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1) 20159 =7} FeFAY AdlR A
2) Zarogoulidis et al, Treatment of non-small cell lung cancer(NSCLC), J Thorac Dis 2013;5(S4):S389-S396.

3) Potsmus et al, Early and locally advanced non-small-cell lung cancer (NSCLC): ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up, Annals of Oncology 28 (Supplement 4): ivl-iv21, 2017

4) NCCN Guidelines for Patients, Lung Cancer — Non-Small Cell, 2018
5) Current Medical Diagnosis & Treatment 2019, Chapter 39: Cancer, Lung Cancer, Treatment, A. Non-Small Cell Lung Carcinoma
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Table 9. Proposed stage groupings for the eighth edition of
the TNM classification for lung cancer

Occult carcinoma TX NO MO
Stage 0 Tis NO M0
Stage IA1 T1a(mi) NO MO
Tia NO MO
Stage |A2 Tib NO MO
Stage |A3 Tic NO M0
Stage IB T2a MO MO
Stage IlA T2b NO MO
Stage IIB Tia-c N1 MO
T2a N1 MO
T2b N1 MO
T3 NO MO
Stage llIA Tlac N2 MO
T2a-b N2 M0
T3 N1 MO
T4 NO M0
T4 N1 MO
Stage IlIB Tla-c N3 M0
T2a-b N3 MO
13 N2 MO
T4 N2 MO
Stage IIIC T3 N3 MO
T4 N3 MO
Stage IVA Any T Any N Mia
Any T Any N M1b
Stage IVB Any T Any N Mic

Note: Changes to the seventh edition are highlighted in bold and
underlined.

THNM, tumor, node, metastasis; Tis, carcinoma in situ; T1a(mi),
minimally invasive adenocarcinoma.

6) Goldstraw et al, The IASLC Lung Cancer Staging Project: Proposals for Revision of the TNM Stage Groupings in the
Forthcoming (Eighth) Edition of the TNM Classification for Lung Cancer, Journal of Thoracic Oncology Vol. 11 No. 1: 39-51

_3_



% H el TNM HY| 2/

Table 1. Proposed T, N, and M descriptors for the eighth edition of TMM classification for lung cancer

T: Primary tumor
Tx

TO
Tis
T1

T1a{mi)
T1a
Tib
Tic

T2

T2a
Tib
T3

T4

N: Regional lymph node involvement
Mx
NO
N1

NZ
N3

M: Distant metastasis
MO
M1

Mia

Mib
Mic

Primary tumor cannot be assessed or tumor proven by presence of malignant cells in sputum
or bronchial washings but not visualized by imaging or bronchoscopy

No evidence of primary tumor

Carcinoma in situ

Tumor <3 cm in greatest dimension surrounded by lung or visceral pleura without bronchoscopic
evidence of invasion more proximal than the lobar bronchus (i.e., not in the main brenchus)”

Minimally invasive adenocarcinoma”

Tumor <1 cm in greatest dimension™

Tumor >1 cm but <2 cm in greatest dimension”

Tumer >2 em but <3 cm in greatest dimension®

Tumor =3 cm but <5 cm or tumor with any of the following features™:

- Involves main bronchus regardless of distance from the carina but without involvement
of the carina

- Invades visceral pleura

- Associated with atelectasis or obstructive pneumonitis that extends to the hilar region,
involving part or all of the lung

Tumor >3 cm but =4 cm in greatest dimension

Tumor >4 cm but <5 cm in greatest dimension

Tumor =5 cm but <7 cm in greatest dimension or associated with separate tumor nodule(s)
in the same lobe as the primary tumor or directly invades any of the following structures:
chest wall (including the parietal pleura and superior sulcus tumors), phrenic nerve,
parietal pericardium

Tumor >7 cm in greatest dimension or associated with separate tumor nodule(s) in a different
ipsilateral lobe than that of the primary tumor or invades any of the following structures:
diaphragm, mediastinum, heart, great vessels, trachea, recurrent laryngeal nerve, esophagus,
vertebral body, and carina

Regional lymph nodes cannot be assessed

No regional lymph node metastasis

Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph nodes and intrapulmonary
nodes, including involvement by direct extension

Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s)

Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene,
or supraclavicular lymph node(s)

Mo distant metastasis

Distant metastasis present

Separate tumer nodule(s) in a contralateral lobe; tumor with pleural or pericardial nodule(s)
or malignant pleural or pericardial effusion”

Single extrathoracic metastasis”

Multiple extrathoracic metastases in one or more organs

Mote: Changes to the seventh edition are in bold.
“The uncommon superficial spreading tumor of any size with its invasive component limited to the bronchial wall, which may extend
proximal to the main bronchus, is also classified as T1a.

