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I N TRO D U CTIO N Total number of Studie Arms and Patients included (N= 82481) RES U LTS

RESULTS

_ _ _ mutation Total StudyArms Total # of Patients East Asia Study Arm Other Study Arm  Clinical Trial Study Arm  Real-world Study Arm
. (NSCLC) driven by different oncogenic ALK fusion 78 18052 26 52 28 50
drivers ROS1 fusion 41 3877 21 20 12 29 _
. Z .. . i East Asia vs Other
» Biologically distinct lung mutations RET fusion 32 2729 16 16 ! 25 . —
considered to have different clinco- EGFR common mutation 47 14292 36 11 9 38 * Proportlon of individuals who never
. . . .. EGFR exon 20 insertion 40 4650 18 22 8 32 smoked are higher in East Asian studies
epidemiological characteristics EGFR uncommon mutation 18 1644 13 5 1 17 than Other studies with the largest
* Although general understanding of these HER2 mutations 36 2978 20 16 6 30 . . . .
. . cmET exon 14 skipping 16 1471 3 13 5 10 difference seen in patients with KRAS
differences by molecular alternations, we : . .
utilize a systematic approach to characterize et 2 2 = 2 > 2 mutations (Figure 1)
o RN . BRAF V600 e, (e 2 2 2 L « Proportion of females is lower in East Asia
these clinico-epidemiological variables. KRAS all 71 17604 17 54 4 67 Other studies for KRAS all and KRAS
KRAS G12C 44 10944 5 39 8 36 vs Utner stuaies tor all an

Table 1: Summary of Study Arms and Patients G12C (Figure 2)

 There were no other significant differences
M ETH O DS Individuals who Never Smoked by Mutation and Region Individuals who Never Smoked by Mutation and Study Type

