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AL =
1L A7 uid 2 24
42, AAuEaiae] U QPH DS B ATl /|ukste] P % Aol

o W 2AEAt Aol 13} NzAAe] Fel g 3
Slek. BRI ) Bt Akl 1919 oA o7k e
gobaloke] A A=A (Financial toxicity) o] SHollA A%
2 AR A =] s a8AS Wrlekal, o2 Q1F Bl-&uiH| &l Suis}
Aef npdo] Al AAolrt. weba] B Ao HA2 P 52 ol Bl 2
oto] 2z A EAEHN ARHE Fo] FLS ke HAREAAA (pembrolizumab,
nivolumab, atezolizumab)¢] AA| oJF o] &3 (X zokAH AL H]& 2 7|7 &=
J8HE 5), AF APEE), °HE BHE T HludemA o 28 A5 7%
&t ogolge] A ®stel a84E EAstaak gtk

ol ther 977k obAm
ulgo] F7kska glu w7t

FRANHS Ak 39

_an o

o

o] AFE FUNAL R I urEd 28 (2010~20209) 2 o]-&3}gth 201613 oA

202047141 2] 717F Ft FQt Xk del] 97 52 9 XEE W 204 o]%te] 49l
A= o HARZAANA ARSI 71EHA AFET ] 5 stk F&
Wy AP o F Ak AP ofiglon, F9 Evies HAREAAA AR
oF=Z 2016FH 20179 713F T AEA w5 H8o] © F7HA] ¢FA| (Nivolumab:

201611 7€, Pembrolizumab: 2017d 8¥)E 23} X|SAZ AMESIHS 74 HATHEY
AA AHgTo R BRIt o8Y] B2 E AGAZAAA A Fo3t AT =

o|=H7} 01‘9711 et FRlstr] flste] dkAk 1919 Hat ojmH] 9] xolE 4
shodeh, A WgHEAAAl Fol3k Aol 2016 79RE F A AR AA
woi3t A1l 2017 8U7HAI= A3k R Aofstal s 7IRtbe] o= H|-8-2 A9



3Fdar, 2013 1€3E 201649 6E7MAE o3 A, 20179 9YHE 2020 12¥€71A]

2 Fols} 7 o] 24 Alge] A WAAEY & W F 19/2d% AR B olm)
9 o #d PR ulE WEe] Hwstgnt

2 AFE 3 B A2 IQt $Abe] Ut ay 23k A5 FAIEA HHd
HAAA S FoFst JHLOM AANYEE 2 TP EE E% MAsE a9t Qe
A 982 ol 3] WA AAAE FoF
4 AT (HR 0.80, 95% CI 0.76-0.84).
of vla] HATE AAAE AFEEE Tol|A]
< #21E 4 2t (HR 0,92, 95% CI 0,85-0,99).
T3}t Fo] HdAmH 2 o #E o8H] BT

< Az AA = Y], B 5,928,822¢, SE: 362,196,
p<0.0001; A7+ & : 5,909,8589, SE: 357,740¢), p<0.0001), S37-thA
2ke] 19019 A7k Petolgnle] 4 A4S B, Fo3t A FTlete FAS Bia
SAXSRE fFolatelom Fost & st FAR uiH oy SAH R foskA
eroktth (Folst 4, B 68,3039, SE: 10,469¢), p<0.0001; Fld} 3, B: -5,6629, SE
15,6199, p=0.717)
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e AAARCR 8 D AIGE BEoA 7P E& dgolnh ! ) ge
o= o, I HsEEAd W2 #Hde IA 4T T A AR =2 s
S Hola i, dFH Abge] 7Y &8k dolo® RuE: Qv Hge] S
(Crude incidence rate)= 37} A5E4E Y1 = =
79 A FH AEtdE Fdes o] &g I7F SR Aol =R ol #HY

z7] Aekge] S7k2 2ASo] o ¢ 71 Alw oddd [2d 11

il
r_{

A Overall B Men
557 —e— Crude incidence rate 857 —+— Crude incidence rate
Korean age-standardized incidence rate Korean age-standardized incidence rate
] g 754
=3 =3
8 8
=] = 651
o] o]
=1 =1
2 2 554
I I =
8 8
e 2 454
5] 5]
h=] h=]
5] 5]
£ £ 35
1 25 - T T T T T T T T ™
D N Oy H A =) N &l e
& O & & o & N N N N
F S S S S
Year
(o] Women
357 —+— Crude incidence rate
Korean age-standardized incidence rate
8
=3
o
o
5]
o
@
©
@
o
1=
@
h=]
o
£
1

[32] 1-1] 2 © &xte| REHME (Crude incidence)?| 0|



20004 ©|F AP seke FAAEAR] Fo] chet G BA Azl BB
77} AW, ool ek EAXNEA 2 AdTEIAA ol Thebe Aok
3

sl AA 3 A%l H&Ha o (2" 12

First ALK crizotinib

The EGFR T790M point mutation identified in

mutation is identified as patient specimen. Additional

a mechanism of ones were identified in

resistance to TKis subsequent years.
Discovery of EGFR
mutations in lung 'm

o ALK rearrangements in L iyt )

