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ELCC 2016
The NEW IASLC Staging Database

« The number of patients with a palliative chemotherapy
approach (mainly stage V) is only about 10%

« Several factors for metastasis ( number of mets, location,
intra/extrathoracic ) were available in the staging database

» Geographical location was rather balanced ( America, Europe
Asia & ROW)
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TABLE 5. Comparison of Basic Elements of the Two IASLC
Databases Used for Informing the seventh Edition and the
eighth Edition of the TNM Classification of Lung Cancer

Element Database for the Database for the
seventh Edition eighth Edition
Period of diagnosis SITRERR e Bt
Total patients submitte .
Geographical origin
Europe 58,701 (58%) 46,560 (49%)
North Amenca 21,130 (21%) 4,660 (5%)
Asia 11,622 (11.5%) 41,705 (44%)
Australia 0.416 (9.3%) 1,593 (1.7%)
South America 0 190{0.3%)
Patients excluded 19,374 (19%%) 17,552 (18%)
Patients included for 81,495 77,154
analyses
NSCLC 68,463 (84%) 70,967 (92%)
SCLC 13,032 (16%) 6,189 (8%)
Treatment modalites
surgery alone 41% 37. 7%
Radiotherapy + surgery 5% 1.5%
Chemotherapy + surgery 4% i
Radiotherapy alone ; =
Chemotherapy + 12% 4. 7%
radiotherapy . CONFERENCE 2016
Trimodality 3% 4. 4%

— - Rgmi-Portgetaql JTO2014



IJASLC Staging Database
- patient population -
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[TABLE 1. Subject Counts by Data Source and Fth edition M Category

Dwizhase Type Conmiry Imstitntion Ml Mk
EDC Argentina Hizespital Beritdmico de Busnos Aimes 2 4
Hiespital Universitario Austral 2 2
Hezespital Universitario-Fundacion Favalor T
Heespital de Behabilitscion Respiratoria 3 1
Anstralia Peter MacCallum Cancer Institnge .
Bedgium Umiversity Hospital Antwerp 15 51
Umiversity Hospital Ghent [ 18
Eeraril Umiversity of Szo Paulo Medical School 2
China Gamangdong (reneral Hospital B3 188
Frangce L'Institnt Muhmliste Montsouris 3 5
Gresce Athens School of Medicine [ 15
Smain Compleo Hospitlario de Cuorense 41 B3
Compleo Hospitalario La Mancha Centro q i
Fundaciin Jiménez Dixx 18 45
Hal. 4= la Flana Vila-Real 12 18
Hal. (renerl Universirio de Valencia 1
Haal. {reneml Universitario Gregonio bar 1
Haal. {reneml Universitario de Albaceds 14 4z
Haal. Meixoeino 3 26
Hal. Muesta Safiora d= Sonsoles 2 E
Hml. San Pedro Alcintam 12 L
Hal. Severn Dchoa 10 13
Hal. Sierrallama, Ssocion de Meumaologia q 3
Hal. Universitari Joan XXII 13 10
Hal. Universitaric Central de & sturizs [ 5
Hal. Universitaric La Fe 12 18
Hial. Umiversitario de Canarizs 10 15
Haal. 3= Sagwmin 4
Uinited States Mayo Clinic Rochester 13
NYU Langone Meadical Center and Cancer Center 4 T
Penmose Cancer Center 1 5
Subiotal —EDC cases by Tih edition M mtegory 324 T35
Subtotal —EDC cases 1059
Consortium Turkey Turkish Thoracic Society Bl 1215
Imestitntional registry Australia Prince Charles Hospital 2 54
Subtotal —All institutions by Tth edition M category 207 2004

Total

411

EINC, slecinonic dai caplure.
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M-descriptors
- data from the 7th edition -
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/th edition definitions for the M-descriptors

Grouped as Mla category
pleural/pericardial effusions
contralateral/bilateral lung nodules
contralateral/bilateral pleural nodules
or a combination of multiple of these parameters

Grouped as M1b category
any extrathoracic metastatic lesion
either in one or several organs
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Tth Edition M Categories
EDC Data Only

Madian
Evants / N in Months

Mia 220/324 11.5(10, 13.8)
Mib 541/701 7.5(6.9, 8.4)

Log-rank p-value < 0001

Surdval, Years

WEE Eberhardt et al, JTO 2015
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Recommended changes for the M-descriptors

In this revision of the staging system

Continued to be grouped as Mla category
pleural/pericardial effusions
contralateral/bilateral lung nodules
contralateral/bilateral pleural nodules
or a combination of multiple of these parameters

Newly designated to the M1b category
Single metastatic lesions in a single distant organ

Reclassified as M1c category
Multiple lesions in a single organ
Multiple lesions in multiple organs

This new division can serve as a first step into providing
rational definitions for an oligometastatic disease stage in non—

small cell lung cancer in the future
elCC EUROPEAN LUNG CANCER CONFERENCE 2016
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M-descriptors
-M1a-
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Survival By M1a Descriptor

