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WA - Th D,
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ADPGK Adenosine diphosphate dependent glucokinase
ALB Albumin
ALC Absolute lymphocyte count
ALK Anaplastic lymphoma kinase
AMC Absolute monocyte count
ANC Absolute neutrophil count
AUC Area under the curve
BMI Body mass index
CD Cluster of differentiation
Cl Confidence Intervals
CRP C-reactive protein
National Cancer Institute’s Common Terminology Criteria
CTCAE
for Adverse Events
CTLA-4 Cytotoxic T-lymphocyte-associated antigen 4
EGFR Epidermal growth factor receptor gene
FcRn Neonatal Fc receptor
GC Gastric cancer
ICI Immune checkpoint inhibitors
ICT Information and communication technology
IP Interstitial pneumonia
irAE Immune-related adverse events
LCP1 Lymphocyte cytosolic protein 1
LDH Lactate dehydrogenase
MM Malignant melanoma
MSI Microsatellite instability
NLR Neutrophil-to-lymphocyte ratio
NSCLC Non-small-cell lung carcinoma
(0N Overall survival
PD-1 Programmed death-1
PD-L1 Programmed death-ligand 1
PFS Progression free survival
PLR Platelet-to-lymphocyte ratio
PS Performance status
RECIST Response Evaluation Criteria in Solid Tumors
ROC Receiver operating characteristic
TMB Tumor mutation burden
TNM-7 7th edition of Tumor-Node-Metastasis classification




FF i

RARIEIZIBNT T HIIZ L DIE B AL TODDS, BAHIIIZEE 2 2B F 12 L0 G
HKEEEZL TS 1, ZD@EEDO—EH &L T programmed death-1 (PD-1) X° cytotoxic T-
lymphocyte-associated antigen 4 (CTLA-4) 72E DSPEF = VINA L Moy 2K D50 52 $HH] 23
HMHNTWD 1, 3706 Tl LD PD-1 &, ZDUH R THLDAFNL D programmed
death-ligand 1 (PD-L1) A T2 THRAMIEIXRENODRGEEEZIT>TNVD, SHIZ, T
AL O CTLA-4 &, ZDV TR ThLHHURTE ML O cluster of differentiation (CD) 80
/86 3 T EA T HIET T MIEOIEMEL R MHISND (Fig. 1a),

g F = VIRA L ML E S (immune checkpoint inhibitors; ICI) X, ZOGEF =y 7RA
Ry A BLE L MG ENE T MRS KD HUE S St A H A2 RS 353K Th D, fit PD-1
FUABLOWE PD-L1 HURIZ. T #0ME Eo> PD-1 /213 8A MM > PD-L1 L5 A &P 5E
FTHZELITED T A I3 0T D40 i A 8 £ & 8 I+ %, HT CTLA-4 HUiRIE, T il o> CTLA-

&L PRI RAME D> CD 80/ 86 43 T-LDifii & &AL E T 22 &2 T Ml 2381 24 il 1)
2 W 9% (Fig. 1b),

a

PD-L1 PD-1 CTLA4 CD80/86
( A
\N\ ‘// |~ N
/Z;g 7 ; \\\ Attack /
”/V“/\/\N\ | _ g
Cancer cell T cell Antigen presenting cell

Impair T cell function

Anti-PD- L1 antlbody Anti- PD 1 antlbody Anti- CTLA 4ant|body

\MW/ ( 54
‘9 Y@ %Q

7/ Z, & Attack |
AN —
Cancer cell T cell Antigen presenting cell
LN (J > 4 L)

mpair T cell function
Figure 1 Mechanism of action of anti-PD-1 and anti-PD-L1 and anti-CTLA-4 antibodies.
(a) Cancer cell and antigen presenting cell impair T cell function via PD-1/PD-I axis and
CTLA-4/CD80/CD86 axis, respectively. (b) Immune checkpoint inhibitors (anti-PD-L1
antibody, anti-PD-1 antibody, and anti-CTLA-4 antibody) restore T-cell-cytotoxicity against
cancer cells.
PD-1: programmed death-1, PD-L1: programmed death-ligand 1, CTLA-4: cytotoxic T-

lymphocyte-associated antigen 4, CD: cluster of differentiation.
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ICI ZH W B RiE R, BARIZEBWTE 2014 FICHEME R AN (malignant melanoma;
MM) TR ST R ATBIR ISR ERE F e bzl R/ 2 A (non-small-
cell lung carcinoma; NSCLC) 2 R 23A (gastric cancer; GC) * XU LTk 2 72N AFE
PRACEDTLHIENRES N TND, BUEE N T FTREZR ICI 1%, it PD-1 Hilko
nivolumab (=R/L~7) & pembrolizumab (<A 7 1) X< i PD-L1 L&D durvalumab
(7 =/ 73 )=, avelumab (7 L'<) & atezolizumab (77 UAX~7), HL CTLA-4 HLik
? ipilimumab (AEVAL~T) D 6 HITHY, Az kaRH T EHARIEDHR LT
DOHLRAIEE OO R L L TR S Tnd, ICT 1X, NSCLC 2, GC, BIEMNA 1314,
MM *, B A B AR 23 A o0 NI AR AT T4 75 0 RIS A 10 2B\ T—RiA
PEL TSI, MM 15, BIENA 1S LIREE ERBSA T B W B L 2RIE L L T
fEA SN TEY, ICI 2 T 2BF TS % ILITHWMT 545 2615,

LU, ICHERIZ R TORBE IR TIER BRI R E S TR TEIN M4 ~—
=D EPBLELINTWD, BMEE T T 2344~ = — O & LT, BB
BiF5 PD-L1 OFHL 2 JEEMHEKICBTL~vA7e T IR EZEM. (microsatellite
instability; MSI) 23| [ i#E = 7 A 5 & (tumor mutation burden; TMB) >, JEHIZ M =7 =7
A —T Ffa CRE SR MR ENE T M Lo PD-1 BB AT R 35 IGNME# 2028 eln
WEINTWD, BUE, RIRZ P LTI MARIZI1T2 PD-L1 OF 8L, MSI & TMB 23,
$1 PD-1/PD-L1 HifEkDa =42 L TRHAIN TWD, LILARRG, ZhWH0Z B i
EEFELTLL 0 TiERnEESnTna, filx X, PD-L1 ORBLICEAL T, EEMHHE o
PD-L1 OHRBUI AL —THLTOBRBBNAAZ L > TR DR 2D AL FIERERED R A
TRPRIZHE PD-L1 OFRBUIBNICEL T HIENFHILTIY, PD-L1 DR BB %O BFH
THIRRASHI 25, W2 PD-L1 OFR BB EMEEE O T THIRRENFIRZEOONLHEDH
HENRHD 185 MSIHZBE LTI NZEAEDNRAFEIZIB T, B E MSI (MSI-High) OB E
X 10% LA REDR Y 2B EN LT LLE RN e, £ MSI-High D EF 26 5T PD-1
PURTI M2 R T B EDFET D0 30 fENHLIE, EHIZ TMB IZBILTiE, BEE R A
2K TH TMB-High O HEE N 133%EEWIENRESNTND 3, ZO X ICHIERIRZ IR
TROLN TN, JEEFREICEH TS PD-L1 O3B, MSI X° TMB OATlE, A #h1E%
THNAG ==L TH o ETVRRNZENRENTWD, HRIEOTRNCEIL T, 5

2, performance status (PS) 3335 4 3¢ JRIET A2 37, ISR 37, IR I 3%, BB e
AT ARO[ E M 4 R ERY oV ER 35 429 gL R K B BE £ (lactate
dehydrogenase; LDH) ¥ 72835 ST, BRI FIZ R TH S,

— 5 ICI (3% E B A EHE 4 (immune-related adverse events; irAE) EFEIEN AR EME
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ORMWERAZBIEE T ZENMON TN D, ITAE BIEOHFLL T O EFMENE T2
EPURICK 5 T MO (Fl: MM (XD HEEE), @ RIEMEYARNIA O (F:
fF). @ LA AFETDHHE KIS S BRI (B FARRK), @ 1EH Mg 5 B
9% CTLA-4 5T CTLA-4 FUALDOFESICIDMEREN LIERIE (Fl: FEIKK) HREn
T2, ITAE OFFELT 0. O LR (BB ICOIEVRIEL, ZRIERERET D). @
MEM (BRABIEOH CRBERBLIIRRIEREBEEZETIHE1HD). @ LRI (F
IR, ZEMAICZ I LGD). @ Fptt (AR EEFERIC rAE bR T 256 0155).
® MBAME (EFRELE CREITIEDS TR LTWDeD  TRRZIRE irAE Difi
BN ADLND) BEITFT BTN,

JE A4 95 B8 O B BIE R BRI IS~ =270 S ZiE, =R~ T IB RO, 17 8 O
R (FFET —%) I2BITS 9 SORAF (MM, NSCLC, & il o S ffE B
IR A, BESEIR AN A, GC., BEME I o fz il MSI-High %48 458515« BB A, BIERA) O
B 2883 4 D ER IrAE OFIESHEEI A DI ESN TS, IrAE DR FWZRFEREL T, O
IR G AR . @TEALAREE R . @ B FIESR . @ HOR IR REFE & . @RI R E M Re [ . © %
JRIE . DIFHERERE & | @A RRIER R E DT B, BIER OFEIHIZZ I ICh 725,

IrAE 1P PD-1 HLIRTITK 8 FI. HL CTLA-4 FLIETITK 9 FIE@mHE THETH2EM
SN TWD 3233, O R THEEZR irAE (3, §t PD-1 $i{A LT CTLA-4 HLIE DO TIEH
AL L LRI AR CRIE T2 3 L STV DA, ICT HAITIE 10 ~ 15 % e L @<
TN EREINTEY 355 72 irAE OZLITEIE HEATaARIEIZKIGHETHY | Bl
PUBEATuARIEDOE G1% 6 ~ 12 W LLNITIEIR N SE T2 ZENFMBITND %637, 43 F L
NVORRFHIEBWT, T ML IZBEE § 28 {5+ ThD lymphocyte cytosolic protein 1
(LCP1) & adenosine diphosphate dependent glucokinase (ADPGK) D3&HL7Y irAE F&JiE & B
W HZENMEINTND ¥ 23 IrAE BIEE Tl T 2304~ —F — L U TR RIS 3R
TEER TV, IrAE OFIEVAZIZEAL T, SAFE 39, #1359, PS 35 00 ARy o1 MLJH JRE 62
B O PR SRR 0304 PD-L1 DB AF I ERY L /R EK 48.49.66-69 7o BySsf H STV o 728
72K FIT R TH D,

SHIT,IrAE EHUIEE 2 R OBRIZ OV TEIRTZICHIEICIT > T LT, WA Tl
LTI RIF LA E RN SN TS, Bl 2 1F, NSCLC X MM (28T irAE JEJEA ICT 1A
FEDOHNMELBLE T DLV WA DR HD 7 71 — T NSCLC I[ZBWT ICHIRHIZE-> Tl &
BZSNDREMEM RGN THRARICEESTLEVOMWME ™ $HDHZL, NSCLC & MM (23
W IrAE @ Grade Tid7e< irAE OFIE I N2 R LA T 2203 @I TnD 073,
FoLICT ITIREK THRLEMMICHIZD T Vo SERICHE A 97528 T Z ORI R0 Bk
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THIENMEIINTIY ™ IrAE b AR ICTE R T IR T 2L 0ME 7 BNbHD2, 16#
T O ZE AU72 irAE ORRIBIZ OV TOHRE LTV 700,

ICI iB R DEFIR TORBEREL T, BERENPEFH THHLIE, AWM irAE FIEZ T HIT
HAAF~ =T =P TITRNWZ L, ZTRETE OB AFE CHEER AT DI TE 7R Al i
PEHLB AR THEMIRFIRICEDIRRE CIIRON Do A EREL B L2 2R
IS WIS DS E LR D ZENHHT L YR EIE R EAT AR ICHLBE DL irAE 23
BWEETICEHERBRELILELIENHLHIE  ABFE P T TIIRAGHREK THD irAE 2 RIE
THLERHDLIENZET LD 76 ICL (Tt MBI PR E— IR L L THE S,
irAE R WHIRICOIRE T2 REIERH D7D | ICT 222 >H NICE R 325729
(21X ICT 23 W72 B DR F & irAE ORI R R B I ONERA T %S irAE 23k
e T DIEBI ~DO R W IR eV o low XA MR L E L7203 RERIRICBITS 1IC1T OF
Bk irAE DURAZ R - I LU ICI DGR T 1% O irAE ORI 2 OWTORMFHI D 7L 3
FRR DA A D F7 LI TIEZR W,

LLEDZEmb AWFFETIE ICT O B HEEDTZDICEF IR TCOT — 22 W TH )
P22 BIEICOWTHRAET B2 %2 B EL, ICT B E 2 T2 B E O Ma UE L. A
BWEE irAE FEIE I T DERIR R 2K 1 O] . 5L irAE OFEHIEERIF IOV TR
Lice ETE 1 BT, BIC=A L~ 7 SR MR BICE R L, S EEE PS AL B
4772 NSCLC BFLL T, =R/~ 7 HAIFRIE O 2tk & VR M il 8 8 O R AE 0 52 B K] -1
WZOWTEH L7z, SHIZE 2 BT, R RBEFEBLON R ET D irAE OFEFIZH| [RZ27% T
T ICT DX G L7e BB RE IO N AFICHKT L, BLEEAN CTEMILE S TWha 0 hn
D ICI ZEH L BFHERICESE FRAEICBITHHE ML irAE BIELOBR, Thb
~DOFEBR T BLOIrAE OB IZ OV TR ZINZ 72,



1 E PSHARGRIE/NERMMAABEICBITE=R N~ T IHEROF R L HE MR A
DFRIER F BT D8

=
il

1.1

TDRETHESNTODIINANCE T 5T — XDV T, 2019 4 OEALBI A A BEIT B
PETIZ 8 77 4325 AT 4NL, LMETIZ 4 7 2221 ATAALTHY, i ELRBAE I E7e > T
W5 7T, LanL 2021 EOFRALBIOFE T EIL, BYETIE 5 5 3278 AT 1AL LMETIZ 2 5
2934 NT 2 ALeZ< 78 EOITENERI 2 A 5 MR A AF R 34.9% (M 29.5%. &1
46.8%) LISV MBAITEDORTEEHDOSZIE T ROEINHBEESIN TS, 2015 4
(2, 8 I AR E L CT=R/L~77 NSCLC IZE M THHZEMFEFR SN 1 20 NSCLC (2
XUT ICI R ARR SN, ZD% | ICL IZFIR N A A RER DAL T, AT LD
BIFRIETHL—RIGHE THAEH S, ICT 248 328 BUTE 2 B IML TnD 76,

