
Results – Enrollment and Demographics

Results – Pharmacokinetics Background
•  Heat shock protein 90 (Hsp90) is a protein chaperone responsible for the proper folding, function, and stability of various 

oncoproteins. Many of these oncoproteins, either in their wild-type or mutant form, play a key role in the pathogenesis of many 

different cancers.

•  IPI-504 is a novel, potent and selective compound being evaluated as an 

Hsp90 chaperone inhibitor. IPI-504 exists as a hydrochloride salt that is 

soluble in water in excess of 250 mg/mL.

•  The biologic and antineoplastic effects of IPI-504 have been demonstrated in 

multiple human xenograft and murine orthotopic models of cancer. The free 

base of IPI-504 interconverts with 17-(Allylamino)-17-demethoxygeldanamycin 

(17-AAG) and exists in a pH and enzyme-mediated dynamic redox equilibrium 

in humans.1,2 

•  Published data indicate that the combination of a taxane plus Hsp90 

inhibition given simultaneously produces tumor regression in human 

epidermal receptor 2 (HER2)-positive breast cancer xenografts and 

epidermal growth factor receptor (EGFR) mutant lung cancer xenografts.3,4
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IPI-504 Sensitizes NSCLC Xenograft (H1650) to Taxanes
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IPI-504, 50 mg/kg, 1x/week

Paclitaxel, 20 mg/kg, 1x/week
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NSCLC=non–small cell lung cancer.
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Methods Results – Safety and Activity

MTD=maximum tolerated dose.

TRIAL SCHEMA

Expand to 20 patients
with NSCLC at the

MTD

Dose escalate
IPI-504 weekly with
docetaxel 36 mg/m2

(3 or 4 weeks)

Defi ne 
MTD

Dose escalate
IPI-504 Q3 week with
docetaxel 75 mg/m2

Q3 week

•  Both IPI-504 and docetaxel are given via intravenous infusion

• Dexamethasone premedication is allowed

DOSE ESCALATIONS 

Cohort
IPI-504 dose

(mg/m2)
Q3 week docetaxel

dose (mg/m2)
Weekly docetaxel

dose (mg/m2)

1

2

3

300

450

550

75

75

75

36

36

36

ENROLLMENT

*One patient enrolled but not treated with IPI-504 is excluded from this analysis.

Patient number* Tumor type Schedule
IPI-504 dose

(mg/m2)

501-007

501-008

501-009

501-001, 501-012, 
501-013

502-001, 502-003

503-001

503-005

501-015, 501-017, 
501-018, 
501-019, 503-007

502-002

503-002

501-017

503-008

503-009

501-021

505-001

Prostate

Parotid gland

Throat

NSCLC

Pancreatic

Soft tissue sarcoma

Breast

NSCLC

Rectal

Tongue

NSCLC

Salivary gland

Vaginal

NSCLC

SCLC

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Q3 week

Weekly

Weekly

Weekly

Weekly

300

300

300

300

450

450

450

450

550

550

550

300

300

300

450

Q3 week 
schedule

Weekly 
schedule Total

N

Age (years, median)

Sex
Male

≥90

80

70

Female

Karnofsky 
performance 
status (%)

% With prior docetaxel 

% With 3 or more prior 
chemotherapies 

18

60

44.4%

55.6%

22.2%

44.4%

33.3%

16.7%

72.2%

4

66.5

50%

50%

50%

50%

0%

0%

100%

22

62

45.5%

54.5%

27.2%

45.5%

27.3%

13.6%

77.2%

DEMOGRAPHICS

DOSE-LIMITING TOXICITIES

•  On the Q3 weekly schedule, IPI-504 450 mg/m2 (in 

combination with docetaxel 75 mg/m2) was the MTD, and the 

expansion of this schedule is ongoing

•  MTD evaluation continues on the weekly schedule

Schedule

Q3 week

Q3 week

Q3 week

Q3 week

IPI-504 dose 
(mg/m2)

300

450

550

550

Description of event

Grade 3 febrile neutropenia

Grade 3 fatigue

Grade 3 acute respiratory 
distress syndrome

Grade 2 sinus bradycardia*

*Required hospitalization.

