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Association between duration of diagnosis to treatments and mortality among
advanced stage non-small cell lung cancer patients in Saraburi Provincial Hospital

Panpicha Chantasartrassamee', Voralak Vichapat®
'Resident in Training, Department of Medicine, Saraburi Provincial Hospital
Division of Medical Oncology, Department of Medicine, Saraburi Provincial Hospital

Abstract

Lung cancer accounts for a high mortality rate. This study aimed to investicate the
association between the duration of the process from diagnosis to treatment, other factors,
and mortality. This is a retrospective cohort study among 255 patients diagnosed with advanced
stage non-small cell lung cancer (NSCLC) in Saraburi Provincial Hospital between 1% January
2014 and 31" December 2019. The risks of dying from lung cancer were assessed using the Cox
scale, with time varying covariates. The patient information was obtained from electronic medical
records and the National Cancer Registry of Thailand. The mortality rate of lung cancer in Saraburi
province was 1.5 per 100 person-month and one-year, three-year, and five-year mortality rates
at was 58.8%, 91.3% and 95%, respectively. In univariate analysis, the mortality of lung cancer
was associated with longer waiting period for any services. The mortality rate was almost three
times higher if the waiting time between the first visit and the diagnosis was more than four
weeks, compared to shorter waiting time [HR 2.81 (95%CI = 1.95-4.04)]. The longer waiting period
for tissue diagnosis was more than two weeks was also associated with higher mortality
[HR 2.79 (95%Cl = 1.85-4.21)]. Furthermore, the waiting period between the diagnosis and the
first treatment for more than four weeks and the waiting period between the first visit and the
first treatment for more than six weeks were associated with higher mortality rate [HR 1.50
(95%CI = 1.11-2.02)] and [HR 2.63 (95%C| = 1.70-4.08), respectively. In multivariate analysis,
these timing factors did not have statistical significance but patients who did not receive any
treatments demonstrated the strongest mortality predictor [adjusted HR 4.10 (95%Cl = 2.32-7.24)].
Patients with histological subtypes, other than adenocarcinoma or squamous cell carcinoma
also showed a high risk of mortality [adjusted HR 2.00 (95%Cl = 1.11-3.61)]. In conclusion, the
longer waiting periods to treat lung cancer in any services showed higher trends to impact
mortality rate although they did not have statistical significance in multivariate analysis. Patients
who did not receive any systemic therapy had a higher mortality rate than those who received
systemic therapy.

Keywords: non-small cell lung cancer, advanced stage lung cancer, duration of diagnosis and
treatment, mortality

Corresponding Author:

Voralak Vichapat

Medical Oncology Unit, Department of Medicine, Saraburi Provincial Hospital

18 Tessaban 4, Pakpreaw Subdistrict, Meuang District, Saraburi Province 18000, Thailand.
E-mail: doctorcenter@sbh.go.th

J Med Health Sci Vol.29 No.3 December 2022




unii

uziSavondulsauziSefinulivossn
gudvu 1 Tu 5 vesUsundlng laeligUiinisninis
\AinlsA 22.7 Ausiadszwnsiwayie 100,000 AU
waz 10.1 AuseYsEYINTINANG 100,000 AU
fuaesnzissUenselnidanlnginsranuluvaed
uziSogluszzunInIzane (56.5%)" winssnw
Isauziseontutagiu ladnsWaunluunnus
damssendini 5 VvesthelsruziEalann
syl . 2560 Fifins 229 i’

\Duinsruegudrinszezvedlsaiiuns
nszBudiusAUSnINsdeTinfiae udh
Faitadedug fAddldvsuuidainierdestu
SnsnadeTiavdeld femadereundhinui
pgfiindudiiusiusnsnadetiniigaduly
nauitlelsauzslen® dliegeengenalilasu
ms¥nuimnzaniulsaomniiamgiuszung
viaefithdesudue wu lsauszss vansing
wuihmssnwgthegsengviesiiefiengliosnin
fgnsnsidedinlidunneneiu udidivasengas
I unainafssannmssnusnnin®® msguyis
fiedulladedesifiudnnmadedin’ lagdnn
mil,?la%'imaﬂﬁﬂ’sﬂu”lﬁwamﬁm adenocarcinoma
wawmmnmﬂ 20 pack-year genIgUae
figuyviationndn 20 pack-year usidmiugiae
uziSeonviln squamous cell carcinoma N3
guyilifiasiedngnadedin®

