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Abstract
Background:

Through literature review, there are only few published studies about drug-drug
interactions (DDIs) of erlotinib. However, erlotinib is getting important in the treatment
of non-small cell lung cancer (NSCLC). How to select who is most benefit by erlotinib
is getting important. Therefore, the object of our study is to evaluate whether DDI of
erlotinib will change the outcomes of NSCLC therapy.

Methods:

This is a retrospective, observational cohort study. Patients, older than 20 years old
and received erlotinib between April 2006 and March 2011, were eligible. The ineligible
criteria are diagnosis without NSCLC or with other symptomatic carcinomas in recent 5
years. The other exclusion criteria were prior therapy with gefitinib, afatinib or
cetuximab, combination with other chemotherapy, or transferred to our study center
after erlotinib was prescribed.

Comparison between “Control group”, “With Inducers, PPIs, H2 blockers or
Antacids” group and “With Inhibitors” is the main analysis. The subgroup analysis,
according to the different pharmacological mechanism, are comparisons between
“Control group” and “With Inducers group”, “With Proton Pump Inhibitors (PPIs)

group”, “With Type 2 Histamine Receptor Blockers (H2 blockers) group”, “With



Antacids group”, respectively.

The primary endpoint is progression free survival (PFS). The second endpoints are

time to treatment failure (TTF), overall survival (OS), overall response rate (ORR),

disease control rate (DCR), and the incidence of adverse effects.

Results:

A total 494 patients were enrolled. Exclude 51 patients took erlotinib Inhibitors

with both of Inhibitors and one of Inducers, PPIs, H2 blockers or Antacids. The others

are separated into three groups, “Control group” (168), “With Inhibitors” group (6) and

“With Inducers, PPIs, H2 blockers or Antacids” group (269). To avoid type I error,

“With Inhibitors” is not included in the primary statistical analysis.

The median PFS for “Control group” and “With Inducers, PPIs, H2 blockers or

Antacids” group was 2.47 and 2.27 months, respectively (p=0.693). The median TTF

was 2.30 and 1.84 months, respectively (p=0.783). OS was 15.91 and 8.61 months,

respectively (p=0.002). ORR was 31.5 % and 35.4 %, respectively (p=0.441). DCR was

47.3 % and 52.5 %, respectively (p=0.345).

The incidence of skin rash was 70.8 % and 58.0 % (p=0.008), respectively. The

incidence of severe skin rash was 7.7 % and 3.4 % (p=0.046), respectively. The

incidence of non-diarrhea gastrointestinal problems was 47.6 % and 63.2 %,

respectively (p=0.001). The incidence of diarrhea was 36.3 % and 37.6 %, respectively



(p=0.839). The incidence of ILD was 2.38 % and 3.35 %, respectively (p=0.744).

In subgroup analysis, the median PFS and TTF for “With Inducers group” is 1.84
months (compared to “Control group”, p=0.049) and 1.68 months (p=0.015),
respectively. The median PFS and TTF for “With PPIs group” is 1.84 months (p=0.014)
and 1.81 months (p=0.042), respectively. The median PFS and TTF for “With H2
blockers group” is 0.95 months (p=0.005) and 0.95 months (p=0.020), respectively.
Conclusion:

In overall, we do not find that drugs which increase metabolism or pH of upper GI
significantly affect primary outcome (PFS), with less skin rash but more tolerable
non-diarrhea GI problems.

In subgroup analysis, Inducers or PPIs or H2 blockers might reduce PFS and TTF.

Key words

Erlotinib, non-small cell lung cancer, drug interaction, CYP 450, proton pump

Inhibitor, H2 blocker, Antacid
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ALT Alanine aminotransferase

AST Aspartate aminotransferase

AUC Area under the plasma concentration time curve
95% CI 95% confidence interval

Cmax Maximum concentration

CR Complete response

Ctrough Trough concentration

D-bil Direct bilirubin

EGFR Epidermal growth factor receptors
GI Gastrointestinal

H2 blocker Type 2 histamine receptor blocker
HR Hazard ratio

ILD Interstitial lung disease

KRAS V-Ki-ras2 Kirsten rat sarcoma viral oncogene
MgO Magnesium oxide

NSCLC Non-small-cell lung cancer

opP Operation/surgery

OR Odds ratio

ORR Overall response rate

OS Overall survival

PFS Progression free survival

PPI Proton pump Inhibitor

PR Partial response

PS Performance status

RR Response rate

RT Radiotherapy

SD Stable disease

T-bil Total bilirubin

TKI Tyrosine kinase Inhibitor

TTF Time to treatment failure
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2 o- s mre g g E g
© % & | EGFR % % & B R ER ¥R E
3 s
H%ffﬁ,» ~ | EGFR ¢ * platinum g ¢ i | Erlotinib Platinum-based therapy +/- bevacizumab
2 omr | REH) HEE - Gefitinib or taxane-based therapy
o~ H ¢ * platinum # i* 8 ;5 | Platinum-based therapy +/- bevacizumab or | Taxane-based therapy or erlotinib or
8o L P T Y B e cetuximab gefitinib
-> Switch-maintenance to erlotinib
EGFR % %(-) ~ Crizotinib Platinum-based therapy +/- bevacizumab
ALK % #(+) or taxane-based therapy
A I Platinum-based therapy +/- bevacizumab or | Taxane-based therapy or erlotinib or
cetuximabT gefitinib
—> Maintenance therapy*
B | 2R R R Platinum-based therapy Docetaxel-based therapy
¥ - Maintenance therapy**

tCetuximab & * # EGFR protein expression positive m}lis BE

*Continuation-maintenance: bevacizumab, cetuximab (category I), pemetrexed, gemcitabine. Switch-maintenance: pemetrexed, erlotinib.

**Continuation-maintenance: cetuximab (category 1), gemcitabine. Switch-maintenance: docetaxel.
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2.2 Erlotinib 2 NSCLC (Stage IIIb/IV)&; 5% 3

221 FEBiE

Epidermal growth factor receptors (EGFR)? HER/ErbB family # ¢ - 1% » %
transmembrane monomer ° ¥ epidermal growth factors (4 epiregulin f= transforming
growth factor a [TGF-a] )% % #8(ligands).% & ¢ > @  EGFR monomers ¢ 3.4 &
dimer » 514 EGFR tyrosine kinase £ i* (auto phosphorylation) » # & — % 5| chim 2
ML BE o AR Y > Far Fl: EGFR A %1% % & A 7] 2 #c s X $ (receptor) %
REREA R ZREGELHTNE M E 2 Biadmen o @ TR
i% 1t /¥ = (anti-apoptosis) ~ i & # 2 (proliferation) ~ s ¥ 72 (angiogenesis) % & |+ &
# (metastasis) °

Erlotinib 3 © PR~ /| & &+ 4 3= Z $ » ¥ ¥ adenosine triphosphate (ATP)#% < EGFR
tyrosine kinase domain > #7)Z it ##]EGFR tyrosine kinase#ifiz i* fe2_ 1 chk Ji o @

Zoo| mie g 80-85%n 4 ¢ % .EGFR’ » #7127 % 38 + erlotinib™ 12 g 4L 15 # o
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222 FoM - FZMFE

NCIC CTG (BR. 21)* % randomized ~ placebo-controlled ~ double-blind % = #p e
Tk W% Jcd P 8 5 25 % % o (stage TB/IV) ~ 1 5 - B i 5 F 42
(chemotherapy regimen) % Rz &5 B o ML 48 4 /% I erlotinib(150 mg per day) 2
placebo o i & #7  *% Bh(primary endpoint) 5 OS (% =

F % %% kot erlotinib $& placebo ¥ 17 E £ 24| fm¥e 5 fp(stage ITIB/IV) ~ I
> — 1 i Bt B #2(chemotherapy regimen) % Pz & OS ~ PFS {3 4r ORR > #x £ B
SR EPRL CFHNEEREELE S EFLEIRAE VRS TEFTRE L

¢k >R 'R A erlotinib P wivE— S IE R o

"

1

PR 5% * erlotinib dps 4 F1 S EH BT A RE - B Y g iFr L
BEHARtEFF o A& 5 rash(75%)f- diarrhea(54%) > grade 3/4 rash { diarrhea
ep) A w5 9%Te 6% °

A L & £ Tk 25 TITANS 1‘\7HORG34 g % F erlotinibi* B % = ~ = & eh
e T O E B R E S s BT & { it L % o TITAN % randomized ~ open-label
52 Tk R 0 BB L 2] dn e W B (stage TTIB/IV) ~ © 25 5 -
platinum-doublet chemotherapy (4 cycles) with PDerog 4 > B8 4 % 3| erlotinib(150
mg per day) s % = &R % kL1 Fx % J (docetaxel 2 pemetrexed regimen) o i & F7 3 4 2L
%O0S - HORG7 #f i erdskik 3t » A B 7 ¥ BLZPFS (£ - )

F 2k & % & 7 erlotinibfr 8 %= 1 # 4 4 4p 02 590S ~ PFS{rORR = - ¢ »
§ v 8 Tk 2% TRUSTZ = A 47 Terlotinibi® % % = 48 | ¥ g mip 8 % o
® €% > 6 > erlotinib 7 $# % e grade 3/4 rash fv?fig ; B iz At K A5 g
grade 3/4 neutropenia ~ grade 3/4 anemia ~ grade 1/2 #- % (alopecia)f= grade 1/2 4! 3§ &
B W RIRG R PEERT FA S
A KoL Hp 2L fm e W R e SR 0 #h E_ taxane #f £ _ erlotinib “’K 7oA 02 e

W

W

i}io

Voo BIIEY F LRSS ERDL R g -
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4 = -~ Erlotinib £ & :rfeAk 5% (¥ = ~ Z R isR)

iia

ek 4 & (RS PFS(*)

TTF(* ) OS(*) ORR(%) DCR(%) Rash* #Z* ILD* LFT*

TITAN Erlotinib 203 PS 0-1 81% 1.6
(Ciuleanu et al. Docetaxel 2 pemetrexed EGFR+ 70% 22
2012)% 211 EGFR mutation 3% p=0.09
[phase 3] &R FEHE R 92%

<14 21%

Rk 47% e

I3 14% .

Erlotinib: 23% ¢ & is 5.3 7.9 345 50(5) 18(3) 0(0) -
0-30 % ~39%;;5% 31-60 3.5 6.3 43.0
p=0.73 p=0.53 p=0.07

%~ 12%:0 % 61-90 % ~26%
R B¢ * AZiE 90
Docetaxel: 42 e
Pemetrexed: 65. =

.Ip=NS ; .

TRUST_subgroup Erlotinib(single-arm) PS 0-178%
2" line) £ 32%
(Heigener et LM 40%
al.2011)* WA 56%
[subgroup]

2A<l)  <I(<1)  <I(<1)

1(<1)

e AP A ()P & grade3-5 ®iEH* o BliT® o %2 345 National cancer institute common toxicity criteria (Version 3.0) °

PFS, progression free survival; OS, overall survival; ORR, overall response; DCR, disease control rate; ILD, interstitial lung disease.

NS, not significant.



223 BiER R

RS TR P ST S TR E
R i e A o SATURN® 4 randomized - placebo-controlled ~ double-blind % =
B ohTe gk Rk 0 4 8 L 2] fn v R (stage TIBAV) ~ ¢ £ £ % - &
platinum-doublet chemotherapy (4 cycles) without PD s 4 > 5L 48 4 0% 3
erlotinib(150 mg per day)# placebo - i & &= 7 ¥ 8L S PFS (% =) °

F % % % B or erlotinib 23 $#& & 7 PFS ~ OS ~ TTF frfi4# 7 ORR © & i7# -
% > erlotinib § $& % ¢ grade 3/4 rash {r*Li5 » & % 2L <0 € & (¥ * % pneumonia °
SATURN ;i 4 =t A 45 chis % » B AT ek A Hcih 5> 9 OS A T % > i
& PFS ¢r¥ # £ 50% > % EGFR mutation positive ¢ 2 & 100% -

SATURN® % % erlotinib & 2] fm % % J (stage IIB/IV) ~ & & £ % —
platinum-doublet chemotherapy (4 cycles) without PDéfugs 4 7 4 £ & — &1 Fr fy
R FEE c EFRISFL IR, RN ERERL - S RFELE

BA R A 0 P L 2NER R R DDA KRR o
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4 = - Erlotinib £ & ¢ripik #% (RER2)
$3F

7

=

oL P fok Bk PFS(*) TTF(*) OS(*) ORR(%) DCR(%) Rash* #ig* ILD* LFT*

SATURN_subgroup Platinum-based Asian 100% 4.1 - 208 23.7 47.5 76 30 <1(<1) <I1(<1)
(Asian) doublets +erlotinib 438 PS 0-1 100% 26 Ff A 3 15.2 48 34.9
(Cappuzzo et al. Platinum-based EGFR+ 67% P=0.007 =11 p=0.093  P=0.003 P=NS
2010) ¥ doublets +placebo 451  EGFR mutation II ; '.'..’ il
[subgroup] 7% |
RGO
60%
L 4 33%
R 67%

ELF A ()P & grade3-5 B F* o BT * & %2 {345 National cancer institute common toxicity criteria (Version 3.0) °
PFS, progression free survival; OS, overall survival; ORR, overall response; DCR, disease control rate; ILD, interstitial lung disease.

NS, not significant.
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224 % - Bk
NCCN2#t | i ¥e % 35 31 (Version 3.2012)° 1 3k 2L @k fm e ) 2L 0] e
(stage IIB/IV) s & > & * i § 5% @ % & ?| 1 EGFR mutations (+) » ¥ & 4% & *
erlotinibia % % — #{* B o v iz %k £ gefitinib™® gk L & o
B A 0 72 &platinum g # 4+ 4 1+ oerlotinib i % - &5 F o & TALENT” 4r
TRIBUTEY (% =)@ B % = ¥ To/ %% ¢ 2% 77 add-on therapy & ;% &£ £ PFS ~ OS
2 H rORR » £ # » % h % = # T& %k ¥ % head-to-head " fplatinum #f % + {r
erlotinib » # » EGFR mutations (+) A 3x » 0 » £ i > (D7 - Renlg % > § ¥
22 % platinum#g »c % g4 7 o
Ram oo F EITE LA BIRE R % 15 FENCCN i % - OPTIMALS %
randomized ~ open-label % = # chig/k ¥ 5% » K& P %7 5 24 ] w e W g (stage
IIB/IV)~ % ¥ & * iz & i* & + 3 EGFR mutations (exon 19 deletion or exon 21 L858R
point mutation) 7 A o S 4 % F| erlotinib(150 mg per day) &
carboplatin/gemcitabine) - 3 & 7 7 ¥ 8L ZPFS (£ 2 ) o
PEEEET erlotlmb £ APFS~TTF {3 (7ORR- & it * > 5 >erlotinib
® 3 $% % ¢ grade 3/4 rash ~ grade 3/4 "L /5{r 3 4c alanine aminotransferase (ALT) ;
carboplatin/gemcitabine = R| 3 # % 7 grade 3/4 neutropenia - grade 3/4
thrombocytopenia %% & @ % - carboplatin/gemcitabine 3 B g (T # 3 4 5 o
- B EURTAC' » 35 2 2 OPTIMAL % F > it %P8 % % cisplatin/docetaxel
g¢ cisplatin/gemcitabine o #ES%& &% 7FAp L (R w) o
A pREs%EF T Tk EGFR #8 v &2 3 REVIRT
FERT MR OSe Pom R G ORHE
%?E%ﬁﬁt“zﬁ@&i@]é‘r%iﬁi?;%’r/%{‘/‘ 2 R R Y AWE -
G ERE I B Y iR o

»
A
5
\
e}
o
=
=
&
i
¥
‘ﬁ%
‘“\
=
F_k
(7
A\
1%
a
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# = - Erlotinib £ & ¢hiphk 2% (¥ - RinHk)

23 FH rok A o & Pk PFS(*) TTF(*) OS(*) ORR(%) DCR(%) Rash* #%i&* ILD* LFT*

TRIBUTE Carbo/Pac+erlotinib 526 PS 0-1 100% 5.1 4.6 10.6 21.5 - 62(7)  68(12) (1)  --
(Herbst et al. 2005)* Carbo/Pactplacebo 533 & 3F+¥ w3F 32% 4.9 53 10.5 19.3
[phase 3] LM 40.3% p=0.36 p=NS p=0.95 p=0.36

Sk 59.9%

i ﬁ} 3.9%

EURTAC Erlotinib 82 EGFR mutation 100% 9.7 8.2 19.3 58.1 79 80(13) 57(5) 1(1) --
(Rosell et al. 2012) Carbo/CistDoc/Gem 72 PS 0-1 86% " 2D B0% ; 19.5 14.9 65.5
(Europe)’ &G R 92% p<0.001 P=NS p=0.87 p<0.001 p<0.001

+ 4 67%

’LT\}%- 95%

*e R B A ()P % grade3-5 @l iE* o §iT* A B2 245 National cancer institute common toxicity criteria (Version 3.0) °
PFS, progression free survival; OS, overall survival; ORR, overall response; DCR, disease control rate; ILD, interstitial lung disease.
Carbo, carboplatin; Cis, cisplatin, Gem, gemcitabine; Pac, paclitaxel.

NS, not significant.



2.2.5 3 ip| ¥]+ (Predictive factors)

de 212 FE{EFF L &0 K FFRIFF 2 € BRI e Tl E o S
erlotinib# 4+ » & ¢ F]+ |3 high level of EGFR expression ~ more EGFR gene
copies ~ EGFR mutation (% = %% ¢ %2 } exon 19 deletion [LREA deletion] or exon
21 L858R mutation)23’ 25,4243, 17 2 EGFR mutations +* G|#i g chdy i A (Asian 20-33
% vs. Caucasian 10-15 %)™ > « g 4 38 &, % (48.4-66.6%) >+ 3132713447+ 4 gy
(49.6-69.7%)" #4448« 9i 5 (45.7-80.9%) ™ 224 e proh o g gt iy PRy
Foffy Y et A G20 R e ok o

Btk 4 BT F 3 rasheg 4 5 BASLI g g e g ML Jogan k 1oAp B
paronychia™= § 4p 2B % ° o

¢ 58] F]+ B % ALK(anaplastic lymphoma kinase) gene rearrangements > 4
KRAS (V-Ki-ras2 Kirsten rat sarcoma viral oncogene)in i % ° » @ pb = A F L 3
% 2% d 0 KRAS#H % % 87 PFS{rOSH 1255 *>>*» fe erlotinib i 7 2 £ 4 %7 75
2 2. PFS{rOS » % J&*L4erlotiniberiz * » KRASe# P & * £ EGFR mutation=H+
Wi g Y. 7 ALK % 2 15 B R £ * crizotinib (ALK Inhibitorf*MET
Inhibitor) o
2.2.6 Erlotinib s |4

i 4 F e Frerlotinib 6-12 B ¥ (SR 5k § B 0 dERIA 2 {8 X FE I (acquired
resistance to erlotinib)- & ¥ it % #& % additional EGFR mutations 4rexon 20 T790M
1% = EGFR# 4] (conformation) £7:c % (conformation change)’ & ATP#&zerlotinib { % 2
EGFR ATP pocketis & » J* % B ik {8 X 3% |4 (acquired resistance) 50 % o H =t % &%
Al 7 7 & 5iWEGFR signal pathway~ #c /& it 3T Kz a3 4 {odg 45 > 4oMET
oncogene > it 20% » H # 4roverexpression of hepatocyte growth factorfrinsulin-like
growth factor 1 receptor signaling - A 4 % 2 ¥ 1 H fh g 4 & & & %
4 2.18,32,54,56,57
2.2.7 Erlotinibeng] it #

Erlotinib#? — 4 @ 5Lt B & (£% 2 & > 25 F %%dr+4|(myelosuppression) ~ # &
I % (neuropathy) ~ Fc & # % (alopecia)fr B & *R et o 1 & g iT % 3 rash(58-76%)
Fe L B(25-67 %) - 4B A rasherg 4 g ML fop g g ML gy
L ARM Gp & 2 2.2.5 erlotinibshg | F]+ ) o Rash & = d ~prfr e b » ¥ 5 £
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FUBR S o A HANREIN . F RGBT 20 s onset 2 * &S T7-10 p o0 K 2-3 iFE AT
& Bcdrash > ¥ @& * 5 INAE F AR A fd
mg #is 5 f o Mg onseth] 5 8-12

*ﬁt

PHET RE A § 8RS

R
i EEERE 0 GRS

1f“b

5

tﬁw
Eﬂ\‘»
S

-

T 0 F A BEEIgT @ * loperamide’¥ fR gk 0 T %4 hydration o £ ¢ iE 2 2 v &

*w‘r

FEfR S TERENEHME SOmgA W FRE - FF kR G TEBRGE
Wikt o FRREMRLEEZSEr E T d &P 100 mgRE 4t

-
+*

F A ek eng (5% L interstitial lung disease (ILD) frILD-like events (4r
pneumonitis/ pulmonary infiltratesfpulmonary fibrosis)> % # 5 0.7-4.5%% % onset
FSE - B o R T IEEAL B e gk B eE e FIEE > ueS HE Bp

Js o7 p% i ¥ erlotinib > & i Z¥7:E G % o 4ok FEP S ILD > % £ # ¥ tyrosine kinase

#

ET
‘4?&

E4
4

Inhibitors (TKI) » I 4R % & R B~if & el *FL‘ ¥ oo 4oE 4T F g o

d *terlotinibl & d SFHTN 0« & F g hepatic impairment &  (Total- bilirubin
> ULN# Child Pugh A, B and C)&_% 5 *Hp#ic t (<1 %) » * # & Total bilirubin > 3
x ULN)=hs & o F % 4 grade 2 4 |4 (aspartate aminotransferase [AST]/ALT 2.5-5 x
ULN) » p ",ﬁ% A_F 3 R4S~ BY/CHRAE -~ iron overload ¥ & > 2 "$ it
:f;—] v FFR A L2 (T-bil > 3 x ULNAe/2¢ AST/ALT > 5 x ULN 2 25 w0 48 8
B) o ER A MR E i 7% Fidgrade3 & H(AST/ALT > 5 x ULN) » & #7p+ i
BE RIS Rk SRS E SR T d AP 100 mgR 40

Huw SR ie*dog %~ 5 (B ~vRel B 8 X T s TorgE
R~ S dR) & 12/ T R s (conjunctivitis ~ karat conjunctivitis sicca
corneal ulcer/perforation) » H ¢ & {2/ & i P s H %% & * erlotinib

Bovh o 2 B A A B B TRA % TRUST® ~ TRUSTZ; F-subgroups +5 * 4o
POLARSTAR®™# ¢ 2 478577 : erlotinibip B & (£ % 4 2 & 5 12-82% > 4p b B & &l
Er g4 5 2-18% c Bl ie* ERAET AL 55 2-17T %> ¥ 6571 %kp
rash » 2 &4 8 iG(1-10%) o3+ i dpdic b = (1%) > &) (F% ERBE 5 5 2-14% >
% & BcErash (2 %) ~ B & *Li8(1 %) ~ infection (<1%) ~ ILD (1-4 %) » &| T * &7~ &
3 2% 5 5 X Finfectionst ILD -
2.3 Erlotinib#®| & &2 # 4 % & ¥ (exposure)shp i%

Erlotinib% - # ~ % = ek #F% 7 > & ¥ kAR % & £ (AUC ~ Ctrough ~ Cmax)
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b"" E‘:ﬂ ‘?a @(4 P 50-300 mg)']_ #E‘ ¥ 8,10,13,14,62

2.4 Erlotinib&] & 22 5 e 4

TEAI ORMEERF FA - RenB % ’,ét_Hughesetal8 HERE Y o HE R
FoFAMLEEAT OSEME L L ApH o Fpbd FRE R O ALY
PR * erlotinib 300 mg per daye# 4 # 4 & F] 3+ AUCH-Ctroughir & $ # H PR
Lt

\\\?{r

erlotinib 150 mg per day#r4p i » 32 JE 7?\’ A4 A £ %2 2 300 mg per day
7 3% 4 CYP1A1/1A2 Inducerid + R K ch#E 2k g £ %9

k@ L E A W A Binder D et al’ #r A s § ¢ A E B FEPFS 0S4
ERFRAM DT TIRAPF B E o AAERKRY o A UHH -

i®18;2 % &74_> Hughes et al® FrBinder D et al’ sk ﬂ\ﬁt‘”’i W <] b

Hughes et al® 382 ¢ » OS> 45 2 1A 45 o

% I ~Erlotinib #5#E - ¥5 kB L2 R rcehl 2
4 T e ¥ q Z4 % & £/PFS/0OS/ORR
Phase 1
Hughes et al, 33 NSCLC (2" or 3" line) #4 % & £ fo@ £~ 1w
2009® SAELE 100% PFS: --
+ 14 54% OS: 150mg 5.5 %
’ﬁ]U% 46% 300mg 9.6 *
PS 0-1 100% ORR:--
Retrospective Dose reductions for adverse effects
Binder D, 2012° 53 1°.3" line 53 * (mg/day) 150 100 75/50 p
REFARRIE 6% ppqn) 31 62 184 NS
+ 4 58%
aflug’ﬁ, 77% OS(?) 9.1 132 239 NS
EGFR+ 36% ORR(%) -- o N a

NS, non-significant

2.5ErlotinibZ # %k B £ &2 & 1t* chpd %

2.5.1 Rash
TE 2 rashaF 2 FIrRE RGBS AEZ T T M - &% - Piphi&k? 3
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Frashevg 4 & 22 AUCAR B (p=0.02)'"> »v p A 44 (7 ez @ P4 eni & B
Lu et al'' 2~ 49NCIC CTG (BR. 21)% = # T/ #5% T » % Rrashehf € & e
AUC(spearman correlation=0.1393 » p=0.01)frCpax(spearman correlation =0.1273 >
p=0.02)% I #A B » 1 95% 24 % F €4 - ¥ — % Rudin et al'? P& mpE A v
Curough(p=0.04)F B ©

Ra 3 E-A¥ - D RARHKIrFRrashERERT-EZr AR EAERF
TR A A drash# 4 & 150 mg > frid k= @l B pmp b o dapl
¥ A fem A NERRE AR 0 2 a0 A PR A B o

fm
e
5

FH A o RRFEL SR EREEP & Z T &M 4oNCIC CTG (BR.21 trial)
§ = 8 Tk 325 15 A 45 ' frRudin et al'? 32 5% o

Ra o 5-HIREFEHRY > BRARALGEEL DA EF T ARF M LEF
R H 4 o IHDE L F 2 € 3 4 (50 mg ~ 100 mg ~ 150 mg ~ 200 mgHE I 4
B % 0% ~ 25% ~ 86% ~ 67%) 00 ¥ — F % - B TRk sk (T4 e % o

&

_.3:
4o MBS ot S iE s ¢ 2 EGFR 21 R F SRR R
BEFERRRT IS ER T R
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% + ~ Erlotinib ## % & € &2 Rash fo% 5/ %

4 F A L fok Rash il

Phase 1

Hidalgo et al, 2001" 39 NSCLC 4 « F4 e AUC T M 2
T-bil< 1.5 mg/dL
AST/ALT <2 x ULN

Yamamoto et al, 2007 15 NSCLC 11 * 4 %8 AUC > Con 7 B 5 -
T-bil< 1.5 mg/dL BeE B R e Crnax 7 B
AST/ALT < 100 IU/L

Phase 2

Mita et al, 2011" 42 NSCLC as 2" or 3 line 42 4 BERIrEF ERE AL E L B --
T-bil< 1.5 mg/dL
AST/ALT <2 x ULN

Phase 3

Lu et al, 2006"" 339 NSCLC as 2" or 3" line 339 + BeE B2 AUC > Cox 7 M Y
T-bil< 1.5 mg/dL AST/ALT <2 x ULN

Others

Rudin et al, 2007" 80  NSCLC 54% Bt B2 Cuougn T M 2 M
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2.5.3 Interstitial lung disease (ILD)
p w5 = fBerlotinib-related ILD<case reports 3 Bl € 5 ® & # £ (Curough) °

RAEKBELFRILDSF L fa (£ ).