:::;xr:::;;;'b lung cancer are first ".mm in squamous
and erlotinib described e

1997 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015

Accelerated approval granted

Erlotinib approved for  Bevacizumab approved Accelerated approval to ceritinib for ALK-positive
2nd line treatment of for 1st-line treatment of granted to crizotinib lung cancer in patients
lacally advanced or NSCLC combined with for ALK-positive lung intolerant to crizotinib or after
metastatic NSCLC chemaotherapy cancer progression on crizotinib.
EGFRinhibitors  BATTLE Study: biopsies e Erlotinib and Afatinib Ramucirumab
enter clinical begin to become more E::}Ifll:n'tamalmemr:: approved for 1st line approved for the
development mainstream for NSCLC treatment of patients with .. o0 e
i metastatic NSCLC whose treatment of NSCLC
tumaors have either an
EGFR exon 19 deletion or TR =
the L858R i pproved for
the 2nd line treatment of
patients with squamous cell

carcinoma of the lung

(32 1-2] A &Mol 2 otpdl BNR|E BE o7 M3 2 Mot i

i = x =" =

A epidermal Growth Factor Receptor (EGFR) mutation, anaplastic lymphoma
kinase (ALK) mutation, Ros proto-oncogene 1 (ROS-1) gene® 2 thE =+ 2ot ¥Hol
(driver mutation)7} A= A] = A B Mol HlaAEH ¢t dAE2 WMe 7Nt
of Wet st a NS FEAEE AL, 1d AEE0] 34.0%, % BE7IZE
9.0 ~ 15,07 Lol Bxet Aug Baksl 8432 2ok spxuh, W owE oAl

pembrolizumabo] WF7Rk ke ¥ol] Asfigh B2RA P4 Bl ol Bl

rlo

0

§F @AbellA Docetaxel thu] of 270 Fr=o] fofdt A=7I3F AFE dSeHAL,
nivolumab A WMF7]9k gt a el Asigt &g v EH L Fxte] ARNYET]

< oF 39 Ar NN 7E ZFHE BEsIge)>° F712, atezolizumabg PD-L1
e ofitol BA glol oF /Y Ax AAYEIINE s EHE TEFoEHN,

9] epAlE o] WA B Hold HIAEHAYS] 23} o) Fellx o] ABAZ FDANA 54l

s

10 PiRRoiNRel S H-5 g 2 Mol BIAN T #ixtol 20|18 85 2 of

=

ok
AT
J



W e (28 13108 15, FleliE A9 2 Aol HeAte) el

gl

el

AAA 7} 22 A ZAZA 20161 7€ nivolumabZ} U] A F¢ 3715 &53 o] F
20173 8€¥ pembrolizumab, 201913 7€ atezolizumab®] A}-g-o] 3|7} o] Ry 2
Hold vl aMEAYG SxtellA] e AREEIL ot
A
100 —— Pembrolizumab 2 mg/kg
—— Pembrolizumab 10 mg/kg
90 —— Docetaxel
80
—~ 704
g
< 604
2
T 40+
3
30+
204
10
0 T T T T 1
0 5 10 15 20 25
Number at risk
Pembrolizumab 2 mg/kg 139 110 51 20 3 0
Pembrolizumab 10 mg/kg 151 115 60 25 1 0
Docetaxel 152 90 38 19 1 0
[32! 1-3] Pembrolizumab £ 0{50]| = PD-L1 Hsd stXte| RXIHAMZE=E (Progression-

free survival, PFS)Z H| w8t Kaplan-Meier 2

A1y ME 11



A 0S in Pooled CheckMate 017/057

100 +
—A— Nivolumab Nivolumab | Docetaxel
80 —©— Docetaxel Events, n 357 398
Median OS, mo 111 8.1
(95% Cl) (9.2-13.1) | (7.2-9.2)
__ 601 HR (95% Cl) 0.70 (0.61-0.81)
g
8
40+
1-y OS = 34%
20+
3-y 0S =8% :
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months
No. of patients at risk
Nivolumab 427 280 205 150 113 84 70 55 15 0
Docetaxel 427 264 145 84 57 45 34 23 4 0

B PFS in Pooled CheckMate 017/057

100 4,
—A— Nivolumab Nivolumab | Docetaxel
80 - —©- Docetaxel Events, n 354 374
Median PFS, mo 2.56 3.52
(95% Cl) (2.20-3.48) | (3.15-4.21)
. 607 HR (95% Cl) 0.80 (0.69-0.92)
B
(%)
[T
& 40
S =20%
20+
3-y PFS = 10%
— . £ AARAAA
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months
No. of patients at risk
Nivolumab 427 130 71 56 45 33 28 17 5 0
Docetaxel 427 116 30 8 4 3 1 0 0 0
[22] 1-4] O|X X|Z O|20| U= TI&H H|AM|ZH 2 &tXt2| nivolumab FoF 01520 [IE YE
SN (ATHMEE, BRIYYES)
12 SHSREANH Sl Baddst &5 ey 3 Mol HlAM 2w etAtel 9|20l &g 3 o= 24