siavpmaduzieniiudnuiliaded
vsuenwensallsa Inesinmsfinein guefisiead
uziSelanuiin squamous cell carcinoma H6#157
nMsidedind 5 Ugeniwila adenocarcinoma
(94% waw 81% puddv)'" adoradune
Wun1INaEUVes EGFR (Epidermal growth
factor receptor) lauinnilulwad sia

adenocarcinoma’® @%sun1snsiany EGFR

J Med Health Sci Vol.29 No.3 December 2022

exon 19 deletion %138 exon 21 mutation

a11305nwRI88 tyrosine kinase inhibitor 19

Fazthefiudnsnissendinvesthouziseon
svozuninsEe’ Wuiinsuduegudnit e
fiflanms1enmeeue ECOG (Eastern Cooperative
Oncology Group) performance status 3-4
dntusrusammsdediniigs aluisnsudash
vouvaduzSeiiutu uagnsananuvesuzily
e fenwsneg AduiusiusannsdeTindigedu
117 anandl BudinisAnunszesian
somosluusazURILYDINTUINISMNTUING

WULAEIY

WA dnsfnwimuingUiensususnwat
wignnsideinfianingteilasunsshn
159 ueluvauzifgrfuu1ensneInuinsses

nansenegliiinafasnsnsidetin?

WQUszaIA
iefnwANudNTuSIsnInNaTe g
A9 LaE Tz ezIaTeR lULAa T IVDINITUINTS
fuAnudswon sideTInvesrthe uagldvinnis
Anviiufneiusannadetinvedsauion
a "’ ] dl =
yiaadlilanszezininszanei 1, 3 uay 5 U

Bnsfnen
VBULUANUIIBUAAUUS (Study cohort and
variables)
AUaelsausislonszarungnszany
(advanced stage) ni3effihefilsrnziSetfoundy
Hudn (recurrence) wiavim 541 A AlFTUNTS
Aadouazdnnilsmeuiaaseyd o ud
1 un91Ay 2557 feuil 31 Suney 2562 Toya
vaagUlsgnidenunanniayseiley electronic
database vadlsaneUIAATEYS wazdeyansidoy
12159709801 TUNLS AR NIUNITUNNE
N3eNsNasITNa” Ingldsiia ICD10 C330-C349

35



238555UN157398 (Ethical Considerations)
A3981ASUTRIlATINTITEALLINIG
wdnasusssunsiseluauiiduanna (Declaration
of Helsinki, The Belmont Report, CIOMS
Guidelines and The international conference
on Harmonization in Good Clinical Practice,
ICH-GCP) %alAs4n13 SRBR63-044 f1uAuy
N35UMI93E55TUM I IUAULIINEUIAETEYS
Fpatuiidunuisoddinsziuuy
gounas (Retrospective cohort study) lagdl
inasinsiadin Sasielud 1. 18sunsitesindu
IsAuziSeUanvila non-small cell lung cancer
STYLUNINIZAAUTTUU 8" edition TNM lay
American Joint Committee on Cancer (AJCC)”
vieifeilsnuzSsonnduindusitliannse
Shwlvimenald 2. engannndy 15 Y 3. gnitade

TsruzSsvansdinwadlaidnannsnsatule
nIolwaaInen (histopathology #3® cytology)
4. IENgIUYBINITHNINTEBIINFUA1EN 19593
W X-ray, Computerized Tomography 5. {2
afvegluiminaseys gnitladuuaslasusnw
Tulsmenuiaaseys nsiuteyadsdiinasdinig
dnoende 1. flheMduuzisenviadude small
cell lung cancer ta¢ lung sarcoma 2. ﬁ:d’ﬂwﬁ
Lllsignitiadevnenensiven 3. uziSwenssesiu
(Stage Il 4. Sun1ssnurnazfnniulsad
Tssmenuiadu 5. gnidedelsauzifannnd 1 vie
(2 primary cancers) Mgy 6 iteu Tusauslasy
meAtadudunziFeon fauandlusui 1 Taens
adeuazUsvilusvesvadlsagnuseiiulaegide
ansauifioiunuuiugwestoya

ftheiignszyinlunziswenvionun 541 au
Sgning 1/1/2557-31/12/2562 gndaidenunaingudesa

inasin1sAneen (Exclusion criteria)
Hheuziwonilaldvdawadlaién 15 AU
;:Iﬂaaﬁlﬂlﬁgﬂiﬁaﬁwwwmﬁiwm 100 AU
pliduunegimindu 109 AU
Sumsihwnashomalsalsmerviadu 10 Ay
uiSelensrezdu (Sxeg i) 47 AU
gmifiadelseuziiannnd 1 vl 5 AU

