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National

AnnnsinrRRRE NCCN Guidelines Version 3.2025 RGN G st
Network® Non-Small Cell Lung Cancer Discussion

MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE
PD-L1 =50% CONTINUATION MAINTENANCE

Squamous Cell Carcinoma

Adenocarcinoma, Large Cell, NSCLC NOS
« Pembrolizumab (category 1) + Pembrolizumab (category 1)
- Pembrolizumab + pemetrexed (category 1)

« Atezolizumab
« Atezolizumab and bevacizumab (category 1) « Nivolumab +ipilimumab (category 1)
« Atezolizumab

« Cemiplimab-rwlc (category 1)
+ Nivolumab + ipilimumab (category 1) « Durvalumab
« Cemiplimab-rwlc (category 1)

« Cemiplimab-rwlc * pemetrexed (category 1)
- Durvalumab * pemetrexed

PD-L1 >1%-49% CONTINUATION MAINTENANCE

Adenocarcinoma, Large Cell, NSCLC NOS Squamous Cell Carcinoma

+ Pembrolizumab (category 2B) « Pembrolizumab

+ Pembrolizumab + pemetrexed (category 1) + Nivolumab +ipilimumab (category 1)
« Atezolizumab and bevacizumab (category 1) « Cemiplimab-rwlc (category 1)

+ Atezolizumab + Durvalumab

+ Nivolumab + ipilimumab (category 1)

« Cemiplimab-rwlc £ pemetrexed (category 1)

+ Durvalumab * pemetrexed
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A NCCN Guidelines Version 1.2025 NCCN Guidelnes Index
Networke Biliary Tract Cancers TP HOIG0Mdaicn

PRINCIPLES OF SYSTEMIC THERAPY
Primary Treatment for Unresectable and Metastatic Disease

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances

- Durvalumab + gemcitabine + cisplatin « Gemcitabine + cisplatin (category 1) + Targeted therapy (BIL-C 3 of 5)
(category 1) - Capecitabine + oxaliplatin

» FOLFOX
+ Pembrolizumab + gemcitabine + cisplatin » Gemcitabine + albumin-bound paclitaxel
(category 1)

» Gemcitabine + capecitabine
- Gemcitabine + oxaliplatin
- Single agents: P>5-fluoroiracil P>Capecitabine P>Gemcitabine

Subsequent-Line Therapy for Biliary Tract Cancers if Disease Progression

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
« FOLFOX - FOLFIRI

- Targeted therapy (BIL-C 3 of 5)
« Liposomal irinotecan + fluorouracil + leucovorin (category 2B) + Nivolumab (category 2B)
« Regorafenib (category 2B)
« See also: Preferred and Other Recommended Regimens for
Unresectable and Metastatic Disease above '
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South Korea
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(from 2008 to 2012)

Australia] 238
China 326
Hong Kong | 297
India | 247
Japan 5.78

Republic of Korea I 0.00

Thailand | 423
Vietnam | 112

Bulgaria 2.06
France | 276
Germany |
Italy 3.59
Poland] 295
Spain | 293
Switzerland | 262
Turkey | 21
United Kingdom | 1.99

Argentina | 3.86
Brazil 273
Chile |
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(deaths per 100,000 person-years)

ic of Korea
Japan’]
Czech Republic ]
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ungary’
Iceland ]|
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Malta]
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Spain]
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New Zealand_]
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France]
United Kingdom
Australia”]
Lithuania_]
Netherland
Belgium
Denmark
Norway’
Latvia
12.42 Romania_|
Israel |
Bulgaria_|

Georgia_]
Republic of Moldova
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ASR per 100,000 person-years
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Country Reimbursed Date

