FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

PHOSIMER is indicated for the treatment of patients with metastatic epidermal growth factor receptor (EGFR) T790M
mutation-positive non-small cell lung cancer (NSCLC), as detected by an approved test, whose disease has progressed
on or after EGFR tyrosine kinase inhibitor (TKI) therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Confirm the presence of a T790M EGFR mutation in tumor or plasma specimens prior to initiation of treatment with
PHOSIMER. Testing for the presence of the mutation in plasma specimens is recommended only in patients for whom
a tumor biopsy cannot be obtained. If this mutation is not detected in a plasma specimen, re-evaluate the feasibility of
biopsy for tumor tissue testing.

2.2 Recommended Dosage Regimen

The recommended dose of PHOSIMER is 80 mg tablet once a day until disease progression or unacceptable
toxicity. PHOSIMER can be taken with or without food.

If a dose of PHOSIMER is missed, do not make up the missed dose and take the next dose as scheduled.

2.3 Administration to Patients Who Have Difficulty Swallowing Solids

Disperse tablet in 60 mL (2 ounces) of non-carbonated water only. Stir until tablet is dispersed into small pieces (the
tablet will not completely dissolve) and swallow immediately. Do not crush, heat, or ultrasonicate during preparation.
Rinse the container with 120 mL to 240 mL (4 to 8 ounces of) water and immediately drink.

If administration via nasogastric tube is required, disperse the tablet as above in 15 mL of non-carbonated water, and
then use an additional 15 mL of water to transfer any residues to the syringe. The resulting 30 mL liquid should be
administered as per the nasogastric tube instructions with appropriate water flushes (approximately 30 mL).

2.4 Dosage Modification
Adverse Reactions

Target Adverse Reactiona Dose Modification
Organ
Pulmonary | Interstitial lung disease Permanently discontinue PHOSIMER.
(ILD)/Pneumonitis
QTecy+ interval greater than 500 msec Withhold PHOSIMER until QTc interval is less
on at least 2 separate ECGsb than 481 msec or recovery to baseline if
baseline QTc is greater than or equal to 481
msec, then resume at 40 mg dose.
Cardiac QTc interval prolongation with
signs/symptoms of life-threatening Permanently discontinue PHOSIMER.
arrhythmia
Symptomatic congestive heart failure | Permanently discontinue PHOSIMER.
or asymptomatic left ventricular
dysfunction that persists > 4 weeks
Adverse reaction of Grade 3 or greater | Withhold PHOSIMER for up to 3 weeks.
severity
Other If improvement to Grade 0-2 within 3 | Resume at 80 mg or 40 mg daily.
weeks
If no improvement within 3 weeks Permanently discontinue PHOSIMER.




Drug Interactions

Strong CYP3A4 Inducers
If concurrent use is unavoidable, increase PHOSIMER dosage to 160 mg daily when coadministering with a strong
CYP3A inducer. Resume PHOSIMER at 80 mg 3 weeks after discontinuation of the strong CYP3A4 inducer.

3 DOSAGE FORMS AND STRENGTHS
80 mg tablets: beige, oval and biconvex tablet and there is a nick on each side.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

The following information for ILD/ Pneumonitis, QTc Interval Prolongation, Cardiomyopathy and Keratitis reflects
exposure to PHOSIMER in 833 patients with EGFR T790M mutation-positive non-small cell lung cancer (NSCLC)
who received PHOSIMER at the recommended dose of 80 mg once daily in AURA3 (n=279), AURA Extension
(n=201), AURA2 (n=210), and an expansion cohort in the first-inhuman trial of osimertinib (AURA1, n=143).

5.1 Interstitial Lung Disease/Pneumonitis

Interstitial lung disease (ILD)/pneumonitis occurred in 3.5% (n=29) of PHOSIMER-treated patients (n=833); 0.6%
(n=5) of cases were fatal.

With hold PHOSIMER and promptly investigate for ILD in patients who present with worsening of respiratory
symptoms which may be indicative of ILD (e.g., dyspnea, cough and fever). Permanently discontinue
PHOSIMER if ILD is confirmed.

5.2 QTc Interval Prolongation

Heart rate-corrected QT (QTc) interval prolongation occurs in patients treated with PHOSIMER. Of the 833 patients
treated with PHOSIMER in clinical trials, 0.7% (n=6) were found to have a QTc greater than 500 msec, and 2.9% of
patients (n=24) had an increase from baseline QTc¢ greater than 60 msec. No QTc-related arrhythmias were reported.

Clinical trials of PHOSIMER did not enroll patients with baseline QTc of greater than 470 msec. Conduct periodic
monitoring with ECGs and electrolytes in patients with congenital long QTc syndrome, congestive heart failure,
electrolyte abnormalities, or those who are taking medications known to prolong the QTc interval. Permanently
discontinue PHOSIMER in patients who develop QTc interval prolongation with signs/symptoms of life-threatening
arrhythmia.

5.3 Cardiomyopathy

Across clinical trials, cardiomyopathy (defined as cardiac failure, congestive heart failure, pulmonary edema or
decreased ejection fraction) occurred in 1.9% (n=16) of 833 PHOSIMER-treated patients: 0.1% (n=1) of cases were
fatal.