\/

Atheuziaeniiinsaunsideianun 255 au

sUN 1 Imsdndenddae

iduladndendeyaiugiuannivssideu
Adrevadlsmerutaaseys laud 01y e eg
91y il duge anmsenig UseiRnisgu

36 |

U N18lIATIN ANWUENNTINeVaeTULLE
EGFR mutation wazaitziiuzisunsnszane Iy
Bnsdne uwiadu enaiivhdn engdath gRduiu

J Med Health Sci Vol.29 No.3 December 2022




UnUn $adsne tagnssneuszAuUTEADeINg
429528 2198158ARETTNI NN FUUINST
Anwiluend 1eud 1. svevnainissenossaus
Whsuusmsaidads 2. steznainsseneRiLs
Wsuusnsaulavinnnanessd 3. syegiannis
senoevhimanTsiteldTuLile 4. svezansensy
MIBIURaVNINeT3Inen 5. svezaiileunis
aduausudnwm 6. szpznardaudidifuusns
WEHIW dmiuiuiiwazamguesnsidedi
lauanduiinigszideouduisvadsimeiuia
a32y3 Yeyanzidoudseynsaninauiaiied
aseUs uwavtoyansilouusiseseduusena Thai
Cancer Base (TCB) annannUuuzisaumavif
NFUNITWINE NTENTIETITNGY

nsAATIEdayanIeEn

ﬂizﬁ“ﬁagmmu continuous variable Wag
1n13n3218AUUY parametric {33819n13
AAT1EYlaenIAT mean (£SD) wininteya
NTZAMYAMUU non-parametric ILUAAINAAIY
median (IQR) dwiunsdideyaidu categorical
variable agl¥ chi-square test Tun1smiAinu

LANFNINEDR TUaIUYBINSANY TN

0.75
0.50
025

0.00

AuN19@8TInIlAs1ERaN Cox proportional-
hazard regression with time varying-covariate™
TneAnuiiesuUsiien (univariate analysis) Lay
WyUs (multivariate analysis) NsAALEeN
fUsiing multivariate model 1475 Backward
regression Wiovn adjusted hazard ratio Fmnza
Imé’umﬁgﬂﬁmﬁaﬂmﬂu multivariate model
(137471 2) Usenaumeany L Uizi’amiqu‘%
15AUs291%2 ECOG morphology grade EGFR
mutation 8 fsfiuningzans Ussnnuesn1ssnm
LAZITETLIANTOARINITINRYIULISUNITT N
Tnedoyamaiiaggnitnsziuazuanaiy
Kaplan-Meier curves Taeldlusunsy STATA

version 14.2%

Han13AneN

faevanun 255 au Sendfseguves
danmssendinedl 41.6 dUni (AuiTesiy
Yovay 95 = 34.4-47) (U1 2) Inedsmsidedin
nlsauziisende Sevaz 1.5 dolfiou uLazdny
M9deTInd 1, 3 way 5 T ogfiforas 58.8, 91.3
Wiz 95 AuaIRY

0 52 104

156 208 260

Times (weeks)

U 2 Shnssentinvesiisussonsiagadliidinssazunsnsyanenlasunssnululsmenuia
al

o))

TPYI

J Med Health Sci Vol.29 No.3 December 2022

| 37




38

¥
=1

Jadeiiieadesiudoyaniugiu (Baseline
characteristics)

Fauanslumsned 1 naugUaeiaade
vosengeyil 65 T (+11.4) dwluaiduneane
ovay 63.5 fanmymediuduseninsatiemie
Faasldl ECOG 0-2 Sawaz 82.4 Uszanaumdanils
vosfftheviavmniiusy Rguynisesas 52.2 nefl
Tanwarmane1sinenduia Adenocarcinoma
Sevay 77.6, Squamous cell carcinoma Soway

