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Ef2]A Y4 34 FLAURA PFS izt TIPS
No. of Median Progression-free Survival
Patients (95% CI)
mo
Osimertinib 279 18.9 (15.2-21.4) Osimertinib
Standard EGFR-TKI 277 10.2 (9.6-11.1) Standard EGFR-TKI

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)

EGFR TKI¢! ER4lE}F(Erlotinib), ©]#AHGefitinib)
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No. of Median Overall Survival
Patients (95% ClI)
mo
279 NC (NC-NC)
277 NC (NC-NC)

Hazard ratio for death, 0.63 (95% Cl, 0.45-0.88)
P=0.007

Osimertinib

Standard EGFR-TKI

P<0.001
§ 1.0~ 1.0+
Y
s 0.8 T
K] .8 © i
@ E’ 0.3
EnTﬁ 0.6 O —
.0— L -
E = Osimertinib 5 .2 06
= =z
e
S v 0.4 =& 0.4
z =
£ 0.2 £ 0.2
[ Standard EGFR-TKI
o 0.0 T T T T T T T T 1 0.0
0 3 6 9 12 15 18 21 24 27 0
Month

T T T T
12

T T
15 18

Month

T T T T 1
21 24 27 30 33

XtZ: J. C. Soria, et al. 2018 NEJM, HZ|ZZH 2|MX|4HIE

At&: J. C. Soria, et al.
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Osimertinib  38.6 (34.5-41.8)
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160,000 A o, 89.0% 90.3% 100%
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120,000 4 F 75%
80,000 A1 F 50%
40,000 1 F 25%
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Table 3. Adverse Events.*
Osimertinib Standard EGFR-TKI
Adverse Event (N=279) (N=277)
Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 1 Grade 2 Grade 3 Grade 4
number of patients (percent)
Any adverse event 273 (98) 34 (12) 144 (52) 83 (30) 6(2) 271 (98) 22 (8) 125 (45) 103 (37) 11 (4)
Rash or acnef 161 (58) 134 (48) 24 (9) 3(1) 0 216 (78) 110 (40) 87 (31) 19 (7) 0
Diarrhea 161 (58) 120 (43) 35 (13) 6(2) 0 159 (57)% 116 (42) 35 (13) 6(2) 0
Dry skint 100 (36) 87 (31) 12 (4) 1(<1) 0 100 (36) 76 (27) 21 (8) 3(1) 0
Paronychiaf 97 (35) 52 (19) 44 (16) 1(<1) 0 91 (33) 55 (20) 34 (12) 2(1) 0
Stomatitis 30 (29) 65 (23) 13 (5) 1(<1) 1(<1) 56 (20) 47 (17) 3(3) 1(<1) 0
Decreased appetite 56 (20) 27 (10) 22 (8) 7(3) 0 52 (19) 25(9) 22 (8) 5(2) 0
Pruritus 48 (17) 40 (14) 703) 1(<1) 0 43 (16) 30 (11) 13 (5) 0 0
Cough 46 (16) 34 (12) 12 (4) 0 0 42 (15) 25 (9) 16 (6) 1(<1) 0
Constipation 42 (15) 33 (12) 9(3) 0 0 35 (13) 28 (10) 703) 0 0
Nausea 39 (14) 28 (10) 11 (4) 0 0 52 (19)% 32 (12) 19 (7) 0 0
Fatigue 38 (14) 21 (8) 15 (5) 2(1) 0 33 (12) 23 (8) 3(3) 2(1) 0
Dyspnea 35 (13) 24 (9) 10 (4) 1(<1) 0 20 (7)% 3(3) 3(3) 3(1) 0
Anemia 34 (12) 19 (7) 12 (4) 3(1) 0 25 (9) 18 (6) 4(1) 3(1) 0
Headache 33 (12) 26 (9) 6(2) 1(<1) 0 19 (7) 12 (4) 703) 0 0
Vomiting 31 (11) 25 (9) 6(2) 0 0 29 (10) 22 (8) 3(1) 4(1) 0
Upper respiratory tract 28 (10) 16 (6) 12 (4) 0 0 18 (6) 9(3) 9(3) 0 0
infection
Pyrexia 28 (10) 27 (10) 1(<1) 0 0 11 (4) 8(3) 2(1) 1(<1) 0
Prolonged QT interval 28 (10) 11 (4) 11 (4) 5(2) 1(<1) 11 (4) 6(2) 3(1) 2 (1) 0
on ECG
Aspartate aminotrans- 26 (9) 18 (6) 6(2) 2(1) 0 68 (25) 38 (14) 18 (6) 12 (4) 0
ferase elevation
Alopecia 20 (7) 17 (6) 3(1 0 0 35 (13) 31 (11) 4(1) 0 0
Alanine aminotransfer- 18 (6) 11 (4) 6(2) 1(<1) 0 75 (27) 31(11) 19 (7) 21 (8) 41
ase elevation