NSCLC @ ICI B IZHWT, PS ITA NI B RIFTZENHE I TND 335, L
LINHOH LT, PS WEFZRBERE PS=0o0r1) EARERBER (PS > 2) THhEIh
THEY, —RIBFICBWTEEROZ N, PS BRIFREFIICRELIZR TR AAA~
— = DORFEFT oo W 513 72, 720 NSCLC @ ICT R ICEVHIET D irAE LL T,
1T 1 i 5 FR 2 D B S i 80 81 ot D S AR L HL B LT NSCLC R THRIELT W
82 LW ENOHVTERITME T D, ICT IRROANMEL irAE FEIELDPHIE IOV T, MM (2B
TIE, ZTOBE B E SN TODA 70 NSCLC 2B W T, ICT {FFICL>Thl & ZanD
FIE MR E D TH A RICEETLLOME ™8 8352, IHIT, irAE FIEDY AT K (1T
DUWT, ME MR BRI WN TR, ME MK BOBEEREOSH LB E 1T, BEEE DR WA
F LB LT irAE EL COMEMEME B ORIEV AT B EWEDOMWE 84 NbL08, [ E M
PRIEDOIIE L TR TEDNAA~ =B — I3 TIERWNESN TS 7S, ZDEHIZ, NSCLC IZ
BOWTUICT 2B OWDREHNZ L ICT [CLDEVE iR BN T % A BB
TWARIHEMENH D&, SO E MR B OFRIED FTHINH LWL, KR HICHE
PERTR B2 5 AU IS TAZENFELES DTS 7,

IrAE RHEDOHEFF LT, RIEVEF AR AL OBIMCT 4 fFET DA SRS TEY R ERD
DS S TN 50 ZEMb | 11 A b 5 16 A i 0 R AN %% T irAE JEEA T 3
DI EDEAE SIUTNG 48496669 ffi] 2 13 MM BE TR W T, =R~ 71REM %O A
I BRBEINEAE %V L SER I O T A D irAE FEAE S WARRE AL 67 o, HRIR B kAT D
I HERY L NEREE (neutrophil-to-lymphocyte ratio; NLR) 72 & D4 H PE R JE ~— B — D &l
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P ICT IR DA PEDAR T 35 429 2 irAE RIE © EREL TWDHIENHMESNND, Lo
L. 2HMERIE~—D—Z AN IEOIFEACITIREBRBRIOT — 2O R % HEHLTEY
BIRTOLEEZBLEEL TELT | irAE OB HIFE LI L TR M RIE~— I — O RFHY 72
B OA ATEIFRHI S TR,

ZITH 1 BT, =R ~7 LV E VMK B RIELORLRICH B L, PS SR RAF 72
NSCLC &2/ D=R/~T7 HAPRIEOA B L B PE R B OFRIELDBIFRIZ OV
THAEL, ZORER - 2ME LTz, ARMEIL. BB 4ARTO PS & NLR IZDW T4 771
Ml (overall survival; OS), #E¥EH AL FHIR] (progression free survival; PFS) ZfafE &L T
AL, TR e, =RV~ T TRIEICED irAE RIEDH D | R I V- VE MK B O R JE 12
DOWTH AL MRBARRTOBE T S OB EZRFI Uiz, ST, 9l AT O] E 1 R
BRIEICID =R N~ TG R 2 T UL LR bF IR Lk CEoBHE R BET TinEed
1L U7z B VB PRI R B O FIE IS R0IR A H IR L7 B F 2 g Bl L, TR Bl LA i D B 1R
K TROE KR EEOLT L, FIMEBLOL 2MEOBEIZOW TR L7z,



1.2 J5ik

121 i

[ 3795 e B A LR EE R B ¥ — ICHl PR £ X ABEL TV D, =R L~7 (3mg/kg. 2 il [H]
B, T—XWEREOWE IS AEAR) 28 5372817 NSCLC (7th edition of tumor-node-
metastasis classification [TNM-7] (245 stage 111 b 7213 1V) BFH 94 £ L1L7=, 2015 4 10
A5 2017 45 12 A ECTEBEHIMEL, 2018 4F 8 A 31 HETT —XUNEEIT o7z, 1A
PRAAATD PS 73 2 BL L OBFE | OFIAA L OF LI B | OB A Z LT B T4
L7z,

122 WAHEHA

B U T, Follin, YRR, BREEJEE | FHARSL . PS, IS ARFTIZH1T D epidermal growth
factor receptor gene (EGFR) i#{x 1 ¥ L anaplastic lymphoma kinase (ALK) @& i#E 15 1
HRJHE . BTV O HE | VR M B O BEIEE . 1R BA4A AT NLR, platelet-to-lymphocyte
ratio (PLR). albumin (ALB [g/dL]) (ZOWTCEFHLT I HEICINEL-, 725, PS
IZBEHR I DX D IIITEFE LT (Table 1) %5,

TR OMAEEL T NLR, PLR, ALB (g/dL). #faxf4F Bk (absolute neutrophil count;
ANC [/uL]). #a *%F V> /REk %% (absolute lymphocyte count; ALC [/uL]). #& % B ER %%
(absolute monocyte count; AMC [/uL]). LDH (IU/L) & C KinPEE & (C-reactive protein;
CRP [mg/dL]) Z#INEELT=,

ARPEIL OS & PFS Z45HELLT-, =R/~ 7RI bA 1 O BT Ll Sh- B . =&
N~ TWRFEEZFIELIZHEZOBE, T HIZOWTT —ZZNEL, EIRENR=FR L~
TIRPICED irAE SR L7ZRIVE RIS DWW T SR BE BE  F8E B 2 UEE L7z, B 1T
A #EH 4300 FH 75 B v4.0 (National Cancer Institute’s Common Terminology Criteria for

Adverse Events version 4.0; CTCAE v4.0) &= H W T L7z,



Table 1 Definition of Eastern cooperative oncology group performance status

Grade Performance status

0 Fully active, able to carry on all pre-disease performance without restriction

Restricted in physically strenuous activity but ambulatory and able to carry out

! work of a light or sedentary nature, e.g., light housework, office work

2 Ambulatory and capable of all self-care but unable to carry out any work
activities; up and about more than 50% of waking hours

3 Capable of only limited self-care; confined to a bed or chair more than 50% of
waking hours

4 Completely disabled; cannot carry on any self-care; totally confined to bed or
chair

5 Dead




123 WO LB A E R R

BFOBRPUCEI T2 FINAL 336 5151225V T Figure 2 (27”87, Step 1 TIEETOR R A
FOT —2%HT OS, PFS BLWIrAE (CB T 5417 o7, Step 2 TIER G EE %, IR
I A2 B C=R N~ 7R E MG LT BB (Group A), B EITICT=R L~ 7 1R
AL U7 (Group B) L= L~ 7 IRIEIC LD VB MLt 7 B IR & vh Ik L7 8
FHE (Group C) O 3 BEIZAMT IR H OREIK A OfE RE AV WS ETICET 2R B
FOR=AR N~ 7RI LD E YE R BRIE DB R ZHER LT, TR0 B LIS T=Fh v
~ 7R L U723 1L Step 2 IZRBWTERAMN LT,

Step 1 94 patients 14 patients: Discontinued
Relations of OS, PFS and screened treatment for reasons other

irAEs were investigated for . .
& | than progressive disease or

all patients (n = 94) onset of nivolumab-related

pneumonitis

2 Skin toxicity
Step 2

2 Nephrotoxicity
Relations of OS, PFS, ir AE

1 Cardiotoxicity

and the laboratory data were y .
_ 1 Peripheral neuropathy
examined among the Groups 80 patients
1 Neutropenia
screened _ o
7 Patient decision to
discontinue treatment
A
Group A (n=11) Group B (n =54) Group C (n=15)
Treatment Continued Treatment terminated due Treatment terminated
to disease progression due to nivolumab-
related pneumonitis

Figure 2 Scheme of the study outline and patients’ selection
Modified from Hata H., et al, Cancer Control. 2020, 27(4), doi:
10.1177/1073274820977200. Figure 1



1.2.4  XGEFE D OS, PFS

XHRBEIZONT, OS (=R ~T R MANGIE T H ETORFHEL, PFS [Z=48/1~
TR B AE DI B EAT ST S H E72I3E C B ECTORFMIELTERL, TNLE LD
FAT DR U, B AT IXETE 25 A ORI 2 R E DT= 0 DT AT ART A2 (Response
Evaluation Criteria in Solid Tumors; RECIST guideline) (version 1.1) Z MW TR L7z, 72
#5. 08 BLOPFS 13, IGFEEARTO PS (1 vs. 0). NLR (25 vs. <5) C 4y Li-BHIZH
TENENFE L L7, NLR OFy A7 EIZBE# A S B IR E L 39,

125 =R TIRBRICI DMV E PEMZR B O FEIED 27 BER OPRHR

TR BRI OFWEY (> 70 3% vs. < 70 %), PYERI (BME vs. i), PS (1 vs. 0), BRJEEE
(BY vs. L), FIEMEMZEEOREE (Y vs. fEL) MMA (RDBA vs. RE EERBA)
ERAWT=RN~ 7LD E MR B ORIEY A7 BRI AR ET LT, 7edo, MR L Gk
DAAREE L TN E NI BRI LT,

1.2.6  1BEH OB AE OB

REBEITICETDER L, =R~ 7B LD MV E VIR B ORIE O BN EMat 4572
DIZ, Group A, B, C DIREH OB AEEDOEENIZOWT, #5-BARE AT (Pre), 16 H DF
I (Average). ¥ BAHEAT S/ (LR ED I i 8 FB O JE LI Sz BICERb IE W =R L~
5B (Last-1), BEOYR A EST /I3 HE MR B OFRIESHBrEi/zH (Last) @ 4 D
DOF T L7-, Figure 3 (2 4 DORf L O X [X %2777,

Y.

1 1 |

Pre \ } Last-1

>

Average Last

Figure 3 Schematic diagram of four time points of the peripheral blood counts and serum
biochemistry.

Pre: the date just before treatment, Average: during treatment period, Last-1: the nearest date
before the date of onset of progressive disease or the date of onset of nivolumab-related
pneumonitis, Last: the date of onset of progressive disease or the and the date of onset of
nivolumab-related pneumonitis
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1.2.7  Group A, B & CIZBITDHIRET OREMEDO > A7l
Group A, B, C ZNENIZEITDH 4 SO ROBAEEEZ AW, WA ETBIPR=R <7
ICRD B MR B FEIEL TR T 2720 OMEMEEE  BLOZEOIy M7 HERE LI,
T 725 Last JOBRETORE RIZEBITHMAME OIS, Group B 5L C T Group A L# 7
HEEE T HMAMN T R L2 D0 E LT,

1.2.8  fBEAYELE

AWFFEIE. 2017 48 12 A 16 B ICENH B i ER o7 — mEFE AL B =ITIY
KBS (ZAER 17-090), 72,2019 4£ 3 A 14 BICEAEB KR PFMEREEZAESIC
FOKFR ST (A E 5 19-18-01),

1.2.9  HEEHRAT

OS & PFS Id Kaplan-Meier {EZ A WCT 776 LT, FTHEI0HIEIMERR TRz, PS BIW
NLR ZNENTOH T 7N —7 M TOERIZIE Log-Rank fRiEE AWz, =HR /L~ T IHE
(T2 VR i % R 6 U A2 L O AH BAME O FEAR I 7 A — e i I K0AT 272,

BEFPOREMBOEEIZOWNT, LB E ST ZH W 3 B (Group A, B, C) & 4 I
AL (Pre, Average, Last-1, Last) Z#ERK L E2ITo72, A B EAERABHALNTZGE

ZiE, 0% OEBBEOIERIZ Tukey DL EILIREL VY, ESHIZZOREEFE Thotz
MAEMIZOWT, Iy A T7HZRDDHT-DITZEH B IEFME  (receiver operating
characteristic; ROC) Hi#R AT 21T 72, v hA 7L, ROC R DR LA 5 MR (1-4F
FLEEY D3, b e ERBISIEW R E LT, Ay M T OB WRE B2 HEE 3 A7 I #h# T i Ad
(area under the curve; AUC) ZF H L. AUC 7 0.9 XD KEWFAITE WK, 0.7 205 0.9
IXFRREORKE., 0.5 205 0.7 IHRWEEELT %,

a2 A BKKEITa = 0.05 LTERL. AEMZRT p ELEHIT 95% FHIXH (95%
Confidence Intervals; 95% CI) #H H L 7=, &2 CTOHMFHEHTIZ BellCurve® for Excel (Social
Survey Research Information Co., Ltd., Tokyo, Japan.) # MW\ T{T-7,
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1.3 (e S

1.3.1 BHEER

SR BE DEBEY 5% Table 2 (TR T, X REHEIT 94 4 Tho72, Step 1 TIE OS. PFS
BEOIrAE ICBT &4 20 94 4 OF — 2% N TITV, £/ EGFR BEZ A2 ALK
AR THREICOWTIE, IRBABRE 57 £ BITRFLI, S RBETET=RL~T7Ih
WA T D RN ORI 25 1 T e, 1B BIAA AT O NLR O H Rl iX 5.2 Tho7- (FiPA -
1.2 — 19.3), IR EATICR T 2K L =R /L~ 7 1R W X2 FVE M i 72 FR oD FEE D B K % 1
AT OB ZNOOBEK LA T=R L~ 715 2 T I L2 14 44103 Step 2 (ISR W TEHT
MHERIN LT,

132 x4 o 0S, PFS

W R BH RO OS, RFEBMEATO PS (1 vs. 0), HDUVIENLR (= 5 vs. < 5) OfCJE 5l
L7723 D 0S 122\, TR % Figure 4 [Z73 7, I RBHE KD OS O ffEHI1X 15.9
7 (95%CI: 9.9 — 20.1) Th-7= (Fig. 4a), IR LARTD PS =1 DEFILPS = 0 DEFE
EHEEE LT, OS 2N VME A (P IE: 6.5 vs. 20.1 . p<0.001) TdH-7= (Fig. 4b), £7=.
IGHRPH AR AT O NLR Oy b 7% 5 LLTHITTeEE, TNENDOEETO OS ITITA E A
X727 (PRl 7.8 vs. 17.2 # H . p = 0.112) (Fig. 4¢),

%G B 2RO PFS &, IRIRBAMAETD PS (1 vs. 0). NLR (> 5 vs. <5) Wy b4 7fEiéL
TSR3 O PFS 122U\, Figure 5 127”9, X R EH 2RO PFS O RAHIX 5.6 »
H (95%CI: 4.0 - 6.8) T o7z (Fig. 5a), 16K BALAHTD PS =1 OBFILPS=0 DEH L
B L C PFS 23V ME A (P Jefi: 4.2 vs. 6.1 #H . p = 0.036) Th-o7= (Fig. 5b), I6H AR
AT NLR DAy b7l % 5 LL TR TLE TR ENORETO PFS IZITH BEREITR)1 -
7o (F9fiE: 4.3 vs. 5.6 7 H . p=10.550) (Fig. 5c).
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Table 2 Patient characteristics
Total (n=94)  Group A (n=11) Group B (n=54) Group C (n=15)

Treatment Continued ~ Treatment terminated Treatment terminated
due to progressive due to nivolumab-related

disease pneumonitis

Age (years)

Mean £ SD 69.5+79 68+10.9 71+73 70+£95
Sex

Male 69 7 36 12

Female 25 4 18 3
Smoking status

Yes 78 11 40 14

No 12 0 12

Unknown 4 0 2 1
Histology

Adenocarcinoma 57 6 38 9

Squamous 33 5 15

Other 4 0 1 0
PS

0 58 9 31 9

1 36 2 23
EGFR status

Mutated 13 0 9 3

Wild-type 41 6 27

Not investigated 40 5 18 6
ALK rearrangement

Positive 0 0 0 0

Negative 54 6 36

Not investigated 40 5 18 6
History: interstitial pneumonia

Yes 18 3 5

No 76 8 49 7
Baseline NLR

<5 61 7 33 11

>5 33 4 21 4
Baseline PLR

<180 32 2 22 4

>180 62 9 32 11
Baseline ALB

<35 44 3 30 5

>35 50 8 24 10

PS: performance status, SD: standard deviation, EGFR: epidermal growth factor receptor gene, ALK:
anaplastic lymphoma kinase, ALB: albumin, PLR: platelet-to-lymphocyte ratio, NLR: neutrophil-to-
lymphocyte ratio

Modified from Hata H., et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Table 1
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Figure 4 Kaplan—Meier curves for OS according to each prognostic factor.