ASR per 100,000 person-years

Qatar Feb, 2021 ( h
USA. Sep, 2022 ~20224
Russia Dec, 2022
Germany Dec, 2022 DIE e = 47“&0‘"*" 301
d s BE- O [=]
Japan Dec, 2022 § Y,
Austria Jan, 2023 e N
Luxemburg Jan, 2023
Belgium Feb, 2023 2023"-3
Singapore Nov, 2023 *°|7|-%’ %'E, §_7|=_ %
Scotland Nov, 2023
United Kingdom Dec, 2023 87H£-o-||k| =
Australia Dec, 2023
Romania Dec, 2023 ; <
Bulgaria Jan, 2024
Italy Feb, 2024
Canada Apr, 2024
Spain May, 2024
Denmark May, 2024
Norway May, 2024 2024||-=_|
Sweden Jul, 2024 =
Kazakhstan Jul, 2024 OlEE"EIOI', 3“ LH:I-’ anl'ﬁ S
Kuwait Jul, 2024
France Aug, 2024 1 67H¥0"A1 E‘o:l
Saudi Arabia Sep, 2024
Poland Oct, 2024
Croatia Oct, 2024
Switzerland Dec, 2024
Liechtenstein Dec, 2024 _ Y,
Slovenia Dec, 2024
Taiwan Feb, 2025 ( 2025171 I:I'I'IJ—I' E‘O:l )
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ICER (=X H| -7 1}H|)

» ICER (Incremental Cost Effectiveness Ratio:

- BHdE7 HE-21 #4) of 2T At
F=3
cer= BN 80 _ aHI8
=
§J_|'N §J_|'O A§J_|-
(N: A1eF O: H| I 2FA)
. A
- MOFZ AMEA| H| K| CHH| Alefe| Z7HE
H|-80| LOteIX| LIEtLY &= K&
— QALY (quality adjusted life year) 22H =Y

HSH H| 8-z 1))

CEQIEH (Of: QALY) =7} &&=

L g4 7FX] QN = ICER B X2 Al
2FH| 57t 4 2 Aoko| FHAlIM
ngﬂﬁ = of R
Trastzumab « HER2 &9 9 MUsd Mo|d 5 | 2022/9: 517t « OiAl 7tsd: XI2H /X 56 <4AH S
deruxtecan 2ot 2023/5;: L&Al o AUAE FHM: I ™
(W5 F®) - HER2 ¢ ©O|d <Y 2024/2: 9F 8 « HOM MKHAS|7E 2021E 63 X
« HER2 B10| HO|d HIAMZEL S |2024/4: 2 S
Sacituzumab |+« ME5S4 QA (MTNBC) 3k X| | 2023/5: 37t o OiA| 7tsd: 7|IZEXEXN S
govitecan 2 2023/11: &AM |- LAHE M oI
(EEdEH®) |- ©o|d HR &8 A HER2 &8 & | 2025/2: 4 E < o AOFN MZAALE 7L 2021 6 K|
2ot 2025/5: 271 At
2025/6: 0] 7|CH




2. L &9 S BEA AHEE ICERZE

=W dH-887 "= 2FH2| ICER

B

B2l (0000)

2007-2013

2014 - 2021 2018-2022
(QJUE MHETH = =) (ICER =8 = 8%
No. S x| A~y No. | B x| A~y No. S x| A~Z[ Y
HAH| 26 46 20
U dkokx| 17 ¥W1,520 | W435 1 ¥W1,717 | w542 5 ¥W2,567 | W1,778
~ 3,261 ~ 2,893 ~ 3529
shotbH| 6 W3,268 | #1,905 26 WA4,532 | 1,778 10 3,999 | W2,496
~ ¥#4,987 ~ 4,997 ~ ¥4,792
s 3 ¥790 9 $3,840 | ¥2,361 5 ¥3,997 | W2,361
~ W2,462 ~ 4,729 ~ 4,729

Az AEY HEXHE (2023)




O|OtE X WA Kt AL S

Country ICER usD ($) KRW (:000) GDP Ratio of GDP
(2021) (2021) /capita (USD) /Capita
Korea 25,000,000-50,000,000 20,000-42,000 25,000-50,000 31,489 0.63-1.33
Australia 50,000 - ? 37,000 - ? 44,000 - ? 51,812 0.71-7?
Canada (non-oncology) 50,000-140,000 40,000-110,800 47,500-131,560 43,242 0.92-2.56
(oncology) 100,000-140,000 80,000-110,800 95,000-131,500 43,242 1.85-2.56
UK 20,000-50,000 27,000-67,200 31,900-80,000 40,285 0.67-1.67
Japan 5,000,000-7,500,000 44,000-66,000 52,116-78.174 40,113 1.10-1.65
Netherlands 20,000-80,000 23,000-90,200 26,800-107,000 52,304 0.43-1.72
Sweden 700,000-1,220,000 78,000-136,000 92,924-161,953 51,926 1.50-2.62
Taiwan 1,199,237 -7 43,000 - ? 51,163 -? 28,371 1.52
uU.s. 50,000-500,000 50,000-500,000 59,378-593,776 63,544 0.79-7.87