#X @ > Erlotinib3 | 4= ILD#risk factors% 7 erlotinibx /% ® B & & £ (Cuougn > 1.64
mg/L)¢ > B E T I~ g R~ F W I0A R (drcoexistence of interstitial
pneumonia or preexistence of pulmonary fibrosis) » 2 % & iT§ &< i I F /o & x
s T B R BESILDF A nH Y - BT EE R 2 PE R TR

% Ter Heine R % &)@ > i 4 dVIrd s % Bk 0 S iupneumonia > 2 * f

4 % ciprofloxacin ° Ciprofloxacin = CYP 1A2 frCYP 3A4 i #f% & Fr4 %] > € H 4o
w ¥ B RE R 40-60% ° 4r F erlotinib £ 4 T maximum tolerated dose (MTD) » % x
PEREE o BIEF F 4 5 € L gk o Simvastatin” 3 CYP 3A4/3A5 substrate
7 € Zerlotinibii & $rdlft % > ¥ Kerlotinibs. » JE A # F o fTsubata Y 79,
Calcium channel blockers 7™ 5 CYP 3A4/3AS substrate °

FAES - DTk s P - BB EFAILD (5 R 100 mg) 0 md 3B
BAK Y HBUE PR 2 RHEEEZINDBE AP T AKRPe? REE > &2 5H

Bm 2 Fd 4 - Ja¥r o erlotinib = 72 P B & & E (Chouen > 1.64 mg/L)+

fe 22 ILD A B o
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% = - Erlotinib #4 % & € & Interstitial lung disease (ILD)A}

Co- Co- Recent  Previous Ciroush ILD
= 2
24 FH  Age Sex Race Smoking Onset
morbidities medication RT CT (mg/L) outcomes
Togashi Y, _ 14
s 78  Male Asian Yes -- -- Yes Carbo/pac 3.8 Non-fetal
2010 days
Amoxicillin/clavunalate
Ciprofloxacin
Ter Heine . No history of Carbasalate calcium
6 79  Male Caucasian No ) . No No 1 year 4.6 Fetal
R, 2012 pulmonary disease ~ Clopidogrel
Nadroparin
Simyvastatin
Calcium channel blockers
Tsubata Y, . No history of MgO Carbo/pac
" 80  Male Asian Yes : 3 ; No 6 days 3.6 Fetal
2012 pulmonary disease ~ Polycarbophil calcium Docetaxel

Brotizolam

Carbo, carboplatin; Cis, cisplatin; Gem, gemcitabine; Pac, paclitaxel.
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2.6 Erlotinib #4%# 4 £ #Eo.% 7 {¢%

4 2.4 erlotinib % 4 & £ &2 % > b 0 2.5 erlotinib £ 4 & & € 22 & MR %

W FERE S K ARET iR -3 S N A I D I £rﬂ%§§3§“%’¥
Prgid APRESHFIFTEo

% A ~ Erlotiniben# 5 # 4 £ 385 °

Absorption Bioavailability: 60~100%

Protein binding: 93%
Distribution Volume distribution: 232 L
Half-life: 36.2 hours

Major: CYP 3A4, 3AS5 in liver and intestine
Minor: CYP 1A2 in liver; CYP 1Al in lungs

Metabolism

Feces: 83%; 1% unchanged form

Urine: 8%; 0.3% unchanged form

Excretion

2.6.1 By

Erlotinib % v PRe{c % 5 > 4 $# 7 * & (bioavailability) iz & + 5 60 %% ~ B
Fh 5 T6%" 0 FE a5 HIRT R T 100%” 0 & 85 P ENFR A A
KRG VEIRE o b erlotinibed f2 R BpHEARR > pHEART » A RARZL - 232
2 PPI ~ H2 blockerfr#|pa @ &5 * » ¥ 5y 504 7 * F o

< /F*J% ? B 1 * esomeprazoles € i 4 46% AUC {r 61% Cmax; & * ranitidine
300 mg once a day » € i 4 33%%E & % € {v 54% Cmax ; & * ranitidine 150 mg
twice a day > g B 15%%E 5 & % £ 10 17% Cmax o

BEARIL G PAEE fo b5 4§ %5 0 4v £ £ Credit Valley Hospital# g i 7 * %
FAo@iTn o ERE AL H * TP~ fAPPI(duration > 24 | p¥) ~ ranitidine( R Ff i 5 #
W d SRR RS EAR (R PR * 4F) o

& 971 R, h & erlotinib & ¥ inter-patientsx |z % B B i 65,70
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2.6.2 A%
Extensive protein binding (93%) > £ «& /% ¢ plasma albumin fra-1 acid
glycoprotein (AAG)% & » ¢ttt g & F Dl s d » “rrivolume distribution = (233

L) L £HE(362 )"

2.6.3 ~#F

iR Ed SRR S SCYP 3A4 ~ CYP 3AS fx 4 Rt # % d 9FRACYP
1A1 & % 55:nCYP 1A2 i3 23271 50t ¥ 57 % $|CYP 450 Inducers 2 Inhibitors
1§ B o 4erifampin(CYP 3A4 Inducer) § ¥ 3 erlotinib s AUC ™ % 67-80%
ketoconazole(CYP 3A4 Inhibitor)3#j ¢ AUC 86%frCmax 102% ; grapefruit juice(CYP
3A4 Inhibitor)# 4t AUC 110% o @ CYP 3A4/3A5 # 7] 5 | 222 F 4= 62 4 5 fo| (€7
¥ % marginal association'” o

Smoking(CYP 1A1/1A2 Inducer) ¢ # 4c 24% clearance » & ' 64 % AUC
(P<0.0001) ~ 88% Ctrough(P=0.0001)4r 35% Cmax(P=0.031)*> - Hughes et al® =% 2%
# % 2 maximum tolerated dose (MTD) & 300 mg per day > #7% K * 300 mg
per dayZ % &% & £ AUC{rCtrough{r & 3 # ¢ JR * erlotinib 150 mg per day4p iiZ >
CmaxR| § #hd > BIE* F 2 FAEHFLE > AFARPHH PARHET 1R
23 300mgperday: AR M HELEBE P b B Sz D TnEgk Y
VL c}'q“fb—‘ﬁ FA4PITr ERizEan G180 (18.8% vs. 5.6% for NCIC CTG
trial)» PP FH R FEFTOERE o

Bk A 2011 Mir O et al” # 482 F 5 18 * fenofibrate (CYP3A4 Inducer)™ i
¢ i FerlotinibEH kB EF S o ForE K ERWRFDE I o

B2 2% 4 H ¢ 3% $|Child-Pugh score Bmfria BRELEBEIIFH g § mjria B
(¢ 7 g B3 m e " i —“Ff VAR 2 0 2E kA7 4o A £ 150 mg per day » e F] 5 erlotinib
1&g d SRR & ¥ R hepatic impairment £ 4 (Total-bilirubin > ULN#
Child-Pugh score A, B and C—‘F% » £ H F Total-bilirubin > 3 x ULN—‘F% )2 i o L B
R )’% ¥ # Tlhepatic impairment:rig; & (AST 2 3 x ULN# D-bil = 1-7 mg/dL) ¢
*% i erlotinibs1 1% 3% > H#f 4vbilirubin level & 2 kA= 4~® € 3K 5 75 mg per day Boop
b % Uy P 3 4 grade 2 & |4 (aspartate aminotransferase [AST]/ alanine

aminotransferase [ALT] 2.5-5 x ULNFw/& T-bil > 2 x ULN) » £ “f A TF G TR
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# ~ BAF/CHR 4 - iron overload ¥ % » $ef b if > AFdp ol 4 FR ¥y
(AST/ALT > 5 x ULNFe/2 T-bil > 3 x ULN 2 Ea kw0 A8 @) » 2318 MA g & &
7ia% ; xidgrade3 # B (AST/ALT >5x ULN) » fipF iz 2 8 3 gk ¥ (2 o gk
gErsEer > vd 5P 100mgH 4t o

TR S P ot 4t 5]3914(<9%) - renal impairment” fri% Tk 2 RE R

=k

o

ke R
2.6.4 E ',ﬁ%

Erlotinib e “,/TT d % i 83%(F & 921% % parent form){r i 8%(F#] £ 0.3% 5

parent form)75 » 2 & % metabolite form » 7 F ¢ o
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“ _2"_ A '/ A ] ~
¥3% 3P e 3
3.1 &= B th
WA TR FRE G O e f’v% 24 erlotinib cn&$ 2 3 (F% 5 KRm 5 B
ool fmie My AP BARE R o FAL R FRE P AR Rl A oo

R ER o TR0 kR AR E 2 3 (0 420 erlotinib 2| n s ¥ g

o 157 L5 -

32 AF
321 =5 %

Yo % 5 2006/4/1-2011/3/31 2. BF 5 47 5 25 fm¥e ¥ ¥ @ * erlotinib =
Eop o oM EFE R EORIE R her T Aoik o B £ 0 1 2012/3/31 ¢

3211 priEiE r ZRPFERENUTAIE o
(1) #2230 %85020 fehd 22 L PR & o
(2) 2006/4/1 3] 2011/3/31 & & * erlotinib T B9

3.2.1.2 #E“,f N N . ?"’#”,ﬁi °
() 23 2

(2) &P EFGCAREAEREIDEY

(3) Erlotinib ;5% % i * TKI & EGFR Inhibitor ei i Z 1+ -

F’E?BT-‘;)%, %ﬁ—m&.ﬂz o

(4) Erlotinib ;5 BF e prid * v AL B o
(5) © 5 tis Fef 4o erlotinib infy (s £ & 1 1 & P ihp B oo
(6) sk & chps & o
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322 FREE

Yo 77 7 # % Index datesHE 3 0 #4512 * erlotinibe % — % % Index date ©

#£# ~ %] ~ ECOG PS (i 43 Eastern Cooperative Oncology Group performance
status) ~ 2] ‘m ¥z # g & 8 (& J5 American Joint committee on cancer % = /A &)
BTG el - T E P LT R il £ H o 2 A - erlotinib & & AL
B LFF LA LR AT S M RAE L CEREY P AR
f‘FJﬂ" e wdhiE 100 310 F ehg ik~ 8 &;‘%i’iﬁ" D P e q‘vfiiﬂ" e 3 iE 3 100 12
R A~ J ;T—%z P w v A g ¢ )~ EGFR mutation % i (41 * direct sequencing
method) - alanine aminotransferase (ALT) - aspartate aminotransferase (AST) ~ total

bilirubin(T-bil) ~ direct bilirubin (D-bil) -

Index date¥| 2 & #7 7 ¥ BL (primary outcome)#p & :

REFRE AR - HEARRF) 35 REBFpY - B R erlotinid
G Fl s gl g 4 2 & B A2 B (k95 CTCAE version 3.0 & {7 4 &) o b ¢ >
i B % 1 (1% ¥ RECIST version 1.0 : Complete response (CR) : "= > i 4 ;
Partial response (PR) : #% & = & 4 v > 30% ; Progression disease (PD) © #i % #x
X R Ao 4 20% 0 0 ﬁu%‘rm}’% %+ ; Stable disease (SD) : 2 CR ~ PR {r PD) » iz32
FwiIp > AF7 7 4R 5 & (overall best response) © F & & % i* (ALT ~ AST ~

T-bil ~ D-bil) o 12 % &5 * ZE$ 2§ o
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(1)

2)

Ho* Zec 1 o f i Index date T| Primary endpoint #p FF & * 2475 £ 7
fz‘e:}f;z(l) S (23R T A& erlotinib A 4 FH R 5 IEF 2 LH o

%< p Indiana University #CYP450 drug interaction table’® friMa &t ¢
1 EEp B #5235 5% 4 ' Inhibitors?® A 7] » strong Inhibitors(> 5-fold
increase in the plasma AUC values or more than 80% decrease in clearance)fr
moderate Inhibitors(> 2-fold increase in the plasma AUC values or 50-80%
decrease in clearance) » I % Tﬁ PR AES BonE R L E T, g

it PerlotinibA # 2 3 (7% &R (X4 )

P g X FEREAIURS B PPL H2 blocker el peal ¥ (£ L) -

% 4 -~ 7 it HerlotinibZ 2 S BFL I ¥ chE R 7o

Inhibitors Inducers

CYP

itraconazole ~ ketoconazole -~ | rifampin ~ rifabutin ~ carbamazepine ~

3A4/3A5 | voriconazole -~ fluconazole - | phenytoin - phenobarbital - efavirenz ~

clarithromycin - erythromycin ~ | nevirapine - etravirine * pioglitazone ~
atazanavir ~ ritonavir ~ verapamil ~ | esomeprazole (F FF# 3% = § fhid =

diltiazem ~ ciprofloxacin BT L)

CYP
1A1/1A2

ciprofloxacin insulin

# L 7 Zerlotinibd 2 AHR T iFF chER T

PPI H2 blocker Antacid

esomeprazole ~ | famotidine ~ | aluminum  hydroxide  (Ulcerin-P) -~

lansoprazole ~ | ranitidine hydrotalcite (Nacid) ~ magnesium oxide -

pantoprazole > sodium bicarbonate ~ “alginic acid,

rabeprazole aluminum hydroxide dried gel and
magnesium carbonate” (Topaal)
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323 4
Jo Bk FoRLES i A & % erlotinib Hp B 45 A1 & ¥ FEfHGERY PR TR
R EF FEpw G H Fh)y T ko 2 0 4e323.1 L4140 3.232 =
AATE it e R A E L PD o RIBR 4T EXPDHRE o
BIHAHIFERNTE AT FLEE P B RO

A F A B AEE * B erlotinib 2k g2 Bl T L £ oo

2 Lo gt

il B £ AR A #- % g pH Frdl S AR
Control Inducer PPI1/ H2 blocker/ Antacid Inhibitor

. . # * lansoprazole -
3 % rifampin » p
pantoprazole ~

rifabutin ~ & * itraconazole ~

rabeprazole ~ famotidine -

carbamazepine » ketoconazole ~

ranitidine ~ aluminum

phenytoin ~ voriconazole -
B . hydroxide (Ulcerin-P) ~
R phenobarbital - fluconazole ~
- = . hydrotalcite (Nacid) ~ . .
. efavirenz - clarithromycin ~
- E¥ . magnesium oxide ~ sodium :
W nevirapine » : ) erythromycin ~
p . bicarbonate ~ “alginic acid, o .
etravirine ~ atazanavir ~ ritonavir ~
N . . aluminum hydroxide dried . o
pioglitazone ~ insulin g verapamil ~ diltiazem ~
B gel and magnesium ol L
A carbonate” (Topaal) ciprotioxaciit g
Esomeprazole
f 3
|
L |
Primary Analysis Group
(1 & F4 A4 19)
323.1 i 47

ER P R E SRR B KA 2 4] 2 (Control) ~ xR SRR E L (M H
Inducer/PPI/H2 blocker/Antacid) ~ = ;% % 5k & = % % (% * Inhibitor) (% -+ - ) &

@ > Mnhibitor ; @5 6 4 » ¥4 % fot fag & 3] - 34 (Type Lerror) » 583+t o ps

#- T Inhibitor | 7| » =t 4 47 o
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3232 A7
A w0 s 2 5 T Inhibitor(GR > @) T Inducer(3§ 4x 1 38p) | %
"' PPI/ H2 blocker/ Antacid (j& “* ¥ J2) % ;= T PPI/ H2 blocker/ Antacid (i *> ¥ 42) & |
P iy #EE s 4 5T PPI ~T H2 blocker o Antacid o PPI | ‘w4 %' Esomeprazole
L3 p
(FF PF 2 B2 B #EH 2 8 5 2 Jg % $ ) | ~ T Non-Esomeprazole PPI | >
I Non-Esomeprazole PPI ;| £ w» 4~ % [ Lansoprazole ; -~ ' Pantoprazole | -
' Rabeprazole | - " Antacid | £ ‘w4 2 " Magnesium oxide (MgO) (¥ ¥ 2 jg#)  ~

" Hydrotalcite (Nacid) (& * &4g % 25 % ¢ Antacid) ; (B]=) °

* 4 W e o i
Inhibitor
Inducer
Esomeprazole
»  PPI
Non-Esomeprazole Lansoprazole
PPI
Inducer/PPL/
Control 2 blocker/
Antacid
Rabeprazole
8 H2 blocker
»  MgO
»  Antacid

1 Nacid

W = TESEE, AL EIA
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324 B3 %8

31 & F7 3 % Bh(primary endpoint) 7 progression free survival (PES) o

= & F 3 ¥ B (secondary endpoint) = overall survival (OS) ~ time to
treatment-failure (TTF) ~ overall response rate (ORR) ~ disease control rate (DCR) ~ &|
T g4 X BREREr B4 3 RE PR T erlotinib 3 2 52 R F|UZ
ik @ % erlotinib & 2 X % R F] o

TREFEARBE S RB LA - H R A T EL 45T H % F I8 | 4 outcomes

B IRBATIE D L E L IEJﬁa,%féﬂ\%irﬁi‘rﬁ% # 4 %38 |~ erlotinib )

‘a:

Ik

AR Y SR Trash s % T B ALT 2% 2T % (5 AST

fim

¥~ ZELTbil BY, 22 T EFLDbil BY o
PFS 7 & 2T B 4o1¢ * erlotinib 3| % 2 B &% % 3h T e g F|2E5 i B v = |
R oTTF T & 5 T B4 % erlotinib 3| % 2 B & % 36 E 0 o F|285 i B e
AEER T ERBE | 2 YPRF 0SS TEK S TH4i* erlotinib 3| % iE @
Jo Flensy = 2 #p ¥ o Response B~ erlotinib * Z 42 ¥ & 4F ek Ji(overall best
response) e ORR %% 5 "CR & PR e fr ;DCR % & 5 "CR~PR & SD s o o
H+# > ORR ¥ DCR : #f % %3 > PFS ~ TTF ~ OS : time to event data °
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3.2.5 itk

hRes A P GRS R 0 R e A

Ed( &S H )~ (%~ ) ECOG PS (0-1 ~2-3) ~ 2] ‘mve ¥ g o )
(1-3a~3b-4~ g F#)~ L7 5 " ~ T & p £F 3 Koz g4 - erlotinib 3 %
BB~ AT  EEEIPTLR AT EETHRIE R ( 1‘7‘5 ~ B
SR BRI E TR R A O B S e R YR
EGFR mutation (3 exon 19 deletion & exon 21 L858R mutation ~ #& exon 19 deletion
Fr exon 21 L858R mutation ~ # 7 #1) ~ ALT(<41 ~ >41) ~ AST(<31 ~>31) ~ T-bil(<1 ~
>1) ~ D-bil(0.4 ~ >0.4) -

# ¢ >F EGFR mutation(+) ;i¥3* & 7 exon 19 deletion £ exon 21 L858R mutation

»T"EGFR mutation(-) ; #3* & wild type » # &% £ mutation - resistance mutation

W ok

- # EGFR mutation %ﬁ%}—‘g wrls TERFHR -

Index date¥] 2 & # F % Eh(primary outcome) fF 2_ 2ok 7" & 5 4 W] I8 !

F P AERE F) > AR %R FU(H T * [rash ~ diarrhea ~ 227540 B
5 8 R AL gt ks B ILD)) B § B (A F) %k # * erlotinib
R FI(PD ~ B iT % ~ 573 %% - lostto follow up & #E /s ~ IR L e~ H s R
Fl s A IBE) S g iTY g 4 2 F (Weight loss ~ Dermatology[rash ~ dry skin -
paronychia ~ pruritus] ~ Gastrointestinal[diarrhea ~ non-diarrhwa [anorexia - gastritis
mucositis ~ nausea » GI ulcer - vomiting ] ] - Hepatobiliary[cholecystitis ~ liver
dysfunction] ~ Metabolic/laboratory[ALT ~ AST ~ T-bil ~ D-bil] ~ Ocular/visual[dry eye ~
ocular surface disease ~ blurred vision] ~ Pulmonary[pneumonitis) ~ &| it * hp & 2 &
([1]7 O vs. all grades ~ [2] 0 vs. grade 3-5) ~ i Big’ 5% * (CR~PR~SD~PD ~ & 4v)

"Erlotinib #| & s @ L 4is i@ * sp | %38 > %4 A F %15 erlotinib # & s %
RRTiRR Y o HRPoeA AT oo

FRash#f W] %38 | %45 » OS 28 = 2 + 4 4 skin rashéﬁ:}fﬁ B 1 & R F]k prash
S A PERY LR ES 7-10 P EF| B BE 9 % 2-3 % > Bret Wackeretal” £/ 5 @
it * erlotinibz % 5+ = ZF 4 rashert 5<20% > F e e B F 24 rashet i)

>70% o 7 28 ® Z_ P ¢ m}}% B 7~ rrashzﬁﬁf%l]%JEJ °
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" EGFR mutation | £2 " Histology | =% 4 #7
d " TEGFR mutation ; f= " ¥ g 2 58 A1 & | 7 £ & 37 2| F]F (predictive factor) -
A& % w & subgroups @ 4 %] % " EGFR mutation(+) * adenocarcinoma | ~ " EGFR
mutation(+)¥ squamous carcinoma ;~" EGFR mutation(-)¥ adenocarcinoma ~" EGFR
mutation(-) ¥ squamous carcinoma ;> ¥ 4 % " EGFR mutation ; f= [ % J % 2 R Y P

et & T3

& e T AP B e T
AT ¢ 5 1% Fisher’s exact test ff 31 #f W % 38 ch4p B |2 ¥ *  Logistic
regression B| & T i ch3g & 0 Kaplan-Meier survival analsys 4 $7 time to event data
(4= PFS ~ TTF £ OS) » log-rank test 5% 3 /% ¢ L B » ¥ % Cox proportional
hazard regression P|& »T/& 5 & o Kaplan-Meier survival analsys ¥ » & Ilia AR E
4 endpoint (PFS & PD & % % ix fr o F]29 it B ch5v = ~TTF 4 PD & 7 3% = fe
RFIZEE R B ERBEAFS EER T m ERRE OS2 2HhERPR

eI75 = ) » & censor &2 o

BHREATY o WA T BRI | ¥ outcomes FF: 5 - ORR v DCR
#* univariate Logistic regression analysis > time to event data (4= PFS ~ TTF & OS){!
* univariate Cox proportional hazard regression analysis > two-sided p-value < 0.05 )]

TFF AT HFRL
SR o AT LA TR Ao R A AR T E r E 08 )T erlotinib
HE RN R R R~ Trash sp %3 T 2 ALT B4 T * 24
AST 8 % ;~T* &5 T-bil 8% ;% T* &4 D-bil 2% ,°-ORR §v DCR #
multivariate Logistic regression analysis ’ time to event data §|* multivariate Cox
proportional hazard regression analysise & % 78 :& » model & % & p<0.25> § = model

% & p<0.15-d Wald test =% F]+ 5 & > #.% 12 two-sided p-value < 0.05 %] _F]+

AFHF NP (- ) Fe R TS ETE T p<0.05 2% o (2)
¥ w F 7 %% Multivaraiate analysis %3 * > (a:b)? b 5 reference > a 5 2. %
v REA R 2 1S
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3 gAY

SPSS software (Version 20.0.0.1; SPSS Incorporation, Chicago, IL).
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41755 infe

=
i
K
&

ik
,\m

[T ]

2006/4/1-2011/3/31 & i * Erlotinib = # %ﬁ (1164)

[#4]

# NSCLC # #7% (235)

I &P BT TR A E R (25)

7 * i TKI : Gefitinib (325) ~ Afatinib (10)

% * 3§ EGFR Inhibitor : Cetuximab (14)

Erlotinib 75 F 87 FF e P i % v f& 1 fr Z 4 (35)

© g i foM 4 Erlotinib iy (6 £ 4 1 A i & (19)

% E (7)

Primary Analysis Group
(L& Z5 2 47)

fe e H
HBi4c 2 kB D aE 5 (5])

T g EFER

R R
£ % B2 pH (269)

|
I
|
| Frbl % #7E A (6)
I
|
I

fo P LR R MEE R 2
=% i pH £F (26)

e 1 B (27)
Esomeprazole (16)
Insulin (2)
Phenytoin (3)
Rifampin (2)

B A Ei(4)

B = ~FLAem

¥ % p& pH (216)

PREE* 2 &

6 1 13 4 (50)
] ] |
PPI (31) H2 blocker(5) Antacid (130)
Esomeprazole (2) Famotidine(5) MgO (105)
Lansoprazole(4) Nacid (22)
Pantoprazole(6) HH A fE B (3)
Rabeprazole(3)
B g E(16)
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42 P PR ~ B BEE B A dK

F€.2006/4/1 & 2011/3/31 £ Jekk 494 & > FoR iR oF T B3 2012/7/5 » #7% ihic
RGP D0 ™ B M erlotinib o #453.24 Ao PR TV §RE
PERH S ZERR S DES 514 o Frdled 168 4 o B Tird| kSt % ¥
P64 EHr TiRae s 882 5 5 pH 24 | 260 4 o d 3t [ ed] % 29p2
FEF TG 64 WA S wig A - 54 (Type Lerror) » Se3 vt g i T ] 6
R B 2 S xS AT o

BRI R e APFR 2012331 pF > X5 9S Bop A X A PDI R 5
3 B4 M % erlotinib > ¥ ¢F 92 i 4 b erlotinib (B F1 3 B Bl (T Rk
BEE (46 A~ 2 4 EH32 4] EARFIE[9 4]~ L[4 4]0 2 H @ 2t erlotinib
AME [l £])e T followup 55 199 B ? (range: 0.0-62.1 B * ) o
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43 A A RFHR

TF T 494 A BT A T AT AT o TIEEE 656 k0 L 211 % e
PS 0-1 1% 63.6 % > & " it 63.4% » & 2LPG3E ik 239%~ & =2 E 4 16.0
% » Eﬁiffé%; it 70.9 % ° Erlotinib i 5 % - ~ % = ~ % = &4 9] ik 36.8 %~ 30.0 % ~ 33.2
% > & H SRR ~ TSR L k221 %01 % o ;’@.:}éf‘fiﬁ i 43.5% 252 4 5
i& 7 EGFR mutation test » "$ uncommon mutation 12 4 -~ resistance mutation 5 4 >
¥ ¢h 86 * 3 exon 19 deletion £ exon 21 L858R mutation > 149 4 # exon 19 deletion
£ exon 21 L858R mutation o *+# 5t £ ¥ : 424~ ALT ~ AST ~ T-bil ~ D-bil £ ¥ &
Gk 11.5% ~21.3% ~123% ~5.1% °

Inhibitor 2 6 A # > T35E# 605 k> ¢ 5 9142 -PS0-13 4 »stage0-3al % >
RS 4 4 RAGIEEA 3 4 BRI 14 SRS 4 - Erotinib ¥ 3 ¥
SN F D NEZRANEA A N0 A N2 A s B BB | 4 oﬁ;}g,;;—-k44 o
3 4 # EGFR mutation F#L> ¥ ¢t = & X > 1 4 5 exon 19 deletion #* exon 21 L858R
mutation ~ 2 % & exon 19 deletion f= exon 21 L858R mutation o #+# it £ ¥ @ 4~ 458
ALT ~ AST ~ T-bil ~ D-bil £ % A ®fk 1 4 ~1 £ ~2 4 ~0 4 o

Control 24 Inducer/PPI/H2 blocker/Antacid 2t " PS~ #g & 75 ~ 3 &-E’.i‘« A Ag S
erlotinib * ZHF 5 # s o W HE L CALT A4 E R F | W od s g5 1 8
(34
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Lo AERASRRTR

Inducer/PPI/H
Characteristics Control 2 p
(n=168) blocker/Antaci
d (n=269)

Age (yr. = SD.) 64.9+12.7 66.2+12.7 0.301
Gender

Females 42 25.0% 52 19.3% 0.188

Males 126 75.0% 217 80.7%
ECOG PS

0-1 125 74.4% 157 58.4% 0.001

2-4 43 25.6% 112 41.6%
Stage

1-3a 22 13.3% 38 14.3% 0.886

3b-4 143 86.7% 227 85.7%
No metastasis 33 19.6% 34 12.6% 1.000
Brain metastasis 46 27.4% 105 39.0% 0.013
Other metastasis 126 75.0% 211 78.4% 0.408
Histology

Adenocarcinoma 123 77.8% 192 74.4% 0.035

Squamous 22 13.9% 56 21.7%

Other 13 8.2% 10 3.9%
Treatment as

1st line 53 32.7% 98 36.4% 0.369

2nd line 50 29.8% 88 32.7%

3rd — line 63 .5% 83 30.9%
Treatment with RT 28 16.7% 71 26.4% 0.019
Treatment with OP 0 0.0% 4 1.5% 0.303
Smoking history

None 83 50.9% 103 38.7% 0.016

Current or former 80 49.1% 163 61.3%
EGFR mutation

L585R or exon 19 deletion 49 62.8% 78 60.5% 0.770

Wild 29 37.2% 51 39.5%
Abnormal initial AST 14 9.3% 31 12.6% 0.333
Abnormal initial ALT 24 16.9% 62 26.2% 0.043
Abnormal initial T-bil 20 16.5% 33 14.9% 0.755
Abnormal initial D-bil 8 11.1% 14 11.4% 1.000
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4.4 Fdx