Left Ventricular Ejection Fraction (LVEF) decline greater than or equal to 10% and a drop to less than 50% occurred
in 4.0% (26/655) of patients who had baseline and at least one follow-up LVEF assessment.

Conduct cardiac monitoring, including an assessment of LVEF at baseline and during treatment in patients with cardiac
risk factors. Assess LVEF in patients who develop relevant cardiac signs or symptoms during treatment. For
symptomatic congestive heart failure or persistent, asymptomatic LV dysfunction that does not resolve within 4 weeks,
permanently discontinue PHOSIMER.

5.4 Keratitis



Keratitis was reported in 0.7% (n=6) of 833 patients treated with PHOSIMER in clinical trials. Promptly refer
patients with signs and symptoms suggestive of keratitis (such as eye inflammation, lacrimation, light sensitivity,
blurred vision, eye pain and/or red eye) to an ophthalmologist.

5.5 Embryo-Fetal Toxicity

Based on data from animal studies and its mechanism of action, PHOSIMER can cause fetal harm when administered
to a pregnant woman. In animal reproduction studies, osimertinib caused post-implantation fetal loss when
administered during early development at a dose exposure 1.5 times the exposure at the recommended human dose.
When males were treated prior to mating with untreated females, there was an increase in preimplantation embryonic
loss at plasma exposures of approximately 0.5-times those observed in patients at the 80 mg dose level.

Advise pregnant women of the potential risk to a fetus.

Advise females of reproductive potential to use effective contraception during treatment with PHOSIMER and for 6
weeks after the final dose. Advise males with female partners of reproductive potential to use effective contraception
for 4 months after the final dose.

6 ADVERSE REACTIONS

6.1 Interstitial Lung Disease/Pneumonitis
6.2 QTc Interval Prolongation

6.3 Cardiomyopathy

6.4 Keratitis
7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on Osimertinib

Strong CYP3A Inducers

Coad ministering PHOSIMER with a strong CYP3A4 inducer decreased the exposure of osimertinib compared to
administering PHOSIMER alone. Decreased osimertinib exposure may lead to reduced efficacy.

Avoid coadministering PHOSIMER with strong CYP3A inducers (e.g., phenytoin, rifampin, carbamazepine, St.
John’s Wort) [note: effect of St. John’s Wort varies widely and is preparation-dependent]. Increase the PHOSIMER
dosage when coadministering with a strong CYP3A4 inducer if concurrent use is unavoidable. No dose adjustments
are required when PHOSIMER is used with moderate and/or weak CYP3A inducers.

7.2 Effect of Osimertinib on Other Drugs

Coadministering PHOSIMER with a BCRP substrate increased the exposure of the BCRP substrate compared to
administering the BCRP substrate alone. Increased BCRP substrate exposure may increase the risk of
exposure-related toxicity.

Monitor for adverse reactions of the BCRP substrate (e.g., rosuvastatin, sulfasalazine, topotecan), unless otherwise
instructed in its approved labeling, when coadministered with PHOSIMER.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary



Based on data from animal studies and its mechanism of action, PHOSIMER can cause fetal harm when administered
to a pregnant woman. There are no available data on PHOSIMER use in pregnant women. Administration of
osimertinib to pregnant rats was associated with embryolethality and reduced fetal growth at plasma exposures 1.5
times the exposure at the recommended human dose. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically-recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

8.2 Lactation

Risk Summary There are no data on the presence of osimertinib in human milk, the effects of osimertinib on the
breastfed infant or on milk production. Administration to rats during gestation and early lactation was associated with
adverse effects, including reduced growth rates and neonatal death. Because of the potential for serious adverse
reactions in breastfed infants from osimertinib, advise a lactating woman not to breastfeed during treatment with
PHOSIMER and for 2 weeks after the final dose.

8.3 Females and Males of Reproductive Potential

Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment with PHOSIMER and for 6
weeks after the final dose.

Males

Advise male patients with female partners of reproductive potential to use effective contraception during and for 4
months following the final dose of PHOSIMER.

8.4 Pediatric Use

The safety and effectiveness of PHOSIMER in pediatric patients have not been established.

8.5 Geriatric Use

Three hundred and forty-six (42%) of the 833 patients in AURA3 (n=279), AURA Extension (n=201), AURA2
(n=210), and an expansion cohort in the first-in-human trial of osimertinib (AURAT1, n=143) were 65 years of age
and older. No overall differences in effectiveness were observed based on age. Exploratory analysis suggests a higher
incidence of Grade 3 and 4 adverse reactions (9.8% versus 6.8%)

8.6 Renal Impairment

No dose adjustment is recommended in patients with mild, [creatinine clearance (CLcr) 60-89 mL/min, as estimated by
the Cockcroft Gault method (C-G)] moderate, (CLcr 30-59 mL/min, as estimated by C-G) or severe (CLcr 15-29
mL/min) renal impairment. There is no recommended dose of PHOSIMER for patients with end-stage renal disease.