(a) all patients, (b) baseline ECOG PS = 0 (solid line) vs. ECOG PS =1 (dotted line),

and (c) baseline NLR < 5 (solid line) vs. NLR > 5 (dotted line).
Hata H., et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Figure 2
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Figure 5 Kaplan—Meier curves for PFS according to each prognostic factor.

(a) all patients, (b) baseline ECOG PS = 0 (solid line) vs. ECOG PS =1 (dotted line),
and (c) baseline NLR < 5 (solid line) vs. NLR > 5 (dotted line).

Hata H., et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Figure 3
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1.3.3  =A~TIBRIC RO M EEM R B ORIEY RS

KRB 94 L ITHAE LT irAE OFERE L, CTCAE (235 72 Grade #EAfifli% Table 3 12
9. ItAE % 1 BIOBFEIELIZBE 1T 41 4.2 BIFEAELTZBEIL 8 4. 3 RIFIEL- A
1T 1 4 Tdh-o7z, Grade 3 /4 O irAE & 5JE L2 B K 13 22 4 TH-o72, 42 Grade 2BV T, &
DUMT Grade 3 / 4 (BT, VB MR B 23 e b FEIESE 3= VY irAE Th o7z,

BRBAERT OB E F =R~ T IS KDMVE NN B OFEIE L D BAGR M A2 A — et
EIC TR L 72 (Table 4), MUERE AR CTHo72BE 4 4 BB AT Z0M | ThoT- 8
B A LE, ENTNORITNOERN LTz, =R~ T IZL DM E MR B ORIEETOF R
fE1X 4.1 #H (95%CI : 3.5 - 8.5) Th-olc, MatLIZER OIS | ME MM 7B OB D
HN=TRN~ TIC LD E MM R B O R E & A BT E L TV /- (odds ratio (OR): 4.63,
95%CI: 1.29 — 16.69, p = 0.008),

Table 3 Summary of treatment-related immune-related adverse events

Immune-related adverse events All grades Grades 1/2 Grade 3/4

Overall 60 38 22
Interstitial pneumonia 19 8 11
Skin toxicity 12 10 2
Thyroid dysfunction 11 11 0
Fatigue 4 4 0
Nephrotoxicity 3 0 3
Cardiotoxicity 3 1 2
Peripheral neuropathy 2 1 1
Stomatitis 1 0 1
Type | diabetes mellitus 1 0 1
Neutropenia 1 0 1
Hypoadrenalism 1 0
Hypopituitarism 1 1 0
Infusion reaction 1 1 0
Hata H., et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Table 2
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Table4 Results of Chi-squared test for correlation between each factor and onset of nivolumab-related pneumonitis

Number of patients Chi-Squared Test
Risk factors n (IP) n (No-IP) Odds ratio 95% Cl p-value
Age > 70 years 12 35 1.95 0.62-6.52 0.304
<70 years 7 40
Gender Male 14 55 1.02 0.30-4.08 1.000
Female 5 20
ECOGPS 1 9 27 159 0.50-4.98 0.432
10 48
Smoking history (n = 90) 9 Yes 14 64 0.66 0.14-4.27 0.691
No 3 9
History of interstitial pneumonia Yes 8 10 4.63 1.29-16.69 0.008
No 11 65
Histological type (n = 90) 2 Adenocarcinoma 12 45 101 0.30-321 1.000
Squamous 7 26

1) Data for all patients (n=94) were used except explicitly given. PS: performance status, IP: interstitial pneumonia, 95% CI: 95% confidence intervals.

Modified from Hata et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Table 3
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1.3.4  BETOREMOLSH)

Step 2 TxFHEL7- Group A, B, C ZINLZNDEFE T 5l Table 2 ITRLIZEBVTHS,
BT HDNT, =R~ TIPS IDWVE ML R B OFEAE LS OB TRz T kL
7o 14 44103 Step 2 OFEHTOERAN LT, Fo, BIE MR BEZFIELTZEE 19 L D55
4 A%, TV YRR R BB A S IE 3 ARSI B EIT L2 W S L T2 728 Group B 123 972,

1B T O A DL BN DOV T e B & 0 B T 24T o 7% & . ALB, PLR 3K U NLR
DI HEAERTWT NG HETICAH E Th o7z, —J7 ANC, ALC, AMC, LDH X T CRP ®
TIEA B R BEAERIZAL 80 o7, ALB, PLR BX U NLR IZ DWW TR IR 70 #E R (-1
iE AR 22) | BEO Tukey DL H HLE R E 21T o 7ol A £ LZ 4L Figure 6, Table 5 (T
RN

ALB [ZBAL T (Fig. 6a) L. Group B, C £HIZ Group A ELLEE L CIREHAM B8 T
HIEMRENT, Thbb, IGHEHITHD Pre IZB W T GroupA & B (3.6 vs. 3.4, p=0.031,
T).B & C(B.4vs.3.6,p=0.015 %) ICHERELZHDIN, AL CIZHEREITRDRD -
72 (3.6 vs. 3.6, p = 0.998), — /5 TR W] H1 &7 D Average IZBWTIETORERICH E
7FEERBOT [AEB(3.9vs.3.3,p<0.001,11), AL C(3.9vs.3.6,p=0.006, ), B C (3.3
vs.3.6,p=0.011,8) ]. Last-1 IZBWCHLECTORMICA B AE%278D7- [A L B((3.9vs. 3.2,
p <0.001, **), A & C (3.9 vs. 3.5, p=0.002, 1), B & C (3.2 vs.3.5 p=0.009, t1) ], HIZ
Last IZBW T2 TORICA B R ZEZZROZ [A B (3.9vs.3.0,p<0.001,88). A& C (3.9
vs. 3.2, p<0.001,11). B& C (3.0 vs. 3.2, p=0.003, Illl) ],

PLR (ZBHL T (Fig. 6b) (X, Group B IL A LI L C, T X COR R THERETRDS
72> 72, Group C 1T A L LT, Last DAF B 25RO, T72b6, Pre IZB VT
ETOHTHERZEITRD ) -7 [A £ B (336 vs. 259, p=0.126). A & C (336 vs. 299, p
=0.717). B & C (259 vs. 299, p = 0.471) ], Average (25 TiE B & C (313 vs. 228, p = 0.040,
*) XA EREEZROTZN, A LB (268 vs. 313, p=0.493), A £ C (268 vs. 228, p =0.656) |

BRI, Last-1 [ZBWTE R CORICH BRAITROR-T- [A £ B
(358 vs. 342, p = 0.911), A & C (358 vs. 266, p = 0.125), B & C (342 vs. 266, p = 0.074) ],
Last [ZB W TiEL A & C (253 vs. 406, p = 0.004, ) . B & C (274 vs. 406, p < 0.001, 1) 134
BRFERRBOTN, A & B (253 vs. 274, p = 0.847) ([ZA BREITRD R -T-,

NLR (ZBJL T (Fig. 6¢) (%, Group B IX A LI T, R TORF S THERETRDD
L7272, Group C 1T A LG LT, Last DAF B EEROT-, 77205, Pre IZB VT
ETORETHBREITRDR)->7- [AEB (5.3 vs. 5.2, p=0.999), AL C (53 vs.5.0,p=
0.982), B & C (5.2 vs. 5.0, p = 0.978) ], Average ICB WV TR TORETHEREITRO 2D
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72 [AEB (52 vs. 6.6, p=0.608), AL C (5.2 vs. 3.9, p=0.755), B & C (6.6 vs. 3.9, p =
0.106) ], Last-1 [ZBWTIZ B & C (8.2 vs. 4.3, p = 0.011, *) [CHEREZRDTN, A LB
(7.1 vs. 8.2, p=0.748). A & C (7.1 vs. 4.3, p = 0.265) 1TA B RZEITRD M -72, Last 128
WTIEAEC@4.5vs.12.9,p<0.001,1). BEC(7.5vs. 129, p<0.001, 1) THEREER
D=L A EB(4.5vs. 7.5, p=0.109) IH EREITRDRD -T2,
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Figure 6 Profiles of blood test data at Pre, Average,Last-1, and Last. A p < 0.05 indicated
statistical significance. Results are presented as mean + SD. (a) ALB, (b) PLR, and (c) NLR.
Hata H., et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Figure 4
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Table S Summary of blood test data at Pre, Average,Last-1, and Last.

Group MZ?; * 95%CI p-value
ALB Pre A 3.6 +0.3 3.1-4.2 —
0.031%
(g/dL) B 3.4+0.1 3.1-3.7 %0015* 0.998
C 3.6 +0.2 31-4.1 ‘ —
Average A 3.9+0.3 3.3-45 —
<0.001%*
B 3.3+0.1 3.1-3.6 j . 0.006*
C 3.6+0.2 3.1-4.0 _Jootrx |
Last-1 A 3.9+0.3 3.3-4.4 —
<0.001%
B 3.2+0.1 3.0-35 ] 5 0.002*
C 3.5+0.2 3.0 - 4.0 _Jo.009% _
Last A 3.9+0.3 3.3-45 —
<0.001*
B 3.0+0.1 27-32 j . [<0.001*
C 3.2+0.2 2.7-37 _Jo.003* |
PLR Pre A 336 + 120 96 — 575 Toa26 ]
B 259 + 54 151 — 367 30'471 0.717
C 299 + 103 94 — 504 ' —
Average A 268 + 120 29 — 508 :|0 493 ]
B 313 + 54 204 — 421 5 e 0.656
C 228 + 103 23— 433 0.040* __|
Last-1 A 358 + 120 118 — 597 —
5 spese 23450 50 oos
C 266 + 103 61— 471 :
Last A 253 + 120 14 — 493 —
B 274 + 54 166 — 382 %0'847 0.004*
C 406 + 103 201 - 611 <0.001*_|
NLR Pre A 5.3+4.2 3.2 -13.7 Tooss ]
B 5.2+1.9 1.4-9.0 . : 0.982
C 50+3.6 23 122 —0978
Average A 5.2+4.2 -3.3-13.6 —
B 6.6 +1.9 2.8-10.4 %0'?08 0.755
C 3.9+36 33112 —0106
Last-1 A 7.1+4.2 -1.3-15.6 —
B 8.2+1.09 4.4-12.0 %0'748 0.265
C 4.3+3.6 29-116 —0011* _|
Last A 45+42 -3.9-13.0 —
B 75+1.9 3.7-11.4 _Jo.109 <0.001*
C 12.9+36 56— 20.1 J<0.001%_
*p<0.05

Pre: immediately prior to treatment, Average: during treatment period, Last-1: the nearest
time before the date of onset of progressive disease or the date of onset of nivolumab-related
pneumonitis, Last: the date of onset of progressive disease or the and the date of onset of
nivolumab-related pneumonitis, ALB: albumin, PLR: platelet-to-lymphocyte ratio,

NLR: neutrophil-to-lymphocyte ratio, SD: standard deviation,

95% CI: 95% confidence intervals, p value: p value by regression analysis.
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1.3.5 GroupA.B & CIZBITAREFOREMOH v A7 E

1.3.4 BHTiX ALB, PLR, NLR {[ZDOWTHFI L7z, 22 TIXZDHH Tukey D2 H R
ECHBREVNALNIZREIE THDH ALB 12T ROC IR T 217V, 2Dy b4~
fE (Group A & B: Pre. Average. Last-1, Group A & C: Average, Last-1) Z:R7=, 5 f %
Figure 7 IZ7" 9,

ALB (ZXAIRBET O T RNEE DD, Group A & B 12815 ALB (22T (Fig.
7a), Pre TIXA A7l 1E 3.5 g/dL, AUC 0.62 (95%CI: 0.46 —0.78). &£ 54%. KFFE 73%
THY, BT LNV E TH -T2, Average TlIh v 4 71E 3.7 g/dL. AUC 0.80 (95%CI:
0.68 — 0.91), & 70%., FFHFEE 91% THY, W HEATE R R E OB E Th-o72, Last-1 T
T bA 1% 3.6 g/dL, AUC 0.78 (95%CI: 0.66 — 0.91), J&JE 72%. KFHEE 82% THYV . "
BT LR E OB ThH o7,

ALB (2 X2 & Ml 7 B O FIE O T 2 2257212, Group A & C 12815 ALB 125
VT (Fig. 7b), Average CTlx 1 b4 71E 3.8 g/dL, AUC 0.78 (95%CI: 0.59 — 0.96). J& & 79%.
FrRZ 64%THY ., FIEMEM R EOFRIEL PREDRE Th o7z, Last-1 TEIAY I 7E
3.7 g/dL, AUC 0.81 (95%CI: 0.63 — 0.98). J& & 86%. FF L 64% ChHV, MIE MM B DT
JEEHREE OB E CTH-o Tz,
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Figure 7 Receiver operating characteristic (ROC) curves to estimate the cutoff values of ALB.
(a) Group A vs. B, at Pre, Average, and Last-1; (b) Group A vs. C, at Average and Last-1.
Hata et al, Cancer Control. 2020, 27(4), doi: 10.1177/1073274820977200. Figure 5
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1.4 =1

PS 2N E4F72 NSCLC B HF x5 =R/ ~THRBEDOAH IOV TARBFZE TR L5
RK.PS=1DEFIZEITH0S BELUPFS (X, PS=0 DEFDOZNLLILEL THEIZH WD
EMIRSHIVIZ, PS EHHMEIZOWT, BESTIE PS > 2 OBRFEG AT RE NS D o728 35,
AEIOKFITPS < 1 OBERICBNTH, PS BEVEWEH BENME T T22E0RENT,
BEHIZIB N T, AR E BB X ICI OB RIME T 75 REMEN RSN TNDHIE 88,
DAEREITERERT ROERNR, 2 RIELTEWVEZOAFEOEZR TIELZL Y
MO AR TBLESNIZ PS=1 DEFICBITL=R L~ TIHEOANER T OB DOVL
DELT, BAUBKENE 2 5D, R TlXew, £72, PS OFHlILFEM# THHERIC
FOEBNEENDAHEMERHY, PS = 0 & 1 ORI TREDIREBIIFEAL ENRNEDOH L
bHLHTH 0 A EIOREFRITEEIZH WAL EDRSHD,

BEH DO =R N~ 7 % 5372 NSCLC JBH 175 A axt G Ll A Eak—MiEs 3 ¢
X, =R~ 7P BRAARTO NLR > 5 OEFH L NLR < 5 OFEE LH#E LT OS, PFS MK
TIHLRESINTND, ZOWME TITHGREE D 25%728 PS > 2 T, 58%72° NLR > 5 Th
ST B, RIFRICB WL, IREBAARTO NLR > 5 THHIEE 0S BL O PFS O F i)