A ITT population

100 Landmark overall survival | 12 month | 18 month
504 —+ Atezolizumab 55% 40%
= Docetaxel 41% %

80 Ty HR 073 (853 €1 0-62-0-87); p=0-0003

70 “%

z -
S 5o -
£ AN
30 T —

104 Median 9-6 months | Median 13-8 months
(95% 018-6-11.2) ' (95%C111-8-157)

3 [ ) 1 15 18 n 2 7

o

0

Number at risk
Atezolizumab 425 407 382 363 342 326 306 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3 -

[32 1-5] O|F x| 0]2{0| Q= TISA H|AM|ZH|Q 8kX}2| atezolizumab EQF O5L0f| I2 A
= DM
—_ T

o1F tike QYATE Bl 23 o]l il Sk ohe} 13} ARARAE Wl
: el B84l dFHeded, BF
e R R SIDREX

BEge Folrld 3718 P
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oo} o], WAREAA Ao FUe A &HE ¥l Aol 7Htste] A
2 Aol BlaMESY Bate] 13} X FA A Fof 28 ol gk 277] EolA|
3L Qlek AN Fu Ak $hxbe] 1909 Al I Tk 82 2013 2,284,9859 ¢
A 20159 2,484,047 0.2 Z7}3) folal, ofef oFFHIE 2,834,253 2 6
ol = b o A=, 17} o] A=A (Financial toxicity) ] ZHol|A
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off
o
=
2
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AYRAAAE s FFoz velnrAA ARl Ve L8HL Brheha,
o= QIgh ulghulate] Srist Az vhelo] AFE Aol

wEpA] B Ao 242 XA Z2 Hold nlaAEH|ohe] 23k AEARN TR
3 Fo 28-S e HARFE A A (pembrolizumab, nivolumab, atezolizumab) 9]
AA o508 A A=A AR vl H 7Y, F om0 F), oAF AHE),
H]-g A4S Sal Hudto = Fof A8 W59 7|I3F Ete] ofsolg-o] WH wHke}
BEAAE BAAL sttt o)E F3 HATREAAIAY U =Y o] HAAZHet $at

of elF vl APAe BFES Belsky, 50| AR B Hris BAF A
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A2 2

g+ 2= 3 =24 9H

AV 47 R R e

1. A CHAX}

o] ATE FNAYRATE W& AR (2010~20209) 2 o] &3kct FHFRY
T BEd s fEvel IARE JHdA HA oAt S48 2 AP AR,
AARR, AU, a7|# AR, AFHAXNAY 58 ATt o, T A
Z AAAe A1 &l 2= RS Adyst g & AFAAl AlEska ot
B AP E 2010-2020 7]7F 2 8] AAEFHG A (ICD-10 code: C34)0]
S 9 FEITE (29 2-1]o st npe} o] 22bH HolE Hgate] WA

H

shdaL, HEH R 2013 o] F AlgF Hkd sy (LB, Iv7]) Hl4

il

AL BAE FES] IR AolE RS, AF B0l 20164 olF Uit
AgtE A8 (B, V7)) B2AEse} 3 % 23 X2 olde] N2g 9e e
%%8}04 20213 12971 FH sl A3E vlwste] B89t g $A) 5 o
oF e A9r|Es st SRS wjAE AT

2. He7|E

204 weke] ghatel #HoF A A AAF T2 X5A AAE HA E2 e
A&fetdet. wgh HAdAlE 52 AP B X85 wto), A=A Aeksleta
FoF o]go] gl $AE AlQdstdnt (17] ¥
ojgo] gl A} F Y X5 TE HY ol AESA At as Al ke
S2p Q] AQlskidet. (7] 7)), # & v dE5e] xId o]Fo] Q= ghatel wav]
Zrol 670 wIRkQl 2}, AFAE 71zl SRS AlQletglom, 1|al o F B A=
12} okA|2 FA X EA| (afatinib, dacomitinib, alectinib, ceritinib, crizotinib, erlotinib,
52 gefitinib) & AW w2 A g H@AREAAA F HId FA=R HEE

atezolizumabg WS A= A o5t HFH o2 H]E B F 45,31279],



SRR

_1

ol & 7,29740] MR}

2010 - 202011 712+ &
"C34" WAL AR A7 U

N=346.505

20134 o)z 42 BER0| Y

i

=k 102,964% HQ|

YES

2013 0|3 47 HY B

N=243,541

Yen
HAMELTL
o7} 55

71,386 MY

32,372 Hg|

H%OE FUXSE W FA}
4

[O2] 2-1] CHARIe| £ SEE

r
ol
™
o
0x
o
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o
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=

AN EHQf BHAFO| O 20|18
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N=139,783