8.7 Hepatic Impairment

No dose adjustment is recommended in patients with mild hepatic impairment [total bilirubin less than or equal to
upper limit of normal (ULN) and AST greater than ULN or total bilirubin between 1.0 to 1.5 times ULN and any AST]
or moderate hepatic impairment (total bilirubin between 1.5 to 3 times ULN and any AST). There is no recommended
dose for PHOSIMER for patients with severe hepatic impairment.

9 HOW SUPPLIED/STORAGE AND HANDLING



80 mg tablets: beige, oval and biconvex tablet and there is a nick on each side.

Store PHOSIMER boxes at 25°C (77°F). Excursions permitted to 15-30°C (59-86°F).

Patient Information PHOSIMER (tuh-GRISS-oh) (osimertinib) tablets

What is the most important information | should know about PHOSIMER?

PHOSIMER may cause serious side effects, including:

lung problems. PHOSIMER may cause lung problems that may lead to death. Symptoms may be similar to
those symptoms from lung cancer. Tell your doctor right away if you have any new or worsening lung
symptoms, including trouble breathing, shortness of breath, cough, or fever.

heart problems, including heart failure. PHOSIMER may cause heart problems that may lead to death.
Your doctor should check your heart function before you start taking PHOSIMER and during treatment as
needed. Tell your doctor right away if you have any of the following signs and symptoms of a heart problem:
feeling like your heart is pounding or racing, shortness of breath, swelling of your ankles and feet, feeling
lightheaded.

eye problems. PHOSIMER may cause eye problems. Tell your doctor right away if you have symptoms of
eye problems which may include watery eyes, sensitivity to light, eye pain, eye redness, or vision changes.
Your doctor may send you to see an eye specialist (ophthalmologist) if you get eye problems with
PHOSIMER. See “What are the possible side effects of PHOSIMER?” for more information about side
effects.

What is PHOSIMER? PHOSIMER is a prescription medicine used to treat non-small cell lung cancer
(NSCLC). PHOSIMER may be used when your non-small cell lung cancer has spread to other parts of the
body and:

has a certain type of abnormal epidermal growth factor receptor (EGFR) gene, called T790M, and

you have had previous treatment with an EGFR tyrosine kinase inhibitor medicine and it has stopped working.
Your doctor will perform a test to make sure that PHOSIMER is right for you. It is not known if PHOSIMER is
safe and effective in children.

Before taking PHOSIMER, tell your doctor about all of your medical conditions, including if you:
have lung or breathing problems.

have heart problems, including a condition called long QTc syndrome.

have problems with your electrolytes, such as sodium, potassium, calcium or magnesium.

have a history of eye problems.

are pregnant or plan to become pregnant. PHOSIMER can harm your unborn baby. Tell your doctor right
away if you become pregnant during treatment with PHOSIMER or think you may be pregnant.

o0 Females who are able to become pregnant should use effective birth control during treatment with
PHOSIMER and for 6 weeks after the final dose of PHOSIMER.

0 Males who have female partners that are able to become pregnant should use effective birth control during
treatment with PHOSIMER and for 4 months after the final dose of PHOSIMER.

are breastfeeding or plan to breastfeed. It is not known if PHOSIMER passes into your breast milk. Do not
breastfeed during treatment with PHOSIMER and for 2 weeks after your final dose of PHOSIMER. Talk to
your doctor about the best way to feed your baby during this time.

Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, or herbal supplements. Especially tell your doctor if you take a heart or blood pressure
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A EEA R RBE 4R

2y AR REUE ST, R TR B N ARH B IS RE S ARAIE X 7 b R K- 3R 58 T ik AT
FEEL MR .

[ PHOSIMER 225 ]
X v P s o3 BYAT AT Gt ) ot Ao
PHOSIMER 1§ 5 & 2t w5 — i Al A (L [ 259040 ELAE D)

[ PHOSIMER 7% & 5171 ]

EGFRT790M Z¥ARARZS I VFA

2% e il PHOSIMER 697 /5 #E G Ik A M NSCLC I, 15 75 BB Tfi EGFRT790M 8748 (1)
RAS o BERFH 230 78 73 B0IF FRIAG I 7 72355 5K AL SURE AR IR DNA B SR AE A A SR B 47
PR {983 DNA(CtDNA)IEATH I

FEXT R DNAGE T 2H 2R Bk MK REAS) I T790M FRARIRASHEATRE M, A6 R fi . AT &
R A W 7V

AR S, R T790M TRAZNEYE, WA AT{E A PHOSIMER Y597 . SR,
IR 2K ctDNA KEill, HZ5 BN, WIFERTRE MO0 T B AT U8, X
J2 H T I AS DU AT g 2 LR IR B 1k ) &5

(i) J52 4 il (1LD)



FENG PRI T, 75448 FH PHOSIMER (1) 5 35 8 WL 4% 31| J6 | fi5 J 2 iy BRE SR 4 14 18] J53 14 il 79 (1LD)
B ILD FEMIA R B (ARG il 28 ). BTG, IR R 2 B35 2 o5 BUER i -
I ARAIT 75 P HERR T BEAEAZAE ILD 95 58 29975 51 LD 75 B2 [ B R VAT IO U 1 il 2%
FMGRAFAE TG S % LD iE4s 1 23 (LA R ]) o

