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Cisplatin-Induced Antitumor
Immunomodulation: A Review

* Long held belief that chemotherapy is immunosuppressive

— emerging evidence indicates that anticancer activity of cisplatin not limited to its ability
to inhibit mitosis, but that cisplatin also has important immunomodulatory effects

» four main mechanisms of cisplatin-induced antitumor immunomodulation
1. MHC class | expression upregulation;
P recruitment and proliferation of effector cells
% upregulation of the lytic activity of cytotoxic effectors; and
4, downregulation of the immunosuppressive microenvironment.

Growing body of literature on cisplatin-induced antitumor immunomodulation ultimately
highlights the therapeutic potential of synergistic strategies that combine traditional
chemotherapy with immunotherapy

ASCO ANNUAL MEETING 16 Andreas R de Biasi CCR 2014

D Rebecca. American Society of Clinical Oncology annual meeting 2016
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Figure 1 Stimulatory and inhibitory responses mediated by immune checkpoints. Depicted are interactions between immune checkpoints and their ligands as
well as their cellular effects. Stimulatory effects are depicted with green arrows, and inhibitory effects are depicted with red symbols. The effect of GITR ligation in NK
cells is not yet fully understood. T REG: Regulatory T cell; DC: Dendritic cell; NK: Natural killer; MHC: Major histocompatibility complex; PD-1: Programmed death-1;

KIR: Killer cell immunoglobulin like receptor; TCR: T-cell receptor; LAG-3: Lymphocyte activation gene-3; TIM-3: T-cell immunoglobulin and mucin protein-3; CTLA-4:
Cytotoxic T lymphocyte associated antigen-4.

World J Immunol 2015 March 27; 5(1): 1-15 14
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H Mukai et al Invest New Drugs. 2017 Jun;35(3):307-314.



NC-6300 XK[EIZHITHEFE (PNanoCarrier®

RERE B A | SR EFE

(2014%) (20144%F)

HERE TURASYAUJ 12,020 4,740 $9709%6%
(FFVILELY) (FwLHA)

Source: CA CANCER J CLIN 2014;64:9-29. XEIIANAHEL 42— HNABHRY—EX

af P &
> RTHBCHRLGEDREMEEIoRET HEMRES
> BEODEFEKEIEONTWDEOH. HIERFELRATFIND

B ®DIAEL
1. TEIESUIFERBEHDTORTHA0) 2 RuER
2. FREBEESRHADLELY
(REFVIRAFEEERIDO B ZIEIXRER)
3. FDA AFEAZETOT S LGHIEFI ROl geE

BEROIK
® 20178F7R A—TI7 RSV EETZIT1-

o ENHEREEL70 mg/m?EiBZ 5185 mg/m*ETIEEH
16



(VNanocarrier

201938 REME
/\47 7’(/4*/%
fEsEmEE

S B
|||n

Appendix
4. =HABE
5. SEILEF/RIFEAMIZDONT




Al

s 2R . H FRFT DR (PNanoCarrier®

ADCM (Antibody/Drug—conjugated micelle)
vV ERDFEER
v BBEEEZESM (NanoFect®)

MEO/\«rz-ﬁ%ao) HEITE i\ TPG
V SRILEFRRAORIEIC otéADCMODE—ﬁﬂ: lif Biologics

RRT)/\)—ICBET 5 RHE
v xRt HY—IJ-Brain Cargo®J&<|:’)l/“37‘/*_L?0)ﬁﬂA




ADCMMDELLTE (PNanoCarrier®

v ADCM ADC

4 “ /._,A . % / .

‘'@,  Antibody-Drug oI Antibody-Drug
v -y Conjugated Micelle T Conjugates

1. ADCMIZ. 151K &H =Y 100-3005 F D E W 1E£ ZEH AT HE

2. ADCMIZ., BEZ 4 ESHMETOmMESDRIERFL L

3. ADCMIZ. it GERZ4) BRI EEIREHER
4. ADCMIE., KUY RIIGIESHERNANDEITH A EE

5. ADCMIZ. [ES RN THfR IR DR AV AT EE




thnl

EXFHFE INMTTAEAEETFIRIE (PNanoCarrier®

[CB9 5514t R

v KEZHIDIC Dﬂ%#h’&“l%l’”"]ﬂﬁn‘t%ﬁ therapeutics
= it

vV B KAIREEE B 5 5 A

IR EEICRIT-BE AR
/ REKEIORTERE - miezimEnL @ CEOLIA
B 5L 1- 2 FE 12 o A (1R 51 B

BEERESSUEIFE|MNIEE

v ABEDBEWEE O (A EZREIEE @ GENETECHN STIENCE
SR IEE T i LS

v BEEBRS B COIEEMLEER NORITSU

Bz ARBEIVE-111 | O ENER S L UIRSEE Q')
VBL




INMTSA2E A (VB-111) (PNanoCarrier®

VBL Therapeutics A3 KE % dily [SSE R D B F K R:

® JS5FFMtEEREMNA
Phase Ill Ffgs (20174 128)

10

Low dose
—— Therapeutic dose
LR T

| Sk

G R

06 08

04
|

POCKREE  OSHZ{E:810xt172H | L,
Phase I/l BEMAE(n=17)xHEME(n=4)
P=0.042

00 02

0 200 400 &00 800
BEETD =Eo

o BREMMERBFIEGBM)
201843 A8H #EREHR (vBLth)
® J5AT)—IURRANTHAEEFELR (0S) IZ2DWTEL RGN ST=,
& FEMlT—EfERS

rGBMZNRELI-RAEBR D MBI T —3%2 & 8L,
LidERELE6H, EARBARIZOVWTERTT S .




EIFIRIE (PNanoCarrier®

BXE&Eo—FTo9 /94X /=) ViR &t
20184%F4RA9H1)—X

<BEEEIETORMEZIER>
ENTNOHARRFEOEM -MEZHEEE . AEENTZL, HHWE BRFARETIE+5
BMBENGEONLGNVREZHRELE-FIZRFB~DRFAZHSB M,

/= VT N —T =4t (BIREERX)

O —2F0/ ATV R NAFAERERTEE=_—XIZZRZ25

O BRBEER NEEXREDEECHENOBEERFHMEHRR
SERRTEEREFECIEESN. DRz

AT 27— )Rt
2018%F1H178))—X

FROGERREFVRFICANERRORT., IRAREFICE T HHEDAIEE
MEICOWTHERNZBRICIREABTZEMEL. RBFREZNEMIEI S-L2E
HLTHERZEDTLET,



(VNanocarrier

201938 REME
/\47 7’(/4*/%
SXHAFIRR
EEmEXE

B o
|I|

Appendix
4. =HABE
5. SEILEF/RIFEAMIZDONT




EHEmEx

StIUEFJ HF(E. SRIEHERA—D—EDHFEIRFEICKD.
{EHEmiir & U THHHEL

acb.LP CA Re

20134 e s e
e eclafutur : (Depth, Ejﬁ %/ET@;&VQJ%H%%W /
FILEAS & DL RBRE R recunoLoates
BR5s/ 7ILE A
20144
T NBIVNVER
U )LFEST
ASEART 20164
p—e BEmITEERIRSD i -
— s ANV FEEEAD 2017498
MU I FAREBRIEA B AR

uu it
uuun_ T

https://depth.technology/

20104 20164 TIREBAY AL
e’‘clafutur-w E&%: EXCIA AL:
B4 BASE/ I 41 BR5S FILEA> EOHFBEREER

BR5E/ ILEA>

(}Nanocarrier’

24



Depth (PNanoCarrier®

ALP CA -0 >
s Re A3 —2yRERFEIZINZ .

Dwm HRWIEE DL KRZEEDH TS

jt/ﬁJ_~ E.ﬂﬁ i—II ﬁi‘fh ?EF ). 7.

VILEA> EOHEIRFEEG/ [— _
o e = AP D QI YRARMESTELMNS

https://depth.technology/shop/list.php

[BEEHFEINTHAIENSIH-VREINEEZR2HEHL.,
AEXEVTT7OERKICESWV B EDDSIZEBRRBILTSZORMBRTAT L

PART 03 ‘ PART 04 I
Eop T
BOOSTER ADVANCE

<] ﬁ%mz SEDERBFA~ >
25

PART 01 PART 02
CLEANING MOISTURE .
< BEZEZ EERE~




DYMNESTTNVELT-

AERIZIT BHOFEERVEZICETIAFRERBELAEENTHY
FIA . WS CAFOUREGFERICE DT LN HEHLE-FETHY.
BEMLGIRIPTEEEILIEENTUVET . ZD-H. HRLALGER
DEICKYEBRDERBITERL TWEFTEEIKREELIERLEL
HAREEN DD EEHAIMBETT SN,

Ftf=. BEm (FEM) ICEITAFEHRNEFTNTOETA, TNLEFE
G LEVCEFHGETRNAREBHNETDELDTEBYFEA,

Contact

T/&¥)7HARM HRE
TEL: 03-3241-0553

(|PNanocarrier’



(VNanocarrier

20194F 3R REME
/\’fj 7’(/4?(&
fe¥EmEX

> w N
IIIn

Appendix

4, =R
5. RILEF/RFHEAIZDLNT




SR

AIR—=3Tp—2ELT, HOBICHELENBID7—RANI V1B ET

(}Nanocarrier’