1) SIZ %HE EX2H (afatinib, dacomitinid, alectinib, cerftinib, crizotinio, erlotinin, or geftinin}=

89,941 X|9|

2) YAMITIE S2 HEHEE WD T 1302 o Hoioin NESH Bamnaus ue He
28 dE: [&2H i b irinotecan, or etoposids

1B, V7] 2%} A

3) WAHRIE S HEHESS AR ¥2 0/ 20| _.J"E gugsaEs we AL

YES

T8 (stagee B o IV) H¥o=
TUNES L2 X

N=49,842

|

s e Dl AW kel
1) F=7} 2016 4 0/ HI0) 4= 13} 9|2 TS oL £ (N=140)

2) 17 R 2 AR OIRE S St 17} X2 X2 BRX| 2H $2F (N=1,824)
3) 14 SHE SHIEXE £ » 23} X|=2 9X) 22 I (N=20,555)
4) 24 NS S WX 2o 7He 3% NZ 0% EE'..J_*E‘Z'.HIHI =9 (N=T22)

5) 37} 0142| SHHE ASBEAHAE £

YES i

M TR (stagee B or IV) {2 3} 5
Al 27} O H| 2 HAREANH, 2HXEH, =54 BUHE
ECEE ] Sorst 31T AR

TEABEERATS

N=8618

HABEANH AT RESS

N=3,806 | N-4,812

(A3 2-1] chdxte] =& 58X (A5

A2 BH WE 2 By

1. o &AM

2016404 20201@71A] 2] 717F Fot I AR F T HolE o] 2olA A zigk
sholl el Z2 A AFE 2 204 o] A9l FAE dfoz HATHEAA A
AT 7]EkA] AMEe] oS5 Ml uLsloltt,

TEUTE APE o 9 Fde] JgofRglon] T8 SHHSE ATEEAAA
ARE Rz 2016GRE 20179 717F 3 AJEA Fo] Zgo] © FrhA] kA (Nivolumab:
20169 79, Pembrolizumab: 201713 8¥)E 23} X ZAZ A18319S 749 HAHEY

8
AA AHg o g FFetdeh. vrt, WA AAA S 2018'd 19l o] 2 of T

Zgo] T atezolizumab®] 7-$- 2272 A)Ho] Z1HE1A] o} Alsledt W
EAAA PIARETE 22F AEAR BARE T2 AEEA Ietsist as At

O
gAglom, WelnzolAAl AH8wH WS TR 14 BAE AW, 2 A=y



(Nivolumab, Pembrolizumab, Z& X84, MESA d3le QHA) H=E 23} 42
Algste] Zpzke] &35 w|astit

I 9l BAWSEE Y, ¥, B¥Es
w2 g o H e
COPD), WAl 41A%} (chronic kidney disease, CKD), 2154 (congestive heart failure,

CHF), & &2 3} (cerebrovascular disease, CVD)) &JX, ¥t W] (stage 1B, IV),
&

¢], Charson comorbidity index (CCI),

M

—_

chronic obstructive pulmonary disease,

=
vt o7 ¥3kE Qi) 4 W o 2= Cox proportional hazards model<
4

#}gke Hazard Ratio (HR)¥ 95% CIZ 3X7]8}4ict,

2. o|gH| 2A
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(Ca), Fudsgt (nd8s}, I, v dH =8 (chronic obstructive pulmonary

1

disease, COPD), TH3412% (chronic kidney disease, CKD), 453 (congestive heart
failure, CHF), ¥ &3#23} (cerebrovascular disease, CVD)) &% <+ H7] (stage
1B, 1V), ¥Zo] &8k of7} 3=t
B2A vhH o g A A AIA|YG 24 (Interrupted time series, 1TS) W o] AFE-E| Q)
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<E 3-1> APCHYRe| 7|2 EH
Variables (L'Ot;l) Non—(lﬁ! (t)/t:)erapy ICI([\tJ’hiza)py P-value
Total 7,297 (100.0) 4,812 (100.0) 2,485 (100.0) <.0001
Age (years) 65.1£9.6 66.8+9.5 <.0001
- < 40 31 3 (1.3) 20 (0.8)
- 40-49 338 ( 6) 240 (4.9) 98 (3.9)
- 50-59 1,346 (18.4) 946 (19.6) 400 (16.1)
- 60-69 2,789 (38.2) 1,881 (39.0) 908 (36.5)
-=270 2,741 (37.6) 1,682 (34.9) 1,059 (42.6)
Sex <.0001
- Men 5931 (81.3) 3,827 (79.5) 2,104 (84.6)
- Women 1,366 (18.7) 985 (20.4) 381 (15.3)
Income level
- Medical-aid 394 (5.4) 253 (5.2) 141 (5.6) 0.738
-1Q 1,340 (18.4) 891 (18.5) 449 (18.0)
- 20 1,447 (19.8) 968 (20.1) 479 (19.2)
- 3Q 1,819 (24.9) 1,201 (24.9) 618 (24.8)
- 4Q 2,297 (31.5) 1,499 (31.1) 798 (32.1)
Level of care 0.333
- Secondary hospital 2,388 (32.7) 1,547 (32.1) 841 (33.8)
- Tertiary hospital 4,909 (67.3) 3,265 (67.8) 1,644 (66.1)
Comorbidity
- Hypertension 3,910 (53.5) 2,566 (53.3) 1,344 (54.0) 0.006
- Diabetes 3,139 (43.0) 2,038 (42.3) 1,101 (44.3)  0.001
- COPD 1,553 (21.2) 1,019 (21 1 534 (21.4) 0374
- CKD 153 (2.0) 6 (1.7) 67 (2.7) <.0001
- CHF 870 (1.9) 552 (11 4) 318 (12.8) 0.012
- CVD 1,337 (18.3) 873 (18.1) 464 (18.6) 0.007
CCl 0.440
- 449 (6.1) 295 (6.1) 154 (6.2)
- 783 (10.7) 514 (10.6) 269 (10.8)
->8 6,065 (83.1) 4,003 (83.1) 2,062 (82.9)
Cancer stage <.0001
- 1B 295 (4.0) 251 (5.2) 44 (1.7)
-V 7,002 (95.9) 4,561 (94.7) 2,441 (98.2)
Brain metastasis 106 (1.4) 68 (1.4) 8 (1.5) 0.267