EARBE TR LN o7, RFFETIE PS > 2 OBFITNHRELTELYTNLR > 5
1% 34% CHYBEHR 3 LI L T 72h o772 NLR O EfE L 0S 3L PFS O T 23 B E
Lo e ATREME N B 2 bV, AWFFED LT PS NRAFRBEHEHICEBWVWTL, =R L~7
BB AE BT OO NLR (250 B L IZ B LAa W AT REPE DS RSN, £ B O =R L ~7 %
F5- S 72 NSCLC & # 54 L &2t R E LT A EaR—MIESE O Cld, B s 6
#%IZNLR > 5 O X NLR < 5 OEF LKL TPFS ALV FI22Ln@E ST
5o LONUAMFFE TIX, NLR I EMOL B ZHLE LT 4 DORF 3T (Pre, Average,
Last-1, Last) C., JG#MEGERE (Group A) &, JREEIT CIRELEZ P IEL7-8E (Group B) |
WTH BERZTROONT | P i i G onianol, BER 2 LABRLOR RD7EIC
DWT, RHFFETIL Average DFRHTIZIH I BR b o BR IR i A A VR R W B AR 72K 1R
B DL DI FLTHINE SIVTAE DO BEZ AW TIT o 772D | =RV~ 7 1R Bl hs 1E 7%

IRIRAEMEDOE &2+ 3 IR T LOIENHE THSTZEDNEBEOUEDELTEZLN
%, LD, Last-1 (B ET LB SN B IZHRDIT W= ~7 85 H) IZB8WVWTEH NLR
I% Group A & B IZH BRENBOLNIRST2ZEnD, =RV~ 7 IHEOAH ML NLR OB
L TTE PR B AR AT . ETITIR R B AR L ISl IR END P REE AR ST,

—J7 Group A & B DIERITIHWT, W HEIT LW S DR (Pre, Average., Last-1, Last)
N5 ALB ME T 35280z, WEEIT LR E OB Ch o7 Last-1 (B EITE
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HIWr SNz ISR IEWSR L7 #E H) 128155 ALB OF v 7fEIL 3.6 g/dL TH5D
O IEHETIZ ALB 28 3.6 g/dL & FlElo 726 WA DEITL TWD ARV RIRS LD,
BER OFf M E 2R —MIFZE T, SREBRFAPEITHAD OS IZHE T LK+ THLZ L W|E
SIVTND 22, BAMRIE, ZDOBEBRIETEDT- D 7 N a— AR T IV B E DR FEFR LA
LWELTND B B, + DR BOT I BERDLO OFIXAHECHD, I Fo 2RI
(neonatal Fc receptor; FcRn) DF T LFX a2l — 3 a |l AMIENIZ ALB Z#Z /L., 28
AR DR R AR E S D2 LD SIVTWD 4, 72 BNAMIIRIZIS TS FeRn O
HABNTHRAREFAEL TWDLZENRESNTND %, S EIOMRFHIIBWT, Group B
THIEINTREFR 72 ALB OIK T, BAAMIEICIHITS FeRn DF T LFal —i a0
iR 2EZRLUTWDAREME N E 2 D3, £/ NSCLC 1B D =R/~ 755 O AT
O, BAMIILIZE TS FcRn OF T L Fal —vaRfifi R e2ndE s etk
INBEZBIND, RAFIEO LT, 5 B EAT L R 5 A AE & o0 BE AR 2t T A0 LR A L 7o 35 1
DI, KRBFFEDRE R D, A2 ALB OF =X 7 3R AT O B RICE I TH
HIEMRINT,

=RV TIBRIRIZED itAE OFEJE T DUV T, RS TIE4A Grade & Grade 3 /4 OB LY
(VR M i R R DS IE 3 e h 2 W2 E DR EN T2, NSCLC FBEZEXT G L LT =R~ T 15 E
DR AR TR 1220 Tl MVEMER R B OFIEFRITA Grade T 2-7 % LS TWDHN, AWF5E
T 20.2% (19 / 94) EEnoT-, EREENDLOBEE 8 2B Th R M il R B O J8 JE R
l342 Grade T 13.9% LM ESNTWD, ERRIZIBWTIE, PS BRE 4 ThH - Th R E MR
BORIEITIEBE Z ) LB RSN,

=R TR KD MV E MR B O IE DY AR 1 &L T, [HE MM %R B OBEEE 35
FORIRBARAT: (Average. Last-1, Last) @ ALBK F23BE L CTWAZEMRENTZ, BEHIC
BOWTHREMEME BOBEERENRE I TND 23, ZOWETIEPS > 20BFE26%
EATWD, ABFFETIZPS Y 0 BN 1 OADBREFETHY, =R A ~TIHBICILME
PRI B B O FEIE 1L VR AERT D PS 2L R 47 Th-oTh | E M il 7= F DO BEAE JE 23
HETHAILEEZ LN, BEH 3 TlX, 2R~ T71ERICLABEVE MR B ORIEICIT 2 o
DIRR N BDEIE SN TND, T2 6, (1) BEFOREMMZE RO EX AT (i) =h/V
VT IEHICL S THZIZHE R INT- de novo XA, THDH, AT TIL, =R/~ T7 15 B
PRBTIC RV ME R R OB 24 T 28R E 1T 18 L Thorehd, TDHI L =R~ T IRIRIC
TRVE MR B A RIE LB E L 8 4 (8/ 18, 44.4%) Th-o7=, MMM B o BEE R 1T
(1) FATOFRIEVAZK ¥ ThLHATREMENE 2Bz, —FH, =R~ 7R ICL> TRIE M
iR B ARIE LI FIL 19 A THo3 95 11 £ (LB MR B 0 BEAE E A )~ o 72
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(11 /19, 57.9%), i{B#FEF O ALB 1K FiX (ii) #A 7 DORIEVAZIK T ORI REMENE 2 Hiviz,
[T il 5 B D J& i & R R FEE DB T dh 577, Last-1 1231F %, Group A & 8 fifi 7 i

IR Z P IEL7#E (Group C) @ ALB Oy A 7fE1X 3.7 g/dL THAHI=H, i HIZ ALB
23 3.7 ¢g/dL & F o784 1%, BE ~MEEME RO R OB MOMBEITHIZENE
FLWEB 2 DT, BEROAXRAT 32 (2B WT, ICI {5 & 1T 72 NSCLC B2 MM A
20 [ R i R R A R Lo OB R LT MR TR o0 M P JE M iR FR . AR HEIE A S T
TN DR AE AR R PMRIEICHDHEL TWD, AWFZEICIIT D, Group C DIEF B A% D ALB K
T, MiROW 2R BB D E LEZRL TWDEE 2 BT,

— 5 NLR IZBAL T, BE# 7 © MM B 101 425t G LUz Al &2k —MIFE Tl
fiii e T irAE ZFIE LY BICER T D M ER O EAE TV > 2 SEREL DAL T 25, i figk D
irAE ZEREL W BT 220N ME S TR, M E MR B ORIENRH ThHoTL B 5
NTVD, ABFFEICE O TH RIS, NLR 1% - il 5 BB 23 6 0iE L 7o & 97 S A7 B
(Last) T EF 2SRRIz, Lol VR PR B oD B 58 FLIZIE Pre, Average, Last-1 (2
BWTEHHTOIAA Y= —DNEELNEE DD, Last DA 57325 NLR Z e
[ M Al R R DR IE O FHNTEE LW EE 2 HivDd, Lol ALB (%, Group C IZ3\W TV E M
Jifi 55 R D JE A & HI B SHUBRT (Average, Last-1) 12K FLTHY, BRI ALB DE=4Ur
ZVE, =R~ T IRIRIC LD RV M R B O RIE O B RAICHE B ThHI LN RE T,

ARFFEOIRFLL T, % AMEIR—MIETHHZE, PS BEBMFEME THDHZ L, ThIE
HOMAEE (Average) ZEHEELLTEY, EHEWHAREFISATWRNIE BIFEO=FR/V
~TIREOMEM &ERRDIENZETOND, FIEMEIZEL UL AR 2B
THEIR B 72 22 MR EDIE DY 77 AW O#E R ITBAEDBRIRIERICHE M T&0LE %
b,
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1.5 /NG

ABFFRICEY, PS MR AF72 NSCLC BEICHITH=R/I~TIRFIZH VT, FricE B2
BEMRBORIENHDLZENCHER TOLERNHHE, AHMEOKR T LU CTIREB A ET O
PS LIAMET O ALB O FAB L4528, irAE OH5 | K (B M i K BB O FIE DN+ &
LT, VMR R B OBEER LGP O ALB OK T A G 75220 TE, 16#
BH A T D PS RO B M Jifi 25 £ O BEAE | X3 AT S BLEE "I BE T, TR D ALB DA B I3k
B 22 AT E DS AT R T Do B IR TR IR D55 (23 TR FIRE R %N R P IANA A~ — T —
WHIRNZ L ICHIZ R DM EMEMK BN T %A REFEEL TOWD AIREMERHE SN TND L
2R RN EMEMEBEZR R LIS TAZENROLILTWNDHIE 5T nn, LD EE
B2 AR 922813 ICT RIR O E4E A HERE ISR C&DE5 2 5,
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BLE REFyIRAVMNAERFEHBEICRB AN EAEEEEEERREIED
SRR A Y i

=
il

2.1

%1 ETIE,PS BELF (0 £721% 1) TLNSCLC, 22 o =R/L~7 HAEIREEH A LI- R
FIZHEEHL, APEL, IrAE D722y Th Grade 3/ 4 L7097 VR i % £ 00 80 L2 B
THEBN I OWT, IR MART TG P O BEEWE AV CTRE L, #5531, 1R A
ATOA ZNMEIZEAD LK F LT PS 2l i Sz, MEMEMIR B OFRIER 1L LT, ME M
il 7% 8 0D BE A R 28k HH S AL SOISTR IR T A7 2tk & - il 7R HR OO 8 iE D 5L BB IR 1- L L
T ALB O F 23t 4L, ICHIRHR ICRB W TR IF WA 7 H I 2 322 2% ) 70 3K 7
I NZEE THLHZENHER TET,

LU, 3 1 ETIIHRELRD 2T EE | 77205 PS AR NSCLC LA D AFE,
ICI LA DIEFNE DO HFRIEEAT T2 BB &G VIZA LR 2O R T IX R TH 5,
NTHEHENTHBICID 6 F| (=R~ T RAT VAT Fal =T T
T TTIVAZT AEVLST) IZBWT, IS EF IS L TOWDRARIZZ I ICh-570
BNATEIZHB T HBEHT ICT O EfE HHEEICHEERTE5EB 2615,

IrAE FEJE L ICL IR DA D MEOBLR ITHAME Z 72> TR, #1213, NSCLC X° MM (2
FBUVTIrAE BIED ICL B OF 2 Eom ELB T 52N G TS 07 —J5
NSCLC IZBW T, ICL Ik THIEE SO M E MR EN T H AR LEE T LM
72 {85, NSCLC & MM IZEB\W\ T, irAE @ Grade Tl372<, irAE ORIE B B A FE R D [h)
FEFBETHEOHE O bbb, £72, irAE FIEE ICTIBE O A W PHEIZ- DT, 25 A i
TH LA FEITIEEA L7200,

ICL IR DA NEE T J T DK 12DV T, PD-L1 DX HL 1022 MSI 23, TMB 2, #f H1ER
UL RER 354249 LDH Y AN SN T D, Ll DSAFEZ BRI B9 ISR R L7238 51X
Wi AR TR AR FICOW TIOR3 H 5,

IrAE DIERITZ N DTD720 2R B B WIS RN B LR D ZENHY | ICT 1R %
LR LZ LU TITODITIE, iIrAE Z B WNTFE R, G T 02803k BN5 76, IrAE O
FEIE 2 T DR 1%, SAFE 0, PERI] 30, PS 3300 Af iy oF ) MR EE 02 F O o0 R FRJEE 63
64 PD-L1 OFEBL O I HERCU L /XER 4849, 60:69 70 LRI I XN TVD, Ll DSAFEZ1E
Wrg 2 iR B L7 i 5 134 722< L irAE FIE DR FIZHOWTH R ET O R M H D, £7o ICT IR
IR THRBZ OB RBERE T 2ZEB B TEY ™, irAE b [FAR B T bk
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THEOHRE T BdD, LML, irAE OERIFIZONTORE 1T 72K, BIEIZE SRV irAE
X BN TRV, L7223 > TIrAE BAEDVAZ R 1R T 1% ICHERE 35 irAE, £72
irAE DIZIF IOV TIRFIL, BRESCFIEEZ IELWEARIZE 2 L%, 1CT O 1 i A HEdE 1
HIRTEHEZ 2 b5,

ZIZTH 2 BT PS 21D T REMREROBAMIZINT, E N TEMINEH ST
W5 ICT 1R & HEAT L7 & DA Bk & irAE FIE DRI EE DBILRIZ OV TRFT LTz, SHIC
BRATRE THSTNATRICB T, AL irAE FEIE DR FIZOWTHREL. irAE OFFHl
IZDOWTHRFET LT,
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2.2 J5ik

22,1 L EE

[E] N7 IR B b i K IR E R 2 & — Il B £ AL TWD, =RV ~T | RAT R~ T |
T o= T T T  TTVVAT | FRIFACV AT OWT N EE G SR A
BT 207 44 & LT, 2014 42 9 A5 2020 4 12 A ETEBEBIMEL, 2021 43 H 31 B &
TT —ZINEET o7, IRRBRARTIZH W T A T H 358 RICRE L TODEE T 1D
BrRAM LT,

222 FHAEHEHA

RAEEFEL T El, MR PS, R4 FE2L (body mass index; BMI), ASAFE #5585 007
RTBHE S, PD-L1 ORI fIE BB AT 0 A RTRHE O B WL R | RRDME A B O BE
ERE, H OB R B OB, 1R MBI OMAEEL T ANC (/uL), ALC (/uL), PLT
(/uL). CRP (mg/dL), ALB (g/dL). LDH (IU/L) IZOWCHE BT L0 THRICINELT-,
728 PSITEH 1| HEFEERICBEMRICE SZEFK LT (Table 1) 35,

ARMEIT OS & PFS Z4R R L LT, ICL 1B IR B hnte DO B T Lflr S B | ICL 1697 &
HIEL7Z A EZ OB JEE HICOWCT —Z&IELT, FIBEMN ICT 15#IZLD irAE &
BT L 7= BIE R C L HEE - BRANZ W D72 DR AT OIS B | E7 130 E - BRI 2 M
72D DREEILSI TV RO RN E AT 1A RIG I CElE - B8R U7 E B 2T ek,
FIER, REOHEEE IR AR A OEEE., BB REATeARIGREOLEOL K,
B R R T IZ DWW TR L7z ©°, HEIEFE 1T CTCAE v5.0 W CEFli L7=, IrAE 12D\, fife
TE - BRANZWT DT D DR AENMTONTIER OIHE LT, BEREIFIXE /L7 XD improved
(IE118). resolved (&), refractory (R[EI1E). dead (JET) F7=iX unknown (“RBH) T/ 8HL
Teo T H | i BOENE S Grade 2 LA L CHaJ/ H OFIE EE 2S Grade 0 D55 13 improved,
Grade 1 D& 13 resolved (253 B LTz, Z£HLLLISME, dead E7213 unknown D& 2R T,

refractory &L72,

223  KBEEZED OS, PFS & irAE RIE DA 4K, irAE % IE DA

K HEBEITOWT, OS I ICTHEH B LA B T H ECTORFF L LT, PFS X ICT iR B 4h
NIRRT LW SN H FI3E T HETORMELTERL, TNEND B A0 BHE H
L7-, 7R 28471 RECIST guideline (version 1.1) ZAWTEHlL7-, 723, OS LT PFS
I, irAE OFEJEE L (0: without irAE, 1: with single irAE, > 1: with multi-system irAEs) =
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Ll irAE RIEDH T LT, RBFFED LN AR (NSCLC, GC, MM) Z EicE LT,
Multi-system irAEs (ZBEHRICHEVY, 1 DLl L OfEas R A& e irAE EEFR LT 38, T72b b,
irAE 2 [B11E L7212, FFE R Ul 2s 12 irAE 2338 E L7235 4 1 multi-system irAEs &L7=,