F » 4 % Response ~ PFS ~ TTF ~ OS = + outcomes 3% o &5 * &4 2 F £ F
7 outcome & F L B > F % 45w %38 3 Fisher’s exact test & %> % 5 PF A %38 4%
Kaplan-meire log-rank test & % o @ & * EH L F € % B b '& > F 5 8 & FIE &
Logistic regression method 2. wald test & %> % & P* ¥ % 70 4% Cox proportional hazard
regression method 2. wald test #& Z_ o
Hr Ep LR e B84 5 T Inhibitor(R > @)~ T Inducer(3 4r
#1), 2 T PPI/ H2 blocker/ Antacid (j *> #%4z) % ;- T PPI/ H2 blocker/ Antacid (j -
Bor) e | foiRyp#EE s a5 TPPI T H2 blocker ;" Antacid ;o " PPI | £ ‘w4 3
[ Esomeprazole (F PF 5 B8 R 3#f& 5 2 5 e g # 4+ ) | ~ T Non-Esomeprazole
PPI | » " Non-Esomeprazole PPI | £ ‘w4 % ' Lansoprazole | ~ " Pantoprazole | ~
' Rabeprazole | - " Antacid | £ ‘w4 % " Magnesium oxide (MgO) (7 % & ig#) |~
" Hydrotalcite (Nacid) (¢ * & 4g % 2£/5% ¢ Antacid) | °
7% {8 £ % " EGFR mutation ; 3 " Histology | =5 i ‘w4 % " EGFR mutation(+)

*® adenocarcinoma " EGFR mutation(+)® squamous carcinoma " EGFR mutation(-)

*® adenocarcinoma ; ~ " EGFR mutation(-) ¥ squamous carcinoma | = -]: % o
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4.4.1 Response

Mok A B 494 ¢ > F 55 B A @& response FAL (RFE 34 B 4 F i L RE
FRERE LT BALIYHO2 BAFLZERTE ] BRESLANSF R
erlotinib 72 & #& response data~ 1 # 4 F] 5 2t erlotinib 4p i & ¢) > 48 439 £ - Overall
response rate (ORR) 5 33.3 % > disease control rate (DCR) 5 49.9% -

ﬁ:}iﬁ'ﬁ TleprE ZH kRM 42 ERB D ES 47 4 > 4392 4 > &5
% control £ 146 * -~ Inhibitor 6 * ~ Inducer/PPI/H2 blocker/Antacid 240 * -

& # Inducer/PPI/H2 blocker/Antacid ; +* "Control ;| (%4 += ~ %+t w ~ £ L7 ~
- +2)

% Control 2 (n=146)pr > ORR % 31.5% > DCR % 47.3% ° % Inducer/PPI/H2
blocker/Antacid = (n=240) > ORR 5 35.4% » DCR & 52.5% ¢ % & ORR 4= DCR
LTI AEHEFLR - HRR A2 F %A 45 > &% Inducer/PPI/H2
blocker/Antacid ; 327 £ % ORR # DCR 2 Odds ratio °

=t %4 7" EGFR mutation ;% " Histology ;»" # * Inducer/PPI/H2 blocker/Antacid |
R FRFORR - DCR chk %1t ] « H A 477 > 72 FE ORR & DCR
OR- % %38 &~ 47 ¢ > Inducer/PPI/H2 blocker/Antacid +* control % - &8 % j& > T EGFR

mutation(-) ¥ Adenocarcinoma ; DCR 2. Odds ratio °

__L:)

b

[ # Inducer ; ** "Control ; (3 +=2 ~ & Lw ~ £L7
# Control 2 (n=146)p ORR % 31.5%°'DCR 3 47.3%-° % Inducer 2 p (n=24)>
ORR % 25.0% °» DCR % 41.7% - " # * Inducer ; # & ¥ 2 %% ORR & DCR ¢k #
Wbl H et > m 2 L ORR & DCR e OR- % %38 4 477 »T &% # Inducer |
Zre ORR 2. OR »
= 4 ¥7 " EGFR mutation ; #2 " Histology ;> " # * Inducer ; # .3 ORR & DCR
s HL b o HBWAYTE S HIW AP 0 3573 P2 ORR & DCR 2. OR -
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" @& # PPI/H2 blocker/Antacid ; +* "Control ; (% += ~ & tw ~ & L+7 & -+
=)

Control *(n=146) > ORR % 31.5% > DCR % 47.3% - PPI/H2 blocker/Antacid
2(n=196) » ORR % 36.7% » DCR % 55.1% " & * PPI/H2 blocker/Antacid | # % ¥
% ORR & DCR eha # it b - H B A 472 5 %4477 > &% PPI/H2
blocker/Antacid ; 327 # 3 ORR & DCR 2z OR -

=t 4~ ¥t " EGFR mutation ; ¥ [ Histology ; » % " EGFR mutation(+) ®

adenocarcinoma > " # * PPI/H2 blocker/Antacid ; & % 3 4 DCR - ¥ %38 &~ 477 -

& * PPI/H2 blocker/Antacid ;#-# 4" EGFR mutation(+)® Adenocarcinoma ;DCR
2. OR- %3 ad7? > fr2 BEFH 5 ORR & DCR 2 OR -

B

I & # Inhibitor ; +* "Control ; (% += ~%&tw ~ &+ 7 ~ &2+ 2)

Control 2 (n=146) » ORR % 31.5% > DCR % 47.3% - Inhibitor % (n=6) » ORR
% 33.3%°DCR % 50.0%-°" & * Inhibitor ; # & ¥ 2% ORR & DCR s # b 5 o
@ adr2 $ %38 ~47¢ > T & * Inhibitor ; 357 825 ORR & DCR 2 OR -

= & 15 TEGFR mutation ;| 2 "Histology ;- ¥ %@ ~ 473 5 %@ o457 [ &

* Inhibitor ; #5% % %% ORR # DCR 2 OR -
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% -+ = -~ X% £+ ORR (Inducer/PPI/ H2 blocker/Antacid vs. Control ; Inducer vs. Control ; PPI/H2 blocker/Antacid vs. Control ; Inhibitor vs. Control )

Inducer/PPIl/

Group Control H2 blocker/Antacid p Inducer p PPI/H2 blocker/Antacid P Inhibitor p
Total 31.5% (146) 35.4% (240) 0.441 25.0%((24) 0.636 36.7 % (196) 0.358 33.3%(6) 1.000
EGFR (+) 66.7% (27) 70.2% (47) 0.798 40.0% (5) 0.338 76.9% (39) 0.408 50.0% (2) 1.000
Adenocarcinoma 68.0% (25) 69.8% (43) 1.000 40.0% (5) 0.327 77.1% (35) 0.556 50.0% (0) 1.000
Squamous carcinoma .(0) 100.0% (3) . . (0) . 100% (3) . (0) .
EGFR(-) 22.2% (45) 20.8% (72) 1.000  20.0% (5) 1.000 17.2% (58) 0.618 0.0% (1) 1.000
Adenocarcinoma 18.9% (37) 21.6% (51) 0.796 25.0% (4) 1.000 17.5% (40) 1.000 0.0% (1) 1.000
Squamous carcinoma 66.7% (3) 22.2% (18) 0.184  0.0% (1) 1.000 18.8% (16) 0.155 .(0)

() %k

% <Lz -~ =4+ DCR (Inducer/PPI/ H2 blocker/Antacid vs. Control ; Inducer vs. Control ; PPI/H2 blocker/Antacid vs. Control ; Inhibitor vs. Control )

Group Control 0 LI;::;:://ZI:::;C] d p Inducer p PPI/H2 blocker/Antacid p Inhibitor p
Total 47.3%(146) 52.5% (240) 0.345 41.7%(24) 0.664 55.1 % (196) 0.157  50.0% (6)  1.000
EGFR (+) 70.4% (27) 85.1% (47) 0.145 60.0% (5) 0.637 92.3% (39) 0.040 50.0% (2) 0.532
Adenocarcinoma 72.0% (25) 86.0% (43) 0.204 60.0% (5) 0.622 94.3%(33) 0.027 50.0% (2) 0.513
Squamous carcinoma .(0) 100.0% (3) . . (0) . 100% (3) . .(0) .
EGFR(-) 46.7% (45) 36.1% (72) 0.333  20.0% (5) 0.368 34.5% (58) 0.229 100.0 % (1) 0.478
Adenocarcinoma 43.2% (37) 35.3% (51) 0.509 25.0% (4) 0.629 32.5% (40) 0.356 100.0% (1) 0.477
Squamous 100.0% (3) 44.4% (18) 0214 0.0%(1) 0.250 43.8 (16) 0.211 (0)
() ‘e
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% L7 -~ %31 £ ORR 4= DCR 2 Odds ratio (Inducer/PPI/ H2 blocker/Antacid vs. Control ;

Inducer vs. Control ; PPI/H2 blocker/Antacid vs. Control ; Inhibitor vs. Control )

95% CI
Response Groups OR Upper  Lower p
Inducer/ PP1/ H2 blocker/Antacid

ORR Total 1.192 0.769 1.847 0.432
EGFR (+) 1.179 0.427 3.253  0.751

Adenocarcinoma 1.086 0.375 3.144  0.879

EGFR (-) 0.921 0.373 2275 0.859

Adenocarcinoma 1.179 0.409 3.399  0.761

Squamous carcinoma 0.143 0.010 2.012  0.149

DCR Total 1.233 0.817 1.862 0.318
EGFR (+) 2.406 0.760 7.614  0.135
Adenocarcinoma 2.398 0.703 8.182 0.162

EGFR (-) 0.646 0.303 1.378 0.258
Adenocarcinoma 0.716 0.301 1.705  0.450

Squamous carcinoma 0.000 0.000 0.999

Inducer

ORR Total 0.725 0.270 1.946 0.523
EGFR (+) 0.333 0.047 2366  0.272

Adenocarcinoma 0.314 0.043 2265 0.250

EGFR (-) 0.875 0.088 8.738  0.909

Adenocarcinoma 1.429 0.129 15.875 0.772

Squamous carcinoma 0.000 0.000 1.000

DCR Total 0.797 0.333 1.910 0.611
EGFR (+) 0.632 0.088 4532  0.648

Adenocarcinoma 0.583 0.080 4271  0.596

EGFR (-) 0.286 0.030 2761  0.279

Adenocarcinoma 0.438 0.042 4.609 0.491

PPI/ H2 blocker/Antacid

ORR Total 1.262 0.802 1.988 0.315
EGFR (+) 1.667 0.559 4973  0.360

Adenocarcinoma 1.588 0.502 5.029 0.431

EGFR (-) 0.729 0.274 1.941  0.527

Adenocarcinoma 0.909 0.285 2.895 0.872

Squamous carcinoma 0.115 0.008 1.732  0.118

DCR Total 1.370 0.891 2.105 0.152
EGFR (+) 5.053 1.199  21.296 0.027

Adenocarcinoma 6.417 1.204 34193  0.029

EGFR (-) 0.602 0.271 1.335  0.212
Adenocarcinoma 0.632 0.250 1.598  0.332

Squamous carcinoma 0.000 0.000 0.999

Inhibitor

ORR Total 1.087 0.192 6.149  0.925
EGEFR (+) 0.500 0.028 8.952  0.638
Adenocarcinoma 0.471 0.026 8.522  0.610

EGFR (-) 0.000 0.000 1.000

Adenocarcinoma 0.000 0.000 1.000

Squamous carcinoma 2.000 0.571

DCR Total 1.116 0.218 5.712  0.895
EGEFR (+) 0.421 0.023 7.593  0.558
Adenocarcinoma 0.389 0.021 7.111  0.524

EGFR (-) 1846256963.258 0.000 1.000

Adenocarcinoma 2120310731.242 0.000 1.000
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F#* PP, + "Control ;) (1= ~ &+ ~ &L~ 2L o)

% Control % (n=146)} > ORR % 31.5% > DCR % 47.3% - = PPI 2 p (n=30) -
ORR % 23.3%°DCR % 43.4%-" &5 * PPl 7 & ¥ 2% ORR & DCR s # 1t ] o
HRFAHY > 74 L8 ORR & DCR hOR - 5 3 A 45¢ T 8% PPL | fri
> ORR 2. OR »

= 447 "EGFR mutation ; ¥2 "Histology ;" # * PPI; % 8.4 ORR & DCR

A b HEHAYTE S RF ALY 0 353 B ORR & DCR 2. OR -

r

% * Esomeprazole ; ** "Control j (# -+ ~ &L= v &L+~ L2 L0)

% Control £ (n=146)p > ORR % 31.5% > DCR % 47.3% - % Esomeprazole
i (n=17) » ORR % 29.4% > DCR % 52.9% -" & * Esomeprazole ; # & ¥ # 3 ORR
2 DCR en/a # vt b o B fI8 2452 5 FIEA 477 > 3572 FLE ORR & DCR 7 OR -

= # ¥7 " EGFR mutation ; £ "Histology ;" #% * Esomeprazole ; # #: %% ORR

& DCRenAF b plc HERL4TE S AL 477 357 B ORR & DCR 2. OR ©

T & * non-Esomeprazole PPI | * T Control j (£ + = ~ &+~ ~ &L~ £ 2L 0)

% Control 2 (n=146)p > ORR % 31.5% > DCR % 47.3% - # non-Esomeprazole

PPI & p (n=13) » ORR % 15.4% > DCR % 30.8% " & * non-Esomeprazole PPI ; %

BMEREORRA DCR AT LG« HEAAZ 5 B A7 > 57 EORR
D

= & 15 " EGFR mutation ; ¥ " Histology ;> " # * non-Esomeprazole PPI | # %

ORR & DCR el F it - H A 455 5 %78 A 477 397 B ORR & DCR
2 OR -
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"# * Lansoprazole ; ** "Control ; (%t ~ &+ ~ &L~ &=

L)
% Control 2 (n=146)p > ORR % 31.5% > DCR % 47.3% - % Lansoprazole ‘e
M (n=4) » ORR % 0.0% * DCR % 0.0% - # * Lansoprazole ; # & ¥ 2.2 ORR &

DCR cha %1 ) » B 3T A 455 5 35445 ¢ » 97 §% ORR & DCR 1 OR »

b

=t & #7 T EGFR mutation | 22 "Histology ;> " # * Lansoprazole | # & ¥ g’
ORR & DCR &k # b G o 25 » H 38 4459 »T & * Lansoprazole | & ¥ * *#
" EGFR mutation(-) ® adenocarcinoma ; ORR 2. OR » % ¥ ™ *# [ EGFR mutation(+)
* adenocarcinoma ; DCR 2Z OR - % %35 ~ 477 > 7 23 ORR & DCR 2 OR -

F#& * Pantoprazole ; +* Control ; (1= ~ &L= ~ &L~ &2 L)

% Control % (n=146)} > ORR % 31.5% > DCR % 47.3% - % Pantoprazole e p
(n=6) » ORR % 16.7% > DCR % 50.0% - & * Pantoprazole ; # & ¥ %, 2% ORR &
DCR s F vt ) o H 38 2472 5 38 2479 > 357 22 ORR & DCR #10R »

=t/ #% TEGFR mutation ; ¥ T Histology ;" # * Pantoprazole ; % % %% ORR

2 DCR e b o H §IE A 475 5 352457 » 357 BB ORR & DCR #1OR -

& * Rabeprazole ; ** "Control j (% + = ~ &+ = ~ &L A~ &L o)

# Control % (n=146)p} > ORR % 31.5% » DCR % 47.3% - { Rabeprazole ‘2 p
(n=3) » ORR % 33.3% > DCR % 33.3% o' & * Rabeprazole ; # & % 8% ORR &
DCR i % it ] « B A 452 5 %35 A 43¢ » 357 %6 ORR & DCR 1 OR -

=t % TEGFR mutation ; ¥ Histology ;" # * Rabeprazole ; # 2 %% ORR
2 DCR e % Wb (o B %38 & 47 ¢ >0 & * Rabeprazole % ¥ T *#T EGFR mutation(-)
* adenocarcinoma ; ORR 2. OR - % %35 ~ 477 > 7 F22 ORR & DCR 2. OR -
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% -+ ~= £ 45 ORR (PPI vs. Control; Esomeprazole vs. Control; Non-Esomeprazole vs. Control; Lansoprazole vs. Control; Pantoprazole vs. Control; Rabeprazole

vs. Control )

Non-Esomeprazole

Group Control PPI p Esomeprazole p PPI p Lansoprazole p Pantoprazole p Rabeprazole p
Total 31.5% (146) 23.3%(30) 0.513 29.4% (17) 1.000 15.4% (13) 0.347 0.0% (4) 0.313 16.7% (6) 0.667 33.3% (3) 1.000
EGFR (+) 66.7% (27)  50.0% (6) 0.643 50.0% (4) 0.601 50.0% (2) 1.000 .(0) 0.0% (1) 0.357  100.0% (1)  1.000.
Adeno 68.0% (25)  50.0% (6) 0.638 50.0% (4) 0.592 50.0% (2) 1.000 .(0) 0.0% (1) 0.346  100.0% (1)  .1.000
Squamous .(0) .(0) . .(0) . .(0) . .(0) .(0) . .(0)
EGFR(-) 22.2% (45) 10% (10)  0.667 16.7% (6) 1.000 0.0% (4) 0.569 0.0% (1) 1.000 0.0% (3) 1.000 .(0)
Adeno 18.9% (37)  14.3%(7) 1.000 25.0% (4) 1.000 0.0% (3) 1.000 .(0) 0.0% (3) 1.000 .(0)
Squamous 66.7% (3) .(0) 0.400 0.0% (2) 0.400 0.0% (1) 1.000 0.0% (1) 1.000 .(0) .(0)
() *dke

Adeno: Adenocarcinoma °

% -4 = ~= £ 45 DCR (PPI vs. Control; Esomeprazole vs. Control; Non-Esomeprazole vs. Control; Lansoprazole vs. Control; Pantoprazole vs. Control; Rabeprazole

vs. Control )

Non-Esomeprazole

Group Control PPI p Esomeprazole p PPI p Lansoprazole p Pantoprazole p Rabeprazole p
Total 47.3% (146) 43.3% (30) 0.841 52.9% (17) 0.799 30.8% (13) 0.385 0.0% (4) 0.125 50.0%(6) 1.000 33.3% (3) 1.000
EGFR (+) 70.4% (27)  83.3%(6) 1.000 75.0% (4) 1.000 100.0% (2) 1.000 .(0) 100% (1) 1.000  100.0% (1)  .1.000
Adeno 72.0% (25)  83.3%(6) 1.000 75.0 (4) 1.000 100.0% (2) 1.000 .(0) 100% (1) 1.000  100.0% (1)  .1.000
Squamous .(0) .(0) . .(0) : .(0) : .(0) .(0) . .(0)
EGFR(-) 46.7% (45)  20.0% (10) 0.166 33.3% (6) 0.678 0.0% (4) 0.125 0.0% (1) 1.000 0.0% (3) 0.246 .(0)
Adeno 43.2% (37)  28.6%(7) 0.682 50.0% (4) 1.000 0.0% (3) 0.262 .(0) 0.0% (3) 0.262 .(0)
Squamous 100.0% (3) 0.0%(3) 0.100 0.0% (2) 0.100 0.0% (1) 0.250 0.0% (1) 0.250 .(0) .(0)
() %k

Adeno: Adenocarcinoma °
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% LN~ B %3 L ORR 4 DCR 2 Odds ratio (PPI vs. Control ; Esomeprazole vs. Control ;

Non-Esomeprazole vs. Control ; Lansoprazole vs. Control ; Pantoprazole vs. Control ; Rabeprazole

vs. Control )

95% CI
Response Groups OR Upper Lower
PPI
ORR Total 0.662  0.265 1.652 0.376
EGFR (+) 0.500 0.084 2.992 0.448
Adenocarcinoma 0.471 0.077 2.868 0.414
EGFR (-) 0.389 0.044 3.448 0.396
Adenocarcinoma 0.714 0.074 6.922 0.772
Squamous carcinoma 0.000  0.000 0.999
DCR Total 0.853 0387 1.884 0.695
EGFR (+) 2.105 0.211 21.008 0.526
Adenocarcinoma 1.944 0.192 19.741 0.574
EGFR (-) 0.286  0.055 1.497 0.138
Adenocarcinoma 0.525 0.090 3.064 0.474
Esomeprazole
ORR Total 0.906 0301 2.722 0.860
EGFR (+) 0.500 0.060 4.153 0.521
Adenocarcinoma 0.471 0.056 3.970 0.488
EGFR (-) 0.700 0.073  6.702 0.757
Adenocarcinoma 1.429 0.129 15.875 0.772
Squamous carcinoma 0.000  0.000 0.999
DCR Total 1.255 0459 3434 0.658
EGFR (+) 1.263  0.114 14.053 0.849
Adenocarcinoma 1.167 0.103 13.195 0.901
EGFR (-) 0.571 0.095 3.442 0.541
Adenocarcinoma 1.313  0.166 10.350 0.796
Non-Esomeprazole PPI

ORR Total 0.395 0.084 1.856 0.239
EGFR (+) 0.500 0.028  8.952 0.638
Adenocarcinoma 0.471 0.026  8.522 0.610
EGFR (-) 0.000  0.000 0.999
Adenocarcinoma 0.000  0.000 0.999
Squamous carcinoma 0.000  0.000 1.000
DCR Total 0.496 0.146 1.683 0.261
EGFR (+) 628240216.664  0.000 0.999
Adenocarcinoma 628240216.664  0.000 0.999
EGFR (-) 0.000  0.000 0.999
Adenocarcinoma 0.000  0.000 0.999
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95% CI

Response Groups OR Lower Upper
Lansoprazole
ORR Total 0.000  0.000 0.999
EGFR (+) 2.000 0.090
Adenocarcinoma 2.125 0.079
EGFR (-) 0.000 0.000 1.000
Adenocarcinoma 0.233 0.001
Squamous carcinoma 0.000 0.000 1.000
DCR Total 0.000 0.000 0.999
EGFR (+) 2.375 0.040
Adenocarcinoma 2.571 0.034
EGFR (-) 0.000  0.000 1.000
Adenocarcinoma 0.762 0.413
Pantoprazole
ORR Total 0.435 0.049 3.828 0.453
EGFR (+) 0.000  0.000 1.000
Adenocarcinoma 0.000  0.000 1.000
EGFR (-) 0.000  0.000 0.999
Adenocarcinoma 0.000  0.000 0.999
Squamous carcinoma 2.000 0.571
DCR Total 1.116 0.218 5.712 0.895
EGFR (+) 680199933.832  0.000 1.000
Adenocarcinoma 628240216.664  0.000 1.000
EGFR (-) 0.000  0.000 0.999
Adenocarcinoma 0.000 0.000 0.999
Rabeprazole
ORR Total 1.087 0.096 12.294 0.946
EGFR (+) 807737421.426  0.000 1.000
Adenocarcinoma 760223455.459  0.000 1.000
EGFR (-) 0.286 0.000
Adenocarcinoma 0.233 0.001
Squamous carcinoma 2.000 0.571
DCR Total 0.558 0.049 6.290 0.637
EGFR (+) 680199933.832  0.000 1.000
Adenocarcinoma 628240216.664  0.000 1.000
EGFR (-) 0.875 0.655
Adenocarcinoma 0.762 0.413
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& * Famotidine ; ** "Control ; (% +4 ~ %=+ & -+ - &=+ 2)

% Control 2 (n=146)r » ORR % 31.5% » DCR % 47.3% - 7 Famotidine ‘& p
(n=5)> ORR % 0.0% > DCR % 20.0%-°" & * Famotidine ; # & ¥ # 3 ORR & DCR
b HBEB A TE FHA LY 0 57 L ORR & DCR 7 O0R ©
= # ¥7 " EGFR mutation ; £2 " Histology ;> & * Famotidine ; 7 ¥ % ORR & DCR
ol G| o H g A 47¢ T B * Famotidine ; % ¥ 3 4 " EGFR mutation(+)®

adenocarcinoma ;| DCR 2. OR - % %3 ~ 47¢ » 72 238 ORR & DCR 2 OR -

F& % Antacid ; * TControl j (%14 ~& -+ ~ & -+ —- &=L
# Control 2 (n=146) "ORR % 31.5%°DCR % 47.3%-° % Antacid 2 (n=114)>
ORR % 42.1% > DCR % 58.8% o & * Antacid ; # & ¥ %28 ORR & DCR s #
W e HPMAIZ S REAJY » 157 £ ORR & DCR 51 0OR -
=t 4 7" EGFR mutation 22" Histology ;»" & * Antacid 3% 4" EGFR mutation(+)
¥ adenocarcinoma ;2. ORR ' ] « ¥ %35 & 47 ¢ »T % % Antacid | & % #{ 4 " EGFR
mutation(-) ¥ adenocarcinoma ; ORR 2. OR - % %38 ~ 47 ¢ » 7 £ 3 ORR & DCR

2 OR -

T3 MgO, v TControl j (%+4 ~ &=+~ &2+ 421 2)

# Control %2 (n=146)p} > ORR % 31.5%>DCR % 47.3%° % MgO 2} (n=92) >
ORR % 37.0% > DCR % 45.7% " & % MgO, # % ¥ % 3 ORR & DCR s # 1t
bl o HRIE A2 S R A477 > 3572 B ORR & DCR ¢ 0R -

=t 4 #% T EGFR mutation ; #? "Histology ;» " & * MgO ; # §:%° ORR & DCR

G G o MR AR S RIEA TP > #5973 B ORR & DCR ¢ OR -
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F# #* Nacid | + " Control |

% Control % (n=146)} > ORR % 31.5%°DCR % 47.3%-° # Nacid ‘2 p (n=19) >
ORR 3 63.2% » DCR 3 73.7% " # * Nacid ; & ¥ # 4= ORR(p=0.010) 4=
DCR(p=0.049) * ¥ %35 4 5 ¢ » 7 Hi 4 ORR & DCR thOR * 5 5 A 45 ¢ » T &
* Nacid | 77 % 58 ORR & DCR 2. OR -

= 4 47 " EGFR mutation ; ¥2 " Histology ;> " & * Nacid ; # % ORR & DCR
s Fol bl o B a4r? >l B % Nacid ) # % # 4 " EGFR mutation(-) *
adenocarcinoma ; ORR 2. OR = % %3 &~ 47¢ » 2 B ORR & DCR 2 OR -
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% 44 -~ =44 ORR (Famotidine vs. Control ; Antacid vs. Control ; MgO vs. Control ; Nacid vs. Control)

Group Control Famotidine p Antacid p MgO p Nacid p
Total 31.5% (146) 0.0% (5) 0.324 42.1% (114) 0.091 37.0% (92) 0.401 63.2% (19) 0.010

EGFR (+) 66.7% (27) .(0) 81.5% (27) 0.352 78.9% (19) 0.510 85.7% (7) 0.644
Adenocarcinoma 68.0% (25) . (0) 83.3% (24) 0.321 81.2% (16) 0.478 85.7% (7) 0.640
Squamous carcinoma .(0) .(0) . (0) .(0) . (0)

EGFR(-) 22.2% (45) 0.0% (2) 1.000 21.9% (32) 1.000 14.8% (27) 0.547 60.0% (5) 0.103
Adenocarcinoma 18.9% (37) 0.0% (2) 1.000 19.0% (21) 1.000 10.5% (19) 0.703 100.0% (2) 0.049
Squamous 66.7% (3) .(0) 20.0% (10) 0.510 28.6% (7) 0.500 33.3% (3) 1.000

() *#-

% = -+ -~ x4+ DCR (Famotidine vs. Control ; Antacid vs. Control ; MgO vs. Control ; Nacid vs. Control)

Group Control Famotidine p Antacid p MgO p Nacid p
Total 47.3%(146) 20.0% (5) 0.373 58.8% (114) 0.080 45.7% (92) 0.351 73.7% (19) 0.049

EGFR (+) 70.4% (27) -(0) 92.6% (27) 0.076 89.5% (19) 0.160 100.0% (7) 0.160
Adenocarcinoma 72.0% (25) .(0) 95.8% (24) 0.049 93.8% (16) 0.120 100.0% (7) 0.300
Squamous carcinoma . (0) .(0) .(0) . (0) . (0)

EGFR(-) 46.7% (45) 0.0% (2) 0.495 40.6% (32) 0.647 37.0% (27) 0.469 60.0% (5) 0.661
Adenocarcinoma 43.2% (37) 0.0% (2) 0.503 33.3% (21) 0.579 26.3% (19) 0.256 100.0% (2) 0.206
Squamous 100.0% (3) .(0) 60.0% (10) 0.497 71.4% (7) 1.000 33.3% (3) 0.400

() *#&-
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=+ - ~H %% £ 17 ORR v DCR 2 Odds ratio (Famotidine vs. Control; Antacid vs. Control ; MgO vs.

