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| Background . .f. | . d . Table 1. General demographics and Ttreatted aﬁer Treated prior to test results
|' : | h teristi int t d AIItre_ated pts estrestils - =g itched to TKI | Not switched to TKI
 Treatment of (advanced) stage IV NSCLC has transformed with the identification of oncogenic O u tCO m eS a re S I g n I I Ca nt y CO m p rO m |Se I n ;;:;:?‘tzu?;::ojs: cs Intreate (N=525) ?;:::4’)\ G(rOl;F;)B G(ro;%)c
n= n=

driver mutations and development of targeted treatments

* Despite an overall survival (OS) benefit with TKls, uptake of genomic testing has been slow and pts h a rbO rl n g AO D b Ut W h O a re t reatEd e Mean (SD) 70.76 (11.24) 7131(11.01) 69.86(10.59)  70.20 (10.66)

. . 1-3 - Median (range) 72 (31-90) 71 (33-90) 71 (50-90) 72 (31-90)
frequently has not employed broad next-generation sequencing (NGS) panels.* Additionally, Sex, n (%)
. e e e . . . ® ® ® e ® Male 208 (40%) 142 (37%) 28 (55%) 47 (52%)
long turnaround times often result in initial treatments with chemotherapy, immune checkpoint | n |t | a I |y Wlt h C I CI O r b Ot h eve n | n ptS Female 314(60%)  239(62%)  23(45%) 43 (48%)
inhibi ICl both 4 h h d TKlIs. d ite k ith I1Cls5-6 V4 J Unknown 3 (1%) 3 (1%) 0 (0%) 0 (0%)
inhibitors (ICls), or both,* rather than targete s, despite known poor responses wit S ace, n (90
and inferior outcomes in clinical trials with chemotherapy Black or African 4 (8%) 4 (4%)

° ° American 62 (12%) 54 (14%)
* Previous analysis identified a population of patients harboring potential AODs who were treated q U |C kly SWltC h Ed tO TKI . White 333(63%)  228(59%)  35(69%) 70 (78%)

initially without TKIs before the mutation was reported.’ This report details the outcomes of fon A o - o

