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Case

BMAge: 65 vy.0.

HSex: male

B Chief complaint: Dysphagia 2 months, Weight loss
BPAST HISTORY: none

B Drug HISTROY: none

BPersonal history: non smoker, often drinker
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EGD and Barium swallow

Pathological findings:
Squamous cell carcinoma M/D /

Esophageal squamous cell carcinoma
- UICC 6 edition cT3N1MO, stagelll
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Which treatment do you propose?

1) Preoperative chemoradiotherapy

2) Definitive chemoradiotherapy

3) Preoperative chemotherapy

4) Primary surgery (followed by adjuvant chemo)

5) Others
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Algorithm of treatment for esophageal cancer I
]

Evaluation for staging(barium swallow, endoscopy, N
EUS, CT etc.) B
v v v v \ 2
[ stage0 ] [ stage | ] [ stagell lll ] [ stage 111(T4), IVa ] [ stage IVb ]
. (T1b-T3) ———
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Preopetative |}~ IS
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Endoscopic [ Surgery ] Chemoradiotherapy Chemotherapy
treatment ': Radiotherapy Chemoradiotherapy
| Radiotherapy
Vi Best supportive care
[ Adjuvant therapy ]
#2 Japanese guidelines for esophageal cancer, 2012

Japan Esophageal Society
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Preoperative chemo followed by surgery

Total thoracic esophagectomy

and regional lymphadenectomy. 2 Years after surgery: CT and PET
Pathological findings:

ypT3(Ad),pNO, total 0/110

Recurrence in lung & LN
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Which treatment do you propose?: 15t line chemo

1) Cisplatin + fluorouracil

2) Cisplatin + irinotecan

3) Paclitaxel + carboplatin

4) Docetaxel + cisplatin + 5-FU

5) Others
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1st line chemotherapy: cisplatin + 5-FU
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Which treatment do you propose?: 2nd line chemo

1

N

paclitaxel

2) docetaxel

3) irinotecan

4) Molecular targeting agent
5) Immuno-oncology agent

6) Others
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2nd line chemotherapy
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Standard chemotherapy in Japan

Patients 1st-line 2"d_line 3rd_line PD-1/PD-L1
population 100% 50-60% CCR4
Docetaxel
5-FU+CDDP New.agent PI3K
trials
Paclltaxel AKT
etc

The standard regimen is FP, Phase lll study of comparing FP with DCF is on-going.

Agent Hx N RR(%) TTP(m) 0OS(m)
Docetaxel SCC/AC 35/3 16 4.7 8.1 Muro
Paclitaxel SCC 52 44.2 3.9 10.4 Kato

Muro, K., et al., Ann Oncol, 2004
Kato K, et al., Cancer Chemother Pharmacol. 2011

Exploratory agents are one of the treatment option

ESCC is not so major disease in the Western countries because of difference of histology.
There are not so many SIT for ESCC.
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Doublet 1st-line followed by 2"d-line is standard

APOR [ 3 Japanese guidelines for esophageal cancer, 2012



New agent X under clinical trial
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Potential therapeutics targets from
biologics

B Exome sequencing identifies mutational signatures and potential targets
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l RTK-AKT pathway: EGFR, PIC3CA inhibitors
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B WNT-NOTCH pathway: NOTCH inhibitor
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Anti-PD-1 Ab for esophageal cohort

Analysis of PD-L1 Expression I 100 —— Squamous cell
< 80 Adenocarcinoma \
0. Mucoepidermoid 52.2% of patients showed a

decrease in target lesion burden

+ Tumor samples: archival or newly obtained core or excisional biopsy of a nonirradiated
lesion

* Immunohistochemistry: assessed at a central laboratory using a prototype assay and the
22C3 antibody clone (Merck)
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+ Positivity: membranous PD-L1 expression in 21% of cells in tumor nests or positive bands 04
in stroma
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Examples of PD-L1 Staining in Esophageal Specimens from KEYNOTE-028 g """"""""""""""""""""""""""""""""""""""""""""""""
- —— 240
AN 7
6 60 1
i A0
. PDL1 Negative 00 -

Doi T et al; ASCO 2015
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