Xt&: J. C. Soria, et al. 2018 NEJM, H2|=
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Amivantamab Treatment
Endpoint, median -lazertinib Osimertinib effect Mominal
months (95% Cl) (n=429) (n=429) (95% CI) P-value
NE 37.3 HR, 0.77
0s (NE-NE) (32.5-NE) {0.61-0.98) 0.019
At 24 months, %
(95% CI) 75 (71-79) 70 (65-74)
Al 36 months, %
(85% CI) 61 (56-67) 53 (47-59)
26.3 22.6 HR, 0.80
TP (22.3-30.4) (20.3-24.5) (0.68-0.98) 0.014
30.0 24.0 HR, 0.77
TTST (26.3-36.0) (22.5-26.2) (0.65-0.93) D-008
NE 32.4 HR, 0.73
PFs2 (36.0-NE) (29.3-NE) (0.58-0.91) 0.004
. . 249 222 HR, 0.82
Intracranial PFS (20.1-34.7) (18.4-26.1) (0.62-1.09) 0.165
At 24 months, %
(95% CI) 51 (43-58) 48 (40-56)
At 36 months, %
(95% CI) 38 (28-47) 18 (11-28)

By BICR based on RECIST v1.1 ameng patients with a history of brain metastases.

BICR. blinded independent central review; Cl, confidence interval; HR, hazard ratio; OS, owverall survival,
PFS, progression-free survival; PFS2, progression-free survival after first subsequent therapy: RECIST,
Response evaluation criteria in solid tumors; TTD, time to treatment discontinuation; TTST, time to
subsequent therapy.

XtZ: WCLC 2024, MI2| =53 2IMRIME
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Patients who are progression-free (%)

100
Median follow-up: 22.0 months llo:sl;.ncPF -
80 4 73% Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
Osimertinib 16.6 mo (14.8-18.5)
| HR. 070 (95% Cl, 0.58-0.85); P<0.001
60 4 @
40 4 L‘—‘._ﬁ a Ami b + Lazertinib
L_L“—“—' Osimertinib
20 4
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% -.'m-"ﬁaumu_a Amivantamab + Lazertinib
a &0 % Osimertinib
5
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% - Median follow-up: 22.0 months
e HR, 0.80 (95% CI, 0.61-1.05); P=0.112
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XtZ: ESMO 2023, HI2| =53 2|MAMEH

