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1P1-504 3 luble heat shock Study design Prior treatment Safety narratives Efficacy - PSA waterfall plot
protein 90(Hsp20) inhiitr.IPL504 induces the Gagradation of the androgen receptor, Akt
HER-2 in PC cell lines and significantly reduces tumor growth in murine CRPC xenograft i ; - ™
AR AR N e et A Patients with CRPC defined as progression despite surgical or ongoing chemical Group A Group B There were two deaths on study, both in patients from Group B — one from hepatic failure and one
castration from hyperglycemic ketoacidosis. >
Methods: We conducted a single arm trial of IPI-504 in two groups of men with CRPC — (n=4) (n=15) - | X . .
Group A (patients who had recsived no prior cytotoxic chemotherapy for CRPC) and Group Hepatic failure - This patient was a 57-year-old male with extensive bone and liver metastases and »
B (At wn oprincad rsass fogrsion Suring o Wi 60ty St i s Prior prostatectomy ) 13.0% a history of spinal cord compression. The patient’s PSA at study entry was 568.10 ng/mL. Prior to
two cycles of docetavel-based chemotherapy). PS04 at 3 dos beginning reatment with PS04, the patients LTs were notable for AST 49 U/L and an alaline .
Administered intravenously on Days 1. 4. 8 and 1iofa 21day Sycle. The trial was designed Prior prostate radiation 75.0% 20.0% phosphatase of 129 U/L (both Grade 1) with an albumin of 2.9 g/dL. During the course of Cycle 1,
o Supan I 1 63t ané FSA 1 Falopabhc response s ned I iner conort The gatients ASTALT and alkline phosphatase rose gracully (16 a peal of an AST of 118 U/l "
Pharmacoki ples were collected foilowing the first dose and safety was sssessed Group B Median number of prior hormonal a1 3(115) (Grade 2)), but returned to baseline prior to Cycle 2 Dose 1. On the day of scheduled treatment
throughout. roup therapies (range) . - with Cycle 2, Dose 2, the patient’s laboratory results revealed an AST of 339 U/L (Grade 3), which,
. according to the protocol, should have resulted in holding the dose.” Nevertheless, IPI-504 was
Results: A total of 19 patients were enrolled (4 in Group A and 15 in Group B), with a Median number of prior WA 208 administered to the patient prior to the investgatorsreview of the aboratory resuts. The next .
median age of 64 years (range 49-79). Patients had an average of 4.8 prior systemic 15 patient 15 patient hemotherapy treatments - , the patient _pre: i inal _pain,
treatments, Group B patients had an average of 1.6 prior chemotherapy regimens. Median patients patients chemotherapy treatments (range) and diarhes. The patients LETs were elevated and he was cosgulopathic, with "
PSA at study entry was 41 ng/ml (range 5-104) for Group A patients and 305 ng/ml (range 5 Median number of months since an AST of 10850 U/L, an ALT of 2184 U/L, an alkaline phosphatase of 661 U/L, a platelet count of ®
45-4823) for Group B patients. All Group B patients had bony metastatic disease, and 66% No prior systemic One prior docetaxel-based last docetaxel treatment (range) N/A 5(1-27) 92 K/uL, PT of 315 and PTT of 139.1 . A head CT, obtained to evaluate the patient’s change in z
had measurable soft issue or visceral mefastases. No PSA or RECIST resporises were cytotoxic chemotherapy (minimum mental tatus, revealed a cerebral hemorrhage. The patient expired the day after presenting to H
observed, however one Group A patient has remained on trial for 9 cycles with a PSA hemoth 2 eyl Medi ber of month: the emergency room. The investigator determined that the cause of death was hepatic faure H l
decline of 48% from baseline. Serious adverse events were observed in Group B, including chemotherapy cycles) e ot ('""" )‘ N/A 3(127) related to IPI-504. A 1 S
one patient with Grade 5 hepatic failure and one patient with Grade 5 ketoacidosis. o p ast chemotherapy (range] s patient was a 60-year-old man with metastases to his bones £ ..l.
isease progression duriny i owm
Conclusions: Hspd0 inhibition with IPI-504 given as a single agent in CRPC had a minimal Pro ‘ and intra-abdominal Ivmph nodes. He hed tory f hepatits C and clevated glucose levels $
treatment with docetaxel P
effect on PSA or tumor burden. Further evaluation of IP-304 as a single agent i this . . during steroid treatm: ter his frst dose of IPL504 400 me/me, the patient complained of £
patient population is not warranted a or within 60 days All adverse events experienced by > 10% of patients Pauses and 10/10 back pain. Prior to his second dose he s pre with dexamethasone, g
_ and was sent home o a dose of 4 g 1D, Twodays Jater he experienced confusion, dyspnea, LI
on study (n=19) thirst, and polyuria for which he was hospitalized. He was found to be hyperglycemic with
ketoacidosis, and also had Grade 4 hypotension  re multiple_pressors. The  patient
Background subsequenty developed multisystem organ fallre, Grade & pancreaitis and Grade 3 Iver
¢4 Grade (%, n) Total dysfunction. Hyperglcerna per despite intravenous insulin. The ketoacidosis and lactic
Event. acidosis wursene i, and the pa Uent deve\oped disseminated intravascular CDagu\a(mn with
12 3 a 5 (%, n) gastrointe: emorrhage, and died two days later. The investigator e cause of
« Hsp90 is a protein chaperone responsible for the 1f 1 or more patients achieve a PSA response or RECIST response then an additional 10 Geath 25 nyperglycenia with ketoacdoss, reated t0 1P-504. Several tudies wete performed to
proper folding, function, ?m:‘ stability of various 1P1-504 patients will be added to that cohort Any AE 36.8% 7 | 263%5 | 158%3 | 105%2 | 89.5%, 17 better r:‘g"’::’:t:aze::ef:r ology of i et et:acw‘mnhzg:r%w:e‘r':\;lcm:etro:cgstcs\sx;r\:’\:ﬁlrﬁ
“client” proteins. Many of these client proteins,
either in their wild type or mutant form, are Fatigue 201%4 | 53%1 | 0%0 0%0 | 263%5 assessing for mutations n his Insulin receptor, but none of these investigations were positive.