11.4 warwilndue Sovay 11 fifies ovay 14.5
¥osUEngy Adenocarcinoma flsun13mnsIe
EGFR mutation lnethedill EGFR mutation
(Exon19/21) fineuaussiesyjul fusvana
Jewar 6.3 dmurilavenssnw fiiedulng
Iasvenaiivndnsesas 53 ejuiriovay 8.6
wazndauiudiiniesar 0.8 dfUlreUszunm
Jowaz 32 lulasun1sshwidumensesnm
UseAUUTEARIDINNT

A13199 1 Joyanuguvestienzsenvinwadliiinrezuninigans (n=255)

fiankUs Usznn U (3oaz)
214, U Mean (+SD) 65 (+11.4)
<651 124 (48.6)
2651 131 (51.4)
LN 418 162 (63.5)
VN 93 (36.5)
futiinaniey, kg/m? Mean (+SD) 21.3 (+4.1)
<185 66 (25.9)
18.5-22.9
> 229 112 (43.9)
77 (30.2)
Eastern Cooperative Oncology Group performance 0-2 210 (82.4)
status 3.4 45 (17.6)
UsyIRguyv Talime 114 (44.7)
vAe 133 (52.2)
Taivsu 8(3.1)
AngliaTiy Tsnon 144 (56.5)
Tsamila 86 (33.7)
Taidl 25(9.8)
ANWULNIINGITINEN Adenocarcinoma 198 (77.6)
Squamous cell 29 (11.4)
Others 28 (11)
EGFR mutation Exon 19 or 21 16 (6.3)
Exon 18 or 20 or No mutation 21 (8.2)
No EGFR examination 218 (85.5)

J Med Health Sci Vol.29 No.3 December 2022




15197 1 (919)

s Uszian uau (Sovaz)
AU Well to moderately differentiation 218 (85.5)
Poorly differentiation 37 (14.5)
afeariiuninszane 5N 20 (7.8)
adznelu 156 (61.2)
naneaieIy 79 (31.0)
1350 Chemotherapy 135 (53)
Targeted therapy 22 (8.6)
Immunotherapy 2(0.8)
Radiotherapy 13 (5.1)
No treatment 83 (32.5)
svzmmsTenssiuAdifuUImsaldamenesid  Median (IQR: Q1-Q3) 3(1-5.1)
< 2 ok 97 (38)
> 2 dUan 158 (62)
svezmMsTeRssTnan e liTwile Median (IQR: Q1-Q3) 3.6 (1.1-6.9)
< 2 &Uan 88 (34.5)
> 2 da 167 (65.5)
svgznaIMTIeRvERAd S UL s ledy Median (IQR: Q1-Q3) 4.7 (2.3-8)
< & §Uank 111 (43.5)
> 4 dUank 144 (56.5)
32YZLIATOADUNITOTUNANNNEIZINGT Median (IQR: Q1-Q3) 0.9 (0.7-1.3)
< 2 &amk 228 (89.4)
> 2 dUam 27 (10.6)
searhafildsunsitadaususnm Median (IQR: Q1-Q3) 2.1 (1-4.1)
< 4 dai 125 (49.0)
> 4 §Uani 130 (51.0)
S2OTIAIN135eRRLsE NS NISILBLS Y Median (IQR: Q1-Q3) 7.3 (4.6-11.9)
< 6 dUn 62 (24.3)
> 6 dUan 193 (75.7)

dlothfuusiuundinszdanuduius
faN15LdeTINMETT Cox regression Taewuady
FauUsifien univariate analysis (115197 2 was
U7 3) wuin 87y e Tsauszdni e Tensdiugise

J Med Health Sci Vol.29 No.3 December 2022

U

WWINTENY WATAISHUIAIvINELTaluFudiu

D QNa

19

funsdedinvesiune egralsfinu Jaded
dunus dun1sdetineg 19l ded1Agynieais
Lo aninsnenevesdiiefigng (ECOG 3-4)