21729 MARIPOSA HZg [|0|Ef
Most common TEAEs (220%)
by preferred term, n (%)
Related to EGFR Paronychia * Safety profile of amivantamab +
inhibition Rash lazertinib was consistent with prior
Diarthea % reports, mostly grades 1-2
Demintis scnaflom * EGFR- and MET-related AEs were
S higher for amivantamab + lazertinib
except diarrhea, which was higher
Related to MET Fopoaixmims for osimertinib
inhibition Peripheral edema
Other IRR * Incidence of grade 4-5 AEs was
ALT increased low and comparable between arms
Caonstipation sia .
P * Rates of ILD/pneumonitis remained
S low, at ~3% for both arms
Decreased appetite
Anemia
Nausea B Amivantamab + Lazectinib: grade 1-2
® Amivantamab + Lazertinib: grade 23
Hypocalcemia ® Osimertinib: grade 1-2
Cough B Osimertini: grade 23
100% 50% 0% 50% 100%
Xt2: ESMO 2023, HI2| =53 2|MAMEH
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55 Median follow-up: 7.0 mo
| HR, 0.62(95% Cl, 0.42-0.92); nominal P=0.02
- 80
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e 20 1
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0 2 4 8 8 10 12 14 16
Months
No. at risk
SC Amivantamab Arm 206 192 163 109 il 36 10 (o] o)
IV Amivantamab Arm 212 191 144 92 51 24 10 1 0
Xt&E: ASCO 2024, M2|=5# 2|AMAIME
TE11 PALOMA-3 ¢ 33 Hxi2
SC Amivantamab Arm IV Amivantamab Arm
(n=2086) (n=210)
IRRs, all grades 13% 66%
IRRs, grade 3
Infusion-related
AEs (22%)
Chills
Pyrexia
Dyspnea
Nausea
Yomiting
Cough
Hypoxia
Hypotension
Sinus tachycardia
Erythema
Chest discomfort
Hypertension
Flushing
Dizziness
Rash
Hyperhidrosis
Increased heart rate
100% 75% 50% 25% 0% 25% 50% 75% 100%
&1 ASCO 2024, M| ZEH 2|MA|ME]
212112 PALOMA-3 VTE(HHSEHMNZS) HEtg ZHx}
50 - SC Ami IV Ami
- Grade=3 H |
£ 404 Grade2 I [
"'.,." Grade 1
>
= 30 - 26%
=
7 20
w -
et
c 14%
8 12%
B 10 { el -
> -
0 -
n=206 n=210 n=164 n=171 n=42 n=39
All patients On prophylactic No prophylactic
anticoagulation anticoagulation

X2 ASCO2024, ME|XFE Z|MAHE]
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A okE9l El1g]lAa+ o]n] 3 thd PBM coverage (Optum, Express Scripts,
CVS) el Ao §lom HRE B3 Express ScriptsE Al£$F Optum, CVS
coverage®l| AE ] 9loy ke 4leko]7]o] Medicare coverage & A17F 2
Qst Adstolty, 74 AAYS 257 flsiA= wE Medicare coverage |7t
A g g Fos ¥JER Age Z1ow Hiysit)

& S .
a2y EXPRESS SCRIPTS
cvs '-.,- Medicare (PDP)

PA; SP CAREMA&K Drug Name Drug  Requiremen

RYBREVANT Tier 3
Tier  ts/Limits
TAGRISSO ORAL .
Tier3 [PA;SP; QL e
TABLET 40 MG . “ ;;E::;qvn‘:rT SOLN 3 NDSNMLA "1y GRIssO 3 PAIMO;
TAGRISSO ORAL Tierd  |Pa: sP TAGRISSO TABS 40mg, 3 NDS NMLA LA; QL (30
TABLET 80 MG ’ 30mg per 30 days)

Xt2: Optum, CVS, Express Scripts, M2|Z5H 2|MRIME

Express Scripts0f| SXH&|X| 242 Rybrevant

This is the second approval for this mutation and the first oral therapy. In May 2021, the FDA granted accelerated
approval of Rybrevant (amivantamab-vmjw), a bispecific antibody directed against EGFR and MET receptors that is
administered intravenously. Developed by Janssen, Rybrevant, however, has not been added to Express Scripts’ preferred

list. Rybrevant has wholesale acquisition cost of $3,324, per vial.

XIE: Express Scripts, HZ|Z5H 2|MAIME
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