Il RAF S5 BAE], 76322 PHOSIMER Y497 (1) 1221 44 F 8 vh, 45 2.9% (19 5%t B 1 [l J5 1 it
(ILD)EX ILD FEMIAS R R BL(WIE G E 48), Hrh g 0.3% M2l FE T LEPITI 11 HAHT 72 4
], $5% PHOSIMER JAJT I 411 & B b 11 44(2.7%)3R 55 7 ILD 5L ILD FEA B N, Hir
34 FAREMNY 0.7%, A 1% HIEETHFAIAE, F 6. 2% FIHATEHHIL T ILD,
T 7 S5 AR 7 AR 0 R AR 2853 R 1.2 %6 A0 2.4 % (LA R D)

SR 2 LI S DR (PP B R X P2 K ) S e R AT A/ A B Ji DR Dm0 ) 63, HERR ILD
TE XTI SE R F75 [R I, 8 87 45° PHOSIMER 1 24 W 112 4 ILD, I 8 % ] PHOSIMER,
R BRI 15 it -

QTc [EHIE K

FEM A PHOSIMER 8835 iR BT QTe (B HHZE K QTe (A HAIE K i) S B0 PO AR S (W12R
Uity L 2 TR 2 0 i ) B AR () KUK 3G . AURAex B, AURA2 HIF 7% 1 1] 16 O 2 5 AR 4R
F LA R ND) o it i 20 B B (ECG) AN, 3 15 TURIE 0 HE B 77 00 U 5 i A% 5 J T B
I G S 2 M 5 1 BB (0 QTe T 3>470ms) (LS B UM D) o

WRATRE, BAGRMEK QT EHIZEAIER B NS PHOSIMER. B A MM )3
oy LA S A DRI RERS 2B K Qe (R 259 1) £ 2 . 5 B A2 0 LI (ECG) R L i
JR I o /0 OBk ST 0 L AR IR OR QT 11 1>500ms (1) B3 B N5 ] PHOSIMER,
HZ QTc [A]#i<481ms Bk & 2 FE 28 /K (anFt 2k QTe [a]

Wi>=481ms), UL ATIRE 24, HNAER 1 TR . A IR QTe A HIRE K AN T BT —
Rl UL B T 45 ] PHOSIMER: Riml e =ML ahid . 2= Oshd#E, ™ EME
O R BREAR BUAAE .

IWINE MIEES

AURAex Fll AURA2 I RIS, HAFLEME /D 1 RBETI I WVEF PEAL 2 A B R iRTT
[ B 2.4%(9/375) KA Je 0o 25 S I 73 H (LVEF) T %>10%, H R E<50% . tR¥E A IR
RIGHE, A AEREE OIS J1 828 5 PHOSIMER 4 R 5K R o 5 T4 CLAn O I X%
JATAE T RERZMA LVEF 15 DLr 8, 75 B8 R Lo T Th g, 046 75 55 28 R0 AR 24 A0 52 LVEF
IhEg. XFT PHOSIMER Y637 H1A] I Co U A A SORE PR FIAARAIE 1) B, 75 5% F8L O I Hs 0
i LVEF Zhagdll &

X 2 I R RPN B T SR

PHOSIMER X 25 B Rl A AL 25 B8 77 JC 5% M B3R I A8

[PHOSIMER Z21H J i L #1102 FH 24 ]

5 Atk 2

H Lo AR PHOSIMER 1) N8 6 U iR o 1M 56 35 78 58 B PHOSIMER YA 97 J5 1 81t []

WATS A A R ket . s 2 H, B5%Eb 4 ~H. &R PHOSIMER J&, A

REFFPR I R I 2 2 B R & T PRI R

U YR

H 78 A IR 2 A A PHOSIMER O, B SR A IR . ST 7i$E7~ PHOSIMER H

BAEEBEERIGT . MIRAKIBLE., BrERrste:, W2 . R4 1E LS A

I R FT 25, U4 22 PR A PHOSIMER B AT REXT AR ) Lith i fe 5 o BRAE 83 (I PR 1 0 75 R

FH PHOSIMER 697, 15 W UE 4R (8] A 4548 ] PHOSIMER.

e

H#7 AN B PHOSIMER BRFHAR U M2 15 2@k ALyttt . tbah, B RTdsf 72551

55K PHOSIMER ELHARM =M & WALt HEt . 280, A MR RN T

PHOSIMER J¢ FARW =4, 1 HXS RAAT B A KA 3G 7= 28 7 AN R g (L2538 8 7)) . Rk

ToiEHERR PHOSIMER XJ 52 FLI 2 ) Les P2 AR RE M o [, SR PHOSIMER 697 B 18] 452 1E I 7L
7



LA
FIAT M50 A 5% PHOSIMER 0 N A (25 & BE 0 7 AL S i i Bidls . sh AT JE 0 45 R340
PHOSIMER X WEVE RMEYE A JE & B A S, i B B A B RE (25 B