Source: OHE. International cost effectiveness thresholds and modifiers for HTA decision making, 2020

S M H2d g (1/2)
. BEYAZ A F 19 0|U FAIE Mool H|S

- OECD E 18% vs o= 5%

Percentage of New Medicines Launched Within One Year
of Global First Launch by OECD Country
78% (of all 460 new medicines launched from 2012 to end of 2021)

44%

38% 38%
36%
° 33% 329

° 24% 23% S
20% 20% 19% 18% 18% 470,

14% 439,
° 13% 12% 129% 11% 11% 11% 10%

oS & 2 o
MRS < O ¥ W ¥ i
& P & P € &
o & & &
N e ol

ZEX: PhRMA (2023). Global Access to New Medicines Report.
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(2/2)

- dofof tiet 3 20 HE

— OECD " 29% vs 3t= 22%

Percentage of New Medicines Reimbursed by Public Insurance Plans by G20 Country
(of all 460 new medicines launched from 2012 o end of 2021)

B5%

8% 4%

% 8% 6%

WU

R N
fn""\ {ﬁiﬁ \”’Q f ¥ @ép § 4
& P

& & @ i o

E7%{: PhRMA (2023). Global Access to New Medicines Report.

E

OECD

EENZ3H G
H 45704 vs o

Number of Months from Global First Launch to Public Reimbursement by OECD Country

(of all new medicines launched and reimbursed by country from 2012 to end of 2021)

United States
Germany
Japan
United Kingdom
Switzerland
Austria
France
Norway
Spain
Belgium
Slovenia
Italy
Netherlands
Sweden
Latvia

Greece

4.4

15
12

Average Number of Months from Global First Launch to Local Launch
Average Number of Months from Local Launch to Public Reimbursement

Finland | 15 27 43
1 QOECDAverage | 21 % 4]
317 r]_m pij ™%
5 7 Porigar |16 5 a7
q 29 Australia 2 26 a7
X Sonkn |25 e
20 15 u
3 % \re\ajd 2 28 49
Czech Republic 2 27 50
23 1% 37 Denmark | 42 3 50
3 S 38 Canada | 17 34 52
19 3% Poland | 26 23 5
18 38 Mexico 2% 0 5
20 3 Estonia 32 2 57
2% 40 Hungary 23 38 61
2 15 4 Lithuania 3 30 62
2 20 2 New Zealand k&) 3

— =
NICE: ICER & Bd Sx| AdH™
« ICER7} &2 M0 Cist SM= HEE 7sd0| oL 0|2 = B,

£0
£2,500
£5,000
£7,500
£10,000
£12,500
£15,000
£17,500
£20,000
£22,500

£25,000
£27,500

£30,000

+ Blue = recommended; Red = rejected

Source: Helen Dakin and Nancy Devlin, 2013
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NICE: ICER

i =
80% Rl W

S 70% Il
'?‘a‘ 60% / / / /
2 o " / F
> 40% / / / / —Resp_iratory
% 553 / / / / :gta?:'ceilrovascuiar
'tgu 20% / / / —Cancer
E o / // ——Infectious disease

0% C__— —Musculoskeletal

% . . . ‘ . : ; : :
0% £0 £20,000 £40,000 £60,000 £80,000 £100,000

ICER (cost/QALY)

Source: K. Claxton 2013

NICE: at2| 7|0 }E ICER

. AMo| opx|ot 2t X|2H|2| ICER 2 =2 A (£ >50,000)

100%
D0%
B0%
0%
B0%

— Mot end of life
|—End of life

rajection

P
LS Mot end of life: £53 534

40% + _
End of iz £B7 548

0%
20% -+
10%%

0o, E———— : : L ;
£0 E20, 000 £40,000 Ea0.000 EEQO00  £100.000 |

ICER (cost/QALY)

