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"Doc, What happened to that ProVenge
you promised me?"

Overall Survival
Study 2

wde sipuleucel T (n=65)
=== placebo (N=33)

p = 0.331 (log rank)
HR = 1.27 [95% CI: 0.78, 2.07]

Percent Survival

www.fda.gov




"Do you think it's SAFE?"

Adverse Drug Reactions: Severity of Events
Integrated Studies 1 & 2

sipuleucel-T placebo
N =147 N =76

Grade Grade Grade Grade
1or2 3ord 1or2 3or4d
Events % % % %

Chills 53.0 4.8 7.9 0.0
Pyrexia 29.9 2.0 6.6 0.0
Fatigue 41.5 1.4 28.9 0.0
Headache 17.7 1.4 6.6 0.0
Nausea 13.6 0.7 7.9 0.0
Asthenia 14.3 0.0 3.9 0.0
Dyspnea 75 3.4 1.3 1.3
Vomiting 10.2 0.7 2.6 0.0
Tremor 8.8 0.0 0.0 0.0

www.fda.gov




"Don't you think Immunotherapy is
BETTER than Chemotherapy?”

Relationship of Symptom State to Benefit
from Docetaxel (TAX 327)

ocetaxel
Q 3 wks Mitoxantrone
median survival median survival A Hazard Ratio
(months) (months) months)

Asymptomatic 23.0 19.8 3.2 0.73
(N = 367) (p = 0.009)

Overall Survival Summary
Study 1

Survivgl Percentiles \months)
N 75% 50% 25%

sipuleucel-T 82 14.3 25.9 2 36.0
placebo 45 10.5 21.4 30.9

Www_fda_gov A = 4.5 Months




"Chemo? ... I've heard chemo is bad
bad bad”

Table 2. Treatment.®

Diocetavel Weekly  Mitoxantrone
Yariable Every 3Wk Docetaxel  Every 3Wk

Mo, randomized 53 134 3317
Mo, treated with chemotherapy 130 335
Mo, rreated with prednisona 33; 130
Mo, of cycles
Median
Range
=1 Inifursson delayed {54)
Doge redudtion {25)
Major protocal vielation [%5)
Reasons for stopping treatment (7)
Completed treatment
Frogression of disease
Adverse event
Withdrawal of cansent
D=ath
OThr

Crossover to ofher drug (38)




"If it's not so bad - then why doesn't
anyone want it?"

Limited Acceptance of Docetaxel as
Reflected in Current Usage

Androgen Independent Patients
8%

Metastatic AIPC Patients
10%

Asymptomatic Metastatic AIPC Symptomatic Metastatic AIPC
4% 19%

Bources: Oncology Inc. OncoTrack Daia Query 2006

www.fda.gov




From the back of my napkin ...

50% of ASYMPTOMATIC HRPC
Advanced Prostate Cancer Patients = 29.000

X 3 months EACH
= 87,000 months of life saved

Androgen Independant Pationts

= 7000 patient years

Motastatic AIPC Patienis
96,800

Asymptomatic Motastatic AIPG Symptomatic Motastatic AIPC
55,800 41 000

www.fda.gov




Conclusions

* IMPACT (D9902B) Closed to Accrual in August
* Interim analysis next year
- End of survival discussion ...

* Inappropriate for biologics to "Dis" conventional therapy
* Docetaxel has documented survival benefit in asymptomatic HRPC
- Sipuleucel T benefit is similar (4.5 versus 3.2 months)

- Unclear whether Sipuleucel alone would achieve same benefit
» About 50% of patients in D9901 got both sipuleucel T + chemo

- INSTEAD
» Clinical Reality = many patients will get BOTH
- Sipuleucel T -> Docetaxel or other way?
- Co-administration
* More creative combinations
- Sipuleucel + Ipilimumab
- Sipuleucel + Immunomodulatory Cyclophosphamide