Other 110 (21%) 83 (22%) 11 (22%) 16 (18%)
: : H Positive mutations, n (%)
these patients compared to a cohort from the same prior analysis treated after report of AOD - —— — e oasse)  23s(Em 29579 26 (29%)
Figure 2. Treatment Utilization and Test Result Timing BRAF 77 (15%) 50 (13%) 8 (16%) 19 (21%)
ALK 33 (6%) 27 (7%) 5(10%) 1(1%)
[ M EthOds // Patients Treated Prior to Genomic Mutation Report MET 46 (9%) 24 (6%) 5 (10%) 17 (19%)
/ RET 10 (2%) 4 (1%) 0 (0%) 6 (7%)
«  Datasource: Integra Connect database of electronic health records, practice management, and i o s ? o) e (o)
claims data from 13 large community networks and over 1000 physician caregivers Chemotherapy, NTRK 1/2/3 6 (1%) 2 (1%) 0 (0%) 4(a%)
. Patient Population B, 41 (29%) Fe0e n %) o5 0m) 90(23%) o (15 I
e 218yo with newly diagnosed advanced NSCLC with initial diagnosis 1/1/2018-12/31/2020 ° X o0 moom 13m0 e
(data cut-off date: 6/30/2021), positive for mutation in recognized targetable genes Pts started treatment N Switched to TKI after 3 37 (7%) 23 (6%) 5 (10%) 9 (10%)
Pts started treatment Chemo+O,
H prior to test result 0 Test Result (N=51) 4 4 (1%) 3 (1%) 1(2%) 0 (0%)
¢ Data Collection after test result 141 (27%) 70 (50%) Unknown 69 (13%) 56 (15%) 3 (6%) 10 (11%)
. . . « . 0 0 H %
. Demographics: Age, gender, ECOG score, histology, smoking status and race/ethnicity 384 (73%) 27 (38%) (26%), o vcnoma 458 (@) 302 (@) 46 (50% 70 (78%)
. Treatment record: date of order and report of mutation, date of initiation of line of Sauamous cell 31 (6%) 17 (4%) 4 (8%) 10 (11%)
therapy (LOT) 1 and, if employed, LOT2 10, 30 (21%) NSCLC, NOS 24 (5%) 19 (5%) 1(2%) 4 (4%)
. . . Unknown 12 (2%) 6 (2%) 0 (0%) 6 (7%)
. Note: Due to expert determination for HIPAA compliance, we are unable to report actual Smoking status, n (%)
date of death; instead we recorded apparent death, defined as date of last evidence of currentuse - 59 (11%) 36 (9%) 6 (12%) 17 (19%)
office visit, treatment, lab value, or communication. If this occurred >60 days from data G Previous use 290(55%)  205(53%) 26 (51%) 59 (66%)
o . o A roup A Group B Group C Never 167 (32%) 134 (35%) 19 (37%) 14 (16%)
cut-off, date of visit +30 days was recorded. If evidence of visit occurred within 60 days of (Reference group) 51 s started treatment 90 pts started treatment i ftUrtmcIa?:/h;ied 9 (2%) 9 (2%) 0 (0%) 0 (0%)
_ : : : 384 pts treated after before report of AOD before report of AOD ype oftest, n {76, . . . .
cut Off’ the patlent was con5|dered allve on 6/30/2021 report of AOD and switched to TKI  and not switched to TKI Egz :I’I'dd ié; E:if; i; ggf; ii gif; :: EZ;f;
- h a h . 00 O'J 00 0o 00
* OUtcomes ) Within 35 days within 35 days Other 132 (25%) 99 (26%) 15 (29%) 18 (20%)
1 Apparent survival ° °
Group B, time -from day 1 LOT1 to day 1 LOT after TKI o A - Discussion
. Apparent survival (AS): time from day 1 LOT 1 until apparent death, or if visit recorded Group A Group B Group C
within the last 60 days before data cutoff, patients were considered alive on June 30, 2021 (N=384) (N=51) (N=90) * Whilesubjectto the limitationsinherentto a retrospective, observational real-world evidence study,

these results strongly suggest outcomesare significantly compromisedin patients, subsequently proven

Apparent survival to harboran AOD mutation, treated prior to this report by chemotherapy, ICI, or both. Inferior

Probability of Alive

| Median (range) Not reached 672 (433-1010) 435 (350-560) outcomes are even seenin patients quickly switched to an appropriate TKI
RESUItS . * Thisencouragesupdate of guidelines as this will never be tested in a prospective, randomized trial
00| ; ? , Hazard ratio Reference 1.719 2.360 L g . o .
. . . . _ - e Ultra-fast NGS or liquid biopsy for oncogenicdriver NGS testing to minimize turnaround time should be
Figure 1. Pts with confirmed stage IV NSCLC who received genomic tests 5 I P-value - 0.0090 <.0001 employed to avoid treatment before mutation report.? Results in Group C emphasizethe need for near-

9406 Patients with confirmed NSCLC stage IV
(All Time)

universal non-squamous testing (as well as squamous never-smokersor age < 40), as patients who
harbor mutations butare never tested, or tested only later, may have significantoutcomeimpairment
Median (range) 706 (631-762) 565 (433-658) 435 (350-560) * Findingthese outcomes notonly confined to EGFR-mutated patients emphasizesthe need for NGS
Hazard ratio Reference 1.347 1.523 panelsthat reportall actionable biomarkers(per NCCN guidelines?)

* Finally, these results need confirmation with actual date of death and report of overall survival, which is

Time to next treatment

06

6545 patients
Received Genomic Tests
(All Time)

04

Probability of Staying in Treatment/Alive

3826 patients . P-value ; — LU in progress. Also, the inferiority even in Group B indicates the need to evaluate use of immuno-
e raos0) oncogenics prior to TKI to determine if results are worse than when chemotherapy alone is utilized, and
Tie To Nt Trestmand W thusvalidating current NCCN guidelines®
791 patients = - o
[ AS and TTNT results apply to pts with and without EGFR mutation ] ot
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