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Adjusted Comparison of  
Amivantamab in Combinat ion 
With Carboplat in Plus 
Pemet rexed From the PAPILLON 
Study Versus US Real-World 
Front line Treatments in Pat ients 
With Advanced NSCLC Harboring
EGFR Exon 20 Insert ions

Pat ient  characterist ics

Dat a leveraged from 2 RW dat aset s allowed for analysis of 94  pat ient s. Median 
follow-up was 50 .5  mont hs. Pat ient  demographics and baseline charact erist ics are 
described for RW dat abases and t he PAPILLON amivant amab+CP arm in Table 1.

Epidermal growt h fact or recept or (EGFR) act ivat ing mut at ions are 
det ect ed in ~10 % t o 20 % of pat ient s wit h non-squamous non-small cell 
lung cancer (NSCLC),1,2 and up t o ~10 % of t hese are exon 20  insert ions 
(exon20 ins).3-5 Pat ient s wit h EGFR exon20 ins face poor prognosis 
compared wit h ot her common EGFR mut at ions, wit h 5-year real-world 
survival rat es of 8% and 19%, respect ively.3,9

Prior t o J uly 20 24  when amivant amab was included, European Societ y 
for Medical Oncology (ESMO) t reat ment  guidelines referred t o 
plat inum doublet  chemot herapy as t he front line (1L) t herapy for 
advanced/ met ast at ic NSCLC wit h EGFR exon20 ins.6,7

Amivant amab, an EGFR MET-recept or bispecific ant ibody, 
demonst rat ed superior efficacy in combinat ion wit h carboplat in plus 
pemet rexed (CP) as 1L t herapy versus CP alone in pat ient s wit h 
advanced NSCLC wit h EGFR exon20 ins.8

Amivant amab+CP has not  been direct ly compared in clinical st udies t o 
t herapies ot her t han CP in t he 1L set t ing in pat ient s wit h EGFR 
exon20 ins advanced/ met ast at ic NSCLC. 

In t his ret rospect ive, observat ional st udy, rout inely-collect ed individual 
pat ient  dat a (IPD) from 20 12 t o 20 23 from 2 U.S. RW dat abases, 
Concert AI (Pat ient 360 NSCLC) and COTA (NSCLC Vant age), were 
accessed. Pat ient s aged ≥18  years wit h locally advanced/ met ast at ic 
NSCLC, wit hout  prior syst emic t reat ment , wit h East ern Cooperat ive 
Oncology Group (ECOG) performance st at us 0 -1 (when available), and 
confirmed EGFR exon20 ins were included.

The st udy object ives were:

• Describe 1L RW t reat ment  pat t erns and out comes

• Compare t ime t o next  t reat ment  (TTNT; considered as a pot ent ial 
proxy for PFS), progression-free survival (PFS), and overall survival 
(OS) of amivant amab+CP (from PAPILLON8) wit h RW t reat ment  
opt ions (alt ernat ives t o plat inum-based chemot herapy) in an indirect  
t reat ment  comparison (ITC) using IPD from RW dat a sources and 
t he PAPILLON st udy. 

PAPILLON dat a cut -offs were May 20 23 for PFS and TTNT, consist ent  
wit h t he primary and final analysis for PFS8, and Oct ober 20 23 for OS.

RW dat a were pooled from t he 2 dat abases, and all RW t reat ment  
classes were combined t o form a RW physician choice (RWPC) cohort .