ICI, immune-checkpoint inhibitor; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease;
CHF, congestive heart failure; CVD, cerebrovascular disease; CCl, Charlson comorbidity index
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CE 33>2 APURAE 27 oAl Fore AR obdl FRUR ro} B A
AZ717F (Overall survival, OS)3} FX3 AB=E7]7F (Progression free survival, PFS),
aejal BHE BT Folv 23 ABAR BHARAE Tk o] 7P 71 AA
RBEZIRE (15.570€) % 73188 AE7IRE 0.4019)& B3lom, AZEA qaAE FoF
F(127he) 3 7318 AE7IZE (6.771E)E B
A Fopzol vjsh Ae AA BEAD, TAYPE
ZHE| AR, A 254 QA Fokwol vl e e AFE Bt s
Hlge) 29, AEEA Aokl Foba o] 1A slmulgol 5157welow Al 49

a1, HIAZJAA F 53] pembrolizumab FeFrollA] 90787kl o 2 71 =7 &z
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@ o] 7bg AL A AE]
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<E 3-3> MEH 18 YE7IZt Y o|2H|g 2

HI

Outcomes Cytcci)c()xm 1;ifrzt;; Nivolumab  Pembrolizumab P-
N= 3,665 N=1,147 N=961 N=1,524 value
i +
Overall survival 112 + 132 155 + 167 1.7 + 129 + 123 <0001
(months) 120

Progression-free

: 6.7 = 9.2 94 + 123 7.7 = 101 9.0 = 109 <.0001
survival (months)

Medical expenditure
(10,000 KRW)

51373 = 5346.8 + 70353 =+ 90784 =

- Total treatment 3575.3 43130 45814 60279 <0001
- Cancer-related 49965 * 51799 =+ 68659 =+ 8909.6 + <0001
treatment 3505.5 4212.3 44933 5923.4 ’

B OAA ALG oio] Wk 7171 APRE-S $48 Kaplan-Meier

ol
Fdolth, WARTAAA FoFro] tztol Hls| AZE Aol wE AEgo] Hrt
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[33 3-1] HAZEAXA AHE O{R0] WE AjZH Aol wE 1 HEE H|lw
(28 321 23} A 8AY AR FFo| wE 2898 7] APdES 22431 Kaplan-

Meier SAolt}h, AME=A] FhAl Fofrto] ARE Aol wel E&o] 7P WEs

_4

steldt 4= 9131, Pembrolizumab® T A X84 Fokrto] A7t A ©rE gEo
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60% 7
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= targeted therapy
Cytotoxic chemotherapy
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40% 7

Time to event (Days)
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(28 3-4]= A 23 X824 F
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<E 34> (F 35> "I %@.ﬂlﬂl AR ofFo] e AP BAE B
A& Aot <F 34> T B o] A3E 1A = H9HEAA
32 o vlal] A Xﬂﬂli Foksh wollA] APgE Yol o W
slolak 2= i} (HR 0.84, 95% CI 0.80-0.89). 12|31 <3 3-5> A BA T o]
A HAAEAAAZ AFE3HA] o 7ol va] HATPEAAA S Fokh ollA]

APgEE 91go] o ve g Feld 4 llen, B Fof gho] o] YolxE Aow
5]

2t (HR 0.79, 95% CI 0.75-0.84).