39



(HR 2.39; mnudesiusevas 95 = 1.57-3.64) e
Vimaquwémdau (HR 1.57; mudetiudosay
95 = 1.16-2.13) &nwauzniane dinedildle
Adenocarcinoma [Squamous cell carcinoma
(HR 2.22: Aundesiudesas 95 = 1.42-3.46)
ez Others type (HR 1.72; mmﬁaﬁu%’aaaz
95 = 1.06-2.79)] N3l EGFR mutation %fiadl
Linouausssosjaud (HR 2.62; anudesiy
favay 95 = 1.01-6.78) msfilildnsraniig
EGFR mutation (HR 4.10; anuidesiudosay
95 = 1.81-9.32) (5Ui 4) ms3nwshenisae3d

A. Gender

(HR 2.12; mudiatiudosay 95 = 1.13-3.98) uay
mslildidnumssnm (HR 3.09; Arndesiuesas
95 = 2.19-4.37) (51971 2 LLazgﬂﬁ 5)

dlethdasurauninarunmuiniuy
WUFMUS Multivariate analysis wuan Yavod
duiusiunsidedineslidudAyneadn Ao
nsldldidsunsdnen (HR 4.10; Ay
Soay 95 = 2.32-7.24) Lagdlanwasnang1siven
3uq wonnilesain Adenocarcinoma %3®
Squamous cell carcinoma (HR 2.00; anesiu
Sovaz 95 = 1.11-3.61)

14 Median 05 HR (95%CT)
(whd Median 05 HR (95%C1)
= Male 408 Reference ()
£ 754 Female 527  076(056, 104) £ Never. 529 Referencs
- § Ever 359 157(1.16,213)
2 e Unknown 882  037(0.12, 1.19)
a 54
= & 54
$ £
u:); 25 4 E 254
@
0 04
T T T T T T T v L T T T T Ll
0 20 40 60 80 100 120 0 20 40 60 100 120
Times (weeks) . Times (weeks)
Number at risk Number at risk
Male 162 9N 58 36 20 12 1 Never 114 81 52 35 27 14 10
Female 93 66 42 26 22 1" 8 Ever 133 ] 43 24 13 7 7
Unknown 8 7 5 3 2 2 2
C. Performance status D. Comorbidities
14 Mexdian 05 HR (95%C1)
Wi 1 Median 05 HR (95%C1)
(k)
2 754 ECOG0-2 507 Reference. =N
= ECOG34 192 239(157,364) = 754 L 401  Reference
3 i oo 493 0.85(0.62, 1.18)
e . b Pulmonary 599 0.82(0.50, 1.33}
il a 54
2 B
s 2
0:.') 254 (‘% 254
0 04

0 20 40 60 100 120 0 20 40 60 80 100 120
Times (weeks . Times (weeks)
Number at risk ¢ ) Number at risk
ECOGO-2 210 146 a7 60 40 21 17 No 144 82 54 L2 20 10 9
ECOG3-4 45 1 3 2 2 2 cVvD 86 55 34 22 19 10 7
Pulmonary 25 20 12 6 3 3 3

UM 3 Kaplan-Meier survival estimates vesladeiugiu laun (A) e (B) YseiRnisauym

=

(O) @nmsune uag (D) n1iglsasin vesisunswenvingadlidnssozunsnsyany

40

J Med Health Sci Vol.29 No.3 December 2022




A. Morphology B. EGFR mutation

Median 05 HR (95%C1) 14
(v

Median 05 HR (95%C1)
(]
Exon 19/21 836  Reference
Econ 10/200r No 613 2420101, 678)
No exam 407 410(181,932)

Adeno 502  Refersnoe
SCC 260 222(142 346)
Others 294 L72(0.06, 279)

754

S_urvwal probability
o
Survival probability

0 0
T T T T T T T T T T T T T T
o 20 40 (] 100 120 ] 20 40 ] 100 120
. Times (weeks) : Times (weeks)
MNumber at risk Number at risk
Adeno 198 135 ] 54 k) 2 7 Exon 1821 16 13 12 10 9 4 4
scc 29 1 5 3 2 1 1 Exon 1820 0rMo 21 20 14 6 3 3 2
Others 28 1 9 5 3 1 1 Mo exam 218 124 T4 46 30 16 13
C. Grading D. Organ metastasis
14 Median 05 HR (95%C1)
b, o) 14 Median 05 HR (25%C1)
£ 754 Wellimoderatety 6.4 Raference Tk
= Paedy WS L160074, 178 £ 15 Brain 535 Reference
=1 Visceral 490 102057, 183)
5 E Muttiple 354 149 (081, 276)
ol & 59
2 g
c
@ 257 ézs-
04 0
T T T T T T T T T T T T T T
0 20 60 80 100 120 0 20 o 60 ] 100 120
- Times (weeks) Times (weeks)
Number at risk Number at risk
Welimoderately 218 138 86 54 38 2 17 Brain 20 L] 7 6 4 3 3
Poorty 37 19 14 8 4 2 2 Visceral 156 100 64 42 3 18 15
Multiple 79 48 29 14 7 2 1

