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Phase Il Trial of Trastuzumab and Docetaxel Iin
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J Clin Oncol 37, 125-34, 2018

Patients With Human Epidermal Growth Factor
Receptor 2—Positive Salivary Duct Carcinoma

Hideaki Takahashi, MD, PhD?; Yuichiro Tada, MD'; Takashi Saotome, MD?; Kohei Akazawa, PhD?; Hiroya Ojiri, MD, PhD%;
Chihiro Fushimi, DDS, PhD?; Tatsuo Masubuchi, MD, PhD*; Takashi Matsuki, MD'; Kaori Tani, MS3; Robert Y. Osamura, MD®'5;
Hideaki Hirai, MD, PhD’; Shuhei Yamada, MD?; Daisuke Kawakita, MD, PhD®; Kouki Miura, MD?; Shin-etsu Kamata, MD?; and

Toshitaka Nagao, MD’
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¢ Ongoing study treatment

4 Received previous docetaxel

» Received previous paclitaxel

ORR: 70.2% (40/57)
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Phase [l study of trastuzumab and docetaxel
in patients with HER2-positive
recurrent/metastatic salivary gland cancer

Naomi Kiyota'2, Ichiro Kinaoshita3, Satoshi Kano*, Yasushi Shimizu?, Yuichiro Tada®,
Kei ljichi®, Tomoko Yamazaki?, Akihiro Homma¥, Yoichi M. Ito8, Naoki Nishimoto?,
Keiko Kobayashi®, Toshiyuki Isoe?, Yutaka Hatanaka'?, Hitoshi Tsuda'l,

Shojiroh Morinaga'?, Yoshihiro Matsuno3, Hirotoshi Dosaka-Akita?

'Department of Medical Oncolegy and Hematology, Kobe University Hospital, 2Kobe University Hospital Cancer Center, *Department
of Medical Oncalogy, Faculty of Medicine and Graduate School of Medicine, Hokkaido University, “Department of Otolaryngology-
Head and Neck Surgery, Faculty of Medicine and Graduate School of Medicine, Hokkaido University, Department of Head and Neck
Oncology and Surgery, International University of Health and Welfare Mita Hospital, *Department of Otolaryngology, Nagoya City
University Medical School, "Division of Head and Neck Cancer Oncology, Miyagi Cancer Center, *Department of Statistical Data
Science, The Institute of Statistical Mathematics, *Clinical Research and Medical Innovation Center, Hokkaido University Hospital,
'®Research Diviston of Genome Companion Diagnoestics, Hokkaido University Hospital, "Department of Basic Pathology, National

Defense Medical College, '2Department of Diagnostic Pathology, Hino Municipal Hospital,
*Department of Surgical Pathology, Hokkaido University Hospital
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Methods

A multicenter, single-arm phase |l study
Investigator initiated trial, pursuant to the J-GCP (UMINOG0018165)
Treatment

» Trastuzumab (Tmab), loading dose 8mg/kg, followed by émg/kg, q3w

» Docetaxel (DTX), 70mg/m2, q3w

» Up to 8 cycles of the combined treatment.
Primary outcome

» Overall response rate (ORR), RECIST v1.1

» Assessed by the blinded independent review committee (BIRC)
Secondary outcomes

» Progression-free survival (PFS)

» Overall survival (OS)

» Safety
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Main inclusion criteria

20-75 years old
Histologically confirmed salivary gland carcinoma

Recurrent and/or metastatic salivary gland carcinoma

HERZ-IHC 3+, or
HER2-IHC 2+ and HER2-DISH positive (HER2/CEP17 ratio = 2.0)

Patient with measurable lesion by RECIST v1.1
ECOG performance status of 0-2
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Statistical considerations

» Sample size calculation
Null hypothesis: RR of 25%
Alternative hypothesis: RR of 70%
Test them with two-sided alpha of 0.05 and power of 90%

Planned sample size of 16 pts, considering two dropouts

Enrollment

» Institutions: 5 hospitals in Japan

- Hokkaido University Hospital, Kobe University Hospital, International
University of Health and Welfare Mita Hospital, Nagoya City University
Medical School, Miyagi Cancer Center

» Enrollment period: April 2015 - April 2017
» 18 patients were enrolled.
» 16 patient received study treatment.

« Data cutoff: April, 2018
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Patient characteristics

Age
Gender
PS

Primary site

Pathology central
diagnosis

HER2 status

Previous treatment
and disease status

Median (range)

FIM

0/1/2

Parotid gland

Submandibular gland

others

Salivary duct carcinoma (SDC)
Carcinoma compatible with SDC
IHC 3+

Untreated, metastatic
Treated and recurred

Surgery and adjuvant chemo-
radiotherapy

Surgery and adjuvant radiotherapy

Surgery alone

59 (26-72)
3/13
11/5/0
11
4
1
14
2
16
2
14
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Adverse events (SAS; N=16)

CHUGAI

» 13% of the patients experienced FN
Adverse events grgges % GI G4 G5 Gls (%)
Any events 16 (100} 2 13 1 16 (100)
Hematelogic
Neutrophil count decreased 16 (100) 7] 14 0 16 (100)
White blood cell decreased 15 (94) 10 5 0 15 (94)
Anemia 13 (81) 1 0 0 1 (6)
Lymphocyte count decreased 4] (31) 3 0 0 3 (19)
Febrile neutropenia (FN) 2 (13) 2 0 0 2 (13)
Non-hematologic
Hypoalbuminemia 10 (63) 0 0 1 1 (6)
Anorexia 7 (44) 1 0 0 1 (6)
Bronchial infection 2 {13) 1 0 0 1 (6)
Nausea 2 (13) 1 0 0 1 (6)
Dysphagia 1 (6) 1 0 0 1 (6)
Insomnia 1 (6) 1 0 0 1 (6)
Lung infection 1 (6) 1 0 0 1 (6)
Urine output decreased 1 (6) 1 t] 0 1 (6)
Hypokalemia 1 (6) 1 0 0 1 (6)
Anal fistula 1 (6) 1 0 0 1 (6)
Hyperglycemia 1 (6) 1 0 0 1 (6)
Aspiration pneumonia 1 (6) 1 0 0 1 (6) 10




Summary e

» ORR by BIRC: 60% (9/15; 95% Cl, 32.3-83.7)
which rejected null hypothesis of 25%

» Median PFS: 8.5 months (95% Cl, 6.0-12.7).

» Median OS: not reached (NR)
(median follow-up of 17.9 months in survivors)

» Comparable efficacy with previous report

» Safety
> Manageable toxicities
» Febrile neutropenia (2 pts, 12.5%)

o L L 8

Takahashi  Single center PII Tmab+DTX

This study Multi-center PII 16 Tmab+DTX 60.0 8.5 NR ‘ T



Conclusions

» This multi-center phase li trial showed reproducible
results to previous single center trial

» Tmab plus DTX is an effective treatment option in patients
with HER2-positive recurrent and/or metastatic SGC
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