For t he ITC, RW dat a were reweight ed t o account  for pot ent ial 
confounders using inverse probabilit y weight ing (IPW) average 
t reat ment  effect  in t he t reat ed (ATT) met hod t o balance all prognost ic 
fact ors (ECOG performance st at us, hist ory of brain and liver 
met ast ases, age, hist ory of smoking, and sex) bet ween t he 
reweight ed RWPC cohort  and t he observed amivant amab+CP cohort  
from PAPILLON.
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In RW pract ice, plat inum-based chemot herapies were t he most  
commonly used 1L t herapy in pat ient s wit h advanced/ met ast at ic 
NSCLC and EGFR exon20 ins mut at ions

Amivant amab+CP as 1L t herapy demonst rat ed superior 
effect iveness compared wit h ot her commonly used RWPC 1L 
t herapies in pat ient s wit h advanced/ met ast at ic NSCLC wit h EGFR 
Exon20 ins mut at ions, and furt her support s t he adopt ion of 
Amivant amab+CP as t he new st andard of care for t hese pat ient s
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In t he ITC efficacy analysis, st at ist ically significant  differences were 
observed favoring amivant amab+CP compared wit h ot her commonly 
used RWPC 1L t herapies across all endpoint s
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Charact erist ic, N (%) Overall 
RW dat a

PAPILLON 
amivant amab+CP8

N 94 153
Age, years
< 65 4 3 (4 6) 97 (63)
≥ 65 51 (54 ) 56  (37)
Sex
Female 56  (60 ) 85  (56)
Male 38  (4 0 ) 68  (4 4 )
ECOG performance st at us
0 26 (28 ) 54  (35)
1 36  (38 ) 99  (65)
Missing 32 (34 ) 0
Smoking st at us
Current  or prior smoker 34  (36) 65  (4 2)
No smoking hist ory 57 (61) 88  (58 )
Missing 3  (3) 0
Met ast at ic sit e
Brain 31 (33) 35  (23)
Liver 25  (27) 18  (12)

Table 1. Demographics and baseline pat ient  characterist ics

Unweight ed Weight ed

Variable SMD SMD SMD t hreshold

ECOG at  index date (0) 0.165 0.056 Balanced, <0.1

ECOG at  index date (1) 0.548 -0.054 Balanced, <0.1

ECOG at  index date (Missing) -1.016 0.000 Balanced, <0.1

History of  brain mets (Yes) -0.227 -0.042 Balanced, <0.1

History of  liver mets (Yes) -0.384 -0.010 Balanced, <0.1

Age at  index date (≥65 years old) -0.360 -0.028 Balanced, <0.1

History of  smoking (Yes) 0.130 0.021 Balanced, <0.1

Sex (Female) -0.081 -0.035 Balanced, <0.1

Table 2. Unweighted and fully-weighted standardized mean 
dif ferences (SMD) for key weight ing variables

Populat ion adjustment
Table 2. and Figure 2. show the unweighted and fully weighted-ATT comparisons of  
t he key variables in t he RW data sources and PAPIILON. Af ter adjustment , t he 
RWPC cohort  was well balanced with t he amivantamab+CP cohort , wit h all 
standardized mean dif ferences ≤ 0.10.

Treatment  of  pat ients with RWPC 1L therapy
1L t reatments included plat inum-based chemotherapy + immunotherapy (35.1%), 
EGFR TKI alone (25.5%), plat inum-based chemotherapies (16.0%), immunotherapy 
alone (6.4%), or others (17.0%). The other t reatment  group included t reatments such 
as plat inum + VEGFi, plat inum + EGFR TKI, EGFR TKI combinat ions, plat inum-based 
chemotherapy alone, non-plat inum monotherapy/non-plat inum+ non-chemotherapy, 
plat inum + EGFR TKI + IO.
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Figure 1: First -line Real-World Treatment  Pat terns in the U.S.

Figure 2. Unadjusted and fully-adjusted standardized mean 
differences (SMD) for key weight ing variables

Adjusted relat ive t reatment  ef fect  of  amivantamab+CP versus RWPC 1L 
therapy 

Based on adjust ed hazard rat io (HR) est imat es of TTNT, st at ist ically significant  
differences were observed favoring amivant amab+CP compared wit h pooled RWPC 
1L t herapy (Figure 3. and Table 3.).

