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= QM LW E (malignant glioma)
- WP MEZF (glioblastoma)
- 93/ (anaplastic)
MM TMEZE (HNHES, Astrocytoma)
HX| DM EZ (3= 7|MZEZ, Oligodendroglioma)
MO|MZZF (Ependymoma)
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HFE FRISH (MZE=3)

Cell-cycle specific drugs ~ Non cell-cycle specific drugs
Hormones Cisplatin (CDDP)

Steroids Carmustine (BCNU)
Etoposide (VP-16)

Hydroxyurea Lomustine (CCNU)

Methotrexate (M'TX) [rinotecan (CPT-11)

Procarbazine Rapamycin
Temozolomide (Temodar) — Vincristine (VCR)
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The NEW ENGLAND
JOURNAL o« MEDICINE

Radiotherapy plus Concomitant
and Adjuvant Temozolomide for Glioblastoma
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YA X =
30 x 2 Gy

Stupp R. et al. N Engl J Med. 2005 Mar;352:987-96
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Radiotherapy plus Concomitant
and Adjuvant Temozolomide for Glioblastoma |
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HR 0.63, p <0.001
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14.6 months

Radiotherapy plus temozolomide

12.1 month

Radiotherapy

Probability of Overall Survival (%)
S S
| |

0 T T T T T T 1
0 6 12 18 24 30 36 42
Months
No. at Risk
Radiotherap}’ 286 240 144 59 23 2 0
Radiotherapy 287 246 174 109 57 27 4
plus temo-
zolomide

Stupp R. et al. N Engl J Med. 2005 Mar;352:987-96



Temozolomide (Temodal®) [*™

= Oral alkylating agent
= DNA 0§ methyl group = &

1;}1 u’;l‘NH BN 100 mg —> 4’: 'uj\w -
Guanine 0¢-methylguanine / i
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Temozolomide (Temodal®) **

MGMT (O6-methylguanine DNA methyltransferase)

100+
90+
80+
704
60

HR 0.45, p<0.001

504  Unmethylated 18.2mo

404 MGMT Methylated

Probability of Overall Survival (%)

promoter MGMT
< promoter
204 12.2mo
199 pc0.001
0 T T T | T | J
0 6 12 18 24 30 36 42
Months
No. at Risk
Unmethylated 114 100 59 16 7 4 1
Methylated 92 84 64 46 24 7 1

Methylated MGMT = 01 2 M| Z 9
Good prognostic factor !!






Nitrosourea .

= Carmustine
= | omustine

Procarbazine: Alkylating agents
Lomustine(CCNU)

Vincristine
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Cisplatin (CDDP)
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Irinotecan (CPT-11)

= Camptotheca acuminata 2 £E |
Z = 5| &okx| Camptothecin®| |
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» Blood Brain BarrierS

Lumen of blood vessal
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For Intravenous Use —

Bevacizumab(Avastin® )

Undetectable Detectable Tumour &N VEGF
e” secretion &P

Normal Neoplastic Nonangiogenic . . Angiogenic tumor ;
cell cell & p g g
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tumor
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NDC 50242-060-01

List No.:15734
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™ o -
; ' 7 ’

(bevacizumab) we—

For Intravenous Use )

JOURNAL OF CLINICAL ONCOLOGY

ORIGINAL REPORT

Phase II Trial of Single-Agent Bevacizumab Followed by

Bevacizumab Plus Irinotecan at Tumor Progression in
Recurrent Glioblastoma
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Kreisl. et al. J Clin Oncol. 2009 Feb 10;27(5):352:740-5



Cediranib (AZD2171)
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» 24N 7| =SS X A &t

oo =2L-_=2 OO0




Cilengitide(EMD121974)

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Randomized Phase II Study of Cilengitide, an
Integrin-Targeting Arginine-Glycine-Aspartic Acid Peptide
in Recurrent Glioblastoma Multiforme

R &
= 1st integrin inhibitor
= Integrin

- Migration/Invasion, Proliferation

= Randomized phase 1II study in recurrent GBM
N=81:Arm A(500mg/d), Arm B(2000mg/d)
RR 5% vs 13%, 6mo PFS 10% vs 15%

Reardon. et al. J Clin Oncol. 2008 DEC ;26:5610-5617