JUN 4 Kaplan-Meier survival estimates vosUadeiiugiu laun (A) dnwaugmang dinen (morphology)
(B) EGFR mutation (C) Grading waz (D) 83uluninszay (organ metastasis) vasieusisavon
wlawadlilansyerunsnszany

Median OS  HR (95%CI)

= (wk)

lg- CMT 538  Reference

@ Targeted 905  040(0.21,0.74)
o Immuno  83.1 0.86 (0.21, 3.48)
g RT 323 212(1.13,398)
g. No 202 3.09(2.19,437)
@

] 1 1 ] ] ] 1
0 20 40 ) 60 80 100 120
Number at risk Times (weeks)

CMT 135 104 70 41 25 13 10
Targeted 22 20 19 16 13 7 6
Immuno 2 2 2 1 1 1 1
RT 13 5 3 2 2 1 1
No 83 26 6 2 1 1 1

Ul 5 Kaplan-Meler survival estimates ujsnuwinvasnissnwvesiiiouzdsenviinmadlaiin
SYYTUNINTZABAB chemotherapy (CMT), Tyrosine Kinase Inhibitor (Targeted), immunotherapy
(Immuno), radiotherapy (RT)

J Med Health Sci Vol.29 No.3 December 2022 41




42

Uademuszeziiainissanas (Waiting periods)

ANEYFIUYRITLUELIAINNTIOABY
seyhadhsurimsInENsnwedil 7.3 dUa
(4.6-11.9 §Unsh) Taenflonvadutanian fe
1. szpvnannissenosiuiiniuUInsaitade
oejil 4.7 EUai (2.3-8 &UnHA) 2. SEEEAINTT
‘iEJﬂEJEJ(;?QLLGiL%W%Uu%ﬂﬁiﬁluiﬁﬁﬁﬂﬁwm8%@?1@@:171'
3 dUA9A (1-5.1 dUa %) 3. SeesliaInssensy
rfmansiiteladuile 3.6 §Ua9 (1.1-6.9 &a)
4. SYULLIA190ADYNITETUNANIINY1DINEN
0.9 &Ua9i (0.7-1.3 §Un19) 5. szezandilasu
MATaTsaususnw 2.1 §Uav (1-4.1 §Ua9)
(m’m’mﬁ 1)

dledaeiishe Univariate analysis wut
Yadefiduiusiunsdetinedsdtudfymaann
1§uA szezanissoneeyinanisiiioluile
fnnnin 2 dUask (HR 2.79; anuidesudeuay

95 = 1.85-4.21) ¥8ELI8150ABYNITONUNANN
W IeNTiunn 4 §Unii (HR 2.81; anudiediu
Zpea 95 = 1.95-4.04) svavnandildsunsitedy
usISNITNNNT @ &Uai (HR 1.5; pnuidesiu
Jowaz 95 = 1.11-2.02) LazTzyzlIaIN1I50A0Y
S SuUEMsauES e Tinnnd 6 duani
(HR 2.63; AsdiesiuFosag 95 = 1.70-4.08) PALIRY
Cox regression fiansnsvezinamssonssluns
SuusmsduiusfunsidedinainlsaugiSelen
nansliluzuil 6 ogdlsfinny leduiauy
multivariate analysis wuiladiitladelafiduius
AunsidetinegltdAnisana aslansly
PI5197 2
Lﬁav‘hmiﬁﬂmﬂmimLawwé’ﬂwﬁlé’
SumsSnwlsaugiSelen 172 au ldnuindwnsu
syyzliaseneluLAazY1998INITUSASEUNUS
fumsideTinegnadiveddynieadn (1319 3)