2.2.4  OS & PFS OYAJK T B L irAE FIEDVARZ K 7 DHR R

ICI {RIEBRMERTO, BEDOMER] (B vs. M), Flin (> 75 #% vs. < 75 Ik). BRJE R
(Y vs. L), BMI (2 18.5 vs. < 18.5), KW FEDEA Ml (NSCLC vs. other, GC vs.
other & MM vs. other), 858 O (I, fifilgk, JTE) ., BB A2 20 GEAEZEE) . PS (> 2 vs
<2), 8 EOIEREELL (> 38 vs. <3 [\]), ICT {EHEBHAARTO ANC (EFE A %), ALC GE
ZE¥0). PLT (#E#Hi £ #%). ALB (> 3.5vs. <3.5), CRP (> 1.0 vs. < 1.0), LDH (> 400 vs. <400),
ZHWNT, 0S & PFS ODUAZR - BL W irAE FIEDVAY K 1 H it Liz, & /3TA—HBAR
7R B L ZENE BT ORI LT,

ALB Oy A 7% 3.5 g/dL 1. BABE ORZBIRFEDIELE THDH modified Glasgow
Prognostic Score (23T ALB 3.5 BNAY I 7EESILTND B 7o) IVFEFEIKRIZ 3.5
g/dL £L7=, PS OH v A7l > 2 TICI{REDOAIMER TRHESN TG 33 2
LLARRFZEDOFEMFIC, B TATHEART RN TCOBREEFRLELTCNDED,PS > 2 OBRENE
FNDIENTRENIZZD . PS > 2 E<2 I THRFILEZ,

2.2.5 IrAE OFfM, #2)% & long-term irAEs
FIELTZ irAE ([ZOW T JEIRENAFE (NSCLC, GC, MM, ZDfth) BIIZEEE | ICI A
JRBAAA7ND irAE BIEETO H #K. long-term irAE O E | GBI R E AT oA RIRREOA L
RERIFIZOWTEEFH L7, Long-term irAE (ZREHICHEV, ICT IR TH#IC 12 ML E
fk#e L7z irtAE EEFR LT TS,

2.2.6 IrAE OFEEMNE B AFED 0S 1T 5 2 % B %8

2.2.5 THEEF L EE irAE (LG REE | FFEEEREE) 12 DWW, irAE 3IE DA (20 1T
T, ARBFZED F72 M AU (NSCLC, GC, MM) B2 OS & H L7z,
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227 B AYERE

AWFFEIE, 2021 £ 11 A 11 RICENRBERE RIRER 7 —mBEFE AL B =ICED
AREIN (ZfFFE S ONH21067), £72, 2021 4= 8 A 2 HIZHHA R K MHEEZAES
WZEVERGR ST (2% 5 E21-018),

2.2.8  HEEHEMT

OS & PFS T Kaplan-Meier %% H T NSCLC, GC BL T MM BT irAE D& AE £% (2 )& Bl
{ELfEAT LT, 37 70— [ Ol 121X Bonferroni fifi IEA 1T 572 1T Log-Rank &% H
W, ThRbBAEEKNEE 0.05 L, RET O THiIELZ (0.0167 [= 0.05/3]), 0.0167
KD p EIE. 3 DOZ N —TH OB THEHICHE THLEAR LT, £z irAE DRJE
DOF 2S5V TH OS & PFS i Kaplan-Meier 52 AW CTHEATL, 7 70— 7RO Ll I2iX
Log-Rank &€ & 7z,

OS & PFS MUAZK 1% Cox [Elf 53 T irAE BIEDYARZ K F1X “HRY AT
J RGN 2 - WD CTRRMT L=, & BUR AT TId, TTHEEEMATZITV p 2 0.2 Kok
ERICK L CTEE RN ZIT ST,

ARG B AR EEIZa =0.05 EEHRL, ARMEZRT pEEEHIZ95% ClLEZRH H LT,

A TOMEHENT X BellCurve® for Excel (Social Survey Research Information Co., Ltd., Tokyo,
Japan.) ZH W\ TITo7,
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2.3 (e S

231 BEHER

KRBFOEEE RERNILOERNAF (NSCLC, GC BXIWN MM) OB F Y &%
Table 6 (TR F, 207 L DEENST =228 K ICTHEL IBRBRAMGATIZRE W TRAE H
MFERIZRIELTND T AITFENTDBERINL ., 200 £ DT — 2% R TRENT LTz, 54l 1
66.9110.4 5% T, BEH DK 64%IZHMETh o7, BEDKE /31T PS BAIF (PS=0:53.5%.
PS =1:30.0%) T, ERBPAMIL NSCLC (25%). GC (21.5%) & MM (19.0%) ThH-7z, f#
HAEN7=ERICLIZ=RL~T (57.5%) L7 0)RX~T (23.0%) CThHolz, T~ T %
i U721 XV 72 o 72, PD-L1 ORBUIIZEAEDEHE TR (81.5%) T, IG# LA
RICAT BARIRIRELIT > CODBEITENTH o7 (2.5%), [V MM 7R B OBEE 135
#F (3.5%) EHCRERERBOBERSLEE (13.5%) 1TENTH-T-, FGEZ DK 70%
MRS EE D3 dn o T,
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Table 6 Patients’ characteristics

All cancers (n = 200)

NSCLC (n = 50)

Gastric cancer (n=43)

Melanoma (n = 38)

Age (years, mean + SD)
Sex

ECOG PS

BMI

Metastasis site

Therapy

Number of prior chemotherapy regimens

PD-L1 expression

Baseline corticosteroids
Smoking status
History of pneumonia

History of autoimmune disease

Baseline ANC (mean + SD)
Baseline ALC (mean + SD)
Baseline PLT (mean £ SD)
Baseline CRP

Baseline ALB

Baseline LDH

Male / Female
0/1/2/3

<185

>185,<25

>25

Brain / lung

/liver / bone

Nivolumab
Pembrolizumab
Atezolizumab
Durvalumab
Ipilimumab

Nivolumab plus ipilimumab
<2/>3
0—49 % /50 % or more
Unknown

Yes/No
Yes/No/Unknown
Yes/No

Yes/No

<1.0/>1.0/Unknown
<3.5/>35/Unknown
<400 /> 400/ Unknown

66.9+10.4
127 (635)/73 (36.5)
107 (53.5)/60 (30.0)
125 (12.5)/8 (4.0)
47 (235)
113 (56.5)
40 (20.0)

22 (11.0)/86 (43.0)
/61 (30.5)/43 (21.5)
115 (57.5)

46 (23.0)

18 (9.0)
7(35)

11 (55)
3(L5)

105 (52.5)/95 (47.5)
24 (12.0)/13 (6.5)
163 (81.5)

5 (2.5)/195 (97.5)
139 (69.5)/60 (30.0)/1 (0.5)
7 (35)/193 (96.5)

27 (13.5)/173 (86.5)
451+3.18*
1.32+058*

260 + 126
121 (60.5)/75 (37.5)/4 (2.0)
86 (43.0)/108 (54.0)/6 (3.0)
172 (86.0)/23 (1L.5)/5 (2.5)

66.0+87
34 (68.0)/16 (32.0)
18 (36.0)/21 (42.0)
17 (14.0)/4 (8.0)
10 (20.0)
30 (60.0)
10 (20.0)

13 (26.0)/20 (40.0)
/10 (20.0)/14 (28.0)
8(16.0)

28 (0.56)

7 (14.0)

7 (14.0)

0(0.0)

0(0.0)

33 (66.0)/17 (34.0)

20 (40.0)/13 (26.0)

17 (34.0)

0 (0.0)/50 (100)

42 (84.0)/8 (16.0)/0 (0.0)
2 (4.0)/48 (96.0)
1(2.0)/49 (98.0)
5.06 + 4.41%
1.33+0.59%+*

281 +123%**

23 (46.0)/26 (52.0)/1 (2.0)
21 (42.0)/27 (54.0)/2 (4.0)
42 (84.0)/7 (14.0)/1 (2.0)

702+93
25 (58.1)/18 (41.9)
17 (39.5)/18 (41.9)
/8 (18.6)/0 (0.0)
19 (44.2)
22 (51.2)
2(47)

0 (0.0)/5 (11.6)
/18 (41.9)/3 (7.0)
43 (100)
0(0.0)
0(0.0)
0(0.0)
0(0.0)

0(0.0)
1(2.3)/42 (97.7)
0(0.0)/0 (0.0)

43 (100)

0 (0.0)/43 (100)

27 (62.8)/16 (37.2)/0 (0.0)
1(2.3)/42 (97.7)

5 (11.6)/38 (88.4)
4.01+308
1.36+057
209 +109
30 (69.8)/13 (30.2)/0 (0.0)
29 (67.4)/14 (32.6)/0 (0.0)
34 (79.1)/7 (16.3)/2 (4.7)

66.5+12.3
21 (55.3)/17 (44.7)
23 (60.5)/7 (18.4)
16 (15.8)/2 (5.3)
4(105)
21 (55.3)
13(34.2)

7 (18.4)/23 (60.5)
/19 (50.0)/11 (28.9)
25 (65.9)

1(26)

0(0.0)

0(0.0)

11 (28.9)

1(26)

32 (84.2)/6 (15.8)
0(0.0)/0 (0.0)

38 (100)
5(13.2)/33 (86.9)

19 (50.0)/18 (47.4)/1 (2.6)
3(7.9)/35 (92.1)
7(18.4)/31 (81.6)
4.87+230
1.60+0.65
297 +116
27 (71.1)/9 (23.7)/2 (5.3)
9(23.7)/26 (68.4)/3 (7.9)
32 (84.2)/6 (15.8)/0 (0.0)

Total number of eligible patients was 200. *n = 198, **n = 48, ***n = 49, because the baseline data were partly missing.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Table 1
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2.3.2 XREE D 0S, PFS & irAE JE DA%, irAE i D F

AFFED T 72BN AFE (NSCLC, GC BXY MM) OFEE D 0OS (25T, NSCLC (T H &
B 122 7 A (95% CI:6.1 —18.4), GC L RME 4.6 »H (95% CI: 6.1 — 18.4), MM (L 7.5
7 H (95% Cl:3.6-11.4) ThHolz,

Figure 8 |Z irAE DRIE AT ED OS 1225\ C, £7= Figure 9 (2 irAE ORIEFEZ LD
0S 122U T, NSCLC (Fig. 8a, 9a), GC (Fig. 8b, 9b). MM (Fig. 8c. 9¢) %/~ , Table 7 IT
irAE O3 JERE T LD OS (22T, Table 8 |2 irAE ORIEAHETLD OS 2OV TRT,
NSCLC BHFIZEWTIX, irAE OFEJE RO MIZ O T 0SS Mt E T [ 23RSz
(Fig. 8a, 9a), 9 72bb . irAE ZRIELRMN->T2HBEFE D OS (FHRAE:3.3 »H.95% CI: 0.0 —
8.3) IX. single irAE FBH D OS (FHHRAH: 14.5 7 H,95% CIL: 6.7 —22.4, p=0.106) ELb#glL
THBREFRD -T2, IrAE Z3JE L7 -7 B3 @ OS L, multi-system irAEs 35 ® 0S
(F9efE: NA,95% CL: NA, p=0.016) &SH#L THEICHE -7, Single irAE B3 & multi-
system irAEs 855 D OS |\ZH B2 213720 -7- (p = 0.374) (Fig.8a), NSCLC £ 128\ T
irAE Z38JE L7202 > 7o FH D OS 1L irAE ZFIE L2 H D OS (P B 14.5 » A . 95% CI:
3.0 -26.0.p=0.015) &L THEIZHEN -7 (Fig. 9a),

GC BEICBWTIHE BEREITROLILN-7, irtAE OFIE [BIER OIS T 08
DER T HEM RSN (Fig. 8b, 9b), 77205 irAE ZFEJEL 720> 72 FH D 0OS (FF ik
f:3.9 7 H.95% CI: 3.0 — 4.7) |Z. single irAE f2& ® OS (T RfE: 5.4 » 7. 95% CI: 1.7
— 9.1, p=0.765) & multi-system irAEs & D OS (FF9Aff:15.9 »H . 95% CI: 12.9 — 19.0,
p=0.374) LB L CTH B/RZEIL/R) o7, Single irAE 55 & multi-system irAEs B3 ® OS
\ZAH BRI o7 (p=0.144) (Fig. 8b), GC BBV TIirAE 2R JIE L2 -7 BE O
OS IZ irAE ZRJEL7-HHZE D OS (FRAE:7.4 » H . 95% CI: 0.0 — 18.0, p=0.315) ELbEZL
THERZIT ) -7 (Fig. 9b),

MM IZBWTIEA BERZITRDONRR WG EDH o720, irAE OFEIE RIEL OB Iz 2T
OS Mk £+ A [ 23R &7z (Fig. 8c, 9¢), 7205 irAE ZFIE LR >T-HE D 0S (T
JLfil: 4.8 7 H . 95% CI: 1.0 — 8.7) 1%, single irAE & @ OS (TRl 4.8 » H . 95% CI: 1.2
—8.4.p=0.270) LLLELTH ERETRD -T2, IrAE ZRIE LR -7 B 3E O 0OS X multi-
system irAEs A& D OS (I fE:12.8 » A, 95% CI1: 10.3 - 15.3, p=0.016) EHLEL THE
\ZHL o7, Single irAE 35 & multi-system irAEs 2535 D OS (A B R ZET 2oz (p =
0.591) (Fig. 8c), MM B IZE VT irAE ZFIE LR > 72 B3 D OS 13X irAE &8 i L7 /8
FHDOS (FHRAE:9.5 77, 95% CI: 5.0 — 14.0, p = 0.019) LI CTH ZEIZEM»-7- (Fig.
9¢),
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Figure 10 (2 irAE DR JERIE T LD PFS 122\ TC, Figure 11 (2 irAE ORJEAR EZ LD
PFS {22 T, NSCLC (Fig. 10a, 11a), GC (Fig. 10b, 11b) & MM (Fig. 10c, llc) &/R7,
Table 9 |Z irAE OIFEIE R T LD PFS (DU TC, Table 10 I irAE DI IEA LD PFS |2
DVWTRT,

NSCLC HBE BV TIL, irAE OFRIE R Z OB M2 T PFS DME 3 A [ AR S
7= (Fig. 10a, 11a), 3725 irAE ZFJIE L7272 H8F O PFS (FRAE: 2.1 » A, 95% CI:
0.7 — 3.4) I, single irAE 5 @ PFS (1 9fH: 9.0 # A . 95% CI: 3.4 — 14.7.p < 0.001) &
multi-system irAEs 85 @ PFS (FF9fi: 11.8 » A, 95% CI: 4.8 — 18.8, p < 0.001) LIzl
TH BITHE D >T2)3, single irAE 23 & multi-system irAEs 23 @ PFS IZH B2 21370
7= (p = 0.473) (Fig. 10a), NSCLC & 2B\ TIirAE 2R AE L720 ~ 7235 d PFS 11 irAE
ZRIE LT O PFS (FJfE: 9.0 » A, 95% CI: 3.5 — 14.6, p < 0.001) LKL THEIZ
o 7- (Fig. 11a),