[ PHOSIMER )L fH%5]
S /INT 18 JE & ) LB BT /A B3 (8 ] PHOSIMER [ 224 e A1 Rtk i AN B/ . H AlTie
WA IX 7 TH I -

[PHOSIMER ZFE %]

G PRIREGEH, 411 B 187 6(45%) N 65 %k 65 & DL I, 54 BilHEH(13%) N 75 F Al
75 S UL b BT ER, RWEBHUEAELAER . REESTTER, 50T 65 ZHE
HHALL, 7E 65 B 65 % UL F B 3 R 4 P B NI R AR #8532 % vs25 %), BRIAS
RIS 71) 1 4 B A (23 %6 vs 17 %6 ) o

[PHOSIMER Z§#¥)4H EAEH ]
233 1 AR EAE
SRAL CYP3A4 5 375 ] 3 L PHOSIMER (1) 5% & N [%. PHOSIMER W] REIG N BCRP JIRA 1) 2 2

=]

==

A T B i I R (N T

PRAMIFFCUFSE, PHOSIMER T2 CYP3A4 Al CYP3AS #E4T | B4R, FEIGIRZ54K5h 11240t
Firf, 5 200mg & H ARl EEE(—FhBR L CYP3A4 FIHIF) & F45 25 A 2%t PHOSIMER 1)
A AR R PR W AT TEAAUC)HE I 245, Cmax FIET 20%). [RIIL. CYP3A4
FPHFA K AT BEXT PHOSIMER 15 8% & 7= AL 5200 . H i W A 5 FUe 6 PHOSIMER A AL AF
L] 5=

A AR PR 5 i I % R (03 T o

FENGR LB St e, &3 I FIAEF-(600mg & 1H 1 ¢, 3% 21 R)2{f PHOSIMER ff]
FaZs AUC T F# 78% . [FIFE, A=Y AZ5104 ()25 B A BT FBE, H AUC A1 Cmax 27 3 F
BT 82% A1 78% o FEIX N 4[] IR Fi] PHOSIMER Al CYP3A4 [F)58% S5 (AN 235, FI4R
SRR DTG, CYP3AA FIHH S SR A . KL, KM SLA R 8 ) th AT &
fik PHOSIMER [ 25 &, KL ZEM, WA et R . M8 AEJEE CYP3A i
R G HH M LB i, 75N B e A E 25 H 160mg. 1F 1Lk CYP3A4 1)
MESAE A, BEBRMFIETKE 2% H 80mg. PHOSIMER £ (15 24 B4 A
MULIZEER]D-

HIER 24 %) BLA5 B JE 2

TENGIRZR BN S 5, G 4h T BRI MEFEA 225 PHOSIMER 15 5% 5 77 AR G PR AH G 14
520, PHOSIMER W] 52048 B N pH EMZPA IEER, TEFATATIR

Ik FH B A5 35 e i TS B T e 0 e i) FL e v 1 A

HRIEARSMIF 7T 45 5, PHOSIMER #& BCRP #1288 [ 1) —F 58 4 M 41 771 o

FEIGIR PK W 5T HT, PHOSIMER 53 &7 AR AR TT (— FREBUR (1) BCRP JEY)) & HF- M H G, 535 1 AUC
F Cmax 23 SN T 35% 1 72% o AR PHOSIMER Itf, G5 8235 & 35 AR A T 1Kt BCRP 34T
a3 HRTT T BV AR 254, RO b AT 7= ], DU A I o I PR 6 5 FH 245 11 2 i 34
vt B A2 14 7 T AR .

(WLIZRBNT15])

TEIG IR PK W5 H, PHOSIMER 5 5 ARA YT (—FRHEEUBE KT CYP3A4 [ & - 5, 57 1 AUC
A Cmax 73 AN T 9% 1 23% o AR/, BRIHA KA G E A IRKE L. PHOSIMER A
KA REL CYP3A4 [FJERH A AE PK J7 THI FRIAH HLAE H o B CYP3A4 A1, FATTAR NS 52 2205 X 244 (PXR)
VA e W A BAE AT AT . A IR PHOSIMER J&, ASReHERRISEE ke 4 24 2
g N Ve W



[ PHOSIMER 5 R X% 1
FEABRTG AT 7P . I IRB T, AL EGFRT790M JAZ BH P (1) 9E /N4t g
fitiges H R4 4 B 167 (55 —Fh EGFR-TKI) L BLEEE R g, 2518 AURAex(Il #A3 fE B %)
(n=201)) 1 AURA2(n=210). JGJTHI, FTAEFHEER NG P OLIEE EGFR RAK N A
EGFRT790M ZAFBH P (1) NSCLC(HF 78 >R FH &' X cobas i i IfRI ZH 211K T790M SEARIRE)
JITf i35 8% PHOSIMERSOmg & H — IR E . X IR 78 1) 32 B 7 A N R T E A0
SLHUG AL (BICR) AR RECISTVL. L VRN B WLLE fif 2 (ORR) o IR ELST 30 2% s EUFE: SR Fr 4L
[A}(DoR)~ P2 il 2 (DCR) A I 1k e A= 77 I (PFS) o