<HE 3-4> HAZUZANH AL O{F0| WE ArYLIEE Hu (B )

Overall survival

Variable 95% ClI p-value
Crude HR :
Low High
ICI administration
No Ref. - -
Yes 0.84 0.80 0.89 <.0001
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3-5> HAUEARIN ALE O{R0f MIHE AIYLRE H (B %)

Overall survival

Variables ) 95% ClI p-value
Adjusted HR :
Low High

IClI administration 0.79 0.75 0.84 <.0001
Age (years)
- <40 Ref. - -
- 40-49 0.97 0.74 1.27 0.828
- 50-59 1.11 0.86 1.42 0.403
- 60-69 1.28 1.00 1.64 0.044
- 270 1.48 1.16 1.90 0.001
Sex
- Men 1.27 1.18 1.36 <.0001
- Women Ref. - -
Income level
- Medical-aid 1.11 0.99 1.25 0.070
- 1Q 1.06 0.99 1.15 0.088
- 2Q 1.04 0.97 1.12 0.231
- 30 1.04 0.97 1.12 0.185
- 4Q Ref. - -
Type of hospital
- Secondary hospital 1.00 0.95 1.06 0.738
- Tertiary hospital Ref. - -
Comorbidity
- Hypertension 1.01 0.95 1.06 0.727
- Diabetes 1.03 0.97 1.09 0.259
- COPD 1.02 0.96 1.09 0.404
- CKD 1.14 0.96 1.36 0.120
- CHF 1.01 0.93 1.09 0.806
- CVD 1.01 0.94 1.08 0.662
ccl
-6 1.00 - -
-7 0.98 0.86 1.12 0.850
- =8 0.99 0.88 1.10 0.884
Cancer stage
- 1B Ref. - -
-V 1.28 1.12 1.46 0.000
Brain metastasis 0.95 0.77 1.18 0.693

ICI, immune-checkpoint inhibitor; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease;

CHF, congestive heart failure; CVD, cerebrovascular disease; CCl, Charlson comorbidity index
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(GE 360 <F 37> HARZAAA AR offof] W2 AW o}3} (progression)
sto] BAS B PEEA Aoltt, (F 36> ETHS B Mol An=2 v Hd
HARZAAA S AHEEA] @2 ol Hlal AT AAAE ARE-gE TollA] ARl

gre AL geldd £ ek (HR 0.88, 95% CI 0.81-0.94). 131

7> 0 ERHFE AT A3 gho] o Eopxl o, o H s HAAEAA

£ AREEA] g ol vl WHHE JAAE AFES TollA] AHo] ofslE 93]
0.92, 95% CI 0.85-0.99).

<E 3-6> HAUEANA A8 R0 ME HYE <43} 9@ Hu (2 T)

Disease progression

Variable 95% ClI p-value
Crude HR :
Low High
ICI administration
- No 1.00 - -
- Yes 0.88 0.81 0.94 0.0006
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HA ALE O{Fo]| mE

of5 9

Y Hlw (EY

k=3
-

Disease progression

Variables i 95% ClI p-value
Adjusted OR :
Low High

ICI administration 0.92 0.85 0.99 0.035
Age (years)
- <40 Ref. - -
- 40-49 1.03 0.75 1.40 0.841
- 50-59 1.00 0.75 1.34 0.971
- 60-69 0.91 0.68 1.22 0.547
- 270 0.74 0.55 1.00 0.050
Sex
- Men 1.01 0.93 1.10 0.689
- Women Ref. - -
Income level
- Medical-aid 1.04 0.88 1.23 0.599
- 1Q 0.99 0.90 1.10 0.960
- 2Q 1.06 0.96 1.17 0.230
- 30 1.01 0.92 1.10 0.821
- 4Q Ref. - -
Type of hospital
- Secondary Hospital 0.96 0.89 1.03 0.311
- Tertiary hospital Ref. - -
Comorbidity
- Hypertension 1.03 0.96 1.12 0.340
- Diabetes 0.96 0.88 1.03 0.313
- COPD 0.90 0.82 0.99 0.032
- CKD 0.94 0.72 1.24 0.709
- CHF 0.96 0.85 1.07 0.493
- CVD 0.95 0.87 1.05 0.389
CCl
-6 Ref. - -
-7 0.98 0.84 1.16 0.883
- 28 0.94 0.82 1.09 0.462
Stage
- 1B Ref. - -
- v 0.84 0.72 0.97 0.024
Brain metastasis 0.89 0.67 1.18 0.426

ICI, immune-checkpoint inhibitor; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease;
CHF, congestive heart failure; CVD, cerebrovascular disease; CCl, Charlson comorbidity index

H3y A AL 35



<E 38> <& 39> 23} AEAY Al HAlE AP JP=E A5 A=Y
Axto|ty, EehH: B Aol <F 3-8>7 HA Fol (F 3-9> EFA AE=A
gotslet e AldY ol v)g e BAXEA 2 W AA T o] Al 9F

[eR=]

= A9 3holdt 4= glodth (A - AR EA: HR 0,78, 95% CI: 0,73-0.85;

kit
i
i

Nivolumab @4 8%: HR 0,84, 95% CI 0,78-0.91; Pembrolizumab ©d.8¥H: HR 0,70,
0.