Black = 95% CI (pooled precision); grey = 95% prediction interval. Black = 95% CI (pooled precision); grey = 95% prediction interval.
Meta-Analysis Rostfusion k=19, n=263¢ S 10, =7 ALK fusion k=45, n=9067 = B -2, n-5774 Clinical Trial vs Observational
« Systematic literature search EGFR common mutation k=31, n=0379 — N =11, n=2203 ROST fusion k=26, n=2577 ~—+—t——— I =12, =026 « Results by molecular alteration for
« Looking at Clinical Trial, e slen TS e RET fuslon —eErnTHOS0 B proportions of patients by smoking status,
_ _ _ ALK fusion k=23, n=4535 —— 1 e k=45,n=10306 EGFR common mutation k=34, n=9205 +——#———— B <=3, n=2377 d d bet linical
Retrospective, Prospective cohort English HERZ mutations k=19, n=1477 — S =16, n=1293 EGFR exon 20 insertion k=24, n=1705 - B -7, n=1359 g(_en €r, and mean age be We.en C 'n'Ca_
studies EGFR exon 20 insertion k=14, n=1143 — S =17, n=1921 EGFR uncommon mutation k=17, n=1532 e 'mm—— trials and real-world observational studies
° Pubmed Seal’CheS cmET exon 14 skipping k=3, n=149 I—_—|—< k=10, n=800 HER2 mutations k=29, n=2067 _—|—< k=6, n=703 were Slmllar (Flgures 4-6)
. Meta-analyses approach used to deSCHbe EGFR uncommon mutation ] k=_13, n=1.306 - k=_5, n=335 cmET exon 14skip;.)ing _k=8, r:=598 | | _—|—< k=5, n=351
haracteristics BRAF V600 k=2, n=180 ———— BE- «=11,n=1075 BRAF Mixed k=24, n=1770
C BRAF Mixed k=11, n=698 ——+—f == S e+ k=13, n=1072 BRAF V600 k=11, n=1121 — B =2 n=134
* Reviewing age, female proportion, and never KRAS all k=17,n=1885 ——+— N k=50, n=11849 KRAS all k=64, n=13531 —— N G DlSCUSSlON AN D
Smoking proportion for each mutation acrOSS KRAS G12C k=5, n=1798 I k=35, n=8564 KRAS G12C k=32, n=8934 '—H-'.—|—‘ k=8, n=1428
- ] 100% 50% 0% 50% 100% 100% 50% 0% 50% 100%
Va rlableS SUCh aS. Never-smoker (%) Never-smoker (%) F U T U R E DI R ECTI O N
« East Asian vs other countries [includin :
Global WhICh may Include East 'LSIan] g country . East Asia . Other Study Type . clinical trial real-world observational Actlonable Take Away Message
. . . :  Indivi ; - Indivi s ; :  Accurate clinico-demographic information
e Clinical Trials vs real-world observational Figure 1: Individuals who Never Smoked by East Asia vs Other Figure 4: Individuals who Never Smoked Clinical Trial vs Real-world Observational < oritical to understanc?ingpthe satient
« Updated from 62,863 to 82,481 patients _ . | | | . .
Female Proportion by Mutation and Region Female Proportion by Mutation and Study Type characteristics of different molecular
Black = 95% CI (pooled precision); grey = 95% prediction interval. Black = 95% CI (pooled precision); grey = 95% prediction interval. Su bg roups which can hel p our
ROS1 fusion k=21,n=2843 e k=20,n=1034 ALK fusion k=49, n=11574 4= B =28, n=6427 d t C; f thei derlvi biol
RESU LTS EGFR common mutation k=36, n=12041 SR 11, =225 ROS1 fusion =29, n=2857 5 —E understanding of their undaeriying biology.
RET fusion k=16,n=1204 +H . k=16, n=1525 RET fusion k=25, n=1918 k=7, n=811
. - n ALK fusion k=25, n=6383 _ k=52, n=11618 common mutation =38, n= e =9, n= I i
429 unique studies; 82,481 patients HER? mutations =20, n=1668 — R -6, 1310 P! S — o F\x/ture-”D Ireftlon Lorﬂl? es;arch
C . b M I I Alt t. EGFR exon 20 insertion k=18, n=2149 _ k=22, n=2501 EGFR uncommon mutation k=16, n=1400 —#+— k=1, n=109 . e Wl exp Ore whe er . ere were
ompansons By hMolecular Alterations omET axon 14 skipping —ke;net50|— N -3, 1321 HERZ mutations k=30, n=2262 (=6, =606 differences in demographics across
When compared to overall typical lung cancer EGFR uncommon mutation cizn=i1es SN 5o cmET exon 14 skipping (=10, =955 : =6, n=516 different years, which may have occurred
cohorts where individuals who never smoked BRAF V600 k=2, n=182 ——==1 I k=12, n=1147 BRAF Mixed k=26, n=2011 ——+—t—— due to selected biomarker testing
represent < 25% of population, females BRAF Mixed 131762 I |13, n=1129 BRAF Ve00 ialiianes — We will explore the correlations between
_ y d di f>= 65 _ KRAS all k=17,n=1930 —= [ k=53, n=15604 KRAS all k=66, n=17287 — — ‘ k=4, n=247 _
=<30 o, and median ages of »= years. KRAS G12C k=5,n=1800 ——+—== [T — k=39, n=0144 KRAS G12C k=36, N=9506 — ' k=8, n=1438 Qender and SmOkmg status
100% 50% 0% 50% 100% 100% 50% 0% 50% 100%
. . . (%) Female (%)
» Patients with fusions (ALK, ROS1, RET) remale
were aSSOC|ated Wlth hlgher rates Of country . East Asia . Other Study Type . clinical trial real-world observational
having no primary smoking exposure, ; : ; o ; ;
ving ho p y sh g exp Figure 2: Female proportion by East Asia vs Other Figure 5: Female proportion by Clinical Trial vs Real-world Observational REFERENCES
being female and being younger e IR Age by Mutation and Study Type
. . . . ge at diagnosis by Mutation and Region y Mutatl uday 1y
Patients with . H ER2 and EG FR mutations Black = 95% CI (pooled precision); grey = 95% prediction interval. Black = 95% CI (pooled precision); grey = 95% prediction interval.
had results similar to fusions, except that ROS1 fusion =17, n=2551— S =19, n=1009 ALK fusion k=44, N=T781—+4- [ NS
patients with EGFR mutations had slightly EGFR common mutation =29, n=7274— S -, 1918 ROS1 fusion =24, n=2540—+=4— I =12 n=1020 Scan QR Code for list of studies
older averaage aqes RET fusion k=11, n=022—+1 . =14, n=1423 RET fusion k=19, n=1581—+ - =6, n=764 . . . .
. Pati t . t?] BRg AF d MET tati ALK fusion k=22, n=3113— AN <43, n=10617 EGFR common mutation k=29, N=6454—t4+— B -0, 2738 InClUded In thlS analySIS
atients WI an . - mutations HER2 mutations k=13, n=1157_k=15, n=1287 EGFR exon 20 insertion k=25, N=2498—++— _k=7, n=1403
also had hlgher rates of individuals who EGFR exon 20 insertion =14, n=1ss0 I - 15, n=2052 EGFR uncommon mutation k=14, n=1267— =t D <1 =109
lacked primary smoking exposure, but cmET exon 14 skipping =3, n=150-H =13, n=1321 HER2 mutations k=22, n=1748—+— I - -5, n=696 E E
had Similar age and gender proportions EGFR uncommon mutation k=10, n=1052_k=5, n=324 cmET exon 14 skipping k=10, n=955—+— —k=6, n=516
as hIStO_rlcaI overall Iung cancer BRAF Mixed k=8, n=1636-+A - =11, n=1054 BRAF V600 k=9, n=818—+—+— <2, =134 -1
populations KRAS al <8, n=s52-+ SN -2, n-4765 KRASall k=36, n=5171—+ I -4, =247
« Patients with KRAS mutations were the KRAS G12C =3, n=c0 - S -3, n-5142 KRASG12C k=26, n=4305—+ I 5. n=1438
only group who were clearly associated 1o ® rean Age s ” o " " Mean Age atdiagnosis (yrs) .
with very high smoking rates, and male
r_y g g count East Asia Other Study Type . clinical trial real-world observational
predominance v :
Figure 3: Age (Mean) by East Asia vs Other Figure 6: Age (Mean) by Clinical Trial vs Real-world Observational
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