SR N (AURAex FiT AURA2) R ERFIER : AL F0E 63 &5 13% MEHFIER =75 &5
ZME(68%); HIA(36%); WPIAN(60%). Frf Bz 7 2/ —MBEAIGIT . 31% 1 EH
(N=129)BEAE #5230 1 FPiG Y7 (1 EGFR-TKI VAYT), 69% (1) 3 (N=282)#% 323 2 Fhak 2 FpLL |-
REAEVRIT - 72 % 1) B8 MR, 99 %6 KB 3 1A H L T A 4H 4 (WHO) IR IR B4 4 0 85 1 47,
39% W E BA MR (Fe 2> 4 Ji, HIo 38 B i R s 16 97) « K230 (83 %)
FEFELRINT O 2 I T IS H2 . AURAex BIF 58 1T AURA2 BIF 7T 1 v 57 6 7 16 1] 43 51l 9 6.9 11 6.7
R
AURA HIFFE(1 )& — TUF . SR SR 3 RN R 1 | BRI 7, Jorh 2N RS R4 A 271
% B R R A B AL FE 1 NSCLC IR - . 7E 63 L&D sLI6 4G EGFRT790M FHYE
236 B B9 FEBAS TR IF 9T T PHOSIMERSOmMg 4 H — R HYT R 224 . BRAT 1697 (4%
EGFR-TKI FI4bIT . 1% T790M PHAE I 78 ABE(n=63) I N I 224 IEH . L6 60 25 ik
(62%): FAA(35%); WM A (59%); tH 7L B A HLUWHO) K SR PEr 0 5% 1 1K) 34 (100 %) ;
AR IEF (67%) . BEAEVRITREGEEIMN 1 263 9 2k, Bt [a1h 8.2 M H. K5 84T
AURA I 5% S BT 52 R 5020 BT (AURAex FIT AURA2)FRIIT 2K
F 5.AURA HF FLIRIT R4 R

! ] 1}
" AURA;H:;#‘!H AURAex (11}) AURA 2 iCa
(N=201) (N=210) (N=411)
(N=63)
RN 62 (48, 74) 61(54, 68) 71 (64, 77) 66 (61, 71)
% (95% Cl)
L2 ]
(DoR)®
i, B 9.7 (8.3, NE) NE (NE, NE) 7.8 (7.1, NE) NE (8.3, NE)
(95% CI)
%EEe Al
R EME (95% 72 (54,84) 83 (74, 89) 75 (65, 82) 78 (72, 84)
cl)




(] 1} ]
— AURA (;rua AURAax (I1%) AURA 2 i
) (N=201) (N=210) (N=411)
ERONE
(DCR)* 95 (86, 99) 90 (85, 94) 91 (87, 95) 91 (88, 94)
% (95% Cl)
FEEMERE
e
11(7, 15) NE (8.1, NE) 86(8.3,97) | 9.7 (83, NE)
T
(95% CI)

' BTBICR(ESMYPLFE) , PFSEMBTR.

: MBICRBERECISTVIAFHERT TN ARMRELCR , BEETARFBLBENENEEE §T
AURA, AURAex, AURAZFINEIFAZULA |, n=60, 199, 1901308 ; NE = R&fEit,

3 RITEEATERNEE | DIREVHERIFERERIZERINRLETEN)ZE | BEIiS0H
B A R R ER TRTA RE,

f EEEMENRERAHsERSEFRESANSET ST

TERTA TS SCRIEZH (TR Y7 2680 AP SR AN X) A, RO R fil 8T8 50% .
TESRNBEY, 86%(227/263 B EH UGB F AR (6 JA)HIL T BN LEM: 96%(253/263
BINEESE 2 UGB (12 &) I T 5w 2

7t EGFRT790Mdenovo A% [ i 35 Hh i R AT I PR IF 9T

AURA17(n=171)2&—50 1| B, JFusctk. B, WAL R4S Je(8omg, Mk, B H—X)E
SV A1 DX A 12 Ay S ¥ e BT B804 A P AR /N A e (NSCLO) (11B-IV 1)y L5 EGFR BBUEE AL B[R]
AR (EGFRm)FI EGFRT790M RZAFPHPE. BEAHESZ CfLHER) EGFR-TKI Z54W0¥R Y7 5 Hh B 10t
J I R i 2 AV RTR EIEENAIT IR ORI SR B R S, T B SR AY, DAE
O SEE FE X EGFRT790M RADIRZAS AT A (FF 72 iR 2 K cobas i & MR 423K T790M
RADIRES) o AW HIA B E 2 H 102 5 &ML O 8 % (BICR)IEIT RECISTL.1 FRASTFA 1)
BLGAFHZ(ORR) o A IR EL H 172 VAL G472 7] (DoR), 229 1 i) 28 (DCR) A1 TG 3k Jeg A
17 H(PFS).