5Solitary adenocarcinoma, -

3cm with a predominately lepidic pattern and < 5mm invasion in any one focus.

“T2 tumors with these features are classified as T2a if <4 cm in greatest dimension or if size cannot be determined, and T2b if >4 cm but

cm in greatest dimension.

9Most pleural (pericardial) effusions with lung cancer are due to tumor. In a few patients, however, multiple microscopic examinations of
pleural (pericardial) fluid are negative for tumor and the fluid is nonbloody and not an exudate. When these elements and clinical judgment
dictate that the effusion is not related to the tumor, the effusion should be excluded as a staging descriptor.

“This includes involvement of a single distant (nonregional) lymph node.
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- MEHE UMY o|=, CCRT Al = AEE AFZE category 12 HI1E8)
= NSCL-2, Stage IIB (T3, NO), and Stage llIA (T3, N1)
CLINICALASSESSMENT PRETREATMENT EVALUATIONSY INITIAL TREATMENT
Surgical exploration and See Adi t
? < resection' + mediastinal lymph =ue Adivant
= PFTs (if-not previously Negative Opsrable—? node dissection or systematic Trestment
3 g‘:::i bt mediastinal < lymph node sampling (NSCL-3)
— (InuaoperaliE: preferred) nodes !\ﬂedically | Deﬁn‘itive RT including s!ereo;a:tic
0 Eipheralﬂabc ND} ——» |« Consider pathologic ) inoperable’ ablative radiotherapy (SABR)™
e 2’:‘::1:‘:::,’::’,,'&"’"9“ node :1':?;‘:;“3' See Stage WAJ/IIB (NSCL-7
- FDG PETICT scani (ifnot | |nodes or Stage IBANC (NSCL-11)
previously done) Surgical exploration and .
Oiiaribie —» resection® + mediastinal lymph m%m
_ P node dissection or systematic NSCL-3
* PFTs (if not previously Negative lymph node sampling (NSCL-3)
Stage IB (peripheral done) mediastinal Definit Consider adjuvant
T2a, N0O) » Bronchoscopy nodes NO SNRIS: chemotherapy?
Stage | (central T1abec- = Pathologic mediastinal Rl RT'"“!L“"'“Q (category 2B) for high-
T2a, NO) lymph node evaluation Medically " SABR risk stages IB-1IB9
Stage Il (T1abc—2ab, - FDG PET/CT scanl (if not inoperable Definitive _, Durvalumab’
N1; T2b, NO) previously done) N1~ Chemoradiation™ " (category 1)
Stage IIB (T3, N0)° - Brain MRI with contrast® | §|Positive See Stage IA/IB (NSCL-7
Stage [lIA (T3, N1) (Stage I, IIA) ey or Stage IIB/IIC (NSCL-11)
(Stage IB [optional]) nodes

T3, N1; T4, NO-1)

NSCL-5,6 Stage IlIA (T4 extension, NO-1;

CLINICAL PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
Superior Preoperative
sulcus tumor Cori cﬁr arit | Surgery' + Surveillance
E—— p i
gl;]?._:;wasion, chemoradiation™" I chemotherapy (NSCL-15)
) Surgery' + Surveillance
Surgical Resectable —
Possibly Preoperative reevaluation chemotherapy? (NSCL-15)
resectablal " concurrent including chest
chemoradiation™" CT with or without Complete definitive Survellisnce
" trast £ PET/CT| Unresectable —» ~_ F- = 7 70EE  _, S =S s
Superior RS Unresectable — pom chemotherapy” (NSCL-15)

sulcus tumor
(T4 extension,
NO-1)

Unresectable! —

Definitive concurrent
chemoradiation™"

Surveillance
(NSCL-15)

Durvalumab®
(category 1)

7) Current Medical Diagnosis & Treatment 2019, Chapter 39: Cancer, Lung Cancer, Treatment, A. Non-Small Cell Lung Carcinoma

8) NCCN Guidelines Version 7. 2019, Non-Small Cell Lung Cancer
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CLINICAL
PRESENTATION