M1a Cases from EDC Only
100%
Median
! Events /N in Manths
B, - '1,"_ Pleural Pericardial Nodules 35/52 143 (10.6, 194)
L Contra/Bilateral Tumor Modules 65 /94 12 (10.3,16.8)
; Pleural Pericardial Eff usion 57 /83 114 (8.7, 16.3)
60% Log-rank p-value = .66
40% -
20% - | |
] ] ] ]
ﬂ% I | I | T
0 2 - 6
- Survival, Years
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8th edition definitions for the M-descriptors

Grouped as Mla category
pleural/pericardial effusions
contralateral/bilateral lung nodules
contralateral/bilateral pleural nodules
or a combination of multiple of these parameters

( 4
elcc ¢ EUROPEAN LUNG CANCER CONFERENCE 2016
WEE Eberhardt, ELCC Geneva 2016



Tth Edition M Categories
EDC Data Only

Madian
Evants / N in Months

Mia 220/324 11.5(10, 13.8)
Mib 541/701 7.5(6.9, 8.4)

Log-rank p-value < 0001

Surdval, Years

WEE Eberhardt et al, JTO 2015
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M-descriptors
-M1bé&c-
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IASLC/UICC 8 Database:

Documentation of the prognostic impact of
number and anatomical localization of
metastases

Y WEE Eberhardt, ELCC Geneva 2016
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7th Edition M1b - Single Lesion at Single Site

By Organ

EDC Data Only

Median
Events /N in Months

Adrenals 38/45 6.5(5.2,11.4)
Bone 56/80 12.6(10.6, 16.6)

Brain 39/56 12.1 (9.1, 15.9)

Liver 17127 11.9 (8.1, 13.7)

Log-rank p-value = .03
| |
|
|| {1 | |
L

' [ ' [ ' |
4 6 8

Survival, Years

WEE Eberhardt et al, JTO 2015
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7th Edition M1b - Single Lesion at Single Site
By Organ
EDC Data Only - GCCB

100% _
Median
Events /N in Months
80% - Adrenals 24126 5.3(2.8, 8.3)
Bone 28/30 7.3(1.8,10.9)
1 Brain 20/24 7.7 (3.7,15.2)
60% 7 Liver 6/8 12.1 (0.5, )
. Log-rank p-value = .12
40% -
20% -
0% . I ' T ' | ' I
0 2 4 6 8
Survival, Years
o
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7th Edition M1b - Single Lesion at Single Site

By Organ

EDC Data Only - China and Others

Adrenals
Bone
Brain

Liver

Median
Events /N in Months
14 /19 11.4 (5.7, 16.6)
28 /50 17.6 (15.1, 25.7)
19/32 15.4 (11.4, 19.5)
11/19

11.8 (8.1, 19.2)

Log-rank p-value = .20

Survival, Years

WEE Eberhardt et al, JTO 2015
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7th Edition M1b - Multiple Lesions at Single Site
By Organ
EDC Data Only

Median
Events / N in Months
Adrenals 11/17 2.8(2.3,6.9)
Bone 89/109 7 (5.6, 9.3)
Brain 35/46 75 (4.9,9.2)
Liver 35/44 6.5(3.1,10.2)

Log-rank p-value = .24

Survival, Years

o
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Recommended changes for the M-descriptors

In this revision of the staging system

Newly designated to the M1b category
Single metastatic lesions in a single distant organ

Reclassified as M1c category
Multiple lesions in a single organ
Multiple lesions in multiple organs

This new division can serve as a first step into providing
rational definitions for an oligometastatic disease stage in non—
small cell lung cancer in the future

- WEE Eberhardt, ELCC Geneva 2016
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Proposed 8th Edition M Categories

EDC Data Only

M1a
Mib

Mic

Median
Evarnts/ M in Months

2207324 11.5(10,13.8)
1587225 114(96,13.7)

382 /476 63(48,7)
Log-rark p-value < 0001

Survival, Years
WEE Eberhardt et al, JTO 2015



Figure 8. Proposed 8™ Edition M Categories

7th Edition M Categories
EDC Data Only
100% _
Median
Events /N in Months
80% - Mla 220/324 11.5(10,13.8)
Mib 541/701 7.5(6.9,84)
Log-rank p-value <.0001
60%
40%
20%
0% ' T ' T ' T ' |
0 2 4 6 8

Survival, Years

elcc

80%

60%

40%

20%

0%

Proposed 8th Edition M Categories

EDC Data Only
Median
Events /N in Months
Mla 220/324 11.5(10,13.8)

M1b
Milc

159/225 11.4(96,13.7)
382/476  63(4.8,7)
Log-rank p-value <.0001

Survival, Years
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Discussion Issues
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Stratified Multivariate Regression Model Overall Survival
Variable n/N (%) HR (95% CI) P-value

M1a 324/1025 (32%) Reference Group
M1b, Single Organ/Lesion 225/1025 (22%) 1.195 (0.97, 1.47) 0.0943
M1b, Single Organ/Mult. Lesions 229/1025 (22%) 1.646 (1.345, 2.013) <.0001
M1b, Multiple Organs 247/1025 (24%) 1.997 (1.641, 2.430) <.0001

HR- Hazard Ratio, 95% CI- 95% Confidence Interval, P-value from Score Chi-Square Test in Cox Regression
Model stratified by Histology (Squamous, Adenocarcinoma, Non-Small Cell NOS, Other) and Country/Data Source (GCCB/Spain, China, USA, Others).