AURAL7 B35 ISR AFAE W T« AH F0 G o BB A eV 5 (117/171[68.4 %6 1491)) « ME i i
4 (168/171[98.2 % ) Al [E 8 % (148/171[86.5 % 11) . B Fe Nk I 35 hALAEIE Y 60.0 %
(Vi : 26~82 %), =50 H<65 % F-i 4 i LuAs(79/171[46.2 %6 115 H34) . 31.6 %6 [1] 5 (N=54)
REAE R0t 1 FIGYT (I EGFR-TKI ¥6YT), 68.4% [ 85 (N=117)#32 3 2 Fhak 2 Fh DL EREAEIG
7o KEB e NS IE NSCLC(168/171[98.2 % 11 Hi ). ZH 2R 2% 257 IR988 (165/171[96.5 % |
Bl B3 )3 H WHO KPR N 1(145/171[84.8 % 119 /) o FE T JE LR i S A (TL) K AR B,
R T UE I IR i T 2{E A 66.1mm(sd, 33.55), H KHEBEEILL TL K/ANVN 40 &
79mm(77/171[45.0% |0 35 ). ZHUEF A NIEE£(141/171(82.5 % 11 38 ) o A7 B U7 i ]
a2 MNH. F6 K4 T AURALT BIFFTIIIT 2L

K 6AURAL7 HIF LT R 4h R

10



J-T: 3 PRI
1

e (N=171) (N=148)
TR 60.2 (52.4, 67.7) 59.7 (51.2, 67.8)
% (95% Cl)
MR IROoR) %, Exl 89.1 (79.0, 94.5) 89.9 (81.3, 94.7)
348 (95% Cl)
KPR HEDCR)

88.0 (82.0, 92.5) 88.2 (81.8, 93.0)
% (95% Cl)

1 BTBICR(EZXRIPLEHE) , EPFSHETHT.

2 MBICREERECISTVI AT SRR AR(BEBICR , BEETTNRBH)BENETNEEE  AURATT
BEFNDEILESHN 166 H 144,

] AUELATERNSE  DREMNENCFEREREERINESIASER 2E  ERi2RE
BREFALNERERNER TRTHHEE,

¢ ERENENRSERSEHrERRERRECENEET Pk,

[PHOSIMER 25 5 # ]

2y e

WA Je R A KR 7 324K (EGFR) ISR A7), 5 EGFR H-L658A%{A(T790M. L858R F
AN 19 BRIR) AN T I 5 A R BE IR B AR IR 24 9 i o TE A S 77 AN B 4 i Je 74 i R A T
t, BEE R AET EGFR ZR4%(T790M/L858R. L858R. T790M/4M &1 19 e FAk &1 19
SR ) (T /N A0t i it A PR AR LA ORI (R, PP AR R EGRR ZE R 38 BT TS 1 A 55
R BEA & R 5, (E M3 rp R U R EAG 245 B 22 i R AR U= 4 (AZ7550 I AZ5104, 2557
TEACEYIN 10%), FHAMHIERRHE S WA B el Az7550 (315 84 & e AL, i
AZ5104 %} EGFR #MEF 19 R ICHT T790M RAL(2 8 %) S B A AL (2 15 %) s . 4ok
RIEEN, ERKRIKRE T, BAEJEIEn#If] HER2. HER3. HER4. ACK1 Al BLK fI3H1E.
FEFAF A

WAL E A S Ames IR /N BRI ERIGIM RIS . R B AR TAZ a4k SR B
AT ST TR, WA R RS FEMEESIAEE 1. KERMRATRARE 1
AN A ECEKEE], S2ALHIURAT AR, KRA MR EG T, KRG TRAS R
40mg/kg FHIEZ) 10 )G, FEiErE N AMEEFIE 80mg ~ AUC [ 0.5 fi5if, RAZMER 5%
21 SR A )G T WA R AT R RIG I, $RR it R AEE J1 R

RIESIVIRT TR, BB R Re i EME A E ). ERAAFHERBLSRE R, KR
BTRAEE RIS 1A HETEKR ], YR FEE N ANMETEHE 80mg T AUC 1] 0.3 £}, M5
FIKRAETASE I O P AOB A DL T 5 FIBAIE b R i AR SR 254k . 4524 1
AN F )5 50 SAS b (ORI 45 B B AT . MEYEAE T IWF RS, MEPE K BT RS I A AT
UREE 8 KR4 T WA )6 20mg/kg/ R(ZI N NHEFEFIE 80mg/ K T Cmax 17 1.5 f%), BAHKE
SXof I BRPE B B A UR B A BR WL, (B AT 5| e R IR AR AR T . A2 1 AN H FEAChC A
EEREIBUIL o

KERIEAG/IaAF K B B tEaie d, dRRK R T IR G IR IT 248 5 KA NG (FIRE 2~20 K)
BT HRAE )8 20mg/kg/ R (MK R FE =L AR ZE TR ER) 1.5 %), ol WEIKEE KRG
HIZET . AR GRK R T35 PR B RE I 415 3 (R] (U R 26 6~16 R)%8 T B4 5 8 1mg/kg/ RELE &
I (AUC {2 AHER T 80mg I 1) 0.1 %), SXFHRAAAHEL, 2R 25200 J LI S AL 5
A EEE .