GC BEIZBWTL, AEREITRDONRNo72M itAE OFIE RO INIZ > T
PFS MM K3 B M 23k S7z (Fig. 10b, 11b), J72 5 irAE 38 JiE L7222 > 7= 34 O PFS
(F ol 1.9 » H . 95% CI: 1.4 —2.3) (X, single irAE 3 @ PFS (*F5ufi: 2.2 » H . 95% CI:
0.0-4.4,p=0.077) & multi-system irAEs &5 ® PFS (" £fE: 4.7 » A, 95% CI: 1.4 7.9,
p = 0.047) LILEL CH ERZEILRN -7, Single irAE 3 L multi-system irAEs BFH D
PFS |ZA B R7ET720- 72 (p = 0.610) (Fig. 10b), GC BH TV TirAE Z3IE L7 -T2
FBE D PFS 1L irAE 23 E L7= B E O PFS (1 fE: 4.0 #H . 95% CI: 0.7 - 7.3, p = 0.017)
CLEEE LU CAH EICE -T2 (Fig. 11b),

MM BEEFIZBW L, AEREIRDOLNRWIEELH 7203, irAE OFIE [RI E OB iz
ST PFS MMt K3 A\ 23 /mSH7= (Fig. 10c, 11c), irAE &3 JE LR >7-FBE D PFS
(P9 fE: 1.9 » A . 95% CI: 0.9 — 2.8) (X, single irAE 3 ¢ PFS (" 4fi: 2.8 » H . 95% CI:
2.1-3.5.p=0.373) & multi-system irAEs f23 @ PFS (' Jefl: 3.6 » H . 95% CI: 3.0 - 4.2,
p = 0.033) LILEGL TH E/RZETRM o7, Single irAE B3 & multi-system irAEs B#H O
PFS (ZA B 7137~ 7= (p =0.723) (Fig. 10c). MM HE (2B T irAE 23 JIE L7072
B D PFS X irAE Z 38 5E L7283 D PFS (1 fE: 3.4 #H . 95% CI: 3.0 — 3.8, p = 0.045)
LT EICE -T2 (Fig. 11c),

UL EZREEDLHE, ICLIRRE DA ML irAE FIE DBIRIZ-OUV T, NSCLC, GC. MM (2B
LT, A BN RENZWGALH T2, irAE 2 5JE L7283 O OS & PFS X irAE &%
L7eholz BF LI L TROEVWME A THY | irAE 24 5[0 % JE L7 35 @ OS & PFS (11X
BIZEWEFP THLHZEPRENT,
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Figure 8 Kaplan—Meier curves for OS stratified by the number of irAEs (0, 1, or more
[multi-system irAEs]) for patients with NSCLC (a), GC (b), and MM (c), respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Figure 1
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Figure 9 Kaplan-Meier plots for OS with stratification according to the presence or
absence of irAEs for patients with NSCLC (a), GC (b), and MM (c), respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.
Supplementary Figure Al
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Figure 10 Kaplan—Meier curves for PFS stratified by the number of irAEs (0, 1, or
more [multi-system irAEs]) for patients with NSCLC (a), GC (b), and MM (c),
respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Figure 2
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Figure 11 Kaplan-Meier plots for PFS with stratification according to the presence or
absence of irAEs for patients with NSCLC (a), GC (b), and MM (c), respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.
Supplementary Figure A2
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Table 7 Summary of overall survivals stratified by the number of irAEs (0, 1, or
more [multi-system irAEs]) for patients with NSCLC, GC, and MM, respectively.

Median
(months) 95% ClI p-value
NSCLC  With multi irAEs NA NA 10'374—
With single irAE 14.5 6.7 - 224 :|0.106 0.016
Without irAE 3.3 0.0 - 83 —
GC With multi irAEs 15.9 129 - 19.0 :|0 374
With single irAE 5.4 1.7 - 9.1 :|0'765 0.144
Without irAE 3.9 3.0 - 47 T
MM With multi irAEs 12.8 10.3 - 153 :|0 501 |
With single irAE 4.8 1.2 - 84 :|0'270 0.016
Without irAE 4.8 1.0 - 8.7 T

Table 8 Summary of overall survivals with stratification according to the presence or
absence of irAEs for patients with NSCLC, GC, and MM, respectively. (*: p < 0.05)

Median
(months) 95% CI p-value
NSCLC  With irAEs 14.5 3.0 - 26.0 0.015*
Without irAE 3.3 0.0 - 83 '
GC With irAEs 7.4 0.0 - 18.0 0.315
Without irAE 3.9 3.0 - 47 '
MM With irAEs 9.5 50 - 140 0.019*
Without irAE 4.8 1.0 - 87 '

Table 9 Summary of progression free survivals stratified by the number of irAEs (0,
1, or more [multi-system irAEs]) for patients with NSCLC, GC, and MM, respectively.

(*: p <0.05)
Median
(months) 95% CI p-value
NSCLC  With multi irAEs 11.8 48 - 18.8 :|0 473
With single irAE 9.0 3.4 - 147 j<.0 001*
Without irAE 2.1 0.7 - 34 B
GC With multi irAEs 4.7 14 - 79 :|0 610 1
With single irAE 2.2 00 - 44 '
Without irAE 1.9 14 - 23 0077 _|
MM With multi irAEs 3.6 30 - 42 —
With single irAE 2.8 21 - 35 %8;3;
Without irAE 1.9 09 - 28 ' —

IrAE: immune-related adverse events, NSCLC: non-small-cell lung carcinoma,

GC: gastric cancer, MM: malignant melanoma, 95% CI: 95% confidence intervals,
p value: p value by regression analysis. Multi-system irAEs: The immune-related side effect
that involved more than 1 organ system.

<0.001*

0.047

0.033

Modified from Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.
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Table 10 Summary of progression free survivals with stratification according to the
presence or absence of irAEs for patients with NSCLC, GC, and MM, respectively.

(*: p <0.05)
Median
(months) 95% ClI p-value
NSCLC W!th |rA_Es 9.0 35 - 146 < 0.001*
Without irAE 2.1 07 - 34
GC With irAEs 4.0 0.7 - 7.3 0.017*
Without irAE 1.9 1.4 - 23 '
MM With irAEs 3.4 3.0 - 3.8 0.045*
Without irAE 1.9 09 - 28 '

IrAE: immune-related adverse events, NSCLC: non-small-cell lung carcinoma,
GC: gastric cancer, MM: malignant melanoma, 95% CI: 95% confidence intervals,
p value: p value by regression analysis, Multisystem irAEs: The immune-related side

effect that involved more than 1 organ system.

Modified from Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.
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2.3.3  OS & PFS OUAZK T B LWV irAE FIE DVAZ K 1 DR

0S DYARZ R FIZ-DWT, Cox BT 34T &4T o7 #E % Table 11 2R d, A EMHTIZEH
W, i, BMIL BB EAL K, IMERRE | ITERRE | PS, 1AM BAAR AT ANC, ALC, PLT, ALB,
CRP. LDH, 2AAfE (NSCLC. GC & MM) IZOW T, p fEA 0.2 Kl ThHoT-7- %25 B fit
WraAT o7, ZE BN AIEE ChoTBH LT 191 £ Thovz, fiR. KRV OS LB
THRA. F725 HR D 95% CI _LEFREDS 1.0 Riifi oK+ L L TR B4 RTO ALB (HR =
0.55, 95% CI: 0.37 — 0.81, p = 0.003 for ALB > 3.5 [g/dL] ) 247z, L0V OS &R
HI DK T, 72205 HR @ 95% CI FRRAEA 1.0 BL EOR LU CTH#Er (HR = 1.61, 95%
CI: 1.05 — 2.45, p = 0.03 for age > 75 [y] ). ¥ HA 3 (HR = 1.25, 95% CI: 1.07 — 1.46, p
= 0.005, for 1 difference of the number), [T HY (HR = 1.77, 95% CI: 1.16 — 2.73, p =
0.01). PS (HR = 2.69, 95% CI: 1.68 —4.32, p <0.001 for PS >2) &. /A% B4R LDH (HR
=5.05,95% CI: 2.87 — 8.88, p < 0.001 for LDH > 400 [IU/L] ) »#H&hi-,

PFS DUAZR 2O\ T, COX [lf 43 M 24T o7 K% Table 12 (273, B B EAT 25
ARE Ch T B HIL 184 4 Thoio, A RMATIZIW T, BEE, BML, 58 5025
HT8s% . PS. {63 B 4G T ALC, ALB, CRP, LDH, 284/ (NSCLC. GC & MM) 25\ T
p 2N 0.2 Rili CHHATTmO L EEBMNT 21T -T2, 2L BN ATRE TH T BE$IE 179
£ CThoTz, fiR, LR PFS EBE 45K &L T NSCLC (HR = 0.64, 95% CI: 0.43 —
0.95, p = 0.03), KV&E\\ PFS LEE 35K - L T (HR = 1.61, 95% CI: 1.10 — 2.35,
p = 0.01 with liver metastasis), PS (HR = 3.64, 95% CI: 2.31 — 5.72, p < 0.001 for PS >2) &
1R BA4ARET O LDH (HR = 3.44, 95% CI: 2.03 — 5.83, p < 0.001 for LDH > 400 [IU/L]) A3
HEnr-,

IrAE RAEDVAZ K FIZOWT, ZHaY AT v [ElG 3T 21T > 725 B % Table 13 1271
T, HAEBMATICBWT, MR A, B | BMI, 5B 2 iR TR, PS. 1A
RS IRIEBA LA AT ALB, LDH EMNXAFE (GC) ([Z2oWTIE p fE2Y 0.2 Kifi TH-o7=729
SR BN AT o1, ZE BTN RE CHTZBE T 194 4 Thoto, ER, A Bt
&, 375 OR @ 95% CI _ERAEA 1.0 UL EDRFEL T, £ (OR = 3.55, 95% CI:
1.55 - 8.14, p = 0.003, for age > 75 [y] ). ®2J%EFE (OR =2.75, 95% CI: 1.41 — 5.36, p = 0.003
for smoker) EIRIEBHLARTD ALB (OR = 2.47, 95% CI: 1.32 — 4.60, p = 0.004 for ALB > 3.5
[g/dL]) P En7,
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Table 11  Univariate and multivariate analyses of overall survival with Cox regression models

Covariates Univariate Analysis (n = 200) Multivariate analysis (n = 191)
(n for univariate analysis) HR 95% Cl p-value HR 95% Cl p-value
Gender (Female vs. Male) 113 0.79-1.62 0.50
Age (>75vs.<75) 1.38 0.92-2.06 0.12 1.61 1.05-245 0.03
Smoking (Yes vs. No) (n = 199) 0.85 0.58-1.23 0.38
BMI (>18.5vs. < 18.5) 0.69 047-1.02 0.07
Number of metastatic sites 134 1.18-152 <0.001 1.25 1.07-146 0.005
Metastasis
Brain (with vs. without) 141 0.86 —2.33 0.18
Lung (with vs. without) 1.12 0.79-1.59 0.52
Liver (with vs. without) 2.05 1.45-2.92 <0.001 177 1.16-2.73 0.01
PS(>2vs.<2) 342 2.26-5.17 <0.001 2.69 1.68-4.32 <0.001
Therapy line (=>3vs. < 3) 117 0.83-1.65 0.38
Baseline ANC (n =198) 1.06 102-111 0.004
Baseline ALC (n =198) 0.67 0.48-0.92 0.01
Baseline PLT (n=198) 1.00 1.00-1.00 0.15 - - -
Baseline ALB (>3.5Vvs.<3.5) (n=194) 0.46 0.33-0.66 <0.001 0.55 0.37-0.81 0.003
Baseline CRP (>1.0vs. < 1.0 (n=196) 204 143-291 <0.001 - -- -
Baseline LDH (> 400 vs. <400) (n = 195) 7.22 4.46-11.69 <0.001 5.05 2.87-8.88 <0.001
Cancer Type
NSCLC (vs. others) 0.76 050-1.15 0.19
Gastric cancer (vs. others) 1.68 112-252 0.01
Melanoma (vs. others) 1.66 113-243 0.01

HR: hazard ratio, 95% CI: 95% confidence interval, p value: p value by regression analysis. * Sums of n are not necessarily 200 because of missing data.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Table 2
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Table 12 Univariate and multivariate analyses of progression free survival with Cox regression models

Covariates Univariate Analysis (n = 184) Multivariate analysis (n = 179)
(n for univariate analysis) HR 95% ClI p-value HR 95% ClI p-value
Gender (Female vs. Male) 1.10 0.79-154 0.58
Age (>75vs. <75) 111 0.75-1.66 0.59
Smoking (Yes vs. No) (nh = 183) 0.72 0.51-1.02 0.06
BMI (>18.5vs. <18.5) 0.61 042-0.88 0.01
Number of metastatic sites 124 1.09-141 <0.001
Metastasis
Brain (with vs. without) 112 0.67-1.89 0.66
Lung (with vs. without) 0.96 0.69-1.33 0.81
Liver (with vs. without) 1.98 142-2.77 <0.001 161 110-2.35 0.01
PS(>2vs.<2) 3.67 241-559 <0.001 3.64 231-572 <0.001
Therapy line (>3 vs. <3) 114 0.83-1.57 0.42
Baseline ANC (n =182) 1.02 0.98-1.07 0.28
Baseline ALC (n=182) 0.74 0.55-0.99 0.04 - - -
Baseline PLT (n=182) 1.00 1.00-1.00 0.39
Baseline ALB (>35vs. <3.5) (n=179) 0.63 0.45-0.87 0.01
Baseline CRP (>1.0vs. < 1.0) (n = 180) 141 1.01-1.96 0.04
Baseline LDH (> 400 vs. <400) (n =179) 3.88 242-6.21 <0.001 344 2.03-5.83 <0.001
Cancer Type
NSCLC (vs. others) 0.70 048-1.01 0.06 0.64 043-0.95 0.03
Gastric cancer (vs. others) 173 119-250 0.004
Melanoma (vs. others) 169 112-256 0.01

HR: Hazard ratio, 95% CI: 95% confidence interval, p value: p value by regression analysis. * Sums of n are not necessarily 200 because of missing data.
Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Table 3
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Table 13  Univariate and multivariate analyses for irAE (existence of irAEs vs. absence) with binary logistic regression analysis

Covariates Univariate Analysis (n = 200) Multivariate analysis (n = 194)
(n for univariate analysis) OR 95% ClI p-value OR 95% ClI p-value
Gender (Female vs. Male) 0.63 035-1.13 0.12
Age (>75vs. <75) 2.70 1.25-5.84 0.01 3.55 155-8.14 0.003
Smoking (Yes vs. No) (n = 199) 231 1.25-4.29 0.01 2.75 141-5.36 0.003
BMI (>185vs.<185) 1.66 0.86-3.21 0.13
Number of metastatic sites 0.83 0.67-1.04 0.11
Metastasis
Brain (with vs. without) 0.76 0.31-1.85 0.55
Lung (with vs. without) 1.54 0.86—2.74 0.15
Liver (with vs. without) 0.51 0.28-0.94 0.03
PS(>2vs.<2) 0.36 0.16-0.76 0.01
Therapy line (=>3 vs. <3) 0.58 0.33-1.03 0.06
Baseline ANC (n = 198) 0.99 0.90-1.08 0.74
Baseline ALC (n =198) 1.32 0.80-2.18 0.28
Baseline PLT (n=198) 1.00 1.00-1.00 0.59
Baseline ALB (> 3.5vs. <3.5) (n=194) 2.18 1.21-391 0.01 247 1.32-4.60 0.004
Baseline CRP (> 1.0 vs. < 1.0 (n = 196) 0.75 0.42-1.35 0.34
Baseline LDH (> 400 vs. < 400) (n = 195) 0.46 0.19-1.10 0.08
Cancer Type
NSCLC (vs. others) 1.54 0.78—-3.03 0.21
Gastric cancer (vs. others) 0.48 0.24-0.95 0.04
Melanoma (vs. others) 0.87 043-1.79 0.72

IrAE: immune-related adverse events, OR: odds ratio, 95% CI: 95% confidence interval, p value: p value by regression analysis.