Control ; Nacid vs. Control)

95% CI
Response Groups OR Upper Lower p
Famotidine

ORR Total 0.000 0.000 0.999
EGFR (+) 2.000 0.090

Adenocarcinoma 2.125 0.079

EGFR (-) 0.000 0.000 0.999

Adenocarcinoma 0.000 0.000 0.999

Squamous carcinoma 2.000 0.571

DCR Total 0.279 0.030 2.557 0.259
EGFR (+) 2.375 0.040

Adenocarcinoma 2.571 0.034

EGFR (-) 0.000 0.000 0.999

Adenocarcinoma 0.000 0.000 0.999

Squamous carcinoma 0.279 0.030 2.557 0.259

Antacid

ORR Total 1.581 0.949 2.633 0.078
EGFR (+) 2.200 0.625 7.742 0.219

Adenocarcinoma 2.353 0.602 9.198 0.219

EGFR (-) 0.980 0.328 2.926 0.971

Adenocarcinoma 1.008 0.258 3.949 0.990

Squamous carcinoma 0.214 0.014 3.370 0.273

DCR Total 1.591 0.970 2.609 0.066
EGFR (+) 5.263 1.000 27.690 0.050

Adenocarcinoma 8.944 1.007 79.457 0.049

EGFR (-) 0.782 0.313 1.956 0.599

Adenocarcinoma 0.656 0.215 2.004 0.460

Squamous carcinoma 0.000 0.000 0.999

MgO

ORR Total 1.274 0.736 2.206 0.387
EGFR (+) 1.875 0.480 7.324 0.366

Adenocarcinoma 2.039 0.450 9.237 0.355

EGFR (-) 0.609 0.170 2.175 0.445

Adenocarcinoma 0.504 0.094 2.706 0.424

Squamous carcinoma 0.200 0.011 3.661 0.278

DCR Total 1.329 0.787 2.242 0.287
EGFR (+) 3.579 0.666 19.241 0.137

Adenocarcinoma 5.833 0.643 52.883 0.117

EGFR (-) 5.833 0.643 52.883 0.117

Adenocarcinoma 0.469 0.140 1.573 0.220

Squamous carcinoma 0.000 0.000 0.999

Nacid

ORR Total 3.727 1.377 10.084 0.010
EGFR (+) 3.000 0.312 28.841 0.341

Adenocarcinoma 2.824 0.289 27.541 0.372

EGFR (-) 5.250 0.768 35.891 0.091

Adenocarcinoma 6923463612.219 0.000 0.999

Squamous carcinoma 0.250 0.008 7.452 0.423

DCR Total 3.125 1.070 9.124 0.037
EGFR (+) 680199933.832 0.000 0.999

Adenocarcinoma 628240216.664 0.000 0.999

EGEFR (-) 1.714 0.261 11.264 0.575

Adenocarcinoma 2120310731.242 0.000 0.999

Squamous carcinoma 0.000 0.000 0.999
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% = - = - Multivariate analysis for ORR (HR [95% CI))

95% CI

Group Variables OR Lower Upper Sig
Control 2 # #* Inducer/ PPI/ H2 blocker/Antacid m},% A
All RT (with : without) 0.081 0.016 0413 0.003
EGFR mutation (+: -) 11.299 2998 42576 0.000
AST elevating (without : with) 43.109 2.054 904.652 0.015
Skin rash (with : without) 12.356 2229 68478 0.004
Constant 0.002 0.005
EGFR(-) & Adenocarcinoma Brain meta (without : with) 0.056 0.004 0.777  0.032
RT (with : without) 0.076 0.007  0.813 0.033
Dose adjustment (without : with) 0.053 0.004 0.685 0.024
Constant 281.906 0.012
Control 2 & * Inducer m}ﬁa X
All EGFR mutation (+: -) 17.392 2482 121.867 0.004
DDI (Control : Inducers) 18.418 1.401 242.199 0.027
Dose adjustment (without : with) 0.112 0.014 0.894  0.039
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 8.500 1.131  63.870 0.038
Control & # * PPI/ H2 blocker/Antacid g A
All Brain meta (without : with) 0.322 0.105 0.983  0.047
RT (with : without) 0.111 0.028 0.444  0.002
EGFR mutation (+ : -) 5.360 1.803  15.940 0.003
Skin rash (with : without) 8.100 1.976  33.205 0.004
Dose adjustment (without : with) 0.255 0.073 0.884  0.031
EGFR(-) & Adenocarcinoma Brain meta (without : with) 0.049 0.003 0.749  0.030
RT (with : without) 0.030 0.002 0416  0.009
Control £ % * Inhibitor eh A
All EGFR mutation (+ : -) 15.178 1.514 152.166 0.021
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 34.000 2436 474549 0.009
Control & #% #* PPI g A
All EGFR mutation (+ : -) 28.101 3.832  206.093 0.001
DDI (Control : PPI) 33.226 2.259 488.681 0.011
Control 22 # * Esomeprazole rn)li; X
All EGFR mutation (+ : -) 23.699 3.070  182.969 0.002
Dose adjustment (without : with) 0.090 0.010  0.781 0.029
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 11.333 1.395  92.056 0.023
Control £ & * non-Esomeprazole PPI ¢ £
All EGFR mutation (+: -) 13.018 1.384 122.436 0.025
Skin rash (with : without) 20.986 1.704 258.451 0.017
Dose adjustment (without : with) 0.081 0.007 0.926  0.043
Control & & #* Lansoprazole m;r‘*, X
All EGFR mutation (+: -) 15.178 1.514 152.166 0.021
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 24.000 1.615 356.635 0.021
Control &2 # * Pantoprazole s A
All EGFR mutation (+: -) 13.018 1.384 122.436 0.025
Skin rash (with : without) 20.986 1.704 258.451 0.017
Dose adjustment (without : with) 0.081 0.007 0.926  0.043
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 16.000 1.216 210.587 0.035
Control &2 & * Rabeprazole m)’i; X
All EGFR mutation (+: -) 15.178 1.514 152.166 0.021
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 25.500 1.721 377.934 0.019

Variables ¥ > {s 78 4 # 78 2_ reference °
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95% CI

Group Variables OR Lower Upper Sig
Control £ % * Famotidine m)ﬁﬁ A
All EGFR mutation (+: -) 24.263 3478 169.241 0.001
Dose adjustment (without : with) 0.067 0.005 0.839  0.036
EGFR(+) & Adenocarcinoma PS (0-1:2-4) 24.000 1.615 356.635 0.021
Control ¥2 5 * Antacids m}ﬁs A
All EGFR mutation (+ : -) 20.952 4707  93.276  0.000
Dose adjustment (without : with) 0.100 0.015 0.685 0.019
Control & & * MgO m}fﬁ X
All Gender (female : male) 0.027 0.001 0.542  0.018
EGFR mutation (+: -) 41.993 4719 373.650 0.001
Dose adjustment (without : with) 0.026 0.002 0.310 0.004
Constant 44656.046 0.019
Control & & * Nacid g A
All EGFR mutation (+ : -) 15.669 1.773  138.475 0.013
Skin rash (with : without) 15.340 1.248 188.506 0.033

Variables ¥ - 1338 % # 38 2_ reference °
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% = -X = - Multivariate analysis for DCR (HR [95% CI])

. 95% CI .
Group Variables OR Lower Upper Sig
Control 2 # #* Inducer/ PPI/ H2 blocker/Antacid m},% A
All RT (with : without) 0.036  0.004 0.289 0.002
EGFR mutation (+ : -) 19.134 3905 93.747 0.000
ALT elevating (without : with) 16.610 1.048 263.162 0.046
AST elevating (without : with) 23.355 1.227 444.621 0.036
Skin rash (with : without) 8.105 1.827 35.961 0.006
Constant 0.011 0.019
EGFR(-) & Adenocarcinoma Brain meta (without : with) 0.034  0.002 0.709 0.029
RT (with : without) 0.003  0.000 0.184 0.006
Smoking history (non : current/ former) 0.011  0.000 0.336 0.010
DDI (Control : Inducer/ PPI /H2 blocker/Antacid) 25.386  1.591 405.174 0.022
Control 2 # #* Inducer rn)?‘s A
All EGFR mutation (+: -) 5694  1.069 30.324 0.042
Skin rash (with : without) 7.378 1.351 40.292 0.021
Constant 0.033 0.034
EGFR(+) & Adenocarcinoma PS (0-1 : 2-4) 12.000 1.482 97.179 0.020
EGFR(-) & Adenocarcinoma Treatment (1stline: 2nd- line) 15.000 1.215 185.198 0.035
Control £ & * PPI/ H2 blocker/Antacid m}F', X
All RT (with : without) 0.088  0.019 0.398 0.002
EGFR mutation (+ : -) 8.530 2506 29.034 0.001
AST elevating (without : with) 157706  1.288 191.484 0.031
Skin rash (with : without) 6.010 1.793 20.147 0.004
Dose adjustment (without : with) 0.273 0.076 0.985 0.047
Control 22 # * Inhibitor g 4
All Smoking history (non : current/ former) 0.006 0.000 0.877 0.044
Skin rash (with : without) 112.526 1.445 8762.074 0.034
EGFR(+) & Adenocarcinoma PS (0-1: 2-4) 34.000 2.436 474.549 0.009
Control &2 &% * PPI g A
All Smoking history (non : current/ former) 0.093 0.011 0.817 0.032
EGFR mutation (+ : -) 52.176  3.948 689.620 0.003
Skin rash (with : without) 14208 1.921 105.105 0.009
EGFR(+) & Adenocarcinoma PS (0-1: 2-4) 20.000 2.140 186.874 0.009
EGFR(-) & Adenocarcinoma Treatment (1st line : 2nd- line) 16.667 1361 204.033 0.028
Control & % * Esomeprazole rr%‘s X
All EGFR mutation (+: -) 8.420 1.350 52.506 0.023
Skin rash (with : without) 6.722 1374 32.883 0.019
EGFR(+) & Adenocarcinoma PS (0-1 : 2-4) 18.000 1917 168.991 0.011
EGFR(-) & Adenocarcinoma Treatment (1stline: 2nd- line) 15.000 1.215 185.198 0.035
Control 22 & * non-Esomeprazole PPI m)ﬁa X
All Smoking history (non : current/ former) 0.006  0.000 0.844 0.043
Skin rash (with : without) 114.192  1.499 8698.028 0.032
Constant HHHHIR 0.047
EGFR(+) & Adenocarcinoma PS (0-1 : 2-4) 27.000 1.826 399.235 0.016
Control &2 #% * Lansoprazole e A
All Smoking history (non : current/ former) 0.006 0.000 0.877 0.044
Skin rash (with : without) 112.526 1.445 8762.074 0.034
EGFR(+) & Adenocarcinoma PS (0-1: 2-4) 24.000 1.615 356.635 0.021
Control £ % * Pantoprazole m)?s A
All Smoking history (non : current/ former) 0.006  0.000 0.844 0.043
Skin rash (with : without) 114.192  1.499 8698.028 0.032
Constant HIHHIHEH 0.047
EGFR(+) & Adenocarcinoma PS (0-1: 2-4) 25.500 1.721 377.934 0.019
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Variables ¥ - 1338 % # 78 2_ reference °

o,
Group Variable OR Lowa A)UCpI per Sig
Control &2 & * Rabeprazole gy A
All Smoking history (non : current/ former) 0.006 0.000 0.877 0.044
Skin rash (with : without) 112.526 1.445 8762.074 0.034
EGFR(+) & Adenocarcinoma PS (0-1: 2-4) 25.500 1.721 377.934 0.019
Control & % * Famotidine g A
All RT (with : without) 0.026  0.001 0.959 0.047
Smoking history (non : current/ former) 0.050 0.004 0.685 0.025
Skin rash (with : without) 22.604 1.675 305.053 0.019
EGFR(+) & Adenocarcinoma PS (0-1 : 2-4) 24.000 1.615 356.635 0.021
Control & % * Antacids £ A
All Treatment (Ist line : 2nd- line) 18.063 1932 168.914 0.011
EGFR mutation (+ : -) 20.881 3.101 140.622 0.002
Skin rash (with : without) 11.058 1.495 81.803 0.019
EGFR(-) & Adenocarcinoma Treatment (I1stline: 2nd- line) 28.000 2.399 326.735 0.008
Control &2 # * MgO éhup; £
All Treatment (Ist line : 2nd- line) 15.493 1.655 145.048 0.016
EGFR mutation (+ : -) 18.176  2.711 121.852 0.003
Skin rash (with : without) 9426  1.265 70.250 0.029
EGFR(-) & Adenocarcinoma Treatment (1stline : 2nd- line) 28.000 2.399 326.735 0.008
Control &2 # #* Nacid m)ﬁa A
All Smoking history (non : current/ former) 0.086 0.009 0.854 0.036
EGFR mutation (+: -) 23480 1.998 275956 0.012
Skin rash (with : without) 19.391  2.272 165.496 0.007

Variables ¥ > {s 78 4 # 78 2_ reference °
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4.4.2 Progression free survival (PFS)
Brp TR pE Y FRRRH 2 kAR DES 514 4443 4 > LI PFS & 230
B 7 (95%CI11.99-2.61) » HR 5 1.01 (95% CI 0.97-1.04 > p=0.682) -

& # Inducer/PPI/H2 blocker/Antacid | ** "Control | (Bl ~Bl+» ~ %= L2 ~ £ =L )

Control 2 PFS 5 247 B * (95% CI 2.07-2.87) » Inducer/PPI/H2 blocker/Antacid & PFS %
227 % * (95% CI 1.81-2.73) » +* # control 222 Inducer/PPI/H2 blocker/Antacid 2. PFS > & % &
%1 B (p=0.639) - B %75 A4 ¢ » PFS 2 HR % 1.053 (95% CI 0.849-1.306 » p=0.641) - % %
7% &~ +7¢ > T & % Inducer/PPI/H2 blocker/Antacid | # % ¥ 8258 PFS -

= & 15 " EGFR mutation ; 2 " Histology ;" # * Inducer/PPI/H2 blocker/Antacid | % # &
FREPFS- H R adre » 72 BEF R4 PFS v HR - 5 %3~ 477 > M * Inducer/PPI/H2

blocker/Antacid | % ¥ #§ 4r " EGFR mutation(+) ¥ adenocarcinoma ; 7 PD k * o

1.0 p=0.639
0.8 Inducer/PPl/

—_ H2 blocker/Antacid

S 0.67 (n=269)

o

= 0.4
0.27 Control (n=168)
0.0

17T T 17T T T T T 1
0 6 12 18 24 30 36 42 48

month

® I ~ PFS (Inducer/PPI/H2 blocker/ Antacid vs. Control)
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(a) EGFR (+) (b) EGFR (-)
1.0 _ 1.0 _
] Inducer/PPI/ p=0.673 ] p=0.221

- 0.8 H2 blocker/Antacid . 0.8

>~ — n=51 > —

o 0.6 ( ) o 0.6 Control (n=49)

E 0.4 E 0.4 Inducer/PPl/
0.2 Control (n=29) 0.2 H2 blocker/Antacid
0.0 0.0 (n=78)

| | I [ [ | | I [ | | | [ [ | | I [
0 6 12 18 24 30 35 42 48 0 & 12 18 24 30 36 42 48

month month

(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma

1.0 1.0

] Inducer/PPl/ p=0.591 | p=0.236
—_ 0.8 H2 blocker/Antacid - 0.8
= — n=47 = ]
@ oe ( : g 0.6 Control (n=41)
E ol E 047 Inducer/PPl/
0.2 Control (n=27) 0.2 H2 blocker/Antacid
0.0 0.0 (n=56)

L I I L I
0 6 12 18 24 30 36 42 48

month

| | | [ | | | | |
O 6 12 18 24 30 36 42 48
month

(e) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma

1.0 1.0 p=0.517
08— Inducer/PPI/ 08— Control (n=3)
—_- ' H2 blocker/Antacid _ '
s~ 0.67 (n=3) s~ 0.6
La o
E 0.4 . E 0.4 Inducer/PPl/
0.2 0 = H2 blocker/Antacid
=1
oo+ + 0.0 (n=19)

T T 1T T 1
12 18 24 30 36 42 48

month

|
0

month

1T T 1T T 1
& 12 18 24 30 36 42 48

W * -~ =4+ TEGFR mutation ; §= % 2 %34, 2 PFS (Inducer/PPI/H2 blocker/Antacid vs. Control)

% = L+ w - =447 PFS 2 HR (Inducer/PPI/H2 blocker/Antacid vs. Control)

95% CI
Group HR Lower Upper P

Total 1.053 0.849 1.306 0.641
EGFR(+) 1.116 0.670 1.856 0.674
Adenocarcinoma 1.157 0.679 1.972 0.592
EGFR(-) 1.274 0.861 1.885 0.226
Adenocarcinoma 1.302 0.838 2.023 0.241
Squamous carcinoma 1.637 0.362 7.407 0.522
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T # # Inducer ; ** "Control | (Bl= ~Bl~ ~ %=+ 7 ~ &=+ )

Control * PFS % 2.47 #* (95% CI 2.07-2.87) > Inducer & PFS % 1.84 i * (95% CI
0.00-3.68) > +* $& control £ Inducer 2. PFS » i 5i3- X B (p=0.049) - ¥ ¥ ~ 477 > PFS 2
HR % 1.592 (95% CI 0.995-2.549 » p=0.053) % %38 A 45 ¢ -7 &% * Inducer , # A7 ¥ # 35 PFS -

=t %4 15 " EGFR mutation | 3 " Histology ;> % 3 7" EGFR mutation(+)® adenocarcinoma |

M & * Inducer ; #-'%# X PFS (Inducer 5.29 % * vs. control 6.02 & * » p=0.041) - ¥ %38 & 47
? > % B ¥ 3 4 " EGFR mutation(+) ® adenocarcinoma ; 7 HR (p=0.051) o % %38 &~ 47 ¢ > 3§

4¢ " EGFR mutation(-)® adenocarcinoma ; <7 PD k * o

& * PPI/H2 blocker/Antacid ; ** " Control ; (B]= ~Bl4 ~ %=+ = ~ &=+ )

Control = PFS % 247 B * (95% CI 2.07-2.87) » PPI/H2 blocker/Antacid = PFS % 2.30

B 7 (95% CI 1.82-2.78) » +“ #i control 22 PPI/H2 blocker/Antacid 2. PFS > AiEfg¥ £ 8

(p=0.816) - ¥ %38 477 > PFS 2. HR % 0.980 (95% CI 0.783-1.228 > p=0.862) » % %38 ~ {7
# > T @& % PPI/H2 blocker/Antacid ; # & ¥ 8- 2° HR -

=z 4 17 TEGFR mutation ; 2 " Histology ;» % 3 " & * PPI/H2 blocker/Antacid ; # & ¥

P EPFS-H %38 ~ 477 > 74 B F 3 4. PFS e HRe % %38 &~ 47 ¢ [ & * PPI/H2 blocker/Antacid |

B F R HR -

T & # Inhibitor ; ** T Control | (B]= ~ B+ ~ %=+ - ~ &=L )

Control & PFS 2 247 B * (95% CI 2.07-2.87) » Inhibitor = PFS % 1.64 B * (95% CI
1.38-1.90) » +“ #& control % 2 Inhibitor 2. PFS » ki 33t X B (p=0.671) - H $7 2477 > &%
FEHR > Fl& $8ciF o %@ o479 > &% Inhibitor | » B FF LR 4 -

=t & ¥t "EGFR mutation ; #2 "Histology ; # > % 3 [ & * Inhibitor ; # & % 8- % PFS -

HERELi7? > "2 BFHPDAL'G o 5 %% A~477 T & * Inhibitor; 7 B F #5h % -
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(a)
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p=0.049
Inducer (n=27)

PFS (%)
PFS (%)

Control (n=168)

I [ [ | | | [
0 &6 12 18 24 30 36 42 48
month
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(b)
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PPUH2 blocker/ P 0816

Antacid(n=216)

Control (n=168)
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B = ~ PFS (a)Inducer vs. Control (b) PPI/H2 blocker/Antacid vs. control (¢) Inhibitor vs. Control
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(a) EGFR (+)

1.0
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0.6
0.4
0.29
0.0+
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Inducer (n=5) p=0.068

Control (n=29)
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month

(¢) EGFR (+) and adenocarcinoma

1.0
0.8
0.6
0.4
0.29

0.0

PFS (%)

Inducer (n=5) p=0.041

Control (n=27)

T
0 6 12 18 24 30 36 42 48

month

(¢) EGFR (+) and squamous carcinoma

(b) EGFR ()

1.0
0.8
0.6
0.4
0.2
0.0

PFS (%)

Inducer (n=5)

Control (n=49)

p=0.376

|
0

month

(d) EGFR (-) and adenocarcinoma

T 1T 1T 1T 1
6 12 18 24 30 36 42 48

p=0.159

1.0
0.8
g 0.6 Inducer (n=4)
0.4
0.29 Control (n=41)
007 T T 1 T 1
0 6 12 18 24 30
month

L
36 42 48

(f) EGFR (-) and squamous carcinoma

1.0+
0.8
0.6
0.4
0.29
0.0

PFS (%)

[

Inducer (n=1)

Control (n=3)

p=0.515

T 1T 17T 7T 1T T 11
0 6 12 18 24 30 36 42 48

month

W ~ ~ =447 TEGFR mutation ; §= % %3 %, 2 PFS  (Inducer vs. Control)

% =431 ~=% 44 TEGFR mutation fr "% %2 %3 & , PFS 2 HR (Inducer vs. Control)

95% CI
Group HR Lower Upper P

Total 1.592 0.995 2.549 0.053
EGFR(+) 2.506 0.902 6.959 0.078
Adenocarcinoma 2.829 0.996 8.035 0.051
EGFR(-) 1.590 0.559 4.522 0.385
Adenocarcinoma 2.373 0.684 8.234 0.173
Squamous carcinoma 2.449 0.151 39.723 0.529
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(a) EGFR (+)
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(¢) EGFR (+) and squamous carcinoma

1.0
0.8
0.6
0.4+
0.2

0.0

PES (%)

PPI/H2 blocker/
Antacid(n=3)
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(b) EGFR (-)

1.0
0.8
0.6
0.4
0.2
0.0+

PFS (%)

Control (n=49)

PPI/H2

Antacid(n=62)

p=0.149

blocker/

|
0

1T T T 1T 1
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month

(d) EGFR (-) and adenocarcinoma

1.07 p=0.196
0.8

= 0.6+

w2

E 0.4 Control (n=41)
0.2 PPI/H2 blocker/
0.0— Antacid(n=44)
T T T T T 1T 1T 11

0 6 12 18 24 30 36 42 48

month

(f) EGFR (-) and squamous carcinoma

1.0
p=0.386
0.8
= —_
Er; 0.6 Control (n=3)
E 0.4
o PPI/H2 blocker/
0.2 Antacid(n=16)
0.0
| | | [ [ | | | |
0 6 12 18 24 30 36 42 48
month

W 1 =414 " EGFR mutation ; = " W2 %3 8, 2 PFS  (PPI/H2 blocker/Antacid vs. control)

% =+ ~ %44 TEGFR mutation f= "% %2 %3 & , PFS 2 HR (PPI/H2 blocker/Antacid vs. control)

95% CI
Group HR Lower Upper P

Total 0.980 0.783 1.228 0.862
EGFR(+) 0.974 0.574 1.652 0.922
Adenocarcinoma 0.988 0.566 1.724 0.966
EGFR(-) 1.351 0.894 2.040 0.153
Adenocarcinoma 1.353 0.849 2.155 0.203
Squamous carcinoma 1.942 0.420 8.983 0.396
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(a) EGFR (+) (b) EGFR (-)

1.0+ _ 1.0
0ol p=0.863 08 Inhibitor (n=1) p=0.974
s 0.6+ S 0.6+
E 0.4 Inhibitor (n=2) E 0.4
0.2 = 0.2
Control (n=29) Control (n=49)
0.0 0.0
L rF 1T 1 17T 1T 1T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma
107 p=0.842 107 p=0.964
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w Inhibitor (n=2) el
B 0.4 B 0.4
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0.0 0.0
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0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
1.0
0.8
S 0.6+
B 0.4
0.2 _
Control (n=3)
0.0

| | | [ [ | | I [
0 & 12 18 24 30 36 42 48
month

¥ -+ » =4+ "EGFR mutation  f~ " % %2 %3/ & , 2 PFS (Inhibitor vs. Control)

% =+ = ~ %44 TEGFR mutation ; fr "% %2 %3] & , PFS 2 HR (Inhibitor vs. Control)

95% CI
Group HR Lower Upper P
EGFR(+) 1.116 0.257 4.857 0.883
Adenocarcinoma 1.161 0.265 5.086 0.843
EGFR(-) 0.968 0.132 7.122 0.974
Adenocarcinoma 0.955 0.129 7.080 0.964
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T##*PPI, v TControl ; (B]+- ~Bl+t=- ~& =L~ &=L )

Control % PFS % 247 ®* (95% CI 2.07-2.87) » PPI & PFS : 1.84 i ? (95% CI
1.06-2.62) 7 # * PP #% control %4 #i /@2 PFS (p=0.014)« ¥ %78 4 45 ¢ +HR % 1.686 (95%
CI1.102-2.578 » p=0.016) « % %A 457 > 2 » PP, 7 AF F 4 4 PD b % -

=t & ¥t "EGFR mutation ; ¥2 "Histology ; ¥ » Z 3 T & * PPl % * ¥ 2 5 PFS - ¥
FEAITY > T ABFR A PD bk o F®AE LGP T #H* PPI, H 4 " EGFR mutation(-)

¥ Adenocarcinoma | Z_ & *& o

& * Esomeprazole ; ** "Control ; (B - ~ B+ = ~4&-+4 ~ &=+ )

Control 2 PFS % 247 B * (95% CI 2.07-2.87)> Esomeprazole ‘= PFS 5 3.68 i# ? (95% CI
0.00-7.50) » t* #& control 22 Esomeprazole 2. PFS > & & %zt £ B (p=0.223) - H %38 ~ 47°¢ >
HR 3 1.40 (95% CI 0.811-2.398 » p=0.229) - % %38 »~ 47 ¢ > & * Esomeprazole ; 7 % ¥ #f 4c
PD k *& -

=t & ¥t "EGFR mutation ; #2 "Histology ; » » %3 [ i * Esomeprazole ; ‘¥ # & ¥ 8 58
PFS- 8 %38 2 47¢ > " 2 g F 34 PD h 'k~ 5 ¥3 » 477 [ & * Esomeprazole ;3§ 4" EGFR

mutation(-) ¥ Adenocarcinoma ; 2_ k *& °

& * Non-Esomeprazole PPI | +* "Control ; (B]-- - ~ Btz ~ &=L+ ~ £ =L )

Control 2 PFS 5 2.47 B * (95% CI 2.07-2.87) > Non-Esomeprazole PPI % PFS 5 1.80 &
7 (95% CI 1.23-2.39) » +* #& control %22 Non-Esomeprazole PPI 2. PFS > i£ s+ X B (p=0.007) »
HR 3 2.26 (95% CI 1.23-4.14 > p=0.009) - % %38 » 47 ¢ > & * Non-Esomeprazole PPI | 3§
‘v PFS b *& ©

=t & 15 T EGFR mutation ; #? "Histology ; # - & * Non-Esomeprazole PPI ; % "EGFR
mutation(-) ¥ adenocarcinoma ; ¥ 2 ¥ T " PFSo A HE ¥ o477 > TR FH 4 PD L& o
%38 &~ 47¢ >T & * Non-Esomeprazole PPI | #§ 4 " EGFR mutation(-) * Adenocarcinoma j 2 k

Kﬁo
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" # # Lansoprazole ; ** "Control | (B]-- - ~ B+ 71 ~%&=-+- ~ &=+ )

Control 2 PFS % 247 B * (95% CI 2.07-2.87) > Lansoprazole & PFS % 1.48 B * (95% CI
0.00-3.41) » +* # control 2 Lansoprazole 2. PFS > & i 33+ X B (p=0.052) - ¥ %38 £ 47 ¢ >
HR % 2.606 (95% CI 0.949-7.516 > p=0.063) % %3 ~ 477 - 5 * Lansoprazole ; # & ¥ 3§
“t PD L "% o

=t & 7 " EGFR mutation ; ¥# " Histology ; » » # 3 " i * Lansoprazole | ¥ # & ¥ 8

PFS- H %35 2 47¢ » 7“2 B ¥4 PDh "% o % %38~ 47¢ > & * Lansoprazole ; # & ¥ 3§
‘vt PD kb *& o

