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Gliadel™ Wafer implant

«» A sterile, off-white to pale yellow wafer approximately
1.45 cm in diameter and 1 mm thick.

<+ Each wafer contains 192.3 mg of a biodegradable
polyanhydride copolymer and 7.7 mg of carmustine [1,3-
bis (2-chloroethyl)-1-nitrosourea, or BCNU].

<+ Polyanhydride copolymer (polifeprosan 20) consists of
poly[bis(p-carboxyphenoxy) propane: sebacic acid] in a
20:80 molar ratio.

< More than 70% of the copolymer degrades by three
weeks

« Lipid soluble
* Low toxicity
« Small molecule

Polymer: p(CPP-SA)
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< GLIADEL is the only FDA-approved chemotherapeutic : 7
implant Median survival of 13.8 mos (Gliadel) vs 11.6 = | % BP-piCPP-co-SA 15% BP-CPP-e0-SA)
mos (Placebo) in initial high-grade malignant glioma O |
(hazard ratio, 0.73; 95% Cl: 0.56-0.95). - F -
«“ Six-month survival rate of 56% (40/72) (Gliadel) vs 36% [ 7T ]
(26/73) (Placebo) in recurrent GBM. u et
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BP-inhibits human GBM tumor growth in nude ;
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BP-wafer implantation at the surface
of cerebellum
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BP-wafer inhibits RG2C (rat GBM) growth dﬁ? BP-wafer inhibited the tumor growth in
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BP-wafer-induced Nur77 transcripts and ~0 BP-wafer inhibition tumor growth in ::s llus';:é;laea'aen’d;;:;" positive area were reduced in 10%
nucleo-cytoplasmic translocation in RG2 cells d_g;\ a syngenic rat GBM model _Control 10% BP wafer 15% BP wafer
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*51% tumor size were reduced

in 10% BP wafer group.
*64% tumor size were reduced

in 15% BP wafer group.
*In control group, the tumor size
was 0.33 £ 0.03 mm?.
*In 10% BP wafer group, the tumor
size was 0.16 + 0.02 mm®
| . i . *In 15% BP wafer group, the tumor

speoos " ITeRR ey size was 0,12+ 0.02 mmd. __1z_
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Stability test: ZBP-CPPSA only
storage condition test

Purity of ZBP-CPPSA
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W 1week 2week 3week 4 week
Entry Temp Condition
| ZBP (%)EBP(%)ZBP (%)EBP(%)ZBP (%)EBP(%)ZBP (%)EBP(%)|
-

1 8C Ar 9966 015 9951 018 9941 0.16 9941 0.17

L noE
BP (100 M) showed no
damage on the primary
culture of rat brain cells
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¥ ~BPovafer it 2 25C A 9891 016 9888 017 9464 014 9607 0.6

3 40C Ar 9743 026 9765 024 6629 - 5927 -

The survival time of Bp-wafer is 1.8-fold
increases than Gliadel-wafer
[—scppisa — 10 Br-Copisa — 1% Bp-CPpisa)

Z-BP stability
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No tissue damages to visceral organs
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Stability test: Z-BP only storage

o Therapeutic Index of BP
condition test

Purity of neat ZBP

1 week 2week 3week 4week Therapeutic index
Entry Temp Condition IGBM LDoRGEM ED5g
ZBP (%) EBP (%)ZBP (%)EBP (%)ZBP (%)EBP (%)ZBP (%)EBP (%)

1 At 9974 016 997 016 9969 016 9972 016 I mg/kg I 7500 80

8C
2 ar 9972 016 9972 017 9967 016 9971 0.6
Y A o972 016 9968 017 9956 018 9965 018 ECqy:Concentration required to product 50% inhibition.

25¢C LD450% Lethal Dose
2 ar 9965 016 9963 016 9858 0.6 9915 0.7
1 At 9939 025 9919 027 9791 033 9782 045
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Conclusion < i‘tem CT" L’_"Pt'amat'on Induces Angiogenesis and High Gradient Magnetic Separation: (HGMS)
europlasticity Stroke Bl integrin
“+*BP-wafer has a potential to become a new Brain SDF-L t;g)
drug for treating GBM %2)0 Ao “o B c
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US Patent: Stefan Miltenyi ; 1995, 1996 and 2002
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Cell Therapy in Neurological Diseases

CD34* cells are isolated by CliniMACS
(collecting 10 million cells)

Assessment of stem cell purity and viability

Lt
il
14

Stroke induced hemiplegia

= Stem cell therapy — autologous CD34 stem cell
implantation in injured corticospinal tract

= (A) P.1. initialted clinical trials
(B) Founded by government, hospital and companies

The CliniMACS® Instrument
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Cell separation kit design of this project
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Progressive regeneration of the 6 months after O.P.

damaged corticospinal tract after
transplantation

CD34* stem cell were imp anteg into the

brain targets

. . . e No regeneration of the damaged Improvement in hand fine movement
Injured pyramidal tract was identified corticbapinal tractin control patient p !
_ Teeth Brushing

Control

Before O.P. Patient lives independently one year after

Transplanted cells retained at the injection sites
(Mr. Huang stroke for 1.5 years) transplantation
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