oncoproteins that play a key role in the h Nouse "
pathogenesis of many different cancers. Treatment schema 264G | SIL | 0RO | 0%0 | 263%5 Pharmacokinetics
+ IPI-504 is a novel, potent, selective, and water- Diarrhea 15.8%, 3 5.3%,1 0%,0 0%, 0 21.1%, 4 L Sre— Patient * Stillon study, > 40 weeks.
soluble heat shock protein 90 (Hspg0) inhibitor. IPI- sun Mon Tue Wed  Thurs fri sat - g
504 exists as a hydrochloride salt which is soluble Anorexia 15.8%, 3 5.3%, 1 0%, 0 0%,0 21.1%, 4 - L
in water in excess of 250 mg/mL. pwr— * No PSA responses were noted on the study
rthralgia 21.1%, 4 0%, 0 0%, 0 0%, 0 21.1%, 4 "
« The biologic and anti-neoplastic effects of IPI-504 Week 1 x x ® . % % + No RECIST partial or complete responses were noted on study.
been demonstrated in multiple human Constipation 15.8% 3 0%,0 0%,0 0%,0 15.8%,3
xenograft and murine orthotopic models of cancer. m Week 2 x x
IPI-504 inter-converts w\dh (]LAAE and exists ldn a 2 Infusion site pain 15.8%, 3 0%,0 0%, 0 0%,0 15.8%, 3 : .
PH and  enzyme-mediated dynamic redox
o o e Weel3 No treatment Fy— oo Tmes T oo T oo | 50ms Conclusions
X = 1PI 504 dose, IV; starting dose 400 mg/m? n Z
e 105%2 | st | 080 0%0 | 158%3 o 1PI-504 as a single agent has no demonstrated efficacy in the treatment of CRPC.
IPI-504 delays growth in PC-3 xenograft B -
ys g g 2 Studies of Hsp90 inhibition in prostate cancer should be conducted with care, given the
o0 R I . for study di : . 3 lack of activity and the tolerability of HspS0 inhibition in this patient population.
esults 2 . The exposure to IP504 and its metabolites in thi patient population is markedly
variable, particularly for 17-AG, an active metabolite.
#0000 . . Reason Group A (n=4) Group B (n=15) — J Work is ongaing to understand if this heterogeneity is related to castration, concomitant
g Baseline characteristics =t . medications, or other baseline or metabolic characteristics of this population
£ 200000 Progressive disease o 3 . i In contrast to studies of IPI-504 in multiple myeloma, sarcoma, and Iung cancer, IPI-504
] Group A Group B N yryo 5 . was less well tolerated in this ‘with two unexpects
£ iverse event/Deatl
3 (n=4) (n=15) — = Analyses are being performed to understand the relatonship betwe;n the increased
$ 15000 - 7 toxicity and the association betwee IC, ooy and clearance of IPI-504 and its
5 Age, years (median) 685 600 Consent withdrawn/other 3 5 metabolites in this patient population
° 100000 <6 0% 13.3%
Gleason Sum at s 6 174 sos 176 174
7 25.0% 33.3% ill on study 1 0 nalyte
Diagnosis Analye Acknowledgements
S00.00 8-10 75.0% 46.7% * Plasma was analyzed for IPI-504 and its two major metabolite - 17-allylamino-17-
Measurable disease at baseline 75.0% 60.0% « After an unplanned interim analysis revealed no clinically meaningful effects on PSA :Zv;\ethoxvee\danamvcm (17-AAG) and 17-amino-17-demethoxygeldanamycin (17- * Allthe patients and their families who participated in this study
o and occurrence of the two deaths on study, new accrual to the trial was halted o fatall of
T e o e e o . ome metastasis at baseline E— 0% ! v « The boves represent the 1 1o 3 quartis e study staff at all of the participating sites
bl ETPTTIES * All patients on-trial were dose-reduced to 300 mg/m? Many of the ongoing patients « The white line is the median value
TR TR s s e Median PSA at baseline (range) 41.8 ng/ml (5-104.2) B e, 8 withdrew from the study. « The arrows note the AUC for the two patients on this trial who died
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