" & # Pantoprazole ; +* "Control | (Bl - ~B+t= ~ &=+ ~ &=+ )

Control 2 PFS % 247 B " (95% CI 2.07-2.87) » Pantoprazole = PFS % 1.81 & * (95% CI
0.59-3.03) » +* #& control % ¥¥ Pantoprazole 2. PFS » A i 42t % B (p=0.091) - H %38 £ 477 >
HR % 1.395 (95% CI 0.811-2.398 » p=0.229) « 5 %35 445 ¢ > & * Pantoprazole ; # 4 PD b
Ké} °

% 4 17T EGFR mutation ;£ " Histology ; # »" & * Pantoprazole ¢ #5“&" EGFR mutation(-)
® Adenocarcinoma 2. PFS- ¥ %38 2 % %38 &~ 47 ¢ [ & * Pantoprazole 2§ 4" EGFR mutation(-)

® Adenocarcinoma | Z_k *& o

Jir

" # #* Rabeprazole ; ** "Control | (Bl - ~Bl+ - ~&=-+= 4=+ )

Control 2 PFS % 247 B " (95% CI 2.07-2.87) > Rabeprazole % PFS % 1.45 B " > vt #2
control % ¥2 Rabeprazole % 2. PFS» & £ k2t £ B (p=0.224)- % %38 ~ 47 ¢ HR % 2.232 (95%
CI10.566-9.602 > p=0.241) - % %3 ~ 477 > 5 * Rabeprazole | # 3 ¥ 3 4 PD L 'k °

=t # 45 TEGFR mutation ; #? "Histology | # » %3 [ & * Rabeprazole ; * # ¥ ¥ 2

=g

PFS o H %7 2 45¢ » “ A B FEH S5 PD ' o 5 %38~ 477 > & * Rabeprazole | # & ¥ 3
‘e PD B *&
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* =% 41 TEGFR mutation | fr " %% 2 %31 % ; 2 PFS (PPIvs. Control)

% =+~ ~ %44 TEGFR mutation; fr "% %2 %3] § , PFS 2 HR (PPI vs. Control)

95% CI
Group HR Lower Upper P

Total 1.686 1.102 2.578 0.016
EGFR(+) 2.159 0.774 6.023 0.141
Adenocarcinoma 2.495 0.874 7.125 0.088
EGFR(-) 1.555 0.748 3.233 0.237
Adenocarcinoma 1.661 0.686 4.021 0.260
Squamous carcinoma 4.033 0.412 39.509 0.231
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(a) EGFR (+) (b) EGFR (-)
1.0+ 1.0
p=0.166 p=0.762
0.8 0.8
- Esomeprazole (n=4) -
s 0.6 s 0.6+ Esomeprazole (n=6)
0.4 0.4
=7 Control (n=29) *7 Control (n=49)
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rr T 1T T T 1] LU
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(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma
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B += - =415 "TEGFR mutation ; fr " %% 2 %3 fi , 2 PFS (Esomeprazole vs. Control)

% =44 ~ %44 "EGFR mutation fr "% &2 %3] & , PFS 2 HR (Esomeprazole vs. Control)

95% CI
Group HR Lower Upper P

Total 1.395 0.811 2.398 0.229
EGFR(+) 2.154 0.709 6.548 0.176
Adenocarcinoma 2.468 0.796 7.651 0.117
EGFR(-) 1.161 0.456 2.955 0.755
Adenocarcinoma 1.074 0.327 3.532 0.906
Squamous carcinoma 4.215 0.374 47.514 0.244
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(a) EGFR (+)
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(c) EGFR (+) and adenocarcinoma
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(¢) EGFR (+) and squamous carcinoma
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(b) EGFR (-)
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(d) EGFR (-) and adenocarcinoma
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(f) EGFR (-) and squamous carcinoma
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g 0.6 PPI(n=1)
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month

+ % 4 47 " EGFR mutation ; f= " 3 %3 %, 2 PFS  (Non-Esomeprazole PPI vs. Control)

% =+ -~ %415 TEGFR mutation ; = " 5 % = %3] & ; PFS 2 HR (Non-Esomeprazole PPI vs. Control)

95% CI
Group HR Lower Upper P

Total 2.256 1.229 4.142 0.009
EGFR(+) 2.029 0.256 16.080 0.503
Adenocarcinoma 2.412 0.295 19.706 0411
EGFR(-) 2.685 0.922 7.816 0.070
Adenocarcinoma 3.612 1.044 12.492 0.043
Squamous carcinoma 4.215 0.374 47.514 0.244
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(¢) EGFR (+) and squamous carcinoma
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(f) EGFR (-) and squamous carcinoma
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0.8
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» =% 41 "EGFR mutation | fr " %% 2 %31 % , 2 PFS (Lansoprazole vs. Control)

% = +- ~=% 44 TEGFR mutation f= "% 2 %3 & , PFS 2 HR (Lansoprazole vs. Control)

0
Group HR Lower95 ° CIUpper P
Total 2.606 0.949 7.156 0.063
EGFR(-) 1.577 0.212 11.723 0.656
Squamous carcinoma 2.449 0.151 39.723 0.529
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(a) EGFR (+) (b) EGFR (-)

1.0+ 1.0
Pantoprazole (n=1) p=0.403 p=0.035
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(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
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0 6 12 18 24 30 36 42 48
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W += -~ =415 TEGFR mutation | fr " %% 2 %3] f , 2 PFS (Pantoprazole vs. Control)
% =+ = ~ %44 TEGFR mutation f= "% 2 %3 & , PFS 2 HR (Pantoprazole vs. Control)
95% ClI
Group HR Lower Upper P
Total 1.142 0.657 1.984 0.638
EGFR(+) 0.652 0.152 2.792 0.565
Adenocarcinoma 0.709 0.164 3.053 0.644
EGFR(-) 2.561 1.026 6.393 0.044
Adenocarcinoma 3.070 1.101 8.558 0.032
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(f) EGFR (-) and squamous carcinoma
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W -+ - - =414 "TEGFR mutation ; fr 5 A %38, 2 PFS  (Rabeprazole vs. Control)
% =+ =~ %44 TEGFR mutation fr "% %2 %3] & , PFS 2 HR (Rabeprazole vs. Control)
95% CI
Group HR Lower Upper P
Total 2.332 0.566 9.602 0.241
EGFR(+) 0.047 0.000 12486020363521.700 0.857
Adenocarcinoma 0.047 0.000 3807679879381.500  0.851
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T & #* Famotidine ; ** "Control | (B]-- ~ ~ B+ 4 ~ %=Lz ~ &=L )

A RSSO T %@ * 2 H2 blocker 3 Famotidine — f& o

Control 2 PFS 5 247 B * (95% CI 2.07-2.87) > Famotidine % PFS % 0.95 B * (95% CI
0.28-1.61) » +* #i control 27 Famotidine 2. PFS » i %3+ £ £ (p=0.005) - PFS 2. HR % 3.443
(95% CI 1.374-8.625 » p=0.008) - % %38 ~ ¥7¢ > % * Famotidine ; # BMEFHSPDR % -

=t & ¥ T EGFR mutation | ¥2 " Histology ; » » % 3" & * Famotidine | % 7 & ¥ § %5 PFS -

HPHAYTE2 S RIAALITY > H5FBEFR 4« PDR % -

1.0+
0.8
0.6
0.4
0.29

0.0

P=0.005

Famotidine (n=5)

PFS (%)

Control (n=168)

| | I [ [ | | | [
0 &6 12 18 24 30 36 42 48
month

¥ -+ ~ ~PFS (Famotidine vs. Control)
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W +4 =41 TEGFR mutation | = " 5% 2 % 3| f§ ; 2 PFS (Famotidine vs. Control)

% = +tw ~ %44 TEGFR mutation fr "% %2 %3] & , PFS 2 HR (Famotidine vs. Control)

95% CI
Group HR Lower Upper P
Total 3.443 1.374 8.625 0.008
EGFR(+) 2.623 0.607 11.338 0.197
Adenocarcinoma 2.731 0.622 11.990 0.183
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T * Antacid ; +* "Control ; (Bl= + Bl +- ~4& =17 ~ &=L )

Control 2 PFS 5 247 B *® (95% CI 2.07-2.87) » Antacid * PFS % 2.83 i * (95% CI
1.48-4.18) » +* #& control ¥ Antacid 2. PFS » R i 3t £ 8 (p=0.739) - H %38 » 477 » PFS
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(d) EGFR (-) and adenocarcinoma
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W = +- ~=% 44 TEGFR mutation, f= "% %2 %3 & , 2 PFS (Antacid vs. Control)
# =41 ~=%~4 "EGFR mutation f= "% %2 %3 § , PFS 2 HR (Antacid vs. Control)
95% CI
Group HR Lower Upper P
Total 0.957 0.740 1.239 0.741
EGFR(+) 1.029 0.584 1.813 0.921
Adenocarcinoma 1.030 0.567 1.873 0.922
EGFR(-) 1.311 0.792 2.171 0.293
Adenocarcinoma 1.351 0.760 2.402 0.305
Squamous carcinoma 3.253 0.384 27.520 0.279
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W = += ~=% 44 TEGFR mutation f= "% & e %3 & , 2 PFS (MgO vs. Control)

% =+ ~ %44 TEGFR mutation f= "% &2 %3 & , PFS 2 HR (MgO vs.Control)

95% CI p
Group HR Lower Upper

Total 1.058 0.805 1.390 0.688
EGFR(+) 1.253 0.665 2.363 0.485
Adenocarcinoma 1.241 0.629 2.451 0.533
EGFR(-) 1.330 0.789 2.243 0.284
Adenocarcinoma 1.446 0.806 2.595 0.216
2.715 0.300 24.614 0.374

Squamous carcinoma
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W =+ = %44 "EGFR mutation fr "% &2 %3 & , 2 PFS (Nacid vs. Control)

% =+ = ~ %44 TEGFR mutation ; fr "% %2 %3] & , PFS 2 HR (Nacid vs. Control)

95% CI

Group HR Lower Upper P
Total 0.748 0.444 1.258 0.273
EGFR(+) 0.907 0.365 2.253 0.833
Adenocarcinoma 0.993 0.395 2.494 0.988
EGFR(-) 1.108 0.339 3.619 0.865
Adenocarcinoma 0.597 0.081 4.397 0.613
4215 0.374 47.514 0.244

Squamous carcinoma
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% = -+ N - Multivariate analysis for PFS (HR [95% CI])

. 95% CI .
Group Variables HR Lower Upper Sig
Control ¥2 & * Inducer/ PPI/ H2 blocker/Antacid m)ﬁa X
All PS (0-1:2-4) 0.398 0.229 0.693 0.001
EGFR mutation (+: -) 0.255 0.155 0.419 0.000
AST elevating (without : with) 0.193 0.071 0.519 0.001
Dose adjustment (without : with) 3.050 1.780 5.226 0.000
EGFR(+) & Adenocarcinoma Age 1.049 1.010 1.089 0.012
Stage (1-3a : 3b-4) 0.121 0.030 0.485 0.003
Smoking history (non : current/ former) 0.374 0.151  0.921 0.032
AST elevating (without : with) 0.010 0.001 0.173 0.001
DDI (Control : Inducer/ PPI /H2 blocker/ Antacid) 0.229 0.080 0.652 0.006
Dose adjustment (without : with) 7.285 2.646 20.057 0.000
EGFR(-) & Adenocarcinoma PS (0-1 : 2-4) 0.176  0.068  0.458 0.000
RT (with : without) 4.044 1355 12.067 0.012
ALT elevating (without : with) 0.078 0.016  0.390 0.002
T-bil elevating (without : with) 0.200 0.057 0.699 0.012
Skin rash (with : without) 0.425 0.185 0979 0.045
Dose adjustment (without : with) 3.747 1430 9.821 0.007
Control 2 5 * Inducer m)ﬁs S
All Histology (adeno: non-adeno) 0.334 0.113  0.990 0.048
EGFR mutation (+: -) 0.186  0.075 0.457 0.000
AST elevating (without : with) 0.281 0.082 0969 0.044
Dose adjustment (without : with) 5.128 2.074 12.678 0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 8.038 1.258 51.359 0.028
Smoking history (non : current/ former) 19.049 1.861 195.038 0.013
ALT elevating (without : with) 0.001 0.000 0.077 0.002
AST elevating (without : with) 0.045 0.002 1.000 0.050
Skin rash (with : without) 7.339 1.004 53.645 0.050
EGFR(-) & Adenocarcinoma PS (0-1 : 2-4) 0.002 0.000 0.076 0.001
Smoking history (non : current/ former) 0.164 0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455 0.041
DDI (Control : Inducers) 0.024 0.001 0.794 0.037
Dose adjustment (without : with) 18.231 2.552 130.229 0.004
Control £ # * PPI/ H2 blocker/Antacid g A
All PS (0-1:2-4) 0442 0271 0.719 0.001
RT (with : without) 1.687 1.057 2.692 0.028
EGFR mutation (+: -) 0.280 0.178  0.442 0.000
ALT elevating (without : with) 0.199 0.073  0.545 0.002
Skin rash (with : without) 0478 0.299 0.764 0.002
Dose adjustment (without : with) 2.510 1.541 4.088 0.000
EGFR(+) & Adenocarcinoma Initial ALT (normal : abnormal) 9.560 1.215 75.248 0.032
ALT elevating (without : with) 0.033 0.003 0.380 0.006
EGFR(-) & Adenocarcinoma  PS (0-1:2-4) 0.213 0.094 0.480 0.000
RT (with : without) 3388 1.489 7.709 0.004
ALT elevating (without : with) 0.094 0.023  0.387 0.001
T-bil elevating (without : with) 0.240 0.078 0.739 0.013
Skin rash (with : without) 0.357 0.169 0.757 0.007
Dose adjustment (without : with) 3477 1.546 7.821 0.003

Variables ¥ - {478 5 % 78 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control 2 #% * Inhibitor gfy A

All Age 1.040 1.003 1.079 0.034
PS (0-1:2-4) 0.131 0.038 0.452 0.001
Stage (1-3a : 3b-4) 0.128 0.034 0.476 0.002
Brain meta (without : with) 0.216 0.068 0.684 0.009
EGFR mutation (+ : -) 0.036 0.008 0.150 0.000
AST elevating (without : with) 0.024 0.002 0.367 0.007
Dose adjustment (without : with) 16.044 3.758 68.492 0.000

EGFR(-) & Adenocarcinoma  Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004 0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002 0.029
Dose adjustment (without : with) 17.959 2.395 134.689 0.005

Control &2 & # PPI rn),% X

All EGFR mutation (+: -) 0.210 0.094 0.470 0.000
AST elevating (without : with) 0.228 0.0609 0.756 0.016
Dose adjustment (without : with) 4.142 1.841 9316 0.001

EGFR(+) & Adenocarcinoma Gender (female : male) 5926 1.004 34973 0.049
Smoking history (non : current/ former) 31.141 1.666 582.232 0.021
Initial AST (normal : abnormal) 22.116 1.318 371.160 0.031
AST elevating (without : with) 0.036 0.002 0.766 0.033

EGFR(-) & Adenocarcinoma  Gender (female : male) 0.027 0.001 0.668 0.027
PS (0-1:2-4) 0.003 0.000 0.111 0.002
Initial T-bil (normal : abnormal) 10.240 1.343 78.082 0.025
DDI (Control : PPI) 0.016 0.001 0.303 0.006
Dose adjustment (without : with) 19.015 2.538 142.447 0.004

Control & % * Esomeprazole rﬂ)ﬁi A

All Histology (adeno: non-adeno) 0.277 0.096 0.802 0.018
EGFR mutation (+ : -) 0.191 0.084 0.433 0.000
AST elevating (without : with) 0.056 0.009 0.347 0.002
Dose adjustment (without : with) 5993 2276 15.781 0.000

EGFR(+) & Adenocarcinoma Gender (female : male) 8.056 1.257 51.636 0.028
Smoking history (non : current/ former) 19.185 1.872 196.573 0.013
AST elevating (without : with) 0.044 0.002 0.988 0.049
Skin rash (with : without) 7.414 1.017 54.022 0.048

EGFR(-) & Adenocarcinoma  PS (0-1:2-4) 0.002 0.000 0.076 0.001
Smoking history (non : current/ former) 0.164 0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455 0.041
DDI (Control : Esomeprazole) 0.024 0.001  0.794 0.037
Dose adjustment (without : with) 18.231 2.552 130.229 0.004

Control &2 % * non-Esomeprazole PPI m)ﬁ; X

All PS (0-1:2-4) 0.120 0.035 0.418 0.001
Stage (1-3a : 3b-4) 0.156 0.045 0.540 0.003
Brain meta (without : with) 0.221 0.068 0.721 0.012
EGFR mutation (+ : -) 0.032  0.007 0.140 0.000
AST elevating (without : with) 0.016 0.001 0.258 0.004
DDI (Control : non-Esomeprazole PPI) 0.133 0.023 0.783 0.026
Dose adjustment (without : with) 17.416 3.848 78.833 0.000

EGFR(-) & Adenocarcinoma PS (0-1 : 2-4) 0.002 0.000 0.076 0.001
Smoking history (non : current/ former) 0.164 0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455 0.041
DDI (Control : non-Esomeprazole PPI) 0.018 0.001 0.562 0.022
Dose adjustment (without : with) 18.231 2.552 130.229 0.004

Variables *

» 14 38 % %0 38 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control &2 % * Lansoprazole m)’% X
All Age 1.040 1.003 1.079 0.034
PS (0-1:2-4) 0.131 0.038 0.452 0.001
Stage (1-3a : 3b-4) 0.128 0.034 0.476 0.002
Brain meta (without : with) 0.216 0.068 0.684 0.009
EGFR mutation (+: -) 0.036 0.008 0.150 0.000
AST elevating (without : with) 0.024 0.002 0.367 0.007
Dose adjustment (without : with) 16.044 3.758 68.492 0.000
EGFR(-) & Adenocarcinoma  Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004 0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002 0.029
Dose adjustment (without : with) 17.959 2.395 134.689 0.005
Control ¥ & * Pantoprazole m@ x
All PS (0-1:2-4) 0.120 0.035 0.418 0.001
Stage (1-3a : 3b-4) 0.156 0.045 0.540 0.003
Brain meta (without : with) 0.221 0.068 0.721 0.012
EGFR mutation (+: -) 0.032 0.007 0.140 0.000
AST elevating (without : with) 0.016 0.001 0.258 0.004
DDI (Control : Pantoprazole) 0.133  0.023 0.783 0.026
Dose adjustment (without : with) 17.416 3.848 78.833 0.000
EGFR(-) & Adenocarcinoma PS (0-1: 2-4) 0.002 0.000 0.076 0.001
Smoking history (non : current/ former) 0.164 0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455 0.041
DDI (Control : Pantoprazole) 0.018 0.001 0.562 0.022
Dose adjustment (without : with) 18.231 2.552 130.229 0.004
Control & #% * Rabeprazole rﬂ}?; A
All Age 1.040 1.003 1.079 0.034
PS (0-1:2-4) 0.131 0.038 0.452 0.001
Stage (1-3a : 3b-4) 0.128 0.034 0.476 0.002
Brain meta (without : with) 0.216 0.068 0.684 0.009
EGFR mutation (+: -) 0.036  0.008 0.150 0.000
AST elevating (without : with) 0.024 0.002 0.367 0.007
Dose adjustment (without : with) 16.044 3.758 68.492 0.000
EGFR(-) & Adenocarcinoma  Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004 0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002 0.029
Dose adjustment (without : with) 17.959 2395 134.689 0.005
Control & #% * Famotidine g A
All Age 1.040 1.003 1.078 0.032
PS (0-1:2-4) 0.127 0.039 0.417 0.001
Stage (1-3a : 3b-4) 0.126  0.034 0.463 0.002
Brain meta (without : with) 0.219 0.070 0.692 0.010
EGFR mutation (+: -) 0.035 0.008 0.147 0.000
AST elevating (without : with) 0.024 0.002 0.356 0.007
Dose adjustment (without : with) 16.117 3.777 68.768 0.000
EGFR(-) & Adenocarcinoma  Gender (female : male) 0.026 0.001 0.596 0.022
PS (0-1:2-4) 0.004 0.000 0.119 0.002
Initial T-bil (normal : abnormal) 9.947 1302 75.998 0.027
Dose adjustment (without : with) 18.479 2462 138.669 0.005

Variables ¥ > {s 78 4 # 78 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control ¥ % * Antacids g A

All Age 1.037 1.007 1.067 0.016
PS (0-1:2-4) 0.247 0.118 0.518 0.000
Stage (1-3a : 3b-4) 0.333 0.155 0.716 0.005
EGFR mutation (+: -) 0.098 0.045 0.214 0.000
ALT elevating (without : with) 9.964 1.127 88.058 0.039
AST elevating (without : with) 0.037 0.007 0.204 0.000
Dose adjustment (without : with) 7.856  3.300 18.698 0.000

EGFR(-) & Adenocarcinoma PS (0-1: 2-4) 0.006 0.001 0.073 0.000
Other meta (without : with) 0.145 0.037 0.574 0.006
Smoking history (non : current/ former) 0.039 0.006 0.246 0.001
Initial ALT (normal : abnormal) 17.338 1.977 152.034 0.010
Skin rash (with : without) 0.073 0.015 0.358 0.001
DDI (Control: Antacids) 10.329 1.838 58.043 0.008
Dose adjustment (without : with) 138.954 12.270 1573.570 0.000

Control &2 &% * MgO gy A

All Age 1.040 1.007 1.073 0.017
PS (0-1:2-4) 0.285 0.133  0.612 0.001
Stage (1-3a : 3b-4) 0.365 0.160 0.836 0.017
EGFR mutation (+ : -) 0.091 0.038 0.214 0.000
AST elevating (without : with) 0.055 0.005 0.556 0.014
Dose adjustment (without : with) 7.380 3.045 17.885 0.000

EGFR(+) & Adenocarcinoma Initial D-bil (normal : abnormal) 0.069 0.005 0.858 0.038

EGFR(-) & Adenocarcinoma  PS (0-1: 2-4) 0.006 0.001 0.073 0.000
Other meta (without : with) 0.145 0.037 0.574 0.006
Smoking history (non : current/ former) 0.039 0.006 0.246 0.001
Initial ALT (normal : abnormal) 17.338 1.977 152.034 0.010
Skin rash (with : without) 0.073 0.015 0.358 0.001
DDI (Control : MgO) 10.329 1.838 58.043 0.008
Dose adjustment (without : with) 138.954 12.270 1573.570 0.000

Control £ # * Nacid v £

All Age 1.056 1.014 1.100 0.009
PS (0-1:2-4) 0.112 0.033  0.379 0.000
Stage (1-3a : 3b-4) 0.077 0.018 0.328 0.001
Brain meta (without : with) 0.201 0.063  0.641 0.007
EGFR mutation (+: -) 0.028 0.006 0.124 0.000
ALT elevating (without : with) 17.504 1.421 215.576 0.025
AST elevating (without : with) 0.013 0.001 0.120 0.000
Dose adjustment (without : with) 22.678 4.901 104.937 0.000

EGFR(-) & Adenocarcinoma  Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004 0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002 0.029
Dose adjustment (without : with) 17.959 2.395 134.689 0.005

Variables ¥ - 1338 5 % 38 2_ reference °
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4.4.3 Time to treatment failure (TTF)
Brp TR p e B RAH 2 RRF S HES S1 A 4443 4 ZIBTTF 5 2.07
B2 (95%CI11.76-2.28) - " &% * Z 4 | TTF 2. HR % 1.01 (95% CI0.98-1.05 » p=0.523) »

" & # Inducer/PPI/H2 blocker/Antacid ; ** "Control ; (B]l= ~ 2 ~Bl=- +37 ~ & =-1+4 ~ 47
Lz

Control 22 TTF % 230 B " (95% CI 1.83-2.77) » Inducer/PPI/H2 blocker/Antacid . TTF
5 1.84 1 * (95% CI 1.46-2.25) » +* #& control ¥ Inducer/PPI/H2 blocker/Antacid 2. TTF » &
EhF LR (p=0.783) H%mE L4577 » TTF 2 HR % 1.072 (95% CI 0.847-1.315 > p=0.505) -
5 %3 479 T & * Inducer/PPI/H2 blocker/Antacid ; # &f % 3 4x HR

=t 4 17 T EGFR mutation ; % " Histology ; # - & * Inducer/PPI/H2 blocker/Antacid ; i»

HEFPSTIF - E %@ o472 5 %1~ 477 > & * Inducer/PPI/H2 blocker/Antacid | 357
H

+ A
4 &3
7

=

o

1.0
0.8
0.6
0.4
0.2
0.0

p=0.503
Inducer/PPl/

H2 blocker/Antacid
(n=269)

PES (%)

Control (n=168)

T T T T T
0 6 12 18 24 30 56 42 48

month

® = -+ = -~ TTF (Inducer/PPI/H2 blocker/ Antacid vs. Control)

108



(a) EGFR (+) (b) EGFR (-)

1.0 - 1.0 _
Inducer/PPl/ p=0.656 p=0.139
0.8 H2 blocker/Antacid 0.54
= _ n=51 = _
E' 0.6 ( ) i:' 0.6 Control (n=49)
E 0.4 E 0.4 Inducer/PPl/
0 = Control (n=29) 07— H2 blocker/Antacid
n=78)
0.0 - ' 0.0+
| | I [ [ | | | [ | | | [ [ | | | [
0 & 12 18 24 30 36 42 48 0 65 12 18 24 30 36 42 48
month month
(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma
1.0 _ 1.0
Inducer/PPl/ ~ P70-572 p=0.239
_ 0.8 H2 blocker/Antacid _ 0.89
S 0.6 (n=47) S 0.6+ Control (n=41)
2% =
E 0.4 E 0.4 Inducer/PPl/
0.2 Control (n=27) 0.2 H2 blocker/Antacid
0.0 0.0 n=56)
| | I [ [ | | | [ | | | [ [ | | | [
0 &6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
1.0 1.0 p=0.286
0.8 Inducer/PPl/ _ 0.8 Control (n=3)
- H2 blocker/Antacid -
s 0.6 (n=3) s 0.6
2% =
E 0.4 . E 0.4 Inducer/PPl/
0.2 0.2 H2 blocker/Antacid
00+ 0.0~ (=19)
' 1 1 1T 1T T 1T T 1 ' T 1 1T 1T 1T 1T T 1
0 &6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month

- 7 ~ =% £+ T EGFR mutation |, = % 283 & ;2 TTF (Inducer/PPI/H2 blocker/Antacid vs. Control)

=
1y

% =14 ~ x4+ TTF 2 HR (Inducer/PPI/H2 blocker/Antacid vs. Control)

95% CI
Group HR Lower Upper P

Total 1.072 0.874 1.315 0.505
EGFR(+) 0.974 0.574 1.652 0.922
Adenocarcinoma 0.988 0.566 1.724 0.966
EGFR(-) 1.351 0.894 2.040 0.153
Adenocarcinoma 1.353 0.849 2.155 0.203
Squamous carcinoma 1.942 0.420 8.983 0.396
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" * Inducer ; +* Control ; (Bl= ++ ~B= -+~ ~4e+ &7 +2=2)

Control 2 TTF % 230 # * (95% CI 1.83-2.77) » Inducer & TTF % 1.68 % * (95% CI
0.68-2.68) » +* #2 control % ¥2 Inducer 2. TTF » £ 33t £ 2 (p=0.015) - H %38 » 47 ¢ > TTF
HR 3 1.672 (95% CI 1.084-2.579 » p=0.020) = % %3 A 45 ¢ + 7 & %3 4 HR

"EGFR mutation ; 3 "Histology ; » » 33 " # * Inducer | # g ¥ 3258 TTF - ¥ %35 »
1P o A B HR 5 %3 A 479 >0 @ * Inducer ; & % 3 4« " EGFR mutation(-) *

adenocarcinoma | Ik ' °

& # PPI/H2 blocker/Antacid ; ** "Control | (B]= -+ ~ Bl + ~~ & Lt- v 437 L=2)

Control 22 TTF % 2.30 B * (95% CI 1.83-2.77) » PPI/H2 blocker/Antacid & TTF % 2.10
B 7 (95% CI 1.74-2.46) » +* #& control * ¥ PPI/H2 blocker/Antacid 2. TTF » if 32+ 4 8
(p=0.866) - ¥ %38 ~ 477 > Hazard ratio 5 0.982 (95% CI 0.792-1.217 » p=0.867) o % %38 » 47
5 A BEFH 4 HR -
"EGFR mutation ; % T Histology ; ® » %3 [ # * PPI/H2 blocker/Antacid ; # & ¥ 8% 58
TTF - E g3 o472 5 8B 4 47¢ > 5% P HR-

T & # Inhibitor | +* "Control | (Bl= + = ~Bl= 14 ~&e L+t - ~ &7+

)
Control * TTF % 230 B * (95% CI 1.83-2.77) » Inhibitor % TTF % 1.64 % * (95% CI

Jir

1.38-1.90) > +* # control % £ Inhibitor 2. TTF > & & 33t Z 8 (p=0.812) - H 78 ~ 47¢ » &2
REHR Fl RS F o 5 RAAHTY 0 P HFH 4 HR -

= 4 +7 TEGFR mutation ; £ "Histology ; » > # 3 " & * Inhibitor ; # % ¥  TTF -
HYFAI2 5 HHAHC - 197 B FH 4 HR -
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(a) (b)
10 ~0.018 10 ~0.866
0 8= Inducer (n=27) p=v. 0 8= PPI/H2 blocker/ p=v.
—_ —_ Antacid(n=216)
= 0.6+ s 0.6
= =
e 0.4 e 0.4
0.2 Control (n=168) 0.2 Control (n=168)
0.0+ 0.0+
L L
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
()
1.0
p=0.812
0.8 .
_ Inhibitor (n=6)
s 0.6
=
E 0.4 Control (n=168)
0.2
0.0+

| | I [ [ | | | [
0 &6 12 18 24 30 36 42 48
month

® =+ ~TTF (a)Inducer vs. Control (b) PPI/H2 blocker/Antacid vs. control (c) Inhibitor vs. Control
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(a) EGFR (+) (b) EGFR (-)

1.0 1.0
a Inducer (n=5) p=0.120 a Inducer (n=5) p=0.494
0.8 0.8
= 0.6+ S 0.6+
= =
B 04 B 04
0.2 = 0.2
Control (n=29) Control (n=49)
0.0 0.0
Fr 1T 1T T T rF 1T 1 17T 1T 1T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma
1.0 1.0
_ p=0.085 p=0.261
0.5 Inducer (n=5) 0.5
Sy £ e
‘-:: 0.6 EF: 0.6 Inducer (n=4)
=04 B 047
0.2 Control (n=27) 0.2 Control (n=41)
0.0+ 0.0
Fr 1T 1T 1T T T rFrr 1T 1 1T 1T 1T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
1.0
0 8 -I: Inducer (n=1) p=0.313
£ 0.6+
=
B 04
0.7 Control (n=3)
0.0

1T 17T 17T 17T T T T°1
0 6 12 18 24 30 36 42 48

month

W =+~ ~ %44 "EGFR mutation fr "% %2 %3 & , 2 TTF (Inducer vs. Control)

% -+ -~ %445 TEGFR mutation ; o " 5% 2 %3] fi ;, TTF 2 HR (Inducer vs. Control)

95% CI
Group HR Lower Upper P

Total 1.672 1.084 2.579 0.020
EGFR(+) 2.176 0.797 5.944 0.129
Adenocarcinoma 2.392 0.861 6.649 0.095
EGFR(-) 1.430 0.505 4.046 0.500
Adenocarcinoma 1.984 0.581 6.773 0.274
Squamous carcinoma 2.449 0.151 39.723 0.529
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(a) EGFR (+)

1.0+
0.8

TTF (%)
= =
I o

| |

=
L
|

=
o
|

p=0.916

PPI/H2 blocker/
Antacid(n=42)

Control (n=29)

|
0

1T T 1T T 1T 1
6 12 18 24 30 36 42 48

month

(c) EGFR (+) and adenocarcinoma

1.0
0.8
.67
0.4+
0.2

0.0+

TTF (%)

p=0.969

PPI/H2 blocker/
Antacid(n=38)

Control (n=27)

1T 17T 17T 17T T T T°1
0 6 12 18 24 30 36 42 48

month

(¢) EGFR (+) and squamous carcinoma

1.0
0.8
.67
0.4+
0.2

0.0+

TTF (%)

PPI/H2 blocker/
Antacid(n=3)

1T 17T 17T 17T T T T°1
0 6 12 18 24 30 36 42 48

month

(b) EGFR (-)

1.0+
0.8
0.6
0.4
0.2

0.0+

TTF (%e)

Control (n=49)

PPI/H2 blocker/
Antacid(n=62)

p=0.093

1T 1T T T 1T 1T 1
0 6 12 18 24 350 36 42 48

month

(d) EGFR (-) and adenocarcinoma

1.0+
0.8
0.6
0.4
0.2

0.0

TTF (%)

Control (n=41)

PPI/H2 blocker/
Antacid(n=44)

p=0.204

|
0

month

1T 1T T 1T 11
6 12 18 24 30 36 42 48

(f) EGFR (-) and squamous carcinoma

1.0+
0.8
0.6
0.4
0.2

0.0

TTF (%)

Control (n=3)

PPI/H2 blocker/

Antacid(n=16)

p=0.200

|
0

month

1T 1T T 1T 11
6 12 18 24 30 36 42 48

W -+~ =44 T EGFR mutation ; f= " % e 38, 2 TTF (PPI/H2 blocker/Antacid vs. control)

% - ~ %44 TEGFR mutation fr "% %2 %3 & , TTF 2 HR (PPI/H2 blocker/Antacid vs. control)

95% CI
Group HR Lower Upper P

Total 0.982 0.792 1.217 0.867
EGFR(+) 0.973 0.586 1.616 0916
Adenocarcinoma 0.990 0.582 1.684 0.969
EGFR(-) 1.393 0.942 2.059 0.096
Adenocarcinoma 1.327 0.853 2.064 0.209
Squamous carcinoma 2.559 0.570 11.488 0.220
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(a) EGFR (+) (b) EGFR (-)

1.0 17 _ 1.0+
0 o p=0.973 0.8 il— Inhibitor (n=1) p=0.917
= 0.6+ = 0.6+
= _ Inhibitor (n=2) = _
e 0.4 = 0.4
0.2 l—| = 0.2
Control (n=29) Control (n=49)
0.0 0.0
L L
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(c) EGFR (+) and adenocarcinoma (d) EGFR (-) and adenocarcinoma
L0 p=0.942 L p=0.897
0.8 Ll,ﬁ 0.8 \
& 0.6 N & 0.6 Inhibitor (n=1)
P Inhibitor (n=2) =
= 0.4 = 0.4

0.2 l—| Control (n=27) 0.2 Control (n=41)
0.0

0.07 Fr 1T 1T 7T 1T 1T 1 r 1T 1T °T 1T 1T 1T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
month month
(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
1.0
0.8
g 0.6
E 0.4
0.27 Control (n=3)

0.0

T 1T 17T 7T 1T T 11
0 6 12 18 24 30 36 42 48

month

W = +4 ~ %414 "EGFR mutation fr "% %2 %3 & , 2 TTF (Inhibitor vs. Control)

% -+ = ~ %447 TEGFR mutation fr "% %2 %3] & , TTF 2 HR (Inhibitor vs. Control)

95% CI
Group HR p
Lower Upper
EGFR(%) 1.025 0.238 4.424 0.973
Adenocarcinoma 1.056 0.243 4.579 0.942
EGFR(-) 0.901 0.123 6.606 0.918
Adenocarcinoma 0.877 0.119 6.476 0.898
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F# % PP, v TControl ; (B=+ ~B=z+- 42tz 47 -1L2)

Control 2 TTF % 230 ®* (95% CI 1.83-2.77) > PP = TTF % 1.81 & * (95% CI
1.02-2.60)»" & * PPI j# control % #‘@2 TTF (p=0.014)- ¥ %% A 47 ¢ »HR 5 1.535(95%
CI1.015-2.321 » p=0.042) o % %3E A 45¢ > % A E # 4 HR -

= 4 +7 TEGFR mutation ; ¥2 "Histology ; ¥ > # R T &% * PPl % 2 ¥ B X TIF - ¥
FEAYP T FEER S PD R G 5 R A4 o0 B % PPl ¢ A ¥ # 4" EGFR mutation(-)
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(f) EGFR (-) and squamous carcinoma

1.0
0.8

= 0.6+

=

= 04

PPI (n=3)
0.0

Control (n=3)

p=0.197

L
0 6

T T 1T 1T 1
12 18 24 30 36 42 48

month

+ - ~ % &4 TEGFR mutation ; fr "% %2 %3 & , 2 TTF (PPIvs. Control)

% »+ =~ %44 TEGFR mutation f= "% &2 %3 & , TTF 2 HR (PPI vs. Control)

95% CI
Group HR Lower Upper P

Total 1.535 1.015 2.321 0.042
EGFR(+) 1.879 0.686 5.153 0.220
Adenocarcinoma 2.110 0.756 5.889 0.154
EGFR(-) 1.382 0.669 2.852 0.382
Adenocarcinoma 1.423 0.594 3411 0.429
Squamous carcinoma 4.033 0.412 39.509 0.231
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(a) EGFR (+) (b) EGFR (-)
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W =-+= ~ %44 TEGFR mutation fr %% 2% 3§ , 2 TTF (Esomeprazole vs. Control)

I

# »tw ~ %447 TEGFR mutation fr "% &2 %3 & , TTF 2 HR (Esomeprazole vs. Control)

95% CI
Group HR Lower Upper P

Total 1.324 0.785 2.232 0.293
EGFR(+) 1.910 0.638 5.718 0.247
Adenocarcinoma 2.133 0.702 6.483 0.182
EGFR(-) 1.036 0.409 2.623 0.941
Adenocarcinoma 0.926 0.283 3.025 0.899
Squamous carcinoma 4.215 0.374 47.514 0.244
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(f) EGFR (-) and squamous carcinoma
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W =-+= =44 "EGFR mutation ; f= " % %38, 2 TTF  (Non-Esomeprazole PPI vs. Control)
% w47 ~ %44 TEGFR mutation fr "% %2 %3 & , TTF 2 HR (Non-Esomeprazole PPI vs. Control)
95% CI
Group HR Lower Upper P
Total 1.931 1.057 3.526 0.032
EGFR(+) 1.650 0.212 12.832 0.632
Adenocarcinoma 1.862 0.235 14.772 0.556
EGFR(-) 2.344 0.814 6.754 0.115
Adenocarcinoma 3.006 0.884 10.224 0.078
Squamous carcinoma 2.449 0.151 39.723 0.529
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W =tz =44 " EGFR mutation | {= " % :}syﬁ_ﬂ_.%‘i 4l & |, 2 TTF (Lansoprazole vs. Control)

% m -+ - =4 4% TEGFR mutation | f= 5 A2 %2 & ; TTF 2 HR (Lansoprazole vs. Control)

95% CI
Group HR Lower Upper P
Total 2.198 0.804 6.008 0.125
EGFR(-) 1.407 0.190 10.399 0.738
2.449 0.151 39.723 0.529

Squamous carcinoma
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% w4+~ ~ %44 TEGFR mutation  fr "% %2 %3] & , TTF 2 HR (Pantoprazole vs. Control)

95% CI
Group HR Lower Upper P
Total 1.742 0.764 3.971 0.187
EGFR(+) 1.979 0.255 15.362 0.514
Adenocarcinoma 2.321 0.293 18.355 0.425
EGFR(-) 2.948 0.880 9.874 0.080
Adenocarcinoma 3.006 0.884 10.224 0.078
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W == » %44 TEGFR mutation, fr "% % 2% 3§ , 2 TTF (Rabeprazole vs. Control)

% -+~ ~ %447 TEGFR mutation ; fr "% % 2 %3] , TTF 2 HR (Rabeprazole vs. Control)

0
Group HR Lower e C{Jpper P
Total 1.941 0.474 7.951 0.357
EGFR(+) 0.047 0.000 28322059031.506  0.825
Adenocarcinoma 0.047 0.000 10738309391.454  0.819
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% »+4 ~ %44 TEGFR mutation, fr "% %2 %3 § , TTF 2 HR (Famotidine vs. Control)

95% CI
Group HR Lower Upper P
Total 2.792 1.123 6.942 0.027
EGFR(+) 2.262 0.529 9.673 0.271
Adenocarcinoma 2.280 0.527 9.857 0.270
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¥ =+ - =445 TEGFR mutation ; fr " %% 2% 3§ ; 2 TTF (Antacid vs. Control)
% I+ ~=% 415 TEGFR mutation | fr 5% 2 %3] & ;, TTF 2 HR (Antacid vs. Control)
95% CI
Group HR Lower Upper P
Total 1.006 0.789 1.282 0.962
EGFR(+) 1.023 0.593 1.762 0.936
Adenocarcinoma 1.028 0.580 1.821 0.925
EGFR(-) 1.450 0.911 2.308 0.117
Adenocarcinoma 1.374 0.803 2.350 0.246
Squamous carcinoma 5.047 0.630 40.456 0.127
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W = +- ~ %44 TEGFR mutation, f= "% & e %3 & , 2 TTF (MgO vs. Control)

% I +- ~=%44 TEGFR mutation, fr "% &2 %3 & , TTF 2 HR (MgO vs. Control)
95% CI
Group HR Lower Upper P

Total 1.103 0.853 1.426 0.454
EGFR(+) 1.208 0.656 2.225 0.545
Adenocarcinoma 1.201 0.625 2.307 0.582
EGFR(-) 1.451 0.896 2.350 0.130
Adenocarcinoma 1.404 0.808 2.441 0.229
Squamous carcinoma 4.710 0.573 38.686 0.149
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W == =44 "EGFR mutation ; {= " % -‘I%}_E'_.%‘i A , 2 TTF (Nacid vs. Control)

% I += ~=%44 TEGFR mutation fr "% &2 %3 & , TTF 2 HR (Nacid vs. Control)

95% CI
Group HR Lower Upper P

Total 0.811 0.502 1.310 0.392
EGFR(+) 0.969 0.415 2.264 0.942
Adenocarcinoma 1.047 0.444 2.469 0.917
EGFR(-) 1.353 0.481 3.810 0.566
Adenocarcinoma 1.073 0.256 4.496 0.923
Squamous carcinoma 4.215 0.374 47.514 0.244
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% I - = - Multivariate analysis for TTF (HR [95% CI])

. 95% CI .
Group Variables HR Lower  Upper Sig
Control ¥¥ & * Inducer/ PPI/ H2 blocker/Antacid m)ﬁa X
All PS (0-1:2-4) 0.456  0.266 0.784  0.004
EGFR mutation (+ : -) 0276  0.171 0.446  0.000
AST elevating (without : with) 0.231  0.087 0.614  0.003
Dose adjustment (without : with) 2.713 1.619 4.548 0.000
EGFR(+) & Adenocarcinoma  Initial ALT (normal : abnormal) 9.193 1.160 72.865  0.036
ALT elevating (without : with) 0.036  0.003 0.415 0.008
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.230  0.096 0.555 0.001
RT (with : without) 3.112  1.180 8.209 0.022
ALT elevating (without : with) 0.122  0.028 0.532 0.005
T-bil elevating (without : with) 0.289  0.091 0.920 0.036
Skin rash (with : without) 0.410  0.185 0.905 0.027
Dose adjustment (without : with) 2.983 1.219 7.300 0.017
Control £ & * Inducer g A
All EGFR mutation (+ : -) 0.278  0.130 0.592 0.001
AST elevating (without : with) 0.200  0.061 0.653 0.008
Dose adjustment (without : with) 4.177 1.798 9.708 0.001
EGFR(+) & Adenocarcinoma  Smoking history (non : current/ former) 4.469 1.152 17.342  0.030
ALT elevating (without : with) 0.038  0.003 0.558 0.017
EGFR(-) & Adenocarcinoma PS (0-1: 2-4) 0.002 0.000 0.076 0.001
Smoking history (non : current/ former) 0.164  0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455  0.041
DDI (Control : Inducers) 0.024  0.001 0.794 0.037
Dose adjustment (without : with) 18.231 2.552  130.229 0.004
Control #2 & * PPI/ H2 blocker/Antacid rn)'?a X
All PS (0-1:2-4) 0442  0.271 0.719 0.001
RT (with : without) 1.687  1.057 2.692 0.028
EGFR mutation (+ : -) 0.280  0.178 0.442 0.000
ALT elevating (without : with) 0.199  0.073 0.545 0.002
Skin rash (with : without) 0478  0.299 0.764  0.002
Dose adjustment (without : with) 2.510  1.541 4.088 0.000
EGFR(+) & Adenocarcinoma  Initial ALT (normal : abnormal) 9.560 1.215 75.248  0.032
ALT elevating (without : with) 0.033  0.003 0.380  0.006
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.213  0.094 0.480 0.000
RT (with : without) 3.388  1.489 7.709 0.004
ALT elevating (without : with) 0.094  0.023 0.387 0.001
T-bil elevating (without : with) 0.240  0.078 0.739  0.013
Skin rash (with : without) 0.357  0.169 0.757 0.007
Dose adjustment (without : with) 3.477 1.546 7.821 0.003
Control ¥2 % * Inhibitor m/lii X
All Age 1.041 1.006 1.078 0.023
PS (0-1:2-4) 0.173  0.053 0.569 0.004
Stage (1-3a : 3b-4) 0.160  0.047 0.545 0.003
Brain meta (without : with) 0.215  0.075 0.617 0.004
EGFR mutation (+ : -) 0.063  0.018 0.215 0.000
AST elevating (without : with) 0.210  0.054 0.820 0.025
Dose adjustment (without : with) 10.446  2.962 36.832  0.000
EGFR(+) & Adenocarcinoma  Gender (female : male) 11.539  1.157 115.048 0.037
EGFR(-) & Adenocarcinoma Gender (female : male) 0.027  0.001 0.644 0.026
PS (0-1:2-4) 0.004  0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002  0.029
Dose adjustment (without : with) 17.959 2.395 134.689 0.005
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95% CI

Group Variables HR Lower  Upper Sig
Control &2 & * PPI m)ﬁ X
All EGFR mutation (+ : -) 0.240  0.110 0.523  0.000
AST elevating (without : with) 0.244  0.075 0.797  0.019
Dose adjustment (without : with) 3936 1.771 8.747  0.001
EGFR(+) & Adenocarcinoma Smoking history (non : current/ former) 4.650 1.213  17.827 0.025
EGFR(-) & Adenocarcinoma Gender (female : male) 0.027  0.001 0.668  0.027
PS (0-1:2-4) 0.003  0.000 0.111  0.002
Initial T-bil (normal : abnormal) 10.240 1343  78.082 0.025
DDI (Control : PPI) 0.016  0.001 0.303  0.006
Dose adjustment (without : with) 19.015 2.538 142.447 0.004
Control &2 & * Esomeprazole rﬁ}ﬁs A

All Histology (adeno: non-adeno) 0.335  0.119 0.942  0.038
EGFR mutation (+ : -) 0.248 0.114 0.542  0.000
AST elevating (without : with) 0.182  0.055 0.604  0.005
Dose adjustment (without : with) 4389  1.888 10.204  0.001
EGFR(+) & Adenocarcinoma Smoking history (non : current/ former) 4469 1.152 17.342 0.030
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.002  0.000 0.076  0.001
Smoking history (non : current/ former) 0.164  0.032 0.828  0.029
Initial T-bil (normal : abnormal) 8.793  1.097 70.455 0.041
DDI (Control : Esomeprazole) 0.024  0.001 0.794  0.037
Dose adjustment (without : with) 18.231 2.552  130.229 0.004

Control ¥ % * non-Esomeprazole PPI "'”)F? A
All PS (0-1:2-4) 0.145  0.042 0.503  0.002
Stage (1-3a: 3b-4) 0.159  0.046 0.547  0.004
Brain meta (without : with) 0.148  0.042 0.517  0.003
EGFR mutation (+: -) 0.033  0.008 0.145  0.000
AST elevating (without : with) 0.018  0.001 0.304  0.005
T-bil elevating (without : with) 0.107 0.014 0.800  0.030
Dose adjustment (without : with) 17.670 3.988  78.302 0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 11.904 1.200 118.122 0.034
AST elevating (without : with) 0.035  0.002 0.807  0.036
EGFR(-) & Adenocarcinoma PS (0-1: 2-4) 0.002  0.000 0.076  0.001
Smoking history (non : current/ former) 0.164  0.032 0.828  0.029
Initial T-bil (normal : abnormal) 8.793  1.097 70.455 0.041
DDI (Control : non-Esomeprazole PPI) 0.018  0.001 0.562  0.022
Dose adjustment (without : with) 18.231 2.552  130.229 0.004

Control 22 & * Lansoprazole m)ﬁa X

All Age 1.041  1.006 1.078  0.023
PS (0-1:2-4) 0.173  0.053 0.569  0.004
Stage (1-3a: 3b-4) 0.160  0.047 0.545  0.003
Brain meta (without : with) 0.215  0.075 0.617  0.004
EGFR mutation (+ : -) 0.063  0.018 0.215  0.000
AST elevating (without : with) 0.210  0.054 0.820  0.025
Dose adjustment (without : with) 10.446 2962  36.832 0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 11.539 1.157 115.048 0.037
EGFR(-) & Adenocarcinoma Gender (female : male) 0.027  0.001 0.644 0.026
PS (0-1:2-4) 0.004  0.000 0.151  0.003
Initial T-bil (normal : abnormal) 9.683 1267 74.002 0.029
Dose adjustment (without : with) 17.959 2395 134.689 0.005

Variables *

» 14 38 % %0 38 2_ reference °
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95% CI

Group Variables HR Lower  Upper Sig
Control & % * Pantoprazole m)ﬁa A
All PS (0-1:2-4) 0.145  0.042 0.503  0.002
Stage (1-3a : 3b-4) 0.159  0.046 0.547  0.004
Brain meta (without : with) 0.148  0.042 0.517  0.003
EGFR mutation (+: -) 0.033  0.008 0.145  0.000
AST elevating (without : with) 0.018  0.001 0.304  0.005
T-bil elevating (without : with) 0.107  0.014 0.800  0.030
Dose adjustment (without : with) 17.670  3.988 78.302  0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 11.904 1.200 118.122 0.034
AST elevating (without : with) 0.035  0.002 0.807  0.036
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.002  0.000 0.076  0.001
Smoking history (non : current/ former) 0.164  0.032 0.828 0.029
Initial T-bil (normal : abnormal) 8.793 1.097 70.455  0.041
DDI (Control : Pantoprazole) 0.018 0.001 0.562 0.022
Dose adjustment (without : with) 18231 2.552 130.229 0.004
Control & &% * Rabeprazole ehig 4
All Age 1.041 1.006 1.078  0.023
PS (0-1:2-4) 0.173  0.053 0.569  0.004
Stage (1-3a : 3b-4) 0.160  0.047 0.545  0.003
Brain meta (without : with) 0.215  0.075 0.617 0.004
EGFR mutation (+ : -) 0.063  0.018 0.215  0.000
AST elevating (without : with) 0.210  0.054 0.820  0.025
Dose adjustment (without : with) 10.446  2.962 36.832  0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 11.539  1.157 115.048 0.037
EGFR(-) & Adenocarcinoma Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004  0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002  0.029
Dose adjustment (without : with) 17.959 2.395 134.689 0.005
Control & #% * Famotidine g A
All Age 1.040  1.006 1.076  0.022
PS (0-1:2-4) 0.163  0.052 0.507  0.002
Stage (1-3a : 3b-4) 0.155  0.046 0.524  0.003
Brain meta (without : with) 0.219  0.077 0.626  0.005
EGFR mutation (+: -) 0.062  0.018 0.210  0.000
AST elevating (without : with) 0.212  0.055 0.823  0.025
Dose adjustment (without : with) 10451  2.965 36.836  0.000
EGFR(+) & Adenocarcinoma Gender (female : male) 11.539  1.157 115.048 0.037
EGFR(-) & Adenocarcinoma Gender (female : male) 0.026  0.001 0.596  0.022
PS (0-1:2-4) 0.004  0.000 0.119  0.002
Initial T-bil (normal : abnormal) 9.947 1.302 75.998  0.027
Dose adjustment (without : with) 18.479 2462 138.669 0.005

Variables ¥ - {478 5 % 78 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control 2 % # Antacids S
All Age 1.035 1.007 1.065 0.016
PS (0-1:2-4) 0.287 0.140 0.591 0.001
Stage (1-3a: 3b-4) 0.348 0.165 0.734 0.006
EGFR mutation (+ : -) 0.116 0.055 0.244 0.000
AST elevating (without : with) 0.049 0.009 0.261 0.000
Dose adjustment (without : with) 6.549 2.881 14.887  0.000
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.006 0.001 0.073 0.000
Other meta (without : with) 0.145 0.037 0.574 0.006
Smoking history (non : current/ former) 0.039 0.006 0.246 0.001
Initial ALT (normal : abnormal) 17.338 1.977 152.034  0.010
Skin rash (with : without) 0.073 0.015 0.358 0.001
DDI (Control: Antacids) 10.329 1.838 58.043  0.008
Dose adjustment (without : with) 138.954 12.270 1573.570 0.000
Control & & * MgO rn;?‘s A
All Age 1.041 1.009 1.073 0.011
PS (0-1:2-4) 0.345 0.165 0.719 0.005
Stage (1-3a: 3b-4) 0.395 0.177 0.880 0.023
EGFR mutation (+ : -) 0.117 0.053 0.258 0.000
AST elevating (without : with) 0.258 0.072 0.929 0.038
Dose adjustment (without : with) 5.572 2.486 12.487  0.000
EGFR(+) & Adenocarcinoma  Initial D-bil (normal : abnormal) 0.085 0.008 0.910 0.042
EGFR(-) & Adenocarcinoma PS (0-1:2-4) 0.006 0.001 0.073 0.000
Other meta (without : with) 0.145 0.037 0.574 0.006
Smoking history (non : current/ former) 0.039 0.006 0.246 0.001
Initial ALT (normal : abnormal) 17.338 1.977 152.034 0.010
Skin rash (with : without) 0.073 0.015 0.358 0.001
DDI (Control : MgO) 10.329 1.838 58.043  0.008
Dose adjustment (without : with) 138.954 12270 1573.570 0.000
Control & &% * Nacid e A
All Age 1.041 1.007 1.077 0.017
PS (0-1:2-4) 0.148 0.047 0.471 0.001
Stage (1-3a: 3b-4) 0.117 0.035 0.394 0.001
Brain meta (without : with) 0.147 0.044 0.491 0.002
EGFR mutation (+ : -) 0.030 0.007 0.126 0.000
ALT elevating (without : with) 13.284 1.126 156.663  0.040
AST elevating (without : with) 0.021 0.002 0.174 0.000
Dose adjustment (without : with) 17.733  4.204 74.788  0.000
EGFR(-) & Adenocarcinoma Gender (female : male) 0.027 0.001 0.644 0.026
PS (0-1:2-4) 0.004 0.000 0.151 0.003
Initial T-bil (normal : abnormal) 9.683 1.267 74.002  0.029
Dose adjustment (without : with) 17.959 2.395 134.689  0.005

Variables ¥ - 1338 5 # 38 2_ reference °
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4.4.4 Overall survival (OS)
PRl s R ERM A Z ERP D NES ST A 4443 4> 3508 5 1092
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SN
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95% CI
Group HR Lower Upper P

Total 1.479 1.155 1.893 0.002
EGFR(+) 1.545 0.830 2.875 0.170
Adenocarcinoma 1.518 0.799 2.882 0.202
EGFR(-) 1.753 1.118 2.750 0.014
Adenocarcinoma 1.849 1.100 3.107 0.020
Squamous carcinoma 0.812 0.176 3.747 0.789
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"# * Inducer ; +* "Control ; (Bl +7 ~Bwe Lt ~ 47 1+7 ~ &2 1)
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W =42~ %447 TEGFR mutation; fr "% %2 %3 & , 2 OS (Inducer vs. Control)

% I +37 ~=%~4 "EGFR mutation fr "% %2 %3 & , OS 2 HR (Inducer vs. Control)

95% CI
Group HR Lower Upper P

Total 1.578 0.951 2.618 0.077
EGFR(+) 1.717 0.492 5.984 0.396
Adenocarcinoma 1.695 0.481 5.969 0.411
EGFR(-) 1.277 0.482 3.383 0.623
Adenocarcinoma 1.935 0.657 5.703 0.231
Squamous carcinoma 0.020 0.000 3876.437 0.529
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(b) EGFR ()
1.0
0.8
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p=0.009

Control (n=49)
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0 g—=Antacid(n=62)
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(d) EGFR (-) and adenocarcinoma
1.0
0.8
0.6+
0.4

p=0.048

Control (n=41)

0S (%)

0.271 PPI/H2 blocker/
0 0 Antacid(n=44)

L
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(f) EGFR (-) and squamous carcinoma

1.0+
p=0.947
0.8
e 0.67 Control (n=3)
& 0.4
0.2 PPI/H2 blocker/
0.0 Antacid(n=16)

FrT T T T T T 1T T T 11
0 6 1218243036424854 6066

month

W =+ -= =44 " EGFR mutation ; {= % e FA G, 2 OS  (PPI/H2 blocker/Antacid vs. control)

% I 4= ~=%44 TEGFR mutation fr "% &2 %3] & , OS 2 HR (PPI/H2 blocker/Antacid vs. control)

95% CI
Group HR Lower Upper P

Total 1.427 1.103 1.847 0.007
EGFR(+) 1.404 0.736 2.676 0.303
Adenocarcinoma 1.363 0.699 2.659 0.363
EGFR(-) 1.846 1.153 2.956 0.011
Adenocarcinoma 1.935 0.657 5.703 0.231
Squamous carcinoma 1.053 0.228 4.855 0.947
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(a) EGFR (+) (b) EGFR (-)
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(c) EGFR (+) and adenocarcinoma
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Control (n=49)

p=0.807

L L ]
0 6 1218243036424854 6066

month

(d) EGFR (-) and adenocarcinoma
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(¢) EGFR (+) and squamous carcinoma
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¥ =+~ %447 TEGFR mutation fr "% % 2% 31§ , 2 OS (Inhibitor vs. Control)

% I +-= ~=% 44 "EGFR mutation fr "% %2 %3] & , OS 2 HR (Inhibitor vs. Control)

95% CI
Group HR Lower Upper P
EGFR(+) 1.145 0.146 8.970 0.897
Adenocarcinoma 1.189 0.150 9.413 0.870
EGFR(-) 0.778 0.104 5.844 0.807
Adenocarcinoma 0.878 0.115 6.677 0.900
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&% PPI, v TControl j (Bl +4 ~B7 L+ ~4&7 L+~ &L

Control 2 OS % 1591 B * (95% CI 9.05-22.77) > PPI & OS % 7.00 # * (95% CI
53&&@yrﬁ?PHJﬁmmmdﬁjﬁwi7OS@OOM)E 354459 SHR 5 1.674 (95%
CI1.039-2.604 » p=0.034) « % &35 A 45 ¢ ~T &% PPI, fr7 B Z % % HR -

=t & ¥t T EGFR mutation ; ¥2 "Histology ; ¥ » # 3 T &% PPl ¢ 2 EF $ B 0S - H %
FAHE S RAAJY T 6% PPl ¥o% B F M4 HR -

' & * Esomeprazole | ** "Control | (Blz + 4 ~BlT +- ~%&37 L4 ~ &=L ™)

Control 22 OS % 1591 B * (95% CI 9.05-22.77) » Esomeprazole & OS 5 OS 5 10.75 &
7 (95% CI 5.56-15.94) > \* #2 control ¥ Esomeprazole 2. OS » & :F 33t X & (p=0.435) - H ¥
#BA4r7 sHR 5 1.282  (95% C10.685-2.399 > p=0.436) > % %38 ~ #7¢ > & * Esomeprazole |
3 B ¥R HR -

=~ ¥t "EGFR mutation ; #2 "Histology ; » » %3 [ % * Esomeprazole ; ¥ 7 & % 32 58
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7 (95% CI1 0.12-7.38) > +* # control 22 Non-Esomeprazole PPI 2. OS> & £ (3t £ £ (p=0.005)>
HR % 2.490 (95% CI1.289-4.813 » p=0.007) » % %38 ~ 477 > & * Non-Esomeprazole PPI |
2 B EREHR -
= 4 15 TEGFR mutation ; ¥? Histology | ¥ - %3 [ & * Non-Esomeprazole PPI | ‘¥ %
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" # # Lansoprazole | ** "Control | (Bl 4 ~BlT += ~ &=+ - ~ &2 L)

Control £ OS % 1591 i * (95% CI 9.05-22.77)> Lansoprazole % OS % 2.07 B * (95% CI
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(e) Pantoprazole vs. Control
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(f) Rabeprazole vs. Control
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(a) EGFR (+)
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(¢) EGFR (+) and squamous carcinoma
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(d) EGFR (-) and adenocarcinoma
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(f) EGFR (-) and squamous carcinoma
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+ =% 41 TEGFR mutation | f= " "% 2 %31 % ;, 2 OS (PPIvs. Control)

% I+~ ~=x 44 TEGFR mutation f= "% %2 %3 & , OS 2 HR (PPI vs. Control)

Group 95% CI
HR Lower Upper p

Total 1.674 1.039 2.694 0.034
EGFR(+) 1.447 0.413 5.070 0.563
Adenocarcinoma 1.445 0.409 5.114 0.568
EGFR(-) 1.702 0.792 3.658 0.173
Adenocarcinoma 1.872 0.750 4.672 0.179
Squamous carcinoma 0.933 0.127 6.876 0.946
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(d) EGFR (-) and adenocarcinoma
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(f) EGFR (-) and squamous carcinoma
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W I-+- ~=%44 TEGFR mutation, fr "% &2 %3 & , 2 OS (Esomeprazole vs. Control)

% I +4 ~=x414 "EGFR mutation fr "% %2 %3] & , OS 2 HR (Esomeprazole vs. Control)

95% CI

Group HR Lower Upper P
Total 1.282 0.685 2.399 0.436
EGFR(+) 1.224 0.278 5.390 0.789
Adenocarcinoma 1.212 0.273 5.385 0.801
EGFR(-) 1.545 0.626 3.812 0.345
Adenocarcinoma 1.938 0.658 5.711 0.230
0.797 0.069 9.245 0.856

Squamous carcinoma
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(d) EGFR (-) and adenocarcinoma
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W I-+= =41+ "EGFR mutation fr "% %2 %3 & , 2 OS (Non-Esomeprazole PPI vs. Control)

% 2+ ~ %445 TEGFR mutation ; fr % % 2 %3] fi ; OS 2 HR (Non-Esomeprazole PPI vs. Control)
95% CI

Group HR Lower Upper P
Total 2.490 1.289 4813 0.007
EGFR(+) 2.476 0.296 20.711 0.403
Adenocarcinoma 2.592 0.301 22.305 0.386
EGFR(-) 1.854 0.556 6.186 0.315
Adenocarcinoma 1.620 0.373 7.046 0.520
Squamous carcinoma 1.732 0.098 30.763 0.708
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W I-+= %44 TEGFR mutation fr "% %2 %3 & , 2 OS (Lansoprazole vs. Control)

% »+- ~ %44 TEGFR mutation fr "% %2 %3] & , OS 2 HR (Lansoprazole vs. Control)

Grou 95% CI
P HR Lower Upper p
Total 4.872 1.753 13.542 0.002
EGFR(-) 4.155 0.531 32.493 0.175
Squamous carcinoma 1.732 0.098 30.763 0.708
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(a) EGFR (+) (b) EGFR (-)
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W Itz %44 "EGFR mutation; fr "% &2 %3 , 2 OS (Pantoprazole vs. Control)

% 2+ = ~ %44 TEGFR mutation fr "% &2 3%3 & , OS 2 HR (Pantoprazole vs. Control)
Group 95% CI

HR Lower Upper p
Total 1.576 0.578 4.293 0.374
EGFR(+) 4.144 0.498 34.447 0.188
Adenocarcinoma 4.679 0.546 40.084 0.159
EGFR(-) 1.472 0.343 6.313 0.603
Adenocarcinoma 1.620 0.373 7.046 0.520
1.576 0.578 4293 0.374

Squamous carcinoma
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(a) EGFR (+)

(b) EGFR (-)

1.0 Rabeprazole p=0.661 1.0
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(¢) EGFR (+) and squamous carcinoma (f) EGFR (-) and squamous carcinoma
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0.0
L L
0 6 12182430364248546066
month
W I-+31 =44 "TEGFR mutation fr "% & 2% 3% , 2 OS (Rabeprazole vs. Control)
% 2+ =~ %44 "EGFR mutation fr "% %2 %3] & , OS 2 HR (Rabeprazole vs. Control)
Grou 95% CI
P HR Lower Upper p
Total 3.295 0.794 13.672 0.100
EGFR(+) 0.047 0.000 42398471.555 0.771
Adenocarcinoma 0.047 0.000 19656507.795 0.762
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(a) EGFR (+) (b) EGFR (-)
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W I-+-= ~=%44 "EGFR mutation fr "% %2 %3 & , 2 OS (Famotidine vs. Control)

# 24tz ~ %44 TEGFR mutation fr "% &2 %3 § , OS 2 HR (Famotidine vs. Control)

95% CI
Group HR Lower Upper P
Total 2.501 0.914 6.838 0.074
EGFR(+) 6.543 1.423 30.073 0.016
Adenocarcinoma 7.424 1.527 36.090 0.013
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T # # Antacid | ** "Control ; (B]Z + > ~ BT +4 ~ &= +37 ~ &2 L)

Control & OS % 1591 B (95% CI 9.05-22.77) » Antacid = OS % 11.54  * (95% CI
8.23-4.85) » +* #& control ¥ Antacid 22 OS> £ %3t Z B (p=0.025) - E ¥ ~47¢ > OS 2
HR % 1.387 (95% CI11.041-1.849 > p=0.026) = k@ » & % %3 A 47¢ »T 5 * Antacid | # & ¥
2 T HR -

=t & 7 " EGFR mutation ; £2 "Histology ; ® » %3 " % * Antacid | * » ¥ OS - H %

AR SRS o KR B H SR G o

&% MgO | v TControl j (BT -~ ~Bl= L+ ~ &2 L= ~ &2 LN

Control 2 OS % 1591 B * (95% CI 9.05-22.77) » MgO = OS % 2.60 B * (95% CI
1.25-3.95) » +* #& control ‘=¥ MgO 2. OS> A if %t 4 B (p=0.686) - H %38 » 7 ¢ > OS 2. HR
% 1.058 (95% CI 0.805-1.390 » p=0.668) » & % %3~ 477 T * MgO, #» ¥ 25 HR -

=z 4 17 T EGFR mutation ; #2 "Histology ; ® » ZF3 T &% MgO , % 2 ¥ OS - H %1
TR A B E AR AR Yok A o B b R A7 ¢ 0T B % MgO %% F 3 4" EGFR mutation(+)

¥ Adenocarcinoa ; 2. HR -

M * Nacid ; * "Control ; (Bl * ~ ~Bl~ L+ - ~ &2 L= 421N

Control = OS 5 1591 B * (95% CI 9.05-22.77) » Nacid & OS % 26.40 & * (95% CI
18.24-34.56) » +* # control % 2# Nacid 2. OS » A 33 X B (p=0.543) - E %7 ~47°¢ > OS 2
HR % 0.839 (95% C10.477-1.477 > p=0.544) > & % %35 ~45¢ »T & * Nacid , » ¥ F L HR -

= 4 15 " EGFR mutation | ¥* " Histology ; # » %3 T & * Nacid | * % 8% OS - H %71

SATE SRS > R HEFH L G o
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W I-+4 %41+ "EGFR mutation; fr "% %2 %3 , 2 OS (Antacid vs. Control)

# #+1 -~ %4 +% TEGFR mutation ; fr "% 2 % 7] & ; OS 2 HR (Antacid vs. Control)

95% CI

Group HR Lower Upper P
Total 1.387 1.041 1.849 0.026
EGFR(+) 1.530 0.772 3.031 0.223
Adenocarcinoma 1.523 0.754 3.077 0.241
EGFR(-) 1.693 0.994 2.886 0.053
Adenocarcinoma 1.642 0.873 3.090 0.124
0.817 0.156 4.285 0.811

Squamous carcinoma
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+ =% 41 TEGFR mutation | f= " *##% 2 %31 % ; 2 OS (MgO vs. Control)

% 2+ 2 ~ %44 TEGFR mutation; fr "% & 2 %3 & ;, OS 2 HR (MgO vs. Control)

95% CI
Group HR Lower Upper P

Total 1.058 0.805 1.390 0.688
EGFR(+) 1.253 0.665 2.363 0.485
Adenocarcinoma 1.241 0.629 2.451 0.533
EGFR(-) 1.330 0.789 2.243 0.284
Adenocarcinoma 1.446 0.806 2.595 0.216
Squamous carcinoma 2.715 0.300 24.614 0.374
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B »+- ~=% 44 "EGFR mutation fr "% &2 %3 & ; 2 OS (Nacid vs. Control)

% 2+ -= ~ %44 TEGFR mutation ; fr "% & 2 %3] & , OS 2 HR (Nacid vs. Control)

95% CI
Group HR Lower Upper P

Total 0.839 0.477 1.477 0.544
EGFR(+) 0.725 0.209 2.523 0.614
Adenocarcinoma 0.721 0.206 2.526 0.609
EGFR(-) 1.768 0.660 4.736 0.257
Adenocarcinoma 1.065 0.228 4977 0.936
Squamous carcinoma 0.933 0.127 6.876 0.946
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% # -+ A - Multivariate analysis for OS (HR [95% CI])

o,
Group Variables HR LoerS % SJ:)per Sig
Control ¥2 & * Inducer/ PPI/ H2 blocker/Antacid m)ﬁa X

All Age 1.028  1.005 1.052  0.017
PS (0-1:2-4) 0.440 0.243 0.798  0.007
Other meta (without : with) 0.337 0.168 0.678  0.002
Histology (adeno: non-adeno) 0.393  0.196 0.790  0.009
EGFR mutation (+: -) 0.573  0.329 0.999  0.049
Initial AST (normal : abnormal) 0.529  0.287 0976  0.042
AST elevating (without : with) 0.125  0.044 0.352  0.000
Dose adjustment (without : with) 1.926  1.041 3.563  0.037

EGFR(+) & Adenocarcinoma Stage (1-3a : 3b-4) 0.079  0.011 0.601 0.014
ALT elevating (without : with) 0.013  0.001 0.224  0.003
AST elevating (without : with) 0.055  0.005 0.563  0.015
Skin rash (with : without) 0.180  0.070 0.466  0.000

EGFR(-) & Adenocarcinoma Gender (female : male) 0.075 0.014 0.404  0.003
PS (0-1:2-4) 0.146  0.044 0.489  0.002
Brain meta (without : with) 4518 1.171 17.427  0.029
Other meta (without : with) 0.083  0.023 0.298  0.000
Dose adjustment (without : with) 5.477 1.568 19.134  0.008

Control ¥ &% * Inducer m)ﬁs X

All PS (0-1:2-4) 0.267  0.079 0.905  0.034
Other meta (without : with) 0.221  0.070 0.695  0.010
Histology (adeno: non-adeno) 0.205  0.058 0.728 0.014
Initial AST (normal : abnormal) 0.235  0.092 0.604  0.003
AST elevating (without : with) 0.066  0.016 0.271 0.000

EGFR(+) & Adenocarcinoma Initial AST (normal : abnormal) 0.209  0.051 0.861  0.030

EGFR(-) & Adenocarcinoma Age 3.455 1.301 9.174  0.013
Brain meta (without : with) 0.000  0.000 0.057  0.015
Initial ALT (normal : abnormal) 0.000  0.000 0.002  0.010
AST elevating (without : with) 0.000  0.000 0.001  0.012
Skin rash (with : without) 0.000  0.000 0475  0.032

Control £ & * PPI/ H2 blocker/Antacid mﬁ X

All Age 1.032  1.010 1.055  0.004
PS (0-1:2-4) 0.458  0.267 0.785  0.004
Other meta (without : with) 0.300  0.156 0.580  0.000
Histology (adeno: non-adeno) 0.345 0.181 0.657  0.001
EGFR mutation (+: -) 0.586  0.353 0974  0.039
Initial AST (normal : abnormal) 0.512  0.291 0.900  0.020
AST elevating (without : with) 0.130  0.048 0.352  0.000
Dose adjustment (without : with) 2219  1.224 4.023  0.009

EGFR(+) & Adenocarcinoma Stage (1-3a: 3b-4) 0.075  0.010 0.567  0.012
ALT elevating (without : with) 0.012  0.001 0.213  0.003
AST elevating (without : with) 0.052  0.005 0.530 0.012
D-bil elevating (without : with) 0.032  0.002 0.557 0.018
Skin rash (with : without) 0.190  0.075 0.478  0.000

EGFR(-) & Adenocarcinoma Other meta (without : with) 0.193  0.063 0.593  0.004
ALT elevating (without : with) 0.226  0.060 0.846  0.027

Variables ¥ » {478 5 % 78 2_ reference °

158



95% CI

Group Variables HR Lower Upper Sig
Control ¥2 #% * Inhibitor gfs A

All Histology (adeno : non-adeno) 0.088  0.022  0.353 0.001
AST elevating (without : with) 0.114  0.026  0.493 0.004

EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.047  0.002  0.990 0.049

EGFR(-) & Adenocarcinoma Age 3.122 1.245  7.833 0.015
Brain meta (without : with) 0.000  0.000 0.230 0.030
Initial ALT (normal : abnormal) 0.000 0.000 0.012 0.018
ALT elevating (without : with) 0.000  0.000  0.005 0.016
Skin rash (with : without) 0.000  0.000 0.521 0.033

Control &2 #% * PPI g A

All PS (0-1:2-4) 0.263  0.077 0.890  0.032
Other meta (without : with) 0.211  0.069 0.651  0.007
Histology (adeno: non-adeno) 0.173  0.051 0.586  0.005
Initial AST (normal : abnormal) 0345 0.132 0.898  0.029
AST elevating (without : with) 0.110  0.030 0.401  0.001

EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.054  0.003 0.938  0.045

EGFR(-) & Adenocarcinoma Age 2.761 1.338 5.699  0.006
Brain meta (without : with) 0.000  0.000 0.045  0.009
Initial ALT (normal : abnormal) 0.000  0.000 0.001  0.006
AST elevating (without : with) 0.000  0.000 0.001  0.005
Skin rash (with : without) 0.006  0.000 0.618  0.031

Control 22 # * Esomeprazole m}lia X

All Age 1.087  1.031 1.146  0.002
PS (0-1:2-4) 0.050  0.011 0.225  0.000
Other meta (without : with) 0.055 0.013 0.221  0.000
Treatment (1st line :  2nd- line) 0.148  0.039 0.551 0.004
EGFR mutation (+ : -) 0.186  0.066 0.525  0.001
Initial ALT (normal : abnormal) 0.059  0.005 0.737  0.028
Initial T-bil (normal : abnormal) 26.772  2.405 298.007 0.008
AST elevating (without : with) 0.049  0.009 0.273  0.001

EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.023  0.001 0.642  0.026

EGFR(-) & Adenocarcinoma Age 3455  1.301 9.174  0.013
Brain meta (without : with) 0.000  0.000 0.057 0.015
Initial ALT (normal : abnormal) 0.000  0.000 0.002  0.010
AST elevating (without : with) 0.000  0.000 0.001  0.012
Skin rash (with : without) 0.000  0.000 0.475  0.032

Control & # * non-Esomeprazole PPI g &

All Other meta (without : with) 0.291 0.093 0.910 0.034
Histology (adeno: non-adeno) 0.090 0.023 0.352  0.001
AST elevating (without : with) 0.130  0.031 0.542  0.005

EGFR(+) & Adenocarcinoma RT (with : without) 0.157  0.031 0.799  0.026
AST elevating (without : with) 0.020  0.001 0.445 0.013

EGFR(-) & Adenocarcinoma Age 1.363  1.091 1.704  0.006
Brain meta (without : with) 0.018  0.001 0.458  0.015
Initial ALT (normal : abnormal) 0.001  0.000 0.228 0.014
ALT elevating (without : with) 0.001 0.000 0.094  0.003

Variables ¥ - 1338 5 # 38 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control &2 % * Lansoprazole m)l% X
All Histology (adeno: non-adeno) 0.088  0.022 0.353  0.001
AST elevating (without : with) 0.114  0.026 0.493  0.004
EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.047  0.002 0.990  0.049
EGFR(-) & Adenocarcinoma Age 3.122 1.245 7.833  0.015
Brain meta (without : with) 0.000  0.000 0.230  0.030
Initial ALT (normal : abnormal) 0.000  0.000 0.012  0.018
ALT elevating (without : with) 0.000  0.000 0.005 0.016
Skin rash (with : without) 0.000  0.000 0.521  0.033
Control & # * Pantoprazole e A
All Other meta (without : with) 0.291 0.093 0.910 0.034
Histology (adeno: non-adeno) 0.090  0.023 0.352  0.001
AST elevating (without : with) 0.130  0.031 0.542  0.005
EGFR(+) & Adenocarcinoma RT (with : without) 0.157  0.031 0.799  0.026
AST elevating (without : with) 0.020  0.001 0.445  0.013
EGFR(-) & Adenocarcinoma Age 1.363 1.091 1.704  0.006
Brain meta (without : with) 0.018  0.001 0.458  0.015
Initial ALT (normal : abnormal) 0.001  0.000 0.228 0.014
ALT elevating (without : with) 0.001  0.000 0.094  0.003
Control & & * Rabeprazole e A
All Histology (adeno: non-adeno) 0.088  0.022 0.353  0.001
AST elevating (without : with) 0.114  0.026 0.493  0.004
EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.047  0.002 0.990  0.049
EGFR(-) & Adenocarcinoma Age 3,122 1.245 7.833  0.015
Brain meta (without : with) 0.000  0.000 0.230  0.030
Initial ALT (normal : abnormal) 0.000  0.000 0.012  0.018
ALT elevating (without : with) 0.000  0.000 0.005  0.016
Skin rash (with : without) 0.000  0.000 0.521  0.033
Control & % * Famotidine g A
All Histology (adeno: non-adeno) 0.088  0.022 0.356  0.001
AST elevating (without : with) 0.112  0.026 0.488  0.004
EGFR(+) & Adenocarcinoma AST elevating (without : with) 0.047  0.002 0.990  0.049
EGFR(-) & Adenocarcinoma Age 1.206  1.024 1.421  0.025
PS (0-1:2-4) 0.000  0.000 0.149  0.010
ALT elevating (without : with) 0.006  0.000 0.269  0.009

Variables ¥ » {478 5 % 78 2_ reference °
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95% CI

Group Variables HR Lower Upper Sig
Control ¥ # * Antacids g A

All Age 1.041 1.011 1.072  0.007
Other meta (without : with) 0.320 0.139 0.734  0.007
Histology (adeno: non-adeno) 0.176  0.069 0.448  0.000
EGFR mutation (+ : -) 0.440 0.214 0.906  0.026
AST elevating (without : with) 0.123  0.037 0.409  0.001

EGFR(+) & Adenocarcinoma Stage (1-3a : 3b-4) 0.095 0.012 0.729  0.024
AST elevating (without : with) 0.042  0.003 0.692  0.027

Control &2 & * MgO gy A

All Age 1.037  1.007 1.068  0.015
Histology (adeno: non-adeno) 0.184  0.069 0.493  0.001
AST elevating (without : with) 0.121  0.032 0.452  0.002

EGFR(+) & Adenocarcinoma RT (with : without) 0.126  0.022 0.706  0.018
Initial T-bil (normal : abnormal) 0.054  0.003 0916  0.043
AST elevating (without : with) 0.005  0.000 0.154  0.002
DDI (Control : MgO) 0.191  0.039 0941  0.042

Control &2 # * Nacid &5 £

All Other meta (without : with) 0.275  0.096 0.791  0.017
Histology (adeno: non-adeno) 0.075  0.021 0.272  0.000
AST elevating (without : with) 0.140  0.040 0.494  0.002

EGFR(-) & Adenocarcinoma Age 3.122 1.245 7.833  0.015
Brain meta (without : with) 0.000  0.000 0.230  0.030
Initial ALT (normal : abnormal) 0.000  0.000 0.012  0.018
ALT elevating (without : with) 0.000  0.000 0.005 0.016
Skin rash (with : without) 0.000  0.000 0.521  0.033

Variables ¥ » {478 5 % 78 2_ reference °
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% 2R FR
4.5.1 & iz®
TR AT L E R 494 A g RITER TR 87 %w A - B g iEr > 21 %
4 - B g BliTt orash % 4 & 62.3 %> pc € rash (grade=3) % 2 5 4.5%-
Diarrhea % # 3 36.6 % > B & diarrhea (grade=3) % # 3 4.7 % - Non-diarrhea GI
problem % 4 % 56.8 % > P& non-diarrhea GI problem (grade=3)% # % 9.2 % - ILD
2 ILD-like (grade=3)% 2 & 2.6 % "7 it :,‘th FA A4 % 16.6% B "o #IE,
B b A (grade=3) # 4 F 1.2% -
H ¢ Inhibitor % >rash % 24 5 4 4 > B & rash (grade=3) # # & 0 % - Diarrhea
34 & A4 i diarrhea (grade=3) 1 4 - Non-diarrhea GI problem 2 * » &
non-diarrhea GI problem (grade=3) 1 * » & % 3 4 ILD 2 ILD-like ° #¥# i 35 #ic }
HELF LA g AFL FEFH gt
" #* Inducer/PPI/H2 blocker/Antacid ;| % % > £ % & i * ~ rash § dry skin
dvE A 5o 2 L BRE BT * ~rash BoE Bl iFY (grade=3) o M4 R i R IEH
non-diarrhea GI problem (¥ 7 anorexia ~ nausea * vomiting ~ Gl ulcer - gastritis)
AFERE G E LR T (grade=3)AE D e FEFLE - Erlotinib ¥ L&l
* diarrhea 2 F A fe R &2 & ¥* ILD > " Control % ;, 22 T & % Inducer/PPI/H2

blocker/Antacid . | 2 Falg¥ L R (- +4)-
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2 244 @l A (FAVER)

Control Inducer/PPI/H2
Toxic Effects (n=168) blocker/Antacid
(n=269)
Grade All 3-5 All 3-5 All 3-5
Weight decreased . 14.50 . 0.307 .
Dermatology 76.19 11.31 60.97 5.95 0.001 0.048
Rash 70.83 7.74 57.99 3.35 0.008 0.046
Pruritus 35.12 4.76 28.25 2.60 0.137 0.282
Dry skin 25.00 1.79 15.24 1.49 0.012 1.000
Paronychia 20.83 2.98 21.93 2.97 0.812 1.000
Gastrointestinal 61.90 7.14 74.35 9.29 0.007 0.484
Diarrhea 36.31 2.98 37.55 5.20 0.839 0.339
Non diarrhea 47.62 7.14 63.20 9.29 0.001 0.484
Anorexia 33.33 1.79 46.10 1.86 0.009 1.000
Nausea 6.55 1.19 15.99 0.37 0.004 0.562
Vomiting 7.14 Lal.O 16.36 0.74 0.005 0.640
GI ulcer 4.76 0.60 17.84 1.12 0.000 1.000
Gastritis 3.57 0.00 19.70 0.90 0.000 1.000
Mucositis 20.83 1.19 20.45 0.37 1.000 0.562
Hepatobiliary 1.19 0.00 1.49 0.74 1.000 0.526
Cholecystitis 0.00 0.00 0.74 0.37 0.526 1.000
Liver dysfunction 1.19 0.00 142 0.74 1.000 0.526
Metabolic/laboratory 12.50 0.60 17.10 1.12 0.220 1.000
ALT 5.36 0.00 7.06 0.74 0.551 0.526
AST 8.93 0.00 9.29 0.37 1.000 1.000
T-bil 5.95 0.00 7.43 0.74 0.698 0.526
D-bil 1.19 0.60 1.86 0.37 0.712 1.000
Ocular/visual 5.95 0.60 4.46 0.37 0.506 1.000
Blurred vision 1.79 0.60 2.60 0.37 0.748 1.000
Dry eye 2.98 1.86 0.581
Ocular surface 2.98 0.74 0.113
disease
Pneumonitis 2.38 2.38 3.35 3.35 0.744 0.774
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Toxic Effects Control PPI/H2 blocker/ p
(n=168) Antacid (n=269)

Any toxic effect 10.71 17.47 0.055
Rash 7.74 8.55 0.859
Abnormal liver function test 0.60 3.72 0.748
Non-diarrhea GI problem 1.79 2.60 0.057
Diarrheal 0.00 2.23 0.087
Ocular surface disease 0.60 0.37 1.000

MF AL %Y 5 1538 Yo £ B Flp it ARHEARAGHT F o 5§
L e F] 5 skin rash (8.30 %) ~ abnormal liver function test (2.83 %) §= non-diarrhea
GI problem (2.63 %) > # 4 3 diartheal (1.21 %) {r Ocular surface disease
(conjunctivitis) (0.40 %) » H ¥ Inhibitor % > 1 4 %] non-diarrhea GI problem % * o

