 16.5 (4.10) 29.9 (7.42) 24.8
B 600 4 4.0(0.43) 6.1 (0.75) 16.8 (2.34) 17.1(2.51) 31.1 (4.80) 15.4
B 650 4 4.4 (1.39) 6.4 (0.40) 19.5 (4.89) 20.4 (4.99) 29.1 (6.84) 235
B 700 3 5.6 (1.74) 6.2 (3.08) 25.6 (7.01) 26.9 (7.97) 24.1(7.68) 319
B 750 4 4.3 (1.03) 5.4 (0.93) 21.2 (5.80) 21.6 (5.83) 33.1(9.31) 28.1
B 800 4 6.0 (1.28) 6.0 (0.63) 27.3 (3.50) 27.9 3.81) 253 (3.23) 12.8

Abbreviations used are as follows: AUC, area under the curve; CL, systemic clearance; Cp,_,,, maximal plasma concentration; CV, coefficlent of variation; t, 5, terminal half-life (harmonic
mean).

" Walues reported are means (= 5D} unless otherwise Indicated.
? Average percent extrapolation between the AUC,,,and AUC (3%).
3 Percent CV related to CL.

20




Table 5. Pharmacokinetic comparisons between patients on EIAEDs
and patients not on EIAEDs recelving CPT-11 at the 350-mg/m? dose
level*

EIAED group B Non-EIAED group A

PK Parameter n=2 None (n = 7) =+ Steroid (n=15)
CPT-11 (Freebase)

CPonay (ng/ml) 2.4* 37 (3.4)° 3.1*
ty2 (h) 7.5 6.8 (12)° 6.7
AUC (pg x h/ml) 9.7* 22.9 (23)° 16.2°
CL (I/h/m?) 31.6* 14.2 (12)° 20.1*
APC

CPpmax (ng/ml) 414 619 (ND) 484
t,2 (h) 76 6.7 (ND) 6.4
AUC (pg * h/ml) 34 6.2 (ND) 46
SN-38

CPpax (ng/ml) 21.5% 63.8 (56)° 30.5%
t,, (h) 16.0 16.2 21)° 14.3
AUC (ng x h/ml) 168° 768 (714)8 319°
SN-38G

CPra (Ng/ml) 115 145 (168)° 109
ty2 () 16.3 13.8 (17)° 15.8
AUC (ng x h/ml) 894 1944 (2329) 1424

Abbreviations used are as follows: APC, 7-ethyl-10[4-N-(5 aminopentanolc acid)-1-
plperidine]-carbonyloxycamptothecin; AUC, area under the curve; CL, systemic clear-
ance; Cp,,,, maximal plasma concentration; EIAED, enzyme-inducing antieplleptic drug,
ND = not done; PK, pharmacokinetic; t,,, terminal half-life.

*Mean values for 2 patients recelving EIAED therapy; 7 patients who did not recelve
EIAED medications, non-EIAED medications, or sterolds; and 15 patients who recelved
non-EIAED medications with or without sterolds.

*P < 0.05 versus group A patients receiving no sterolds.

MNon-CNS malignancy patients (340 mg/m” CPT-11 every 3 weeks, n = 6) from Mayo
Clinic Study (Pitot et al., 2000)

< HARIZBIT 5 KRR >
ML,

(2) Peer-reviewed journal DR, A & « 7 U 2 ZEFEDHREIRDL

1) Jakobsen JN, Hasselbalch B, Stockhausen MT, et al. Irinotecan and bevacizumab
in recurrent glioblastoma multiforme. Expert Opin Pharmacother. 2011;12(5):825-33.

1 %-5)

AV )T RORRNRNY X T 2 FREZIEMHB IR 5 5 R AR
ORI TH D, "NV A T DL TFTOEEREMAEN NS TWD,
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