AL 19965 6A14H
tiEmE RGP H —X 200843A58 L5
PRt At - BHITPR FEERAMES
RRAT 1R FREPRXIRIG
iICONMSR RS R | ey o B T
Fatt NanoCarrier US  Medford, MA
BEAE 11,1008 A M (20183831 HIRE)
FITERIALE 43,236,584% (2018%F3H31HIRT)
1B 58% (2018%3A31HIRTMT)
BRfis R RCEO hE—EB
CFOFHtRER MUEAN (cZ2EESEHRAatt F/70/(— hF—XREREHHR)
SERENERHA FEFEX (RRZFEKX LERIE - HERE)
KIGE (EEm OUZvIRE)
BB HENEEERK B OBNUES (obEMT MR  EHRESREIR)
IEEENEE AT ARISIE (RIBELARFTESEHAT AKX AR5 TD)
RILERF (KRS EESH FEL)
BAI T4 Javo | FEA—Al  (ERAZEHFERR. S/ EEA I NR—>23>T245—R)
M auba EWEX  (RATATRENE)
AL (RRIERFHRE)

28



KEKREDIK; (*Nanocarrier®

FITHERICILEL 43,236,584k

FhE20:27,6384 201843 A31 A A
BE4 R PR E
(#%) (%)
AR R T1-H—EREFRBITHRASH(EFTED) 2,675,500 6.19
EHtFIEMNRASH 2,660,000 6.15
THE BANK OF NEW YORK 133524 1,227,600 2.84
hE —BB 1,029,000 2.38
BATRXA— S AMEFERITHRA S EFERA) 924,600 2.14
THE BANK OF NEW YORK 133652 890,300 2.06
CYNTEC CO., LTD. 623,200 1.44
BNY GCM CLIENT ACCOUNT JPRD AC ISG (FE-AC) 598,200 1.38
STATE STREET LONDON CARE OF STATE STREET BANK AND TRUST, £00.000 116
BOSTON SSBTC A/C UK LONDON BRANCH CLIENTS- UNITED KINGDOM ’
AT S 490,400 1.13
£t 11,618,800 26.87

GE) FHR LR B DR 6t EERLTHELTRYET,
29



SJILIEF/RF VATLTHAY (P Nanocarrier'
i

RUIFL>PUI—) KRUFPZJig

Bk Bokp  CHIMTE
> YRR ER
NK105 (J\ZU5F1IL)
et

> FRERSE

S )\OE, siRNA

Medicelle™

> EFREEE
NC-6004 (ZXT>F>)
NC-4016 (F/\T>F>)
NC-6300 (ZEJILEZ>)

> U —(EEREYIFESE
(Active Targeting)
Y- iR RTFRRRE

30



SILIE T /R FE T DY

B —

lﬁﬁg'& (t_ 151’15

HAHOEMZEKICBRICAET S
7K <0.001 <0.1
SILIEF/RF D2 >50
BITOTE 2000 fELLE 500 fZLLE
(E&IL/K)

B3> bO-)VIcEND

B3> bO-VcEN (REM.
Z2MtomR L) . mPFEEEDHE L
(EDFFRICEDND)

BAMREE

i S B

StILEF/HF

EYER

Ry fid

(}Nanocarrier’

H—=0F4 2 D(cEBND
MAMBBORIEEIR 2 S EIULT ) BFOD
ISABMIADEREA D =X s

IER#R

hEA B

o FYPELR
#e o ST KT

31



StI)LEF/RFIDAFID Ak (}Nanocarrier’

EZEmd FBHASAD
oyl Quality Of LifexiiE
> 1A ] > IEFNRIER
S E TS RO—)L T SRABAD N DEENKIE
>S5 =TT > > BV EFR BRIk
SR R (A S TS FO—ILIC &S
o B
> BioavailabilitytdmE o "
AR ORIA( > FEMECNE
ABRARE, BRI,
ERENRCEES

¥ : 1Bioavailability : ¥ 89 F FEE
EENEEMH. ENTEBERnPICEREUERT 3HhDIEE

32



%‘J;T?éa) A HE 'ﬁ’&f!: (f%)zﬂ ' 0)@];?35:35% (PNanoGarﬂer@

ER_—ADEWHEDOSIR

fthtt/ERZFTHERI/R & (P Nanocarrier’

B ORANEHIIT T

« FTARER M

111 M ol 4
- BifFEE > ZERME
- FAFREEPETHIETLTZIEEY) > T

> BERE
> AANENRE
> B3