* Sums of n are not necessarily 200 because of missing data.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Table 4
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2.3.4 IrAE OFEAM, #5J7 & long-term irAEs

PR BFE 200 44 1ZFIE LTZ irAE OFEFHE CTCAE (23550 7= Grade #EAMAE | irAE 8 JiE &
TOH M, long-term irAE D #EFE | irAE OIE IR B R EATaA RN (eRaarF Vo z2E
te) WRFEOHE  BL W IrAE O#5Jf % Table 14 (2R,

BFT 113 4 (56.5%) DEEMUISIHD irAE 2R LUI-, &R EE BT THER
irAE 137 &[5 E (23.8% of all irAEs [n = 193]) . AFRERE R & (19.2%). B L V38 #1
(11.9%) ToH-o7=, I'AE OEJEELIT NFEAEDEE T Grade 1 / 2 TH-7-, Multi-system
irAEs (X 46 4 (23.0%) DOEE THIE SN, Grade 3 UL LD irAE 13 37 4 (18.5%) DB
THElEINT,

FENE B O R IR F IS R AT (2835 H), EEA irAE Tho & E LT fE
fEEIL, FNEN TR 42 BHE 34 B BEIC, BEUTTRE 2 B BICB8lZSN7-, Long-
term irAE 13 35 4 (35/113 =31.0%) 23U T, 46 il (46/193 =23.8%) (THIELTZ, HFiC,
PR IR RS RE PSS (42 13 BlDHH 8 57 long-term irAE. 8/13 = 61.5%) & &I BB R E K
THE (&7 6055 3 5178 long-term irAE. 3/7 = 42.9%) %, Hlz 89 & W #EE T long-term
irAE Th o7, IrAE OIEIFRICEIE R EAT A REIREEZE LI-BFIL 354 (17.5%) Th
STz, BRRERIFICBIL T, FUIR AR B R IR | B BB RE IR TE . B RO R E e L
IR [EE 3 - R L[S EX 2 o7, R ELH BEE B TEnTh 1 f
DL T SR R BRI H DLW ST,
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Table 14 Details of irAE characteristics with their grades and clinical outcomes

AR Grade Median days Long-term Corticosteroid Clinical outcomes
(n=193in 113 patients)
to onset irAEs Therapy
(NSCLC/GC/MM/others) All 1 2 3 4 5 Improved Resolved Refractory  Dead
Dermatitis 46(238) 20(104) 21(109) 5(26) 0 0 42 7(36) 6(3.2) 13(6.7) 6(3.2) 105 41
(Outcome unknown; 2) 10/5/10/21  4/4/A/l8  6/1/3/11  0/0/3/2 30/42/109/42 1/0/3/3 1/0/5/0 3/0/1/9 0/0/4/2 1/0/0/0 2/1/1/0
Hepatitis * 37(192) 13(6.7) 9@47 12(62 210 1(05) 34 5(26) 12 (6.2) 11 (5.7) 7(36) 0 6(3.)
12/6/11/8  3/4/4f2 31213  4/1/4/3  2/0/0/0 0/0/1/0 56/24/27/28 1/0/1/3 3/2/52 6/2/2/1 3/0/2/2 0/0/3/3
Fever 23(119) 22(114) 0 1(05) 0 0 2 0 0 1(05) 0 0 0
6/4/419 6/4/3/9 0/0/1/0 8/1/30/1 0/0/1/0
Pneumonitis 16 (8.3) 3(16) 8(@1) 5(26) 0 0 49 7(36) 9(4.7) 3(16) 7(36) 105) 1(05)
(Outcome unknown; 1) 10/0/3/3  3/0/0/0  6/0/20  1/0/1/3 54/0/27/140 5/0/1/1 3/0/3/3 3/0/0/0 2/0/13/2 1/0/0/0  0/0/0/1
Fatigue 13(6.7) 11(57) 105 1(05) 0 0 14 2(10) 0 0 2(10) 0 0
3/5/3/2 3/4f2/2  0/0/1/0  0/1/0/0 5/4/21/49 1/0/0/1 0/1/1/0
Thyroiditis 13(6.7) 3(16) 1002 0 0 0 70 8(4.1) 1(05) 2(1.0) 0 210) 631
(hyper hypo) 3/1/6/3 1on 2152 56/30/84/89 2/0/5/1 0/0/0/1 1/1/0/0 1/0/0/1  0/0/5/1
Diarrhea/colitis 12(62) 4(1) 3(16) 5(26) 0 0 82 4(2.) 6(3.1) 6(3.1) 1(05) 1(05) 0
3/212/5 10/1/2 120000  1/0/1/3 315/102/32/29 3/0/0/1 2/0/2/2 1/2/0/3 0/0/1/0 1/0/0/0
Hypoadrenocorticism 7(36) 0 5(2) 2(10) 0 0 132 3(16) 7(36) 1(05) 0 526) 1(05)
1/3/0/3 1/2/0/2  0/1/0/1 210/154/0/112 0/0/0/3 1/3/0/3 0/1/0/0 1/2/0/2 0/0/0/1
Oral mucosal toxicities 5(2.6) 1(05) 2100 2(10 0 0 78 2(1.0) 0 2(1.0) 0 105 1(05)
12 0/0/1/0 0/2/0/1  1/0/0/1 135/7/42/176 0/0/0/2 1/1/0/0 0/0/0/1 0/0/0/1
Nervous system disorder 4(21) 0 2(10) 0 0 0 29 0 4(21) 0 0 0 1(05)
(grade unknown; 2) 1/0/1/2 1/0/1/0 32/0/19/42 1/0/112 0/0/1/0
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Table 14 continued

Musculoskeletal disorders 4(21) 1(05) 0 3(1L6) 0 99 1(05) 3(16) 0 1(05) 0 2(10)
0/0/3/1 0/0/0/1 0/0/3/0 0/0/23/175 0/0/0/1 0/0/3/0 0/0/1/0 0/0/2/0
Gastrointestinal disorder * 3(1.6) 0 2(10) 0 1(05) 420 1(05) 1(05) 2(10) 0 0 1(05)
(except diarrhea/hepatitis) 1/0/11 1/0/0/1 0/0/1/0 64/0/936/420 0/0/1/0 0/0/1/0 1/0/0/1 0/0/1/0
Renal toxicity 3(16) 0 1(05) 2(L0) 0 92 3(16) 0 0 1(05) 2(10) 0
0/0/0/3 0/0/0/1  0/0/0/2 0/0/0/92 0/0/0/3 0/0/0/1 0/0/0/2
Electrolyte abnormality 2(1.0) 0 105 1(05) 0 372 0 0 1(0.5) 1(0.5) 0 0
0/0/1/1 0/0/1/0  0/0/0/1 0/0/617/126 0/0/1/0 0/0/0/1
Eye disorder 2(10) 0 2(1.0) 0 0 835 0 0 2(10) 0 0 0
1/0/1/0 1/0/1/0 772/0/898/0 1/0/1/0
Type 1 diabetes mellitus 2(1.0) 0 0 0 0 142 2(1.0) 0 0 0 0 0
(Grade unknown; 2) 1/1/0/0 112/172/0/0 1/1/0/0
Hypopituitarism 1(05) 0 0 1(0.5) 0 13 1(0.5) 1(0.5) 0 0 0 1(0.5)
0/0/1/0 0/0/1/0 0/0/13/0 0/0/1/0 0/0/1/0 0/0/1/0

NSCLC: non-small-cell lung cancer, GC: gastric cancer, MM: melanoma, Other: other cancers.

Long-term irAEs: The immune-related side effect that lasted for at least 12 weeks after the patient finished taking the immune checkpoint inhibitor. Values are the number of

irAEs, and their percentages are given in parentheses.

*: One case each of hepatitis and gastrointestinal disorders was reported to have a causal relationship with death.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576. Table 5
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2.3.5 IrAE OFEMENE DNAFED OS 1T H x5 28

FER irAE ThD R R E LI EERE E 12O\ T irAE OFRIE DO ENENAFED 0S
252 D B A s L7z, Figure 12, Table 15 (257§ % ORIE DA M LI, Figure 13,
Table 16 ([ZJFEEREFR T ORIE DA BT L2, FH 2 BE DA A (NSCLC [Fig. 12a, 13a],
GC [Fig. 12b, 13b]. MM [Fig. 12c. 13¢c]) &7,

NSCLC BHFIZBW\WT, BEEELZRIELRNST-BHFED 0S (FHRAE:9.6 »H . 95% CI:
4.6 —14.7) 1%, HEREEZRFIELZBAEZE D OS (FRAK:12.5 7. 95% CI: 0.0 —29.8) Llt
L CH BERAEITR -7 (p = 0.768) (Fig. 12a), ITHEREFE E 2 FIELRD-T-HE D 0OS
(FHRAK:9.2 7 H . 95% CI: 6.6 — 11.9) 1%, ITHERERR FEAIIEL/ZEE D OS (P RfE:14.5
7 H.95% CL: 9.8 — 19.2) L L TH EZRZEIT D ->72 (p = 0.330) (Fig. 13a),

GC BB IZBWTC, HEEEAFIELRN-ST2BED OS (FTHRAIE:3.9 +H.95% CI: 2.4 —
5.3) 1T, RIERELZRIELICBED OS (P IAE:14.0 7 H . 95% CI: 0.0 — 28.1) LT
HERZET 2072 (p = 0.524) (Fig. 12b), IFHERERE B2 HIE L7728 F O 0S (F &
E:3.9 7 H.95% CI: 2.4 — 5.3) (. IFREREfR FARIELIZEH O OS (FRAK:15.9 » A |
95% CI: 0.0 — 36.5) &HHR L TH ERZITR) -T2 (p = 0.249) (Fig. 13b),

MM BEIZBWTC, RIEBEEEZBIE LR T2 B F O OS (FHRAH:4.8 » . 95% CI: 2.3 —
7.4) 13, RIEREZRIELICBED OS (PIAE:12.9 7 H,95% CI: 0.0 — 27.1) LT
HEIZED T2 (p=0.027) (Fig. 12¢), FHERERE H 2 FEIE Lo 72 BE O OS (F i : 6.7
7 H.95% CI: 3.2 -10.3) 1%, FHEREREEZRBIELIZEE O OS (FRAE: 11.4 7 H | 95% CI:
54-17.3) LHEESLCTHERZEITZR) -7 (p=0.531) (Fig. 13c),

IrAE OFEHENENAFED OS 1ICH 2D BIZHONWT, fEREELDDHE MM O AR S E
DFIEEL OS DIER EDOBENFRD HAL2Y, NSCLC & GC IEROLNR o7, —T7, Tk
REPE 751X NSCLC, GC, MM THAEL OS (A E A2 BhE IIFE O biven o7z,
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Figure 12  Kaplan—Meier curves for OS stratified by existence or absence of dermatitis for patients
with NSCLC (a), GC (b), and MM (c), respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.
Supplementary Figure A3
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Figure 13  Kaplan—Meier curves for OS stratified by existence or absence of hepatitis for patients

with NSCLC (a), GC (b), and MM (c), respectively.

Hata H., et al, Cancer Control. 2022, 29, doi: 10.1177/10732748221130576.

Supplementary Figure A4
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Table 15 Summary of OS stratified by existence or absence of dermatitis
for patients with NSCLC, GC, and MM, respectively. (*: p < 0.05)

Median
(months) 95% CI p-value
NSCLC  With irAEs 12.5 0.0 - 29.8 0.768
Without irAE 9.6 46 - 14.7
GC With irAEs 14.0 0.0 - 28.1 0.524
Without irAE 3.9 24 - 53
MM W!th |rA_Es 12.9 0.0 - 271 0.027*
Without irAE 4.8 23 - 7.4

Table 16 Summary of OS stratified by existence or absence of hepatitis
for patients with NSCLC, GC, and MM, respectively.

Median
(months) 95% ClI p-value
NSCLC  With irAEs 14.5 9.8 - 19.2 0.330
Without irAE 9.2 6.6 — 11.9
GC With irAEs 15.9 0.0 - 36.5
. . 0.249
Without irAE 3.9 24 - 53
MM With irAEs 11.4 54 - 17.3 0.531
Without irAE 6.7 3.2 - 103

NSCLC: non-small-cell lung carcinoma, GC: gastric cancer, MM: malignant melanoma,
95% CI: 95% confidence intervals, p value: p value by regression analysis.
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2.4 =1
ICT {RIR OB L irAE FAE O RIFRIZ OV T, RIFFEO E2 N AFETHD NSCLC, GC,
IZBILC, A BN RSNV A LH ST, irAE 25 iE L7235 D 0S & PFS [T irAE
EFEIE LIRS T2 BF L L TR RWEN THY | irAE & #8351 5 iE L7254 @ OS & PFS
IE, EHICEWE THDHIEN RS-, NSCLC IZBWTIEBER © LRBROF R THY, F
DL irAE FIEDBURIZ OV TANIFE THRER L2, GC & MM IZBIL Tl InfR DA Zhik
LArAE BIE ORI AR LIS 13020, £, BEOPAFER T, IBROFMEL irAE
FIE D BALRIC OV TR FT L2 & 13 2200, ARWFFEORE R ITH — i % 12 1T DR B AL AE
Bl AW BE TIEH D, ZLOBAFE T ICTHREDOA MEN R WV ERFIEE irAE 25 E
HATHEME D3 V) | BER CIE I Cl3 e 1o AR EN T, Zhud ICT 1R E % )
DENNATIZDIC, BESCFIENEM L CRBREEERFIHEE 2 N, A5 TIE
SEBIE AN 227280 ICT IR IR DA 2L irAE @ Grade O BLEICHOWTOREMITM A T& T
BOT, SBOMETIRELEE 2D,

Cox [l 3 M 24T 7= KL TRV OS LEEE 45K 71X TR M B 447D ALB > 3.5 (g/dL).
LV OS LEE T LR T 13EE > 75 (y). BB ENLEL ITEs8 . PS > 2 LIGHRBIbARET O
LDH > 400 (IU/L) T o7z, LV EW PFS LB 3 5K 1L NSCLC, KV& \\ PFS & B¢
LR A IIIFERR . PS > 2 LI BA4AHT D LDH > 400 (IU/L) Th-oiz, ZNHOHKE RiX. SA
MEATLTWDEEFEIZELIVEV OS R°PFS 2R THHM 3D LWV M T— A THDHEB 25
o, BER 1922 124 C, PD-L1 OFBLRE ICIIBE OGN, BT 22 @E ST
WD, AWFFEIZI VT NSCLC NIV RV PFS ERE 352D K &L T, PD-L1 DI B =R
ZHIEESNIZHBE N 33 4 (66%) £%<, PD-L1 ORBIREZEELIZIREER M T T
HZEMBHE T DR REMENE 2 57, 0S & PFS O FICBE § 5K 72 2 BE T LT
L KVERICICITRRLEANTOLERDLEE BN,