Proposed 8th Edition M Categories Proposed 8th Edition M Categories
EDC Data Only - GCCB EDC Data Only - China and Others
100% _ 100%
Median Median
] Events /N in Months 1 Events /N in Months
80% Mla 138/173 8.9(7.3,11.2) 80% Mla 82/151 16.3(13.3,19.4)
M1b 82/97 7.1(5,9) Mlb 77/128 15.1(12.1,17.4)
1 Mlc 247/276 3.6(3.1,4.6) 1 Mlc 135/200 10.7(8.3,13.2)
60% Log-rank p-value < .0001 60% - Log-rank p-value = .002
40% 40%
|
% - 20% -
20% | 0
4 |
0% | 0% T T T T
0 4 0 1 2 3 4

Survival, Years Survival, Years
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Recommended changes for the M-descriptors

In this revision of the staging system

Continued to be grouped as Mla category
pleural/pericardial effusions
contralateral/bilateral lung nodules
contralateral/bilateral pleural nodules
or a combination of multiple of these parameters

Newly designated to the M1b category
Single metastatic lesions in a single distant organ

Reclassified as M1c category
Multiple lesions in a single organ
Multiple lesions in multiple organs

This new division can serve as a first step into providing
ratienal definitions for an oligometastatic disease stage in non—

elman Ce” |ung cancer in the future EUROPEAN LUNG CANCER CONFERENCE 2016
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/th edition UICC staging system
NSCLC-database

100% e

80% | Events /N MST 24 Month 60 Month
A 1118/6303 NR  93% 82%

60% - B 768/2492 NR  85% 66%
A 424/1008 66.0  74% 52%

40% -

. —~— B 2101/2624 141  34% 19%
20% - — IV 664/882 88  17% 6%
0% T T |

0 24 48 72

Months

Goldstraw et al, JTO 2016
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8th edition IASLC Staging
Proposal NSCLC-database

100% T 24 60
n, Events /N M3T Month Month

80% <\ IA1 68/ 781 NR  97% 2%

1A2 505 / 3105 NR 94% B3%

60% — IA3 546 | 2417 NR  90% 7%
40% -

g 605/1453  66.0  72% 53%

20% - 1A 2052 /3200 293  55% 6%

0% . VA 336 | 484 115  23% 10%

B P o
L= -\.I.I'::-\I_'; ] -\.'IL::-\'_'; o A0 L ]

Months

Goldstraw et al, JTO 2016
- WEE Eberhardt, ELCC Geneva 2016
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Table 4. Descriptors and T and M categories in the 7th edition and as proposed for the 8th edition.
Resultant stage groupings proposed for the Bth edition are highlighted in bold where there is a change
p|and the Tth edition stage is given in parenthesis.

N ntegories
Orverall Stnge
Seventh Edition Descriptor Proposed TN 1l N1 N1 N
Tl <=lem Ila LAL (1A TIE (114 IELA ma
Tl >1-Jcm b LA2 (1A TS [11A] IELA ma
Tl %2-1cm Tle LAJ (1A TIE (114 IELA ma
T2 >3-dcm T2a £ TS [11A] IELA ma
T2 =4-5cm Tb [IA (18] TS (114 IELA ma
T2 >5.Tem T2 TIIS (1A [ILA (118} [T (TLA) TN (10LES
T3 stnictures T2 [ IILA [T (T1LA) INC (1100
T3 >Tem I'd [IA (11E) ILLA [IIE (T1LA) IIC (1000
T3 Dvaphragm I'd [IA (18] IILA [T (T1LA) INC (1100
T2 pndohresch: beeation/melectasis 3-dcm | Tla ITE (O0EE IOTE (ILAS 114 [1H
T3 endohreerh; Iocation/meleciasis 4-5cm | T2h TTA (TITE) IIE (IILAS LA [e
I'd I'd IELA ILLA e IIC (1000
Mia Mia 'V {1V I'VA IV 'V {1V VA (IV]
Mib -ir!|_.'||:- lesiain Mib 'V 1V I'VA IV 'V 1V VA IV
M1z multiple le<inns Mic IVE 1V} IVER (V] IVE 1V} [VE (1]
Golastraw et al, JI10O ZU16
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