J Med Health Sci Vol.29 No.3 December 2022




A. The waiting time between the first visit and the imaging

B. The waiting time between the first visit and the procedure
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asedl 2 Yadenduiusiumsdedinvesirenziswlensilawadlidnsvazuninszany (n=255)
Imeld Cox regression with time varying-covariate pattern NIAUILAL (univariate analysis) Wag
nyUs (multivariate analysis)

H99neg/dedian EECERLY Univariate Multivariate
AuUs =222 fifin (1) HR Anuidasiu HR Anudasiu
fowaz 95 fowaz 95

218

<659 36/88 5,812 1.00 1.00

> 651U 43/88 5,695 1.00 0.74-1.34 0.66 0.46-0.93
L

618 49/113 6,610 1.00 1.00

N 30/63 4,897 0.76 0.56-1.04 0.68 0.42-1.11
ECOG

0-2 61/149 10,641 1.00 1.00

3-4 18/27 866 2.39 1.57-3.64 1.63 0.96-2.77
Vs TRguuvi

Lalime 37/77 6,031 1.00 1.00

LAY 37/96 4,770 1.57 1.16-2.13 0.98 0.60-1.60

lainsu 5/3 705 0.37 0.12-1.19 0.36 0.10-1.25
Azlsnsay

Taifd 47/97 5,771 1.00 1.00

lsatala 27/59 4,239 0.85 0.62-1.18 0.94 0.65-1.36

1sAvon 5/20 1,497 0.82 0.50-1.33 0.67 0.39-1.18
ANYULNNNITINE

Adenocarcinoma 64/134 9,930 1.00 1.00

Squamous cell 6/23 753 2.22 1.42-3.46 1.55 0.93-2.59

Others 9/19 824 1.72 1.06-2.79 2.00 1.11-3.61

EGFR mutation (Response to TKI)

Exon 19 or 21 10/6 1,337 1.00 1.00

(Response)

Exon 18/20 & 6/15 1,288 2.62 1.01-6.78 1.63 0.53-4.99
No mutation

No EGFR 63/155 8,881 4.10 1.81-9.32 2.01 0.74-5.41
examination
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15199 2 (A1)

Wineg/dedin  szeziam Univariate Multivariate
fauus (n = 255) ifin (Yu) HR Aandoasiu HR AuLdesiy
Sovaz 95 Sowaz 95

NISUUE

Well or Mod 66/152 10,120 1.00 1.00

differentiation

Poorly 13/24 1,386 1.14 0.74-1.76 0.84 0.51-1.36

differentiation
a¥ereiiunsnszany

GEN /13 1,070 1.00 1.00

ienzaglu 50/106 7,640 1.02 0.57-1.83 0.89 0.41-1.91

NANUDTEL 22/57 2,795 1.49 0.81-2.76 1.56 0.72-3.39
135N

Chemotherapy 40/95 7,262 1.00 1.00

Targeted therapy 11/11 1,991 0.40 0.21-0.74 0.59 0.28-1.26

Immunotherapy 0/2 166 0.86 0.21-3.48 1.31 0.29-5.95

Radiotherapy 2/11 420 2.12 1.13-3.98 1.80 0.73-4.42

No treatment 26/57 1,667 3.09 2.19-4.37 4.10 2.32-7.24
svezmMsTenvsRumdisuUsMsTldhameesed

< 2 dUmii 47/50 3,959 1.00 1.00

> 2 @Umii 32/126 7,548 1.31 0.94-1.82 1.22 0.84-1.79
svezmMsTeRseT RN selituile

< 2 &Uant 61/27 3,933 1.00 1.00

> 2 fUann 18/149 7,574 2.79 1.85-4.21 1.56 0.82-2.96
svezmMITeRRERAdiTUUI T Tads

< 4 dUaii 74/37 5,035 1.00 1.00

> 4 &Uanii 5/139 6,471 2.81 1.95-4.04 1.40 0.76-2.59
szpzanfildsunidateauisusnm

< 4 §Uai 39/86 6,776 1.00 1.00

> 4 §Uan 40/90 4,731 1.50 1.11-2.02 0.69 0.42-1.14
seraNsIenoLsEndnfuUINsIENS W

< 6 dUaii 39/23 3,296 1.00 1

> 6 dUmn 40/153 8,211 2.63 1.70-4.08 1.20 0.64-2.27
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A15199 3 ﬁa%’aﬁauwuéﬁ’umsnﬁa%’imaqgﬂwmL%UamjﬁmsﬁaaﬂlmﬁmwzLLWi’ﬂizmaﬁlﬁ%’Ums
Snw1 (n=172)