Probability of




Sweden: 28 ZF L0 [}Z ICER

€ 160 000
[ |
€ 140 000 - ¢ Accepted B Rejected
€120 000 Restricted
€ 100 000
€ 80 000 L *
€60 000 - b
2
€ 40 000 ‘J o o ;
| 5 ¢
€ 20 000 ‘ Q
A '
cal 2 4 T
1 2 3
-€ 20 000
+* 0
-€ 40 000 Low to Medium to
Low i Medium ) High
o Medium high

* Lower effect and lower cost than the comparator. Thus a saving per QALY lost

Source: Ulf Persson, 2013
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B=: L7t P8 M =(1/4)

[ oA b U HIE SA | [ mAMs=xg MeEed | [ vce @etw tojEa xeke |
c |
| [HI2kAN M 5 HIE (85) |- —]  [nice) %7 91213 (14F) |
|
nIcE 2 Mgt Qs o 2 Aot (o] At T A) o:u.cavfez Mgt
" [ inicel %47HPE HE MF B 8F) |
] — T
S [ miotrn stxt HE N SAHE |- 7 !
1
H ! | (331 M9 8¢ | [ miemnMese |
H ¥
| 213 A7 uF |
| FHolE 2 2l (4F) I
v 1
7 [ [NHs] %7} 344 fe oo + [H| QFAH F7}el A |
v v
o
k3

[ [NHS] NICE 70| A A3 |

*HHE O|UES EAStE MEYM = ZA| =2 23 HO| A 2F 71245 DoHO| S 25t 72 5=2H5 7| Ch2{of &

**NICEE AlEHS17F 7 710| EHA = 0bnt S | 51 7L 2 90 O|L{Of| X|F J7}0|HAS HHSI= AE FHE Y

+QALYS ICER | A2k £50,000 3! £300,000= A K| 2ot D=2 WESHE A2 & 3|7 20| 242 AL
CCG=Clinical Commissioning Group; CDF=Cancer Drugs Fund; DoH=Department of Health; HCP=healthcare professional; HSTEC=Highly Specialised Technologies Evaluation Committee; ICER=incremental cost-effectiveness ratio;
MEA=Managed Entry Agreement; NHS=National Health Service; NICE=National Institute for Health and Care Excellence; PPRS=Pharmaceutical Price Regulation Scheme; QALY=quality-adjusted life-year

B=: 471 P8 = (2/4)

« YMH {71 Y B HZ (Innovative Licensing and Access Pathway)
_ Mo g £7] THOIA] MHRA, NICE, NHS England?t ®2i3H0] i, 291 @ 811} B2 Jhastete M
— Innovation Passport
. BAITOl oloE el H9, S AAIE B10] Ut 50 WAL AI) 64e o4 T

- 79 2%

< HE NS R T AY B2 AT AILE T Y XFE HSote 228 E2 MS

. 055 o $95 2T & UL B4 J|20| £
- R&D, B9, HTA, M2 7120 MRS HH LY B52 Sof B, B2 AAH, ZHE Y A
. BAIOl MO L 2 7|7| B8 MBS HLets Tl 7Y U HIFE| HEXE (fHoR B

A

. Aofo| X|2H XS K| | YBEIANIT HEH A|HO| ARG K| U AR M I

=
ro
r>|
0x

o

- XY e
o BT QUE ML ZENA 2t SRS MLTt X &g M2 K|
o SRt Aot X2 F2 XY, 0lF 7tst /e 2E S
o SHXF U NHS2E &7| HE, A & HTA MH[A 24 M3 HS
o XR7| HH-HTANHS H2 2740 st S& S

https://www.gov.uk/government/publications/innovative-licensing-and-access-pathway-ilap?
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o AoFo| ofIt MY M=