INITIAL TREATMENT

Margins

ADJUVANT TREATMENT

_ Surveillance

p surveillans
negative (R0)S Chemotherapy (NSCL-15)
& i forred) Reresection + chemotherapy?
urgery (preferre " or Surveillance
Marai = Chemoradiation™ (NSCL-15)
Chest wall, argins (sequentialP or concurrent')
proximal airway, or positive
or +
mediastinum . Reresection + chemotherapyP LT |
(T3 invasion, NO-1 R2® ——=or (NSCL-15)
Resectable T4 Concurrent chemoradiation™" e
extension, N0-1)
st 1A (T4. No-1 Margins Bhssrve Surveillance
age INA/(T4, No-1) Concurrent negative (R0)* (NSCL-15)
i m,r
zlrmmoracllation Surgery'
ChemotherapyP Margins positive s Surveillance
(R1,R2) NSCL-15
Stage llIA (T4, NO-1) Definitive concurrent Durvalumab® Surveillance
Unresectable chemoradiation™" (category 1) " (category 1) "~ (NSCL-15)
NSCL-8, Stage IIIA (T1-2, N2); Stage llIB (T3, N2)
MEDIASTINAL BIOPSY INITIAL TREATMENT ADJUVANT TREATMENT
FINDINGS
Surgical resection!
+ mediastinal lymph
T1-3, NO-1 Resectable® ——» | node dissection or See Adjuvant Treatment (NSCL-3)
(including T3 systematic lymph
with multiple node sampling
:::1":7:;:} Medically k2 See Treatment according
inoperable to clinical stage ([NSCL-2)
Definitive concurrent Durvalumab® Surveillance
T1-2, T3 chemoradiation™' {category 1) (category 1) NSCL-15)
(other than
:‘;ii';zt ‘ or No apparent Surg;ry‘ * chemotherapyP (category 2B)
i +RT" (if not gi
positive, MO Induction progression U aesaivent
chemotherapy™" £ RT™ Local— RT™ (if not given) * chemotherapy?
Frogression < See Treatment for Metastasis
Systemic —+|limited sites ([NSCL-13) or
= distant disease (NSCL-16)
{invasion), ‘ Definitive concurrent Durvalumab" Surveillance
N2 nodes chemoradiation™" (category 1) NSCL-15)
positive, M0

NSCL11, Stage llIB (T1-2, N3); Stage IlIC (T3, N3)

CLINICAL
ASSESSMENT

PRETREATMENT EVALUATION

» PFTs (if not previously
done) )
+ FDG PETICT scan! (if
not previously done)
» Brain MRI with contrast®
= Pathelogic confirmation
of N3 disease by:
+ Mediastinoscopy
» Supraclavicular lymph
node biopsy
+ Thoracoscopy
} Needle biopsy
» Mediastinotomy
» EUS biopsy
+ EBUS biopsy

Stage llIB
{T1-2, N3)
Stage IlIC
(T3, N3)

N3 positive —»

Metastatic disease —#|

INITIAL TREATMENT

N3 negative—— See Initial treatment for stage I-lllA (NSCL-8)

Definitive concurrent
chemoradiation™"
(category 1)

Durvalumab’
(category 1)

Surveillance

(NSCL-15

See Treatment for Metastasis
limited sites (NSCL-13) or
distant disease (NSCL-16)



NSCL12, Stage llIB (T4, N2); Stage lIC (T4, N3); Stage IVA, Mla:

Pleural or Pericardial Effusion

CLINICAL
ASSESSMENT

Stage IlIB
(T4, N2)
Stage llIC
(T4, N3)

Stage IVA.
M1a: pleural
or pericardial
effusion

PRETREATMENT EVALUATION

« FDG PETICT scan! (if not
previously done)
+ Brain MRI with contrastk
+ Pathologic confirmation
of N2-3 disease by either:
» Mediastinoscopy
» Supraclavicular lymph
node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

Thoracentesis or
pericardiocentesis £
thoracoscopy if

thoracentesis indeterminate

-

Contralateral
mediastinal
node negative

Contralateral
mediastinal
node positive

(T4, N3)

Definitive concurrent %
—» | chemoradiation™" Durvalumab®
(category 1) (category 1)

INITIAL TREATMENT

Ipsilateral

mediastinal

nodle negative — See Treatment for Stage lIlA {NSCL-6)

(T4, NO-1)

Ipsilateral Definitive

mediastinal concurrent Durvalumab’
node positive chemoradiation™" category 1
(T4, N2) (category 1)

Surveillance

(NSCL-15

See Treatment for Metastasis

Metastatic di

limited sites (NSCL-13) or
distant disease (NSCL-16)

See Treatment according to

Negative®?