BHPERIE~—A—Tdb2DH NLR X° PLR 4595 ANC, ALC, PLT ®Z FLE FL0O KA 1L
FOMI M, HE BT CIRABENBOLNIE A LH 1208, £ BT T34 %
PELEDOBE X RSN o7, ZIUEE 1 B PS AR 72 NSCLC BHE 1B DM et &Rk
DFERTHY, REMERIE~—A—"ThD NLR X PLR (X, PS LCHBAFIZLST, ICT {5IFE D
H 5 VE L B D3RRI REME D3R ST, BRSO JE I ZAFAE 32 B 55 Bl 4 P gk 00 o, 5
R /NER 100 22898 ICT IR DA B I BIE T2 LW D& DAY, ZAUTRIY A
B U 72 B R AR A B SIS R S AV W AT BEE AN /R S4L72, — 5 ALB ° PS 1%, 26 1 D PS
N EAFR NSCLC & IZB W TH AL OBE /RSN TERY, £ RISV TR I
MR T DIENARE CH LI LMD ICI IRRZ BT 2B FH I LT, AMEZ T3 5K 7
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ELTHMTHL AT RS, LinL, BB O=FL~7 2 55172 NSCLC B4 175
B RELT B AR EAR—MIFSE P Tl =RV~ 7R IERTO NLR > 5 DEFE T, <
5 OBELLELT OS, PFS ME T T2LMESNTVDHIE 2 BIZBWTUL 1 &=
TR R R R EEORE N TETWVARNIENS, TRNENONATIZRIT S, 1hF
W th D RFGA= 2% T Db RERFNED TR E FI2OW T, A% O E s
EZHD,

CHaP ATy RN EAT TR R R > 75 (y). BRI H D ETRFRBR AR HT O ALB >
3.5 (g/dL) 728 irAE BIEDVAZ R F LU TH H S A7z, FisICBL T, il E DR A EHH AT
I, ARl T IrAE FEIE OB | BEFEIZE NN ER A I TNG 106102 8 ART (L 103
CUL R Win 3 A BB R B & LT KRB 72 8 R SRR S M S TR 2o | irAR F8IE O 48
REEE I RARANRZNESNTND, @lE TN T2 ICHREOZ EMEIIRIERH TH
D, EERIZBWTHRBIEDBNEEE 2 DD, B IZEIL T, FE/N L il 28 A 231
DR~ T O IR % A TlE, BRI O 5B E 1T, BB OV EBE LR LT, WE
PN B SRR RE B 5 DR IEV A B W ERMEIN TNDHIE 1M R ICB W CHIE
PR 8 FR LB RE R 551X, Grade 3 LA EDBFE AL\ (> Grade 3 JFHRERES: 154,95
1 %315, > Grade 3 MIEMEMIEAR: 54) Zenb, BIEREOGHDBE I ICI BFEAB G
DERIL . R IR iR RO NIT S BE P T O RIE IR B L LB X D, ALB (ZBIL TREH
Tk, BAEIRE BE T ICT IBEOIRES R MR T T2 A HEME 87 %8 & irAE OFFHELT
B REOMBENE EEAELA CABETEBOS TR LTV, IR R
irAE OWARBE N A5 5) 23 SIVTWD 30 RAFIE T DALVIZIE R BR 44RO ALB > 3.5
(g/dL) 723 irAE FIEDVAZ R T Tho7of Flx, REBRENS R WVEF O ICI {EFEOH )%
WEE <, FOWAHEIEL T irAE ZRIELLTWIEEARLTWAEE X LIV, BE DO RAT 1
VA~ 7 25372 NSCLC 3 44 £ &t R L LI A & =R —MFSE ¢ Tid, PD-L1 ©
EFEEL (> 50%) 23, 4 Grade @ irAE FIELBE T HZENHE SN TWD, L LARIFIE T
1%, PD-L1 OFHITHOWTHRASILTWDEH L 18.5% LD G i T&giolz, Ak &
BERIZEBWTE PD-L1 ORBEZRESNDIIENELRDHEEZLNDT0 . SHITHEE O E N
irAE FIEDVAZIKFZ RO DT2OITIE, A EIT PD-L1 BEFELMALLERHHEE
BTz, Flo, B2 EICTBW TR, F 1 EOID R Y25 R B A O A2 TE TR,
BRI O RTA=2EE DT RLA A7 irAE BAEOFRIR 712250 TiE, 4% OME
REEE 2 BID,

IrAE DFFEHIZ OV T, AHFZE T irAE 23 JE L72 B E OFI G 13 56.5%E &\ A5, Grade 3
UL E® irAE ZFIELTZBFH OFIG 1T 18.5% ThoTo, BKRBR O o FLDBEM TIL,
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Grade 3 LA L@ irAE ZRIELTZBF OFIAIL 10 ~ 15 % LGS TRY 5% ZERICH
WTH ICT BRI A FIRE THAZENRINT, L, SECERREBER R H LR EINT
irAE LU T REIEE . BIBEERHL-OERBR NN ETHD, BEMICIB W T ERE,
WHRBERE IR FE 728 D irAE 13 3 7 A LNIZHRIE T 5L TWDH 195 RBFFEIZHB W THZEL
O irAE (332 3 7 A LINICHIE 3D 2L 03 a8 C& iz, — . BIl'E BB BERB AR T HE 0 B
P RBEFERED irAE 1E, 3 7 A Z B2 CTRIETDIEF DLW LRI,

ICI {5 A& T #1212 M LL EfkfE 35 long-term irAE (22U T, ICT (KA1 14 #li Bh ik
LWRIEETEIT U MM R 387 L2t RELTZEEH 75 12\ T, R BE D 43.2% (167 /
387) 1%, long-term irAE ZJJE T 52 LN ME SN TND, RIFZE TIIR G EE D 17.5% (35
/ 200) 73, long-term irAE Z38E T DI LN RENT, BEHR 7° OXFREBF 1T, Wik
PIEZRATL MM B THY, IBE 6% 48 7 H 1R ICAEFL TV D EF OEIE I35 80%
ERoTz, — I RO ERNBAFED OS OHRfEIL, NSCLC 12.2 #H ., GC 4.6 7 A |
MM 7.5 » A Bz BEH L long-term irAE Z 38 5E T 2B E RNV o=t E 25N
%, Long-term irAE (272003 W irAE 12 DWW T, BEH 70 I2B W Tid, HARIRFBERE R =72 &0
WEINTVD, RBFFRIZIBN TS, FUR B AR b & 0 B B BB B RE K FIE 22 L 1%, long-
term irAE (Z720 0T WD ERE TE 7o, ABFZEICIUVVT, long-term irAE 238 iE 3584 1
Bed 7 Lo~ 7ednorzis | HUIR B RE IR ORI B BB B e IR T E 2 &1 R [BIE 23 [A]
18- B L S5 EIIX B VI EAURENT, TEMEVEF BT, R R T2 irAE
DIEIRRZ DGR, BH OEIF I B L KT T FREME D &2, Long-term irAE L7207
W IrAE RKREIE AL U IrAE (3, FIE LTS & iR RS R WO 725 T Re 23 b2 RIE H &
LC, ERZREIER LI, ICT 15 BA LA AT OF ] - 7 B RIS BEFLKREELW
BRIEMLE RN DL EE 2N,

A B OfENT L0 ICT IR OTE B 4614 3 7 A LANIZ irAE Z 5 E LTV 28| irAE F8JiE
EHNEIZRR D B DD ICT TR A B LT B FE I LT, AR R 6 3 »
HMOE BRI ADBAE N THLZED RSN, LonL, B Ia 12 3 » H 2 2 THRIE
T 5 irAE BNdDHZE MR EBE D 17.5% (35 /200) 1% long-term irAE ZFJIETHIENE, 1A
PEBR AR IF 721 T RINCOIZ AR O AL L BELTHBEN MU BHFEETLIE
DRIz, ICLIER OB G- MR 2 HE»S 4 BETHY, BFOZZHBRLREREE 25
EVICHIRREATOMBEIZT TRE D740 —2ATHZLIZINEETHLHEE b, KRG 3
o A E1%0. long-term irAE &% JiE L7= B3 1S5k L Cld, (RERIER O IRAN 72 & | MK IC 1T %
Mk DWrkE e AR — R EEE 2 Hd,
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ARWFIETIX, ZLLBLESNT LG R ELTFHEEREICOWT, ZRENORAFIZIENT
OS IZH 2B EZRME L, HEREZEIZOWT, MM IZBWTEBEHR 1 LEROFE R TH
V. A M B R E FIE DO PR IZOW TR ZE ThfgiR 752 L3 T& 7z, NSCLC & GC (2
xtUTIE TR OB 21k L irAE &L T B2 18 E FEIE DO BILR IZ OV Tl 1T 7, AR ST
TR BEREZEBITZDOONRN TR JEFIBRRONTEBV S HIORDIMFA D LELEE X
BILD. TTREREFE 5 (CD W T ARFZE TIERITHE R I 5 2 F8AE L7 B H 13 %< (37 44). v D
Grade 3 LA EDHEEL LV (15 4) 23, NSCLC, GC. MM [ZBW T, AFRERERE = D HH L
OS ITH B2 72137 R IAELE 95% CI & RDMRY | IFHBERE R E D FEIEIT OS DEIME T E
LaWEEBZ b7, LnL, 1 A DOIFEREIEFICILETH AH D0 TR IXEE
TR rAE ThD, BE# CIIIFBEREREE I LD ABE, ICHIRIRE O 1L L BIE# 952 L3l
SNTEY Y ICT RO F X TRICHET DR N H D 10810 ICT RO I3, £
DHEDTHIZEGZDHEBICONWT, S RILRIFEDLELE X HNLD,

ARHFFEDRFLEL T, Mgt TOH%AMER—MIZETHHIL, PS DNEBGEMETH
HZEJEBIEDOBE D728 | irAE FIE & ICHIRFR DA M OW T BRBNTZAAFEL irAE
DIHTHFTLIZZENE T N5,

s
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2.5 /NG

AWFZENZLD | ICT {6 BR AR AT D ALB, i, Bni ALK, AT #s% . PS, LDH 13 ICI {64
DA BNMECBEME R HDHZE, ALB, F i, BEEIL irAE OFRIEICBAEMERHHZL G
nepolz, ZHOEF EREZTEM IR LI AR AZTTOZ 83, ICLIREOA 2t &%
EMEITHLTH A THHEE 2D,

i R IR OIS irAE OFEMIZ A LIL, % 22N AFRICE W T ICT IO H %)
PEREWERE 2L IrAE 2 FIE T D AT REPE DS m W2 & ICT iR M BRAa# 3 /v H LANIZ irAE %
FIE LT N ED | FRICIR B AR 3 7 A BNCE AR 2N AZ1TO 2813 ICT 1B
DML ZEEOTENASA H THD ARt RS, — T TR 3 r A 2R
TirAE ZRIE T DIEHI L HDH72D . RYIH O LN ARMLETHD, F21E, irAE O IR
i 6 o s 2 SO B P R B BE A T AE 72 B 1 ICT TR R & T 15 BE R A E B AE 451 25 FH 24 %4
FAELTEY, ZhH0 irAE BRIELTS AT IBEBS RSO MRS 5, Zih
1T, BESLEIENIIE LT irAE 2R N2 EMICEREFET 1B HIEOEEMEZRLT
BYIGENEBICHEAATREMEDHD irAE (ZOWTIE, BHRZREIEH L1511 ICT 1B B
BRI OB - [ B BUF RO CFIRE ELWERICELERHLHEE 2D,
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¥

AMFZETIEL ICL 1B O EffE FH#EEZ BV EL T, ERIROT —2 2 W TH DA
. irAE FIE DR F-| irAE OFIE LHRJF OFEMIZ OV TR F 21T 272,

91 ETIE, G EEE PS SR AF/ NSCLC B LL T, =R/~ 7 BAIBIEDO A N
CRANE | RISV M I R R ORIE (ISR T AR A BN LT, 1R O ALB DK T i
B 5N L R IR R D IE IR 5 L QWD ZEAURIB E T, ICT 1R OA ZhPE &
it 95 £ D FEIENT DN T I R R A 1 0D B A AR IRE O LSRR B L 72 S 1D AL R BT
)R P i 9 FB D FE & ISR BT D 70 OB 7272 M e C& B 2 D,

B2 BT, G EAI A E N CTEMIGE SN TS ICTIZIAT, 4 EE % PS BNARRZ
BEZGORETRRENAFEITILR U, ARMEE irAE RBIEICB T 2" L LT ICI iA
FEBH AR HT D ALB X° PS 728 | B IRIER OGIZH W TBIE TR R K 03RSz, ZhoD ik
TG AR LE I AZITOIZEE, ICT IBE OB IPEEZ IR L TH T
bDHEEZD, ITAE LA ZPELOBIFR, irAE O FIE B SR8 12OV TCL irAE 2R JE LT
FIFFIE LRV LI LT OS & PFS 3R\ & irAE 13 ICL 16 BA 46 1% 3 » H LINIC
FIELRLT VDN, 3 r HEABA CTRIETDIEFIDHY, Fio ICI KK T % bk 5 long-
term irAE % 17.5% D BE BT 22 L0 m S, SEAIRN I, Frlin i B e w4 3 - A [
12, EAR RN AEITHZENG A EmREnTz— 0 JEFNIZE > TUTEZHN AR E
BE ML ETHHIEI RSN, DR BT, ICI RIS T 58 R8N ADS
EERLIEHDTHY  ICLIRR DA WML Z DM FIZFH G TEHEE 2D,

ICT 1R W IR & 723 A FE TR 2 4 B L AR — IR E L TOM IR AL RS T D,
1B B4 3 » H 2B A2 TIirAE 2 RIE T 5B HF NHZL | long-term irAE Z 8B 325 B #H
SFE S EAFAE T B L5 ICTHB IR DR IS WS AFE TR RISl SNh B2 LT, irAE O %
ISZEATORBFENTIN L RIS EZTOWRNIT IV B DEBZBZOND, WBEDAFZ Y7 D HT
ICIL{EIR AT DR TOREE OV R—r2RHFEICHOIEVITHIZEIIREETHY , fRRIEH DK
AR R03 [ G T2 L 0 Ml D Z AR DO ERF ICLDBE VR —IRLHATHHEE 25

o 1% Wl 5 B il (Information and communication technology: ICT) & i\ T, B 3%
WEIE G WA EREFE ~HE T 52 CEEZANEMN ORI LIS T 2R A0 TTD
TG NI B OZRNFEAE LTZ irAE Z RNV IEHEICIE IR FH 1T 2 DZE DT
FTHY, irAE BIEAE NI BT 5720 £ ICTHAMRBMG 3 7 H 288 2 THRIET 5 irAE
K long-term irAE {ZxF LT, 9 B0 [ 38 R o0 S Aifi 23 3 ] L C B3 ISRk ot - Tt i) ~C
RN TR —=REATHT2DIT, ICT ORI 7efE N EELNEE 2D,
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