Innovative Licensing and Access Pathway (ILAP)S St A& 50l
o

o ILAPE HZl AMok2 HH £92/(MHRA) — NICE HTA — 271 & NHHE QS 29

HIE-=21g E7t

« ICER %
- Disease severity modifier (1.2H] &

+ NHS 2t ®SFALS] 97} o

« Mat 7|dt 7|'7—1X1|(performance-based pricing) AHE

J‘_II-A-I JJ.=|7|-0-||A-| 2 5hAl

=3

r>=
19
o
T. o
|0 OIIJ
fot

|%ZE HE(MF) £= &Y

S NHS7t AofE 2

A3 o7t AH | £ (4/4)

+0| £20,000~£30,000/QALY 0|8
2 1.74] AIE)

E (Innovative Medicines Fund:IMF)

2RO Al S35k, RWDE

Z2 NHS &

cidl-l

g2 20l 8%

H 7|E.L(CDF)01|*1 =71 M8 XE 7ts

J|gte 8 A|E

L= YA 7|3(CDF) 28

7}Z{H| (volume-based pricing) &

g X%

. QUHiEOl K

il =50 REo=E SHE|7| 022 2|Y

FEOl cisll B2 20 Mz

Highly Specialized Technologies

Severity modifier

Cancer Drug Fund

NICEO|M §dH ==2tedd S
o=z 2l “47} o] AEfel &

erH|

MZESH X3}
= Cfjoto] giriLt Bt HXT A
ot J|E | Hoto E7 AME 98H, AI27HK|

= EUSK|R0M 7|5 =
d. H&-g1t8 7t = K&

S0 E2Y | ICER <£30,000 Ol H|E-Z0tXO|X| | &5 A2l QALY 0| O = | Managed Access Agreement
ROEEHE QALY 7HES S 3HI77EX| 2178 2 7HKX[E T 0. QALY shortfall S oA =AY sHE <
(ICER A|Zt £100,000 7HX| &) TItst] QALYO| 1.2 &= 1.78) | ¢ xrﬁg ¢§; %or J|goz
=3 R
& Atdd| | H|O|AZ (Elosulfase alfa, RZCIES) | 2|22|8LESF (amivantamab, 7| E&L} (pembrolizumab,
HAEL} (voretigene Neparvovec, 7 | NSCLO) NSCLC)

MY YR

QAT X|ZF (durvalumab, B E2h




izl A. OF I- AP -“
=gA: oF7F A8 M E(1/4
[ ]
| A& o7 MEE A NHM HE |
| ME TS (302) p--meee > HEXE B} (90 || #HA "7t (902)
; I
A4 22’4 (SMR) 202
2% 65% - 100%
2E 30%
51 4o/ 15%
8 i 0%
CHAI2E il LA F84d 7 (ASMR) o7t AMH 7|=
1-352 EU4 27HE {50 ZEe| 2ot Ha
45 EU4 =7t SARSHAl AHH
552 EU4 = 7tECH & A
I v
| ot By e | ohEy s 4 (909
I
v
| Bto| U Ao | " 202 4% L 7k 34
ASMR=Amelioration du Service Medical Rendu(improvement in medical benefit); SMR=Service Medical Rendu(medical benefit); EU4=Germany, Italy, UK, Spain
iz2lA. OF I- AP -“
makA- Ok} A W T (2/4
« ASMR I~II o|%E (S4lileh): BEI(SY, o|EEo 2HQl, H=) ROt 247t i
- 2W7h b BE, F7PHQ £X U 43 QMEI=T MY
- IDZAOAM 1EHA OJM MZEMWIS HXIH SE2| >60% +=F 2AAYE: 23 714 27 13| A Jts
« ASMR IV 2|2E: Hilat FALSH =F2| 27}
o IZEFANM HMHRELUE T2 AN oAE MM, ZHTHAHE X El= EF
- ASMR II~IV 2[E 0| 27} |
s= Lj & oF7L MHI|E =QREE
ASMR I M XEdd9 d X251 52| SLHeHmajor) 7HM Price > H| = 2k7} 0%
ASMR II 25 U B0 A MESh(significant) 7H M Price > H| =+ 2F7} 35%
ASMR II 25 X 2HE0M 55 E(modest) 7 Price > H| = 2F7} 70%
ASMR IV 25 % 2E80|M 27t (minor) 7HM Price = H| 0= 2F7} 85%
ASMR V W ALE 812 (no improvement) Price < H| 1 =} 2k7} 100%

Vogler Sabine (2020): PPRI Pharma Brief: France 2020. Pharmaceutical Pricing and Reimbursement Information (PPRI) Pharma Briefs Series. Gesundheit Osterreich GmbH (GOG /
Austrian National Public Health Institute), Vienna. https://jasmin.goeq.at/1686/1/PPRI Pharma Brief FR 2020 final Oct2020.pdf
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Dispositif d'accés direct pour certains produits de santé - Ministére du Travail, de la Santé, des Solidarités et des Familles



1 M &=(1/3)

e

<

| kROl CH ZHHHES X8

X0
=1 =

IHx| 7t Qe A

Z|CH 120%

EEY XA 70% -

S

XA 5% - ECH 60%

|2 5% - Z|C{ 20%

4

: Z|& 5% - E|CH 20%77HK|

~ 2:0F ChY o

: & A 10% - ZCH 20%77HK]

SMEY o

Ct3 27tX| sie Al 2f7F 2o

=
S

of mat SHEls Mot

ofg H| DA

b

oA

Hio
or
14

ud
=a]

o
Ujo

Jjo

4

Mz 27t o ake| )
Mg HE e

=
S

70~120%

~
S|
71’ FHat
FEY THH(1) 35~60%

7
|

FEE 7HHI) 5~30%

6
3

A 7HH(T) 10~20%
Al 7HHT) 5%

AOF ZHAH

%

5~20%

SMEY 7HE 10-20%

qn—l
~z B&
H|orodord <
ey
| wmB gl
0| grar &
ERRENCIEN
T | oK
o | 2 Da X
| TF® <RO
of | ZIFoER
==
O_H . .
_( ) ™

% <J o
= SERE xR
H —OoOoON &9
] R L2733
r __u.m_m_ Raw=2hhe
- < —_~ e~~~
D)o | |oo|  ZE=E
o wor | |RM| 2FEIE. N
mu.Ald. - NRNRNRNRN X5
o ok X7 zozozoz0T0™ LY
ar|gor | |y | N OocoROR0S X
of | = | |RO| prokok=< < <ok
e
<
oE| -
e—

A



UE: 47t P W (3/3)

o A SH AL M 2 JHEG~10%) HE (20249 7H%F)

- RE HE %y

A
(1F) YEECHOIZ-QHOIN B A0 S P2 oL, YR U A% TS 53Y YM Ta
C ONE) Q20N AL SOIE A0 Tha) THAFE(A=5~10%)2 &*oéroq optE H4
- A TQ TR RG o W AL ETE TR AT PR TARY 2 TR S
- M8 Oy Ol 2718 B $50f 2
- YROIN DA BS YHAIES Sof HLEALL SHECE YN EE SA| DYE YHAHES S
Hee 22
. SUE-QRI|IIH@TI 0NN 2N MA EROR NNYE HE
. Alofol s mtof e YROAC| SO AFO| O|F-RBLCE YMALE, I B2 sol AP URLE
6742 OlLo] O|F0{F B2
. AloFol 5QIS|7h0| O|R- KL WE2LE, 7 WE so] SAARLE 64 OlLfol 0| Z0iT FS
- 71E M EY 7HH10~20%)0] HAM FHOE WIEIE W, A% £ THK5~10%)2 19l CiH| £
£E 7|Z02 BItE

EN: 22 2 =5Y(2024). 2024 7t F = WO CHSHO (HFN6FEEMBLREIC DN T) L2 TH=FY BT /=21t

O|=2|Of: 27t +Hd M= (1/2)

- HZEHTE|7| 22l Agenzia Italiana del Farmaco (AIFA)7} 27t S &SI A

o UTtE 2%TF S Bg = 2| R”2| (Comitato Prezzi e Rimborso, CPR)

|
)]
Q
o
(i
4r
m
IE
|0
Hu
o
r=
=
19
njo
oA
1o
Of
k1
okl

7l 204 9 2| ChSt S e K& Al
. ®WII|E

- X2® TeM A, 52, BE, o 2X) (57K ©F)

- =tEel X& It A, 5



F71 A MK (2/2)

Innovative drug fund
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Rule of Rescue
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