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3.HER

Phase 1 BRICEGHINS 11 6. 2HAICBVWTHEREEEESEHED T, phase 2 RERICBITS
HESEF 5 B (Olaparib 600mg/day 43 2, eribulin 1.4mg/m2, dayl & 8) MREFEI N, FOHAEEETY
Bedn o 3 &Rk Lz, £fl. PDICTRBEEIHIEERD, 2016 4 3 BT, 2 HlOH, LEERE
mEEoTna,

GCP EPIRBICE L T, BT REFE L, BRETTETWV S,
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ZEETDH, LML, olaparib & BRCA BZTREFICBVWTAHYTH R LW IREREEND S X
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— 172 —



DHEOEREYURTHELIIENTERN,. ABROEE LFAKIC., SHEMEHEICBT2FERLTR
B&izol,

4%, 2/R5tE & U T, Phase 2 SO DENT. RXIERZED. T—FONXEED D, I5IHE
FEERIZATE TRIFRZIES ED THBERD B,

5.%& o

Eribulin 1.4mg/m2 & Olaparib(300mgX2/day O #fH L ¥ AXLENDERT. TNBC EfTHREIE
X UT, M TESHRBEEONELERS . TR 228 EELURE. INETOEHEINHBERT—F
EZNR—ZA TRAK L FOHITEED D,

6.1t HEE

Hiroyuki Yasojima, Harukaze Yamamoto, Norikazu Masuda, et al.: A phase I/II trial of olaparib
in combination with eribulin in patients with advanced or metastatic triple negative breast
cancer (TNBC) previously treated with anthracyclines and taxanes: First results from phase I. ASCO
2015, J Clin Oncol 33, 2015 (suppl; abstr 1038), Chicago, 2015.05.28-2015. 06. 01.

[#08%] Background: Olaparib is a PARP inhibitor which has been reported to be effective against
some solid tumors and the recommended dose is 300 mg bid as monotherapy. Eribulin is currently
a global standard drug after treatment with anthracyclines and taxanes in advanced TNBC: however,
olaparib has also shown promising efficacy in breast cancer with BRCA mutations, which are
associated particularly with TNBC., Therefore, we designed this phase I/II trial (UMINO00009498)
with an expectation of synergistic effects. Methods: By the traditional 343 design, 1.4 mg/m2
of eribulin was administered intravenously on days 1 and 8. Olaparib tablet was orally
administered twice daily according to dose escalation method from level 1: 25 mg bid to level
7: 300 mg bid. Dose-limiting toxicities (DLTs) consist of neutropenia G4 over seven days,
thrombocytopenia G4, febrile neutropenia, non-hematotoxicity G3/4, administration of eribulin
deferred on both days 8 and 15 due to adverse events, and onset of cycle 2 delayed over 14 days.
Results: Twenty-four patients were enrolled from February 2013 to April 2014. The median age
was b2 vears old (range: 36 to 77). The median number of prior chemotherapy regimens was 3 (range:
2to 7). Significant adverse events {(G3 or higher) were neutropenia {87. 5%, febrile neutropenia
(20. 8%) and anemia (16. 7%) . Nausea (54. 2%) of any grade was also observed, for which most subjects
required antiemetic. There was only one DLT observed through phase I part; a subject in level
T could not be administered eribulin on both day8 and 15 due to neutropenia. Inrespect toefficacy,
PR in 4 patients and SD in 12 patients were observed. The response rate was 18.2% [n = 4/22],
while the disease control rate (PR and SD) was 72.7% [n = 16/22]. Cmax and AUC of olaparib were
correlated with its dose. PK parameters of both eribulin and olaparib were not influenced by
each other. Conclusions: RDof olaparibwas estimated to 300 mg bid because MTD was not attained.
Now we are conducting phase II part. Enrollment has already completed and the final results
will be available reported in the third quarter of 2015. Clinical trial information: 000009498.
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6. R FE
Hiroyuki Yasojima, Harukaze Yamamoto, Norikazu Masuda, et al.: A phase I/II trial of olaparib

in combination with eribulin in patients with advanced or metastatic triple negative breast
cancer (TNBC) previously treated with anthracyclines and taxanes: First results from phase I. ASCO
2015, T Clin Oncol 33, 2015 (suppl; abstr 1038), Chicago, 2015. 05. 28-2015. 06. 01.
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