95% CI 0.65-0.75).

<E 3-8> 2x X|ZH|o| MEAME A T Hn (BY H)

Overall survival

Variables 95% ClI p-value
Crude HR :
Low High
Type of chemotherapeutics
- Cytotoxic CTx. 1.00 - -
- Targeted therapy 0.73 0.68 0.79 <.0001
- Nivolumab Tx. 0.89 0.82 0.96 0.003
- Pembrolizumab Tx. 0.72 0.67 0.77 <.0001




<E 3-9> 2x X|ZH| MEFHE MY 2Ex HW (BY 2)

Overall survival

Variables . 95% ClI p-value
Adjusted HR -
Low High

Type of chemotherapeutics
- Cytotoxic CTx Ref. - -
- Targeted therapy 0.78 0.73 0.85 <.0001
- Nivolumab 0.84 0.78 0.91 <.0001
- Pembrolizumab 0.70 0.65 0.75 <.0001
Age (years)
- <40 Ref. - -
- 40-49 0.95 0.73 1.25 0.740
- 50-59 1.07 0.83 137 0.572
- 60-69 1.23 0.96 1.57 0.098
- 270 1.42 1.11 1.82 0.004
Sex
- Men 1.22 1.14 1.307 <.0001
- Women Ref. - -
Income level
- Medical-aid 1.10 0.98 1.24 0.085
- 1Q 1.07 0.99 1.15 0.073
- 2Q 1.04 0.96 1.12 0.279
- 3Q 1.04 0.97 1.11 0.193
- 4Q Ref. - -
Type of hospital
- Secondary Hospital 1.01 0.96 1.07 0.583
- Tertiary hospital Ref. - -
Comorbidity
- Hypertension 1.01 0.96 1.07 0.580
- Diabetes 1.03 0.97 1.08 0.305
- COPD 1.01 0.95 1.08 0.639
- CKD 1.16 0.97 1.38 0.086
- CHF 1.00 0.92 1.08 0911
- CVD 1.00 0.94 1.07 0.807
ca
-6 Ref. - -
-7 0.98 0.86 1.11 0.765
- =8 0.97 0.86 1.08 0.615
Cancer stage
- 1B Ref. - -
-V 1.30 1.14 1.48 <.0001
Brain metastasis 0.96 0.77 1.19 0.727




<E 310> <E 311> 23 X5A|Q] AR okAE Ay otslele] AE B8
RAEEA Aifolt), EEASE BA Al (GE 310> B 21 <3 311> BS54
MEEA FUdstetaHS APt ol H]F 324 X592} Pembrolizumabg W8k 1ol
A AW ofsle] 91 ETt v AS IS ¢ 9lleH, Nivolumab AHEolx= o]
ngk xpo]S HolxA| gty (BA ¥, EHAFA: HR 0.81, 95% CI 0.73-0.89;
Nivolumab @€ 2%: HR 0.99, 95% CI 0,89-1.10; Pembrolizumab T2 %: HR 0,81,
95% CI 0,74-0.89).

<E 3-10> MR 2x X|2H| AHEE Y %43} 9@ Hlu (2F T)

Disease progression

Variables 95% Cl p-value
Crude HR :
Low High

Type of chemotherapeutics
- Cytotoxic CTx. 1.00 - -
- Targeted therapy 0.85 0.771 0.937 0.001
- Nivolumab Tx. 0.941 0.847 1.045 0.256
- Pembrolizumab Tx. 0.788 0.72 0.863 <.0001
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<E 3-11> MR 2x X|2H A 8E Y o3t flek Hu (B8 =

Disease progression

Variables Adjusted HR 95% Cl . p-value
Low High

Type of chemotherapeutics
- Cytotoxic CTx. Ref. - -
- Targeted therapy 0.81 0.73 0.89 <.0001
- Nivolumab Tx. 0.99 0.89 1.10 0.926
- Pembrolizumab Tx. 0.81 0.74 0.89 <.0001
Age (years)
- <40 Ref. - -
- 40-49 1.01 0.74 1.38 0914
- 50-59 0.98 0.73 1.30 0.891
- 60-69 0.88 0.66 1.17 0.393
- 270 0.72 0.54 0.96 0.029
Sex
- Men 0.97 0.89 1.06 0.601
- Women Ref. - -
Income level
- Medical-aid 1.04 0.87 1.23 0.650
- 1Q 1.00 0.90 1.10 0.975
- 20 1.05 0.95 1.16 0.263
- 3Q 1.01 0.92 1.10 0.826
- 4Q Ref. - -
Type of hospital
- Secondary Hospital 0.96 0.89 1.03 0.353
- Tertiary hospital 1.00 - -
Comorbidities
- Hypertension 1.04 0.96 1.12 0.260
- Diabetes 0.96 0.88 1.03 0.306
- COPD 0.89 0.81 0.97 0.015
- CKD 0.95 0.72 1.24 0.715
- CHF 0.95 0.85 1.07 0.442
- CVD 0.95 0.86 1.04 0.313
cal
-6 Ref. - -
-7 0.98 0.83 1.15 0.832
- >8 0.93 0.80 1.07 0.315
Cancer stage
- 1lIB 1.00 - -
- 0.85 0.73 0.99 0.036
Brain metastasis 0.89 0.67 1.18 0.434

ICI, immune-checkpoint inhibitor; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease;
CHF, congestive heart failure; CVD, cerebrovascular disease; CCl, Charlson comorbidity index
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<E 3-12> AFOjRe] 72X Y (el=H| 2Y)

Advanced NSCLC patients

Variables (stage I1IB or IV)
N O/O

Total 45,312 100.0
Age (years)
- <40 5b2 1.2
- 40-49 2,327 5.1
- 50-59 8,092 17.9
- 60-69 14,705 325
- =70 19,636 433
Sex
- Men 30,594 675
- Women 14,718 325
Income level
- Medical-aid 2,538 5.6
- 1Q 8,374 185
- 2Q 8,402 18.5
- 3Q 10,619 234
- 4Q 15,379 339
Type of hospital
- Secondary hospital 14,697 324
- Tertiary hospital 30,615 67.6
Comorbidities
- Hypertension 25,382 56.0
- Diabetes 19,068 421
- COPD 8,863 19.6
- CKD 1,120 25
- CHF 5,254 11.6
- CVD 9,319 20.6
ccl
-6 2,970 6.6
-7 4,896 10.8
- =8 37,446 826
Cancer stage
- 1B 910 2.0
-V 44,402 98.0
Brain metastasis 734 1.6

ICI, immune-checkpoint inhibitor; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease;
CHF, congestive heart failure; CVD, cerebrovascular disease; CCl, Charlson comorbidity index



A H]of] th3} Interrupted time series ¥4 9] A¥}= of-2-3
Tt <% 3-13>. HAREAAA Fofst Fol dAmH] B oF #d owH BF
7k AL ATk (AzF AA|elgu], B 59288229, SE: 362,196,

2
-
=
o
2L
1o,
=
ot
=
©
Ll

olZH] B: 5,224,0439, SE: 327,9049), p<0.0001), A7
28] 1919 Azt Huelgnle] 9W FAS B, Fo3t d Srkshe FAE 2oa
AR Folatlon Fost F adte FAZ uiH oy FAHSRE FoftA|
oottt (Fod3}t A, B 68,3039, SE: 10,469¢), p<0.0001; FeIst 5, B: -5,662¢), SE:
15,6194, p=0.717)
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AFddAke] 21 Hytelgu|o] tgh Interrupted time series 4] 9] A% B]S=gh
S BT <3 3-14>. AGHAEAAA ozt Fol 1919 2d7ke] HA| o]

= (zF AA 28R, B: 10,120,021

9l SE: 587,738%), p<0.0001; 7+ o #&A o] &H] B 8860,096%), SE: 534,562,

p<0.0001). AT thgAre] 1917 Azt Hatolwn|e] 4 FAE B, Folst A 5718t

© FAE B $AH R foetsien Fost 5 s FAE upAdod A

Hog folatal &t (Folsh A, B 144,3339, SE: 15,3379, p<0.0001; Fols}
B -51,669¢, SE: 32,1539, p=0.108)
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Annual medical expenses per patient,
10,000 KRW (Total)
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slo) BUEE ABEAAY Fol F, Fol BE AN WakE ¥ = A,

R A Fof oo uhet Wil o) mu] W} ARG FAY S

EE
Qe webAl, F7F $Aom wengAA Fol AF AHol opd WelEwolA A
A ofipol e ojmule] Aol BAIA. B4 ARE B HH, WelpEel

S
AE AREA e ol 1 Het olmvle of 52007klo]9lom, Anke Fof 1d
At ogH|= oF 83007k ez oF 31009k Ao 2o]E Ktk (& 3-15>. o
EhisE B Fom AA gsvdA <F 33005k zols HYomn (B

914¢, SE: 1,090,407¢, p<0.0001), & & o|gH|o|AM % H]|=3 2fo]E K
o} (B 33,079,0749, SE: 1,067,97091, p<0.0001) <F& 3-16>.

<E 3-15> HAUZANA MY o{Ro| ME 12 Y 2|=H| Xt0|

(91 )
Medical cost Cancer cost
Variables
B SE B SE p-value
ICI administration
Yes 82,883,790 56,018,282 81,193,346 55,051,574  <.0001
No 51,872,430 37,649,367 50,402,583 36,867,117
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= Cytotoxic CTx. only

= Targeted therapy only
= 1st line Targeted therapy => 2nd line Cytotoxic CTx.

400 1st line Cytotoxic CTx. > 2nd line Nivolumab

== 1st line Cytotoxic CTx. = 2nd line Pembrolizumab

350

Number of patients
N
8
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o T T T T T | |
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