BRI, IR KR TREREZWAE 6 KA THRAEE 30mg/kg/ K, AIILE
B AT A AR S AU TGN 20mg/kg/ R AR BT DL HH AR IS 241 3 4k B Aok s> K%t AR S
FETZHIN, WP IR EAE R FUHEE 4~6 RIFAGIE .

By - H AT AR T R B B e BUm T I .
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[PHOSIMER %183} /1241

PHOSIMER [ 25485l )15 S50 7F fid B 52 iR 3 A0 NSCLC BB b 4T 7 %58 o IRIEBEARZ54R30 )y
5% HT, PHOSIMER MMM X WIERZE A 14.21/h, R EI T 986L, LA LML Ny
48 /M. 7E 20 3 240mg TR I P, PHOSIMER (1) AUC Fll Cmax 57l &

BOEE . B RRH—ROMR 15 KA Etas, SHEEMEZLN 3 . AR, 7R
TR FETE 24 /NI R824 100 HT P9 38 3 25 PRFETE 1.6 5 HIVE 2 9 .

i

CAREA B G, WA B MG IR BEE P AL tmax(/ME-H)6(3-24)/ N IA R, 5 B
TELR PTG I 24 /NI N2 BN A . AN B B Je I AR R B b AT I o T — T LA
80mg 7l &1L B AT IR IR 24BN 150 9T, YA X PHOSIMER A I FE 7 A=
I R i 35 MRS . (AUC 30T 6%6(90%CI-5,19), 1ff Cmax R P& T 7%(90%CI-19,6)). fiFE&
JEFH A EER M S K, HW pH ETH R G4 T PHOSIMER8Omg F 7/, PHOSIMER % i &
K52 31 B L5 (AUC F Cmax 23 B8 IN T 7% A1 2% ), H 2 25 & AR ) 90 % CI t7E 80-125%
IFRAELZ 1N

gl

SRR ZR ) S ARG T, BT R PR 0 A1 25 A (Vss/F) l 986L, $oRn 254 7E 4141
WA 2. BT AR, k&g &3 T8N, (22455 PHOSIMER 1L
PRI, L3RR 1R 45 6 T e 2 i W FTUESE, PHOSIMER I8 7] L5 K BRI 1) If 2% 25 11
LG A8 A SR BRATA BT I 454

EEY/Li e

AN AR, B Je 3@ cYP3A4 A CYP3AS L. i cYP3A4 M SHIAR T AT fE A
REEAL . WAL, BT REAEER SN TR e A A R e RUhE e, MBS, fEIRIRATREA
AR 1T R B85 5 JE N I 2R R oAt 7 P R LA 2 B A R (R AR = ) (AZ7550 I AZ5104);
AZ7550 FIEL7: ¥ Je HAT ML 25 AR R, 1T AZ5104 i 5848 B AT AE 7Y EGFR 494 W SR 1)
% 71. MRF PHOSIMER J&, LFIRPFRMIF=MITE MK H A8 HB, HAAr tmax(/ME-1H) 5>
AR 24(4-72)F0 24(6-72)/NF o FE NI, BUAE e R AL 254 5 S BU PRV RE ) 0.8%, |
RFFAE =47 5 0.08% F1 0.07 %, 1M K2 BUBU IS B3 5 Ik B 230 &5 & o IR
AUC, AZ5104 Fil AZ7550 5 & & 1) LT S5ME 73 AL RS 0 T RA B M REE=T 10%.
B B JE 1) 32 AR B A AL AN e B4 o 7R AR I PRIBURI 28 (7 SRR S 3G H T &
12 By, Hod g 5 RRE BT S S AR A R 1%, fEIX L8R5, PHOSIMER JR 7
AZ5104 F AZ7550 43 HI4) S 4525781 1.9% . 6.6% 1 2.7%, 1 —Fh=ERtERIN&4Y(M21)
A —Fh A En AR = (M25) 43 31 2115 1.5% A1 1.9% .

AN LR, B Je & —Fh CYP3AA/S I SE PRI, (RAE BAIGIR B SLKREE A
J& CYP1A2. 2A6. 2B6. 2C8. 2C9. 2C19. 2D6 Fl 2E1 M4+ . WARIASMIET, 7
HARRE XRE T, 7EFFIE PHOSIMER FEAS /& UGT1AL Al UGT2B7 (1417, PHOSIMER
M T] BEXT A TE A ) UGT1AL F=AEHMIVE (R 15 B I PR AH O 520 4 a8 R i

THFR

PHOSIMER LA 20mg M5 LUK I IREA 24 5 » #R1E 50 84 RUEEFE S5 RN, MMl 4T
I AR 67.8% (1.2 % N RAIZ5W)), MR USCEE 157 & o5 R 1 14.2%6(0.8% M

JRELZH) . A BRI HiERRaE ) 2%, HRSREAZEEH BRI 5 5 0.8%
1.2%.
HiIaEAMALAEM

PRAMIEFC IR, B B JE AN & OATP1B1 Al OATPAB3 [IJEY . FIRMAASMF R EIR, A Ik
B ESM T, PHOSIMER AN£Xf OAT1. OAT3. OATP1B1. OATP1B3 fl MATE2K f=4

HIVER . SR1, ASEEFEFR PHