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Chief Executive Officer Antigenics (CMO)

Dick Bagley 40      Biotech CEO (Velcade ®, OvaRex®)                 
President, Chief Operating Officer President  Squibb , US 
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• When the team of urban doctors finally arrived at t he clinic of 
the Democracy Commune on that day in 1972, they wer e 
dismayed by what they saw: an aged medicine man, '' with 
wrinkles covering his face,'' Zhang recalls,  dispe nsing potions
out of a primitive mud home dug into the earth to k eep out the 
winter's cold…… ..
What the doctor did have, though, was a powdery hom e-
brewed concoction he'd learned from his father, mad e from two 
types of ground rock and the venom of a local toad .   Some 
patients drank it; others rubbed it on their skin. Sometimes the
doctor wrapped it in newspapers and shoved it into infected 
wounds.  To the visitors' surprise, it soon become clear that 
some of the patients -- even some with cancer -- got better, and 
some even seemed cured . 
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• First in a new class of molecules
• Issued U.S. patents, applications internationally

– Pharmaceutical composition, methods of use, composition of 
matter

• Potentially safer and more active for cancer treatment than 
approved inorganic arsenic
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Baseline Post treatment
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Baseline Post treatment
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•What's the opportunity?

•What's the opportunity worth?

•How do we make money?



Evolving Concepts of Cancer Biology-Therapy

Local    
Disease

Systemic 
Disease

Molecular 
Disease

Surgery & RT Chemotherapy, 
Hormone Therapy

Targeted 
Therapy
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Benjamin Gompertz, 1825 Norton et al., Nature, 1976



How Do Cancers Respond to Therapy?

Single and Multiple Dose Chemotherapy 
Norton and Simon, Cancer Treatment Reports, 1977
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• Very Active Targeted Agents
• Dose and Schedule are Important
• Minimizing Toxicity is Important
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CALGB 9344, ER-Negative Cases
24 Weeks

12 Weeks

Cyclophosphamide 600 mg/m2 i.v. 

Doxorubicin 60-90 mg/m2 i.v. 

Paclitaxel 175 mg/m2 i.v. over 3 hours



The Self-Seeding Model of Epithelial Cancer

Norton, Massagué: Nature Med 2006







Norton, Perou: 2007

Infiltrating Ductal Breast Adenocarcinomas

Basal-Like Cancer          
(ER-, PR-, HER2-)

Luminal Cancer 
(ER++)

Normal 
Breast

No Seeding Moderate 
Seeding 
(Good 

Prognosis)

Extensive 
Seeding 

(Poor 
Prognosis)
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Magnetic Resonance Image  of Human Breast with Cancer
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Growth ® Mutations ® Metastases
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Growth ¬ Seeding  ® Metastases



Growth ¬ Seeding  ® Metastases

Ideal Anticancer Drug Therapy

Anti-Mitotic and Anti-Mobility
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DMSO (control) Indibulin (0.08 µM) Indibulin (0.40 µM) 

Microtubule organization in SKOV3 cells (human ovar ian 
carcinoma) after treatment with D-24851

Indibulin induces fragmentation of mitotic spindles
(DNA-content analysis: accumulation of cells in G2/ M phase)
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• Tubulins are involved in cell migration
• Indibulin inhibits cell migration of MO4 cells in 

concentration dependent manner

• anti-invasive and anti-metastatic activity
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Cyclophosphamide

Control Vincristine

Indibulin

time (d)

-7 0 7 14 21 28 35

er
yt

hr
oc

yt
es

/p
l

4

5

6

7

8

9

time (d)

-7 0 7 14 21 28 35

ly
m

ph
oc

yt
es

/n
l

0

2

4

6

8

10

12

14

16

18

time (d)

-7 0 7 14 21 28 35

le
uk

oc
yt

es
/

nl

0

5

10

15

20

25

30

35

40

Leukocytes Lymphocytes Erythrocytes



�	��/���	
0��
	.
����.�.������

Indibulin

Control Paclitaxel

Vincristine
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• Prostate cancer
– Rapid rising PSA prior to starting study

• NSCLC 
– Prior  gem/cis

• CRC
– 2 heavily pretreated patients

• H & N
– 2 pretreated patients 

• Ovarian
– heavily pretreated patient with brain metastases
– reduction in abdominal tumor size, and markers

• Papillary Thyroid 
– reduction in tumor size
– reduction in thyroglobulin
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Concentration-time profiles after a dose of 400mg

Target efficacious 
concentration based on 
preclinical models
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Oral Single Agent

Preclinical   Phase I       Phase II      Phase III  

Phase Ib/IIa (erlotinib)
combination

Beginning Q1 2008

Second Phase II or 
Combination

Beginning 1H 2008

Potential Registration 
Study

Beginning 2009

Other POC Studies

Final 
Composite 
Data 1H08
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Compound Goal Target
INDIBULIN Initiate Ph Ib/IIa combination Tarceva ® trial Q1 ’08

Second combination or single agent Ph II trial 1H

Final composite data from three Ph I trials 1H

Potential registration Phase 2009

IPM Initiate IV Ph I/II with doxorubicin Q1 ’08

Initiate oral Ph I solid tumors Q1 

Final Ph II sarcoma data 1H

Formulate randomized front & second line worldwide 
sarcoma trial 

2H

DARINAPARSIN Final Ph II myeloma 1H ‘08

Final Ph II heme 1H

Interim Ph II liver 1H

Preliminary oral Ph I
Ph II  

1H
2H
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• Multiple product development / registration pathways in 
both niche and broad-based indications

• Registration studies beginning in 2008

• Broad intellectual property portfolio

• Collaborative with medicine, regulation, and industry

• Strong leadership team with significant development and 
commercialization capabilities



NASDAQ: ZIOP