TNM stage

Local therapy if necessary (eg,
pleurodesis, ambulatory small catheter

Positive®?

drainage, pericardial window) +
treatment for stage IV disease solitary
site or distant disease (NSCL-17)
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10) Current Medical Diagnosis & Treatment, 2019, Ch. 39: Cancer

11) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 10e. 2015. Chapter 41: Non-Small Cell Lung Cancer

12) Ferri's Clinical Advisor, 2019, Lung neoplasms, Primary

13) NCCN Guideline version 7, 2019, Non-Small Cell Lung Cancer
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AHSHA| 42 stage lll, maddd, M 27hseh oM =ZH @ 2HAtol| A
MHEEZEA(N=476)2t {AF(n=237)22 2:1 F&uid™stl, FXH M=

5 .

— mPFS(median PFS) MEED 1727018, 2 56702, MEEL
o PFS7}F {2 ECt 7oAl 2AS(PFS 95% ClI 242t 13.1— 23
4.6-7.7; HR(Hazard Ratio) 0.51(95% CI| 0.41-0.63))

No. of Events/

Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% CI) (95% CI) (95% CI)
Uy o e mo % %
{  Durvalumab 214/476  16.8 (13.0-18.1) 55.9 (S1.0-60.4) 44.2 (37.7-50.5)
0.9 _ Placebo 157/237 5.6 (4.6-7.8) 353 (29.0-41.7)  27.0 (19.9-34.5)
0.8 ‘\3\
0.7 x Hy

0.6 . %
g i M Durvalumab
! HHH—H— t

Probability of Progression-free Survival

S
0.4 i
0.34
0.24 E E Placebo
Stratified hazard ratio for disease progression
0.14 or death, 0.52 (95% Cl, 0.42-0.65)
Two-sided P<0.001 ! '
00 T T T i T T T T ]
0 3 6 9 12 15 18 21 24 27
Months since Randomization
No. at Risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0

Figure 1. Progression-free Survival in the Intention-to-Treat Population.

- mOS& AMHEELS TS| 251 1(NR(Not Reached)), $2F2= 28.774
H42 MHEETS| (0OS7F fekRHECE FelskA ZUJUS(0S 95% CI 22t
34.7-NR, 22.9-NR; HR 0.68(99.73% CIl 0.47-0.997, p=0.0025).

14) Antonia et al, Durvalumab after Chemoradiotherapy in Stage III Non-Small-Cell Lung Cancer, N Engl J Med 2017;377:1919-29.
15) Antonia et al, Overall Survival with Durvalumab after Chemoradiotherapy in Stage III NSCLC, N Engl J Med 2018;379:2342-50.
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No. of Events/ Median 12-Mo 24-Mo

Total No. Overall Survival  Overall Survival Rate  Overall Survival Rate
of Patients (95% CI) (95% C1) (95% Cl)
mo % %
Durvalumab 183/476 NR (34.7-NR) §3.1 (79.4-36.2) 66.3 (61.7-70.4)
Placebo 116/237 28.7 (22.9-NR) 75.3 (69.2-80.4) 55.6 (48.9-61.8)
10—t
\h«‘, Stratified hazard ratio for death, 0.68 (99.73% Cl, 0.47-0.997)
0.9 y \_"\._\ Two-sided P=0.0025
. e T
= 0.3+ £
.g . _HL\_‘K“‘\
2 074 e ST
@ e,
3 0.6 M o T
o 05
5 —
E 0.4+ Placebo
=
&8 034
2
o .24
0.14
0.04+—T— T T T T T T T T T T T T T 1
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months since Randomization
No. at Risk
Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 73 2 0 0
Placebo 237 220 198 178 170 155 141 130 117 78 42 21 5 3 1 4]

Figure 2. Overall Survival in the Intention-to-Treat Population.

- ™ U2 E(Objective Response Rate, ORR)2 AIHEZZ 30.0%
(133/443), ?12kx 17.8%(38/213)2 2AI&E2| ORRO| ?ZHECH 72
SHAl =US(95% Cl 2t2k 25.79-34.53, 12.95-23.65; p<0.001).