H99Ineg/dedian LY Univariate Multivariate
Auus 0= fifin () HR AMadaiiu HR Aadasiu
fovaz 95 fowaz 95

¢

<657 28/63 5,319 1.00 1.00

> 651U 25/56 4,520 1.01 0.71-1.46 0.79 0.49-1.27
LNl

618 28/78 5,635 1.00 1.00

‘VmJ:\i 25/41 4,204 0.69 0.47-1.01 0.43 0.22-0.84
ECOG

0-2 51/113 9,463 1.00 1.00

3-4 2/6 376 1.29 0.56-2.96 0.57 0.18-1.85
UseTRguyss

Lalume 217/55 5,194 1.00 1.00

LAY 22/63 4,031 1.52 1.05-2.18 0.77 0.39-1.49

lainsu 4/1 614 0.17 0.02-1.23 0.22 0.02-2.04
anglsaTiy

aid] 32/62 4,951 1.00 1.00

Tspiala 16/41 3,526 0.94 0.63-1.39 1.09 0.68-1.74

TsAven 5/16 1,362 0.97 0.55-1.70 0.73 0.38-1.40
ANWUTNIINYITINEN

Adenocarcinoma 44/95 8,515 1.00 1.00

Squamous cell 3/11 572 1.69 0.91-3.17 0.94 0.44-1.98

Others 6/13 751 1.63 0.91-2.92 1.33 0.66-2.67

EGFR mutation (Response to TKI)

Exon 19 or 21 8/6 1,292 1.00 1.00

(Response)

Exon 18/20 & No 6/13 1,227 2.47 0.93-6.54 1.14 0.31-4.10
mutation

No EGFR 39/100 7,321 3.36 1.47-7.69 1.88 0.64-5.55
examination
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M15199 3 (Fp)

a '

Wineg/deTin  szeziam Univariate Multivariate
Aauus =iz ifin (Yu) HR AMadasiy HR Aadesiu
fowaz 95 fowaz 95
NIWUIA
Well or Mod 46/103 8,613 1.00 1.00
differentiation
Poorly 7/16 1,225 1.10 0.65-1.87 1.01 0.55-1.88
differentiation
a¥orefiunsnszany
FUDN 5/10 1,007 1.00 1.00
aieznely 32/72 6,442 1.01 0.52-1.98 1.03 0.39-2.71
nangeitly 16/37 2,390 1.52 0.74-3.10 1.92 0.71-5.20
N335
Chemotherapy 40/95 7,262 1.00 1.00
Targeted therapy 11/11 1,991 0.38 0.20-0.72 0.57 0.26-1.26
Immunotherapy 0/2 166 0.84 0.21-3.41 1.21 0.26-5.57
Radiotherapy 2/11 420 2.11 1.12-3.95 3.00 1.12-8.02
svezmMsTeRvsRumdiTuUsMsTldhamenesed
< 2 dUmii 26/29 3,116 1.00 1.00
> 2 @Umnii 27/90 6,724 1.46 0.96-2.23 1.10 0.66-1.82
svezmMsTeRseTinanIselatuile
< 2 &Ua 43/16 3,464 1.00 1.00
> 2 fann 10/103 6,374 3.37 1.99-5.71 1.86 0.81-4.29
svezmMITeRvERUAdiTUUIMInTads
< 4 dUaii 52/25 4,547 1.00 1.00
> 4 dUanii 1/94 5,292 3.11 1.99-4.84 1.75 0.82-3.75
szpzanfildsundateauisusnm
< 4 §Uai 39/86 6,776 1.00 1.00
> 4 e 14/33 3,063 0.79 0.53-1.18 0.67 0.39-1.16
seraNsIenoLsEndifuUINsIENS W
< 6 dUAN 39/23 3,296 1.00 1.00
> 6 dUmn 14/96 6,543 1.99 1.26-3.13 1.03 0.51-2.09
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