TTNT ITC N Median, mont hs 
(95% CI)

HR 
(95% CI) p value

Amivant amab+CP a vs: 153 17.7 (13 .5-NE)

Unadjust ed pooled RWPC 1L t herapy 94 7.2 (5 .8 , 9 .1) 0 .3  (0 .2, 0 .5) <0 .0 0 1
Adjust ed pooled RWPC 1L t herapy b 94 8 .6  (5 .9 , 9 .9) 0 .3  (0 .2, 0 .5) <0 .0 0 1
TTNT, t ime t o next  t herapy; NE, not  est imable; CI, confidence int erval; HR, hazard rat io.
aDat a from PAPILLON May 20 23 dat a cut
bAdjust ed wit h IPW-ATT for: ECOG performance st at us, hist ory of brain and liver met ast ases, age, hist ory of smoking, and sex. 

Figure 3: Kaplan-Meier plot  of TTNT for amivantamab+CP 1L versus RWPC 1L 
therapy

Based on adjust ed hazard rat io (HR) est imat es of PFS (real-world PFS v. PAPILLON 
PFS-INV), st at ist ically significant  differences were observed favoring 
amivant amab+CP compared wit h pooled RWPC 1L t herapy (Figure 4. and Table 4.).

Figure 4: Kaplan-Meier plot  of PFS for amivantamab+CP 1L versus RWPC 1L 
therapy

Table 4: PFS of amivantamab+CP 1L versus RWPC 1L therapy

Based on adjust ed hazard rat io (HR) est imat es of OS, st at ist ically significant  
differences were observed favoring amivant amab+CP compared wit h pooled RWPC 
1L t herapy (Figure 5. and Table 5.).

Figure 5: Kaplan-Meier plot  of OS for amivantamab+CP 1L versus RWPC 1L 
therapy

OS ITC N Median, mont hs 
(95% CI)

HR 
(95% CI) p value

Amivant amab+CP a vs: 153 NE (28 .3 , NE)

Unadjust ed pooled RWPC 1L t herapy 94 19.3  (14 .2, 26 .8 ) 0 .4  (0 .3 , 0 .6) <0 .0 0 1

Pooled RWPC 1L t herapy b 94 18 .1 (13 .2, 29 .0 ) 0 .4  (0 .3 , 0 .7) 0 .0 0 1
OS, overall survival; NE, not  est imable; CI, confidence int erval; HR, hazard rat io.
aDat a from PAPILLON Oct ober 20 23  dat a cut
bAdjust ed wit h IPW-ATT for: ECOG performance st at us, hist ory of brain and liver met ast ases, age, hist ory of smoking, and sex. 

Table 5: OS of amivantamab+CP 1L versus RWPC 1L therapy

PFS ITC N Median, mont hs 
(95% CI)

HR 
(95% CI) p value

Amivant amab+CP a vs: 153 12.9  (11.4 , 16 .7)

Unadjust ed pooled RWPC 1L t herapy 94 6 .1 (3 .8 , 8 .6) 0 .4  (0 .3 , 0 .5) <0 .0 0 1

Adjust ed pooled RWPC 1L t herapy b 94 6 .7 (3 .2, 9 .1) 0 .4  (0 .2, 0 .5) <0 .0 0 1
PFS, progression-free survival; NE, not  est imable; CI, confidence int erval; HR, hazard rat io.
aDat a from PAPILLON May 20 23 dat a cut
bAdjust ed wit h IPW-ATT for: ECOG performance st at us, hist ory of brain and liver met ast ases, age, hist ory of smoking, and sex. 
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Table 3: TTNT of amivantamab+CP 1L versus RWPC 1L therapy
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This st udy ut ilized Concert AI (Pat ient 360  NSCLC) and COTA (NSCLC Vant age), 2 real-world, de-ident ified dat abases derived from elect ronic healt h records 
of part nered healt hcare providers in t he Unit ed St at es.
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This st udy aims t o assess t he comparat ive effect iveness of 1L 
amivant amab+CP versus real-world (RW) t reat ment s in t he U.S. in t his 
pat ient  populat ion.
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