ADVERSE EVENTS OCCURRING IN >15% OF THE POPULATION, 
ALL SCHEDULES, ALL DOSES, REGARDLESS OF RELATIONSHIP 
(N=22)

• There was one death on study, due to disease progression

Event Grade 1-2 Grade 3 Grade 4 Total

Any

Fatigue

Nausea

Diarrhea

Alopecia

Vomiting

Cough

Rash

Anorexia

Arthralgia

10 (45%)

12 (54.2%)

11 (50%)

10 (45.5%)

9 (40.9%)

7 (31.8%)

5 (22.7%)

6 (27.3%)

4 (18.2%)

4 (18.2%)

8 (36.4%)

3 (13.6%)

1 (4.5%)

0

0

1 (4.5%)

2 (9.1%)

0

0

0

3 (13.6%)

0

0

0

0

0

0

0

0

0

21 (95.5%)

16 (72.7%)

12 (54.5%)

10 (45.5%)

9 (40.9%)

8 (36.4%)

7 (31.8%)

6 (27.3%)

5 (22.7%)

4 (18.2%)

LABORATORY ABNORMALITIES: INCREASES 
TO A GRADE 3 OR 4, REGARDLESS OF 
RELATIONSHIP (N=22)

Grade 4Grade 3Laboratory test

4 (19%)a

0

0

2 (9.1%)

0

0

0

0

0

3 (14.3%)a

2 (9.1%)

2 (9.1%)b

0

2 (9.1%)

1 (4.5%)

1 (4.5%)

1 (4.5%)

1 (4.5%)

Neutropenia

Hyperglycemia

Anemia

Hypomagnesemia

Hyponatremia

Partial thromboplastin time

Aspartate aminotransferase

Hypophosphatemia

International normalized ratio

aAll occurred on the Q3 week schedule.
bBoth grade 3 anemias were grade 2 at baseline.

Conclusions
•  The MTD of IPI-504 plus docetaxel given every 3 weeks is 450 mg/m2 

 •  The combination regimen has been generally well tolerated in this study

 • No effect of IPI-504 on docetaxel clearance has been identifi ed to date

•  Evidence of the biologic activity of the combination has been seen, with 1 PR in a patient with metastatic pancreatic 

cancer refractory to gemcitabine and 6 patients with SD >3 months

•  The trial continues with the expansion of this schedule in NSCLC as well as alternative schedules of IPI-504 plus 

docetaxel

 •  The maximum dose of IPI-504 in this trial has been changed to 300 mg/m2 in response to mortality seen in a 

phase 3 trial of IPI-504 in gastrointestinal stromal tumors

No Effect of IPI-504 on Docetaxel 
Clearance 

•  Docetaxel clearance was within the range reported from a 

population analysis in 640 patients following docetaxel 

monotherapy,5 suggesting that IPI-504 did not have a 

clinically signifi cant effect on docetaxel clearance
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17-AG=17-amino-17-demethoxygeldanamycin.

Mean Plasma Concentration Following Administration of 
IPI-504 300 mg/m2
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•  Similar curves were observed following administration of 450 and 550 mg/m2.

•  Exposure to the active species IPI-504, 17-AAG, and 17-AG increased with 

increasing IPI-504 dose. Area under the curve (AUC) for 17-AG accounted for 

~40% of the total AUC measured for the 3 species combined.

•  NSCLC was the most common solid tumor type reported for subjects enrolled 

in this study. The median IPI-504 clearance in this study was within 20% of the 

reported IPI-504 clearance in a separate monotherapy study, suggesting that 

docetaxel did not have a clinically signifi cant effect on IPI-504 clearance.

ACTIVITY

Time on study 
(months)

Best response
by RECISTTumor typePatient

4 SD

6 SD

5 PR

4 SD

4 SD

8 SD

3 SD

Prostate

Parotid

Pancreatic

Soft tissue sarcoma

NSCLC

NSCLC

NSCLC

501-007

501-008

502-001

503-001

501-001

501-012

501-015

PR=partial response; RECIST=Response Evaluation Criteria in Solid Tumors; SD=stable disease.

•  To date, 7 patients have been on trial without progression for at least 

3 months

•  There has been 1 PR on study. Patient 502-001 is a 77-year-old man with 

pancreatic adenocarcinoma. He was diagnosed with metastatic disease and 

received 3 months of gemcitabine chemotherapy, with a best response of 

progressive disease. He received a total of 8 cycles of IPI-504 450 mg/m2 

every 3 weeks plus docetaxel 75 mg/m2 every 3 weeks. After 4 cycles on trial, 

he achieved a PR. He progressed after 6 cycles on trial.
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NSCLC=non–small cell lung cancer.
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