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Patient No.

1 2 3 4 5 6

Age (yr) 24 34 31 19 28 20
Weight (kg) 68.9 84.3 81.8 72.1 88.5 82.4
TGN1412 dose (mg) 6.8 8.4 8.2 7.2 8.8 8.2
Transfer to critical care (hr 155 16.0 16.0 16.0 16.0 12.0

after dose)

NEJM 2006; 355: 1018-1028
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— MABEL Minimum Anticipated Biological Effect Level
:.The dose or exposure required at
the bottom end of the dose response curve in man
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Percentage CD28 receptors
occupied by TGN1412 90.6%

Simple model of drug-ligand binding
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EXPERT SCIENTIFIC GROUP ON PHASE ONE CLINICAL TRIALS
Final report 30" November 2006




TGN1412 NOAEL 50mg/kg
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PMDA website
http://www.pmda.qgo.jp/operations/shonin/info/consult/yakujisenryaku.htmi
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http://www.shiwake.go.jp/data/shiwake/handout/B-14.pdf
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Japan originated oncologic drugs

USA EU
S-1 Jan. 1999 Jul. 2003(Gastric Ca. ,
oteracil/gimeracil/ Head & Neck Ca.
Jun. 2009 Gastric
tegafur
g Ca.)
Jul. 2009 Gastric
Ca.)

Amrubicin Apr. 2002
Talaporfin Oct. 2003

Oxaliplatin Mar. 2005 Aug. 2002 Apr. 1996 2009 10

mCRC 95
Jul. 2009
CRC adjuvant
Tamibarotene Apr. 2005
Tocilizumab Apr. 2005 Jan. 2010 Jan. 2009
CD) RA)
Apr. 2008 Apg.lezn
(RA SJIA
Eribulin Mesylate Apr. 2011 Nov. 2010 Mar. 2011
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For your questions:
Iguchi-toyotaka@pmda.go.jp

Thank you for your attention.
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