= MEET CR 1.8%, PR 28.2%, SD 51.2%, PD 16.5%, NE 2.3%16)
= 2{2F CR 0.5% PR 17.4%, CR 54.0%, PD 27.7%, NE 0.5%

]
—- BFSX[E7|2F Y gt (median Duration of Response, mDoR)2 AM&EEZ
2 TESH| ZSULNR), 4z 18.47HHE LHEFE(95% Cl 242

- AT MAA AZE 25%E 7|E2=2 gt PD-L1 s g0 mE PRS2t
0sel stela&s =4 ZzH7),

PD-L1 No. of patients PFS HR, OS HR,
Status Durvalumab| Placebo | unstratified(95%Cl) |unstratified(95%Cl)
All 476 237 0.55 (0.45-0.68) | 0.68 (0.54-0.86)
>25% 115 44 0.41 (0.26-0.65) | 0.46 (0.27-0.78)
< 25% 187 105 0.59 (0.43-0.82) | 0.92 (0.63-1.34)
Unknown 174 88 0.59 (0.42-0.83) | 0.62 (0.43-0.89)
» Al XA 2EE2 EE oA MEEARO| IHECE RSt RHUS.
A 2E2 PD-L1 2eE 25% 0|22 M 2let LIHX| oM AMEEQ]
o] {2 ECt FelstH kS

16) CR: Complete Response, PR: Partial response, SD: Stable Disease, PD: Progressive disease, NE: could Not be Evaluated
17) 82} 1A PD-L1 #4d Aldk §19lem, PD-L1#4S CRT A ¥ A4 A57}F & 49wt 4=
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— AlE EMHA BMoZ M, 1%E 7|FECZ2 Tt PD-L1 Wi 80 w2 st

PD-L1 No. of patients PFS HR, OS HR,
Status Durvalumab| Placebo | unstratified(95%Cl) | unstratified(95%Cl)

476 237 0.52 (0.42-0.65) 0.68 (0.53-0.87)

>1% 212 91 0.46 (0.33-0.64

0.53 (0.36-0.77)

< 1% 90 52 0.73

)
0.48-1.11) 7.36 (0.79-2.34)
) 0.62 (0.43-0.89)

(
Unknown 174 88 .59 (0.42-0.83
|

UE 1% 0[EH2olAM Y Tt AL 2 MEELD f{eh22ho
frelet XHO|7F LIEHX] 4=

UHE 1% 0|4 eHAfel mPFSE MEEL 17.870E, fl2 5.67HE=
MHEEL0| {22t FolshH d20(95% Cl 7—|*7—.L 16.9-NR, 3.6-

2 U =

11.0; HR(95% CI) 0.46(0.33-0.64)), mOS= AMHEZF
25 ek e 29 1 E AH E?m et Rol5h &

)

SHX|
12(95% CI 22t NR-NR, 17.7-NR; HR(95% Cl) 0.53(0.36-0.77))18)

Figure 4. Kaplan-Meier curve of PFS for PD-L1 TC > 1%

Median PFS (95% CI)
HAT e \ IMFINZI 17.8 (16,9, NR)
c.94 = "y
w1 5 Placebo 5636, 11.0)
5 0.8
B kY Hazard ratio (95% CI} 0.46 (033, 0.64)
g o0 e
= 0.6 L3 -
E 0.5+ Tea e e IMFINZI
£ 0.4 i EETeb
£ o34 Tl -0
0.2 PR v Placebo
0.1
0.0+
T
1 El & s 12 15 18 ] 4 7
Time from mndomisation (months)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 21
IMFINZI 212 174 143 127 82 52 30 14 1 1]
Placebo 91 59 39 34 20 13 8 4 3 0
Figure 3. Kaplan-Meier curve of OS for PD-L1 TC 2 1%
Median 0S8 (95% CI)
s IMFINZI NR (NR, NR)
© 0.5 Placebo 29.1 (17.7, NR)
o 0.8 H_L.\*— Hazard ratio (95% CI) 0.53(0.36, 0.77)
;‘ ) = .\'——\__.__a
Z 0.6+ R o W IMFINZI
2 0.5 e Yy,
:LLG_ 0.4 " pe- 0 8--0o-0-0--0--8 Placebo
0.3+
0.2
0.1
0.0+
T T T T T T T T T T T T T T T
i 3 [ ] iz 15 18 t B 24 27 30 b = ] 1€ s 42 45

Time from randomisation (months)

Number of patients at risk

Month 0 3 6 92 12 15 18 21 24 27 30 33 36 39 42 45
IMFINZI 212 208 193 187 178 171 165 156 134 105 62 34 12 1 0 0
Placebo N 81 75 67 64 58 52 46 41 29 17 7 5 2 0 0

18) Imfinzi EMA SUMMARY OF PRODUCT CHARACTERISTICS, 5. Pharmacological Properties
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