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I. RROME (RIEFERE)

AWFFEIE, FEAETRIR I ZHRPUE: O E M AR S92 (RO B B R U o Bk A
W= R EOMKRBR Th 5, BIfE, AARTERIN TV HETHIEE RGN
KT DEEEIRIEIIPIPD-1 Bk 72 E ORETF = v 7 ARA o FHEHISC BRAF [HEAIZ: & D5y
FHERERTH Y, —EOEDNBE SN TNDE—F T, BEEYRO LERE O H 550 H-
R RERNIIR S D, WA CTOREERME U > 2XER(Tumor infiltrating lymphocytes: TIL) % F
We B ERIETILRIE)EL, 2D O BRI OEATHEGZ 6 L TH —E D
BRBAE S STV D, AFFETIL, BATHIO TO TIL BEFEMICHTZY . EITA
BEME 2 FEAHE H & U iR R B A e L 7=,

Tk 28 HEFEIL, 2 BIOBRRMFTE 2 E0E LT=, 26 bl v ha—ZE -7 TIL O
& - AR, BRIEMEERRTLE S KON TIL e A2 52 Lo, JRRICBEET 28 EFRIIA
TR TLRMED R S -, 1 618 1350 PD-1 Hifks L UL CTLAS HLIERGER] T &
B8, NEEAE/ Y BT RECIST #Ei T SD TH V. #iivkts 8 A SD Z#EEF L7=, 2 BIH X
$1 PD-1 HU{A# 1L T PD, & D% D BRAF [HEHII L OWL CTLAG FUKIGEN A HEHL D=0
WZH IR SAUTZAERI T, TIL 0555 - TR, B HFEMEEmRTLE S KON TIL e Eha T 72
D3, TIL # 5:-0% . IRIERNCAFIE LT 2 BB I3 T 2 ~OIREN LB & 72 0 BRIRIFSE
MBIz, LTzdd-> T, 2 FEFNCHB W T TIL B HREEEII R E R < Ei T& 7=,
Fl&Efe &, RIEOEITATRENE L 22 FHlT 2 & & bic, Bk L TIL OEOf#T %2
Fhid %,

Atk SEEEROV A TRV, ARz 2 MR Z T 2 1cHzh | &
TEDOFEAEREZ T, BEEE, ThbofdE, MERZEELLEYm ha—Lofk
R BiiE L, BEIESRB R AR PRI et = o & — 23T, Rk 30 R b D SR
O HE( 2 BRAA L7,

In this study, we are conducting the exploratory clinical trial of adoptive cell therapy (ACT)
using ex vivo cultured tumor infiltrating lymphocytes (TIL) in melanoma patients who are
refractory to standard cancer therapies including immune-checkpoint inhibitors, molecular
target therapies, or chemotherapies. This is the first trial that was planned to evaluate feasibility
and safety of TIL-ACT for Japanese patients with metastatic melanoma.

This year, two patients have been recruited and treated with TIL-ACT. Preparation of TIL
culture, lympho-depleting non-myeloablative (NMA) preconditioning, relatively low dose
intravenous IL-2 administration were performed without major problem in two Japanese
melanoma patients. In patient #1 who had failed both anti-PD-1 and anti-CTLA4 Ab therapies,
the objective clinical response was stable disease (SD) according to RECIST v4.0, and the
lesions remained stable for 8 months following TIL-ACT. In patient #2 who had failed
anti-PD-1 Ab therapy and was unable to continue BRAF inhibitor and anti-CTLA4 Ab therapies
due to adverse effects, well-prepared TILs were administered. However, the patient was
dropped out from the trial due to the radiation treatment for increased pain caused by bone
metastases. We continue the trial as well as immunological monitoring of administered TILs.

We are also preparing a Phase I/ll clinical trial of TIL-ACT to evaluate safety and
effectiveness in melanoma patients under the setting of “Senshin-iryo” advanced healthcare
evaluation system. We have discussed the issues to be solved for the new trial with Ministry of
Health, Labour, and Welfare. We are planning the trial under the control of Keio University
Hospital Clinical and Translational Research Center.
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