Control ‘27 PPI/H2 blocker/Antacid = 3 &€ :c 2 7 ip * Zeng) (£% R

Flod bR RN EFLRE(E - )
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453 B2 * B F)

2 Lo kP TEORTF] (FAVER)

Control PPI/H2 blocker/

Discontinuation Reasons (n=168) Antacid(n=269) p
PD 80.95 79.93 0.902
Any toxic effect 8.33 10.04 0.615
Rash 2.98 2.23 0.748
Suspected ILD 1.79 2.60 1.000
Abnormal liver function test 0.60 2.23 0.258
Diarrheal 1.79 1.86 1.000
General discomfort 1.19 0.37 0.562
Non-diarrhea Gastrointestinal 0.00 0.37 1.000
Infection 0.00 0.37 1.000
Lost follow-up 8.93 5.20 0.166
Economic 1.19 2.23 0.716
(0) 0.60 1.12 1.000
Still on erlotinib 0.00 1.12 0.288
Other 0.00 0.37 1.000

BERF AR Kp PD80.77% 4 » B B L BT BT 931% 4 3 3§ B
6.48 % ~ FAFE I 1.82 %~ 7 "% £ i#0.81% ~ m3FF # * erlotinib 0.61% ~ H
2t erlotinib 4p B ¥ £ £ ik 0.20% - # # Inhibitor 22 > 6 % ¥ F]PD & % -

BliT* ¢ ¢ & ¥ L ek F] 5 skin rash (2.43 %) ~ ILD (2.02 %) ~ abnormal liver
function test (1.82 %){r diarrheal (1.62 %) » # 4% general discomfort (0.61 %) -
non-diarrhea gastrointestinal (0.40 %) 4= infection (0.40 %) °

% % 7 4818 2 Jn F] > control 2 PPI/H2 blocker/Antacid & ‘e ¥ @& if se:- 88 ¥

LB(H=2-)e
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¥5% @
51 5§ EATGA
b 494 4> 3

4
erlotinib 24 2 3 ¥ #

B ¥
y -

** erlotinib 7=

=

=

rEEHRAE A LABL %55‘;“’ ? s 2006/4/1-2012/3/31 ¢ % i@ * erlotinib 75 » Jtér

EFR R RA 2Rk ot GEENRE - Rk RadE

B R i T T AR 2 u}z&%ﬂ%ﬂ?fﬁ?f "V ERER
H4e 2 kR nE L (51 %) 4 %= = Control (168 £)~T # * Inhibitor (6
| fn v W R v @] (E B o

E‘

)% @ * [ % Inducer/PPI/H2 blocker/Antacid ; (269 %) #Fi & H 2 7 (7% %t

A F B 7 erlotinib s NSCLCH #x® £ 2 4RiE 2 (5 fiE 4 o Bl F £ 5 5
PFS~OSA % 5 23 * ~83 12

sce E 1B R (platean) > £ Bt @ F ek - AR o PFSEHI 2 3] 2-3 8~
OS# 3| 9 B * ~ORR/J >t 10 % >3 o & 285 Jesrerlotinib (£ % & — -

o & % - MPFS~OSA ® 5 25 %7 ~123 B 7 - ORR: 31.3% » % = &r
> ORR % 28.5% -

cross-resistance ’ i FH T HF L o @ jx;ﬁ%;frPOLARSTARw WIS B T
Foae g WAL R L o MEKRARS

paN
2

S DA
R NY POLARSTAR® i » % i * gefitinibz 5 & » ¥ it ¥ XK
Eoa i r B i f e T3 (55T 4B 4 ) $0 Erlotinibi s f vk & e )

D e BAmg > 7 i RPFS{eTTF# < -

% A **TRUSTZ §= 4 17 * {~POLARSTAR®
B> A 3#ok{-POLARSTARY * {5t i 1 2§l (0% 3 FA 2 e o

* 3% 5 open-label study » #c + gefitinib + 7 PF R #i erlotinib % > ¥ erlotinib
erlotinib % » ¥ i # & PFS {r TTF #.1%

LLL
) £ 41T MTD ~ § fdd e o > 3% NSCLC s L erp b4 § A e &
WP KRt AR o)

H 44 OS~ORR~DCR % g iv* 4 F ~ g &l (5% g 4 394937 > A & 4~
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34 FH Yok L & Yok ik PFS(*) TTF(*) OS(*) ORR DCR Rash*  #i;g* ILD* LFT*
(%) (%)
TRUST_subgroup 1242 I 100% 5.8 4.6 14.7 27 78 82 - 1 -
(Asian) PS 0-1 81% (10) (<1)
(MoK et al. 2010)* & RFE 55%
[Roche] < 46%
Wk 70%

5% 5 A 494 I & 100% ; I2.3 T .2.1 | 10.9 333 49.9 62.3 36.6 2.6 16.6
[#] Frdle 168 PS 0-1 64% _ i I 25_-: .. 2.3 gns 15.9 31.5 473 (4.5) 4.7) (2.6) (1.2)
¥ Inhibitor & * 6 &R 44% o s Il 1.6 11§ 2:6u 17.7 333 50.0
¥ Inducer/PPI/H2 blocker/ 1+ 21% ; 23 ] 8.6 354 52.5
Antacid # #2690 A 71% p=NS  p=NS  p=0.002  p=NS  p=NS

KRS 2

[ ] g@fekin-

*eEE A ()P & grade3-5 B iE* o g iT* A B2 345 National cancer institute common toxicity criteria (Version 3.0) o
* #gu;%ﬁgfi_g%‘:‘_}‘_!w —;,)}% o

PFS, progression free survival; OS, overall survival, ORR, overall response; DCR, disease control rate; ILD, interstitial lung disease.
Carbo, carboplatin; Cis, cisplatin; Gem, gemcitabine; Pac, paclitaxel.

NS, not significant.
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5.2 4 2 3 ¥ * $3*Erlotinib »x g 58

5.2.1 3. i FIndicator

N5 1 & 7 7 ¥ Eh(primary endpoint) = progression free survival (PFS) >
7 % Bh(secondary endpoint) 5 overall survival (OS) - time to treatment-failure
(TTF) ~ overall response rate (ORR) ~ disease control rate (DCR) o X @ B sz if e
indicator % progression free survival (PFS)% overall response rate (ORR) °

ERhEBEA® ) fiuwEPDEL o 43 0RlFT 42 o PFS
¢hi Bh(endpoint) = PD>§ # 5k % £ 4 & '3k PFS g & JTTF 14 Zh(endpoint)
= PDfRER Tt grhinf §HELEEL A5 LH ﬁ»bzﬁ % PD thg 4 o
i AR IR T ERBEORG S BHESRS A RELERT DR
A =Y N

OS# & 5 B 4sie * erlotinib®] 7 dhiE e o Flensr = 2 R Ka o ",% 2t death
% 4 >rerlotinib B £ pF > s ¥ T death2 B 5 =~ 5 2 VIEH 2 FlF > P L ERFR &
erlotinibe @2 58 pREH* B2 B A I REAITY 7FFEF 0 L& FEOSH
FlE T Rp 2 ehipflp A AL DIEIE TS o el R EFF LT M
Inducer/PPI/H2 blocker/Antacid | & % T "4 OSeh F] » 2k p & % 4 > 1 & % p
ERFLF A SIRAALA AL > THTHEEFF (4o TEGFR £ E -~
"Histology ;~"age ;~"PS ~" 44 ,~T AST 458c, )% TErlotinib /o B § 7]
BlLE* AREEHE om T % FERY § Flal T AEHE 5 kpalierangd
BliE* chiFd 4 o @ 52 FF 7> P pog o

Flpt o B4F ik B %]+ 5 PFS~ORR 4w DCR » @ ORR * i* DCR { & §&% &
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5.2.2 ¥ 2 3 i€ #Erlotinib2 PFS - ORR# DCR; 45

# = L= 423 €% $ Erlotinib 2 PFS » ORR & DCR ¢ 3

PFS HR ORR OR DCR OR

Inducer/PPI/H2 blocker/Antacid
Inducer ! !
PPI/H2 blocker/Antacid
PPI ! !
Esomeprazole
Pantoprazole 1
Lansoprazole
Rabeprazole
H2 blocker (Famotidine) !
Antacid
Nacid 1 1
MgO

Inhibitor

HR & OR % fi Multivariate analysis -
827X & T & % Inducer/PPI/H2 blocker/Antacid 2 | » @A F 258 Gk 7 b &

WS 247 0 frgF Il w3 Inducer & PPI 2 H2 blocker ‘1‘5'3 #p s PFS» H ¢
Inducer 2 PPI £ /&> ORR 2 odds ratio - =t 4 7 % B & 5. ¥ » & * Pantoprazole #-
# 4v PFS 2. Hazard ratio > 8@ > & * Nacid #73 4r ORR 2 DCR 2. odds ratio(%
Sz

MO R R E R R T #0457 PFS ~ ' 14 ORR fr DCR 2 odds ratio
RN R LY

% %38~ 477 > T Adenocarcinoma | B2 & 8 ¥ 22 % > 2 & " EGFR mutation(+)

™

*® adenocarcinoma ; ¢ "EGFR mutation(-)® adenocarcinoma | 5 4 PRy
R Pk B o mF ko p T Adenocarcinoma i 4 v B o gk BTF -

H b R dE W) #- Adenocarcinoma £ ) kit o
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%2 =Ly A $7E$H 23 5% {3 Erlotinib 2 PFS » ORR 2 DCR % ¥ ( Adenocarcinoma &

EGFR mutation(+) )

PFS HR ORR OR DCR OR

Inducer/PPI/H2 blocker/Antacid
Inducer
PPI/H2 blocker/Antacid
PPI
Esomeprazole
Pantoprazole
Lansoprazole
Rabeprazole
H2 blocker (Famotidine)
Antacid
Nacid
MgO

1

!

Inhibitor

HR & OR % p Multivariate analysis °

% = L7 A EH 23T E* 3 Erlotinib 2 PFS - ORR & DCR 3§ % ( Adenocarcinoma &

EGFR mutation(-) )

PFS HR

ORR  OR DCR OR

Inducer/PPI/H2 blocker/Antacid
Inducer
PPI/H2 blocker/Antacid
PPI
Esomeprazole
Pantoprazole
Lansoprazole
Rabeprazole
H2 blocker (Famotidine)
Antacid
Nacid
MgO

- — —

l

Inhibitor

HR & OR % p Multivariate analysis °

# [ Adenocarcinoma & EGFR mutation(+) ; ¥ » & * Inducer #-j > PFS ; @

* Antacid #ri; § 2x3 4 ORR (% = -z ) o

A" Adenocarcinoma & EGFR mutation(-) |# » % %| &% #* Inducer ¢ PPI & Antacid

#-3 4 PFS 22 HRe =t # 47 & B # 5 ¢ » & * Pantoprazole #-45°€ PFS ¥ 4 4« Hazard

ratio » % * Esomeprazole & MgO 3 4 PFS 2. Hazard ratio (% = -7 )

o ¢2f & TEGFR mutation | > 3 3 " EGFR mutation (-) ; % # % < & * &5 g

170



2 ¥ i %15 TEGFR mutation (-) ; # ¥ %F erlotinib ¥ i £ > 7 & #§ % &k
4 i P Frreo % & % Inducer & PPI & Antacid > Z 5k A © & & T %% > ¥ o4y
f]k. ¢ 1%t the lowest therapeutic level » # 4 PFS 2. HR - " EGFR mutation (+) | ﬁ )
PERBOELERETRAL R R BEARAE T Antacid #-# T EERE T 0 (i
AR R A A oo s b Rp sk en 2 7 38 compliance > F]#t ¥ i 3
“¢ ORR 2 ORe- it iz 383 17 5 F prospective study 3¢ B~ drug exposure data 5% 7%
(- +ew ~&-+7)o
Antacid ¢ > MgO 3 & s g = /8% > ® w3 Antacid 9% o B
" Adenocarcinoma & EGFR mutation(-) ; ® » #-3 4 PFS 2. HR - * 7 % £ Antacid
o MgO HF FHp A RS AT A TR o e P R
A fpE A E LR AR S A ”’1*@7}’& °

5.2.3 TInducer ; 2 T3 3 | ¥ Erlotinibi B o< % ehfs 38

T At & W E e A+ Inducer 2 PPI & H2 blocker #-%f ¥ 7 > PFS 4 ORR
2_ oddsratio » %2 % TInducer 2 ; p 16 f % ¥ & * esomeprazole ~ 2 % £ # & *
insulin ~3 % & # #& * phenytoin ~2 A £ # & * rifampine 2 ¢ 3 A L Hig#
phenytoin » @ % #5 m}ff, A5 s e 0 AL TES qw;g; ;16 A L Hpow

esomeprazole > esomeprazole B £ Inducer §= PPI i®* > ¥ % dforx Jaip = %

i
Foee 47 H - ¥ esomeprazole A FHE 0 LRy PPI kg o B
F R R o

## 5 CYP 1A1/1A2 2_ Inducer> # 4% 7 7‘%‘ #-p 5T Adenocarcinoma 2 EGFR
mutation(+) ; PFS 2 hazard ratio fv " Adenocarcinoma # EGFR mutation(-) ; DCR

2_ odds ratio - £2 % * Inducer £ 4 - F4pt > A BB (=L M)

% = -+ 2 ~ Smoking history > Erlotinib % »< 9§ ¥ (Non-smoker vs. Current/Former smoker)

ORof ORR  ORof DCR HRofPFS HRof TTF HR of OS

All
Adeno & EGFR mutation(+) !
Adeno & EGFR mutation(-) l

HR & OR % p Multivariate analysis °
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5.2.4 "TPPI, - TH2 blocker | #**Erlotinibisf 3% 1§ 88

"#® PPI, fo T & * H2blocker  4p » B2 iE 523 £ & 7 % * H2 blocker
1 PFS o TTF gai® - T 4 * H2 blocker; ¢ 75 54 » #¢ 34 7}“4}; grade 1-2 &7
F3RITEY 0 & A FAEAE 5 A FIPD BE T E Y PPI, K31 4 o HY
12 A 5 grade 1-2 c9% § Bl iE* > 12 4 5 grade 3-4 7% § §| % » H ¢ 3 L { 7]
PEHE 027 AFIPD BE - L AFEARFE AL EHO TFH AR Y
fri&efFrig 2B E > R AT RIEY BE -

Ja3h T % PPLenPFS e TTF &L ~ % 5 2 258 % | higlF 2w 1 (- )~
%5 4EHFE 2 PPI m}’;\"—, BoAE Y fi‘uﬁxi » & * PPI $& H2 blocker 7 »x "% 1%
i 7 i > 3 4v compliance > & PFS 4= TTF $ & ; (= ) ~ H2 blocker ¥ % #f &> - %
BT S EH o ¥ H3%0pk 4 compliance # £ 3 (=)~ H & * H2 blocker ;
A ) O BRRAMT R A SR o

PPl ® - esomeprazole 4 pantoprazole ¥ 284 # 35 - % & [ EGFR(-) *
Adenocarcinoma | > % & ¢ * PPI ¥ i£ ## Lansoprazole ¢ Rabeprazole °

&% 2 L% Credit Valley Hospital 2 7 '° ez 2k 4p 02 o % i~ B deerlotinibfr A2
FoBR-Emi BRETFERRE BFIETFEMER T ZE % 2tHelicobacter
pylori + # < erlotinibsficompliance &% 2 £ - 42 » T ¥F 4 % * {2 5 MpHz &
Yo B 2 EH g i d AntacidF 45 Perlotinib ¥ IR B kPR ¥ 5 F v w2 foskdrd] o
SR PPL e h F R ¢oo P B f esomeprazole & pantoprazole - 532 F > H2
blocker=#: B & 4 > AntacidfePPIRF - fed > &3 T H &5 * H2 blocker | Jz % #&

Lo, 2
~ 72 9
B 5

We
R

= é:g}'i o
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5.3 "EGFR mutation ; ¥v " Histology ; ¥**Erlotinib;5 § 3%
3 thi i

TEGFR mutation(+) | &BR217* = 2 4547 5 4r# # retrospectives™ 5 988 77 %
€ & 5 F15 2P0 5 2 8 f5 32 5% OPTIMAL® 4vEURTAC % .EGFR mutation(+)
Ho TR FR foo BEFLR A X1k RIEGFR mutation ; & ' EGFR mutation(-) |
ik k3 % & A B ook o beSATURN 3% ¥ 3% 7 erlotinib ™ 4 ¥ ¢ £ " EGFR
mutation(-) ; ;& 2 PFS ~ OS{rORR ° #* # » &TITANY 3z ¢ @ 3|4pF s % >
erlotinibii s NSCLC % = #.14 ¥ ¢/ % p% - EGFR mutation% 5% | % #2 5% & 2 PFS
=08 -

# - - = -EGFR mutation ¥** Erlotinib % »x¢7# 3 (7 EGFR mutation vs. #& EGFR mutation)

ORof ORR  ORof DCR HRofPFS HRofTTF HR of OS

EGFR (+:-) T T ! l l

HR & OR % p Multivariate analysis °

d3AR%om T J % L3 (FEGFR mutationtg ] 0 5S1%:p AR L0
Lem k@ § 34.1% EGFR mutation s B f+ o & % %35 4 7 ¢ T EGFR mutation(+)
* 7 B ¥ % SPFS~TTF{edf 4r ORRYS (4 = + =)o A3 v g 222 B TITANY
Wek? AR FSRTF > ¥k p T EGFR mutation(+) | ,&ﬁ (0 T O

@ [ Adenocarcinoma | 3 € 8 Fgp| F]F+ 2. — » AE% F HW A TY o AR
" Adenocarcinoma | ¥** PFS 4o TTF 2. HR & % ¥ 3: % > iz & " EGFR mutation(+)
*® adenocarcinoma ; ¢ "EGFR mutation(-)® adenocarcinoma | 5 4 PRy
X PIEF B P e ¥ 5y k p T Adenocarcinoma S AV Bl R ) 2

£ 4" EGFR mutation fv" Histology ,— 4= % & 5§ 3 R & % %38 » 47 ¢ I EGFR
mutation(-) ¥ Adenocarcinoma —‘F% | A #HE_PFS~TTF & ORR» ¥ 7 X 5|5 % &40

P58 o 48R ¥ it & F]1 5 T EGFR mutation () ; # ¥ ¥F erlotinib ¥ R £ > § & &

BOBELERANEI R PR RERFRPE ié%*i%fjﬁg%ﬁ#%i\? °

e

o

ViR A AR T RS M e R AR @ DI P o> 5 F prospective study ®

b3

o

i
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5.4 T Erlotinib;s 5 3 B ¥ 718 it * 33 & £ | ¥ Erlotinib
Fr p e

WA 2 % ¢% e > Binder Detal’ £ 5 @ [erlotinibic & #7 A § F18] ¥ % 33 i
A8 | 2PFS~ OS% I 4p Bl crdB %t o 82 AFT 5 9 5| chid % 4p 15 > [ erlotinibiys 7 ¥
Flaplier AEEME | 52w IRRIFF (R L)
@ g PF{F P4 F 4 % ehHughes et al® frHamilton et al®? g ER) “% 7ok A#ck

B

g

AR B MR BR T F b o S 4 erlotlnlbﬁ-“f o 24% 0 # E & B EAUCT %
64 % ~ Ctrough™ "4 88% ~ Cmax ™ *# 35%% > #iip] TR LG %ﬁﬂ HER > A A
S PR 3 i B2 ZrkZ¥ o #rilowest therapeutic level - *# M PFS ~ TTF ~
OSz_HR -

poeb o T FEgge Y § FR T AFHE | PR F o ATl A R E T
"individual tolerated dose | ~ 42 ' individual therapeutic range ;> B X & vx b 3
Wehd o A A E 7 8 ¢ v lindividual tolerated dose | §= " individual therapeutic
range | ° B & 1T ook pF o {3 o & dhcompliance 0 ¥ g % PFS{-TTF 2 hazard
ratioe @ [ * FiEARY ¥ Fl@l (T BREHE | 5 hpRliEr gL plivr g

i O, T v ho% > ' 40SZ hazard ratio2 < 3 ORRZ odds ratio °

9
A
4

ETIS

SRR o [522 42 3 (7% 44> erlotinib 2 PFS ~ ORR & DCR
13 3 2 T53EGFR mutation f= Histology #1*% erlotinib i5 % »c % g2 58 | @ &7

it » I Adenocarcinoma & # EGFR mutation(-) | =t %27 & 5 & ¥ -

% = L ATErlotinib ja % 8 F 8 F1&l (7> 3 FiE A E 3> Erlotinib B 2cehF (3 BK vs. &

#E

Dose adjustment (with: without) ORof ORR  ORofDCR HRofPFS HRof TTF HR of OS
All ! l l
Adeno & EGFR mutation(+) l

Adeno & EGFR mutation(-) ) l ! !

Adeno: Adenocarcinoma °

HR & OR % g Multivariate analysis °
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5.5 T3 5 i dr R ¥ | $H Erlotinibis # 22 % et

Z =4 FH L3R ¥ $20 Erlotinib 2 % oo 56

ORof ORR  ORof DCR HRofPFS HRofTTF HR of OS

Initial ALT (Abnormal : Normal)
AST (Abnormal : Normal)
T-Bil (Abnormal : Normal)
D-Bil (Abnormal : Normal)

Elevating ALT (With : Without)

AST(With : Without)
T-Bil (With : Without)
D-Bil (With : Without)

HR & OR % p Multivariate analysis °

i AL S aFE g #F] &3 ¥ 1 Erlotinib 2_ % < 8 (Adenocarcinoma & EGFR mutation(+) )

OR of ORR  OR of DCR HRofPFS HROof TTF HR of OS

Initial ALT (Abnormal : Normal)
AST (Abnormal : Normal)
T-Bil (Abnormal : Normal)
D-Bil (Abnormal : Normal)

Elevating ALT (With : Without)

AST(With : Without)
T-Bil (With : Without)
D-Bil (With : Without)

!

HR & OR % p Multivariate analysis °

2 AL s :}F, # 3 ¥ # Erlotinib 2_ % *%x# % (Adenocarcinoma & EGFR mutation(-) )

OR of ORR  ORof DCR HRofPFS HRofTTF HR of OS

Initial ALT (Abnormal : Normal)
AST (Abnormal : Normal)
T-Bil (Abnormal : Normal)
D-Bil (Abnormal : Normal)

Elevating ALT (With : Without)

AST(With : Without)
T-Bil (With : Without)
D-Bil (With : Without)

HR & OR % p Multivariate analysis °
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A5 R 42 ¢ Erlotinib 5 d MFEERBF> FAFH i 3 & ¥ T a0 R ABHE S
ERE B RR G T R AR KA SRR rE R e F
CH A h BiLFs iy B "#? % » #-3% = PFS ~ TTF ~ OS z hazard ratio > *# % ORR ~

E

&

DCR 2 oddsratio ° 48R FI¥ st K f (3953 Hpwre g # | & T A2 L p &
PA gz BIF~CHgFd ottty SEBIFCOFhp FF 3 o "FH L FRE o
b"‘"%rﬂ F%z_.c;fgﬂq‘—;é,,b_gi# (g\,;—L,L ~ 3oL \%\,/\—J———)o

mr

5.6 " e PERE F A bTAL SR | ¥ Erlotinibi s B v % e B

F N1z TR pFe e wstsisR | #3° Erlotinib 75 3% % s

RT (with : without) ORof ORR  ORof DCR HRofPFS HRof TTF HR of OS
All 1 !

Adeno & EGFR mutation(+)

Adeno & EGFR mutation(-) l b 1 1

AEsk Tl pEE R xRy @ 3 e PFS » TTF2 hazard ratio » " SORR
frDCRZ odds ratio » £ £ % ¥ 7 — 5% Ve R TG T pEE Y A
F o ik & k% erlotinib &2 § AdRE 0 T4 F @ RPFSSTTFZ b '& { % ~ORR
f*DCRZ.oddsratio{ £ (% ~-+ =)~
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5.7 4 2 3 7% 3 Erlotinib&| it * 5§ 58

d 3% 5 retrospective study > &) 1€ % el 5 R B d R WA g ¥ oA kR L fp i e
Tk b o

I 5 # inducer/PPI/H2 blocker/antacid | bR 85N z2):8 % & i€ * - rashfodry sking
ERE N )EL 3% 101213, o 388 ¥ it inducer/PPI/H2 blocker/antacid =% g LE LN
Eppfe o Rt ARREr -

T & * inducer/PPI/H2 blocker/antacid | =7 & ¥ ¥ %diarrhea » #7 2_ % < [EJ%—
0P m s m g ¢ £ LEGFR » #5307 A0 i 0 50k B { frdiarrhea
G

k@ H 2t diarrhea 7% § i | (¥ * (4 anorexia ~ nausea ~ vomiting ~ GI ulcer
fv gastritis) > " # * inducer/PPI/H2 blocker/antacid | FRBOFELF o AL
PPI/H2 blocker/antacid m},% ORI R B A S ij‘iﬂi ok A4 2 st 2t diarrhea
R E TR e

ErlotinibZ £ e 5 & &| i * ILD » T & * inducer/PPI/H2 blocker/antacid ; # % ¥

FRogomepipd o 25 v RRIILDE 5 AZRF > ¢ T I L FE R
FAoUE BT d L I F AR N ALK > 12 % erlotinibe 77 B & # £ (Crough >
1.64 mg/L)"" %% .

B AE% T3 % 2 ILD & ILD-like e 13 l:,ﬁ,J TR TEEE L 66 oS
FHILA ST REI3A TS FANRABRAI A S TERIFEH AR 114~ H
* inducer/PPI/H2 blocker/antacid ﬁ 94 o W i’d\}]% BRI (7 5 AL
i8> WA T T ST AR GFE R PF A I RF T B * inducer/PPI/H2
blocker/antacid ;¥ # & % o p %0 ILD s 8 K P » 5 (¥ 5 p 14 risk factor s %4 o
4v b % retrospective 3 % 0w ® ER ASEKRP O BE2 T TEL E B E Cronn L7
BB 0 F Fi&- I hprospective 3% (Nt = A At
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4 ALz s A% F 2 ILD & ILD-like 13 b ¥ TR FTRA

Characteristics Control PPI/H2 blocker/ p
(n=4) Antacid (n=9)
=65 yr. 75.0% 55.6% 1.000
Males 75.0% 88.9% 1.000
Smoking 75.0% 66.7% 1.000
Previous CT 75.0% 77.70% 1.000
Recent RT 25.0% 11.1% 1.000
2 ~tw s ket F 2 LD & ILD-like 913 & ¥ F 2 FHRA
Variables OR 95% €1
Lower Upper
Age 0.444 0.179 1.103
Gender (Female: male) 0.288 0.121 0.688
Treatment line (1" line : 2™ line) 0.394 0.270 0.573
RT (Without : with) 0.310 0.070 1.372
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5.8 5 v

B % — retrospective RS 0 BT FTIELIL R 0 ¥ WAy i# 5 ¢ R AT
PS~ & ie* 1‘\7:}{% A w2 & enfEAs(compliance 43 3k 2 §_F #2 erlotinib >t - pEFR
BOPR)E B oenk o gt b gk i 4 erlotinib BEIRIGHY BH o
7 # & K prospective FFF 7 ©

* 2% &2 28 EGFR mutation # iB] = /% $% direct sequencing method » % i = false
negative » % /& {%§ ¢ mutation & > 7 it &P positive o #-FE 5384 EGFR
mutation 4 $g § 3% > ¥ & € {7 A% 7 EGFR mutation(+)2 PFS #&H s 7 7 & o

ARG E L T B4R ® % — A erlotinib T % # primary outcome ¥ i *
H i 2berlotinib 2 58 W E > @ B NEL TIRY - B T5| 2ty BB EHE
?%%%4&’§ﬁ%&r%ﬁﬂééﬁ g, A5 E*EL S JE BE
PZRAMHHLEAR > HAZFTH AT R E AR AT F YR
TIWRALAGRL ZRAELE) o a | RRPEAHES ) oM REPE M

?'JZE_J “__:.L B 5 Bt *7'f‘2 m;—r "{"LT{";B‘_’}; -

BAF LAl BREF A BiBAS THa e d 00 w0 RpE LT ER
* erlotinib # B (F s 4 # 4 PD > RIB-B4e* 3 PDYF) > xRAri * ch¥ i
Al bR BFARIE  ARFAL  REERASHL - AREBIEIR
R RS B ET AR TG R R R R L

LAt Bprx ¥ AA I FHanE * s subgroup A 7 0 H - B R

AR ARAVREFVAEINHEFLSE -
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$6x &

EN= I S %55? Posg i * erlotinib )0 R ¥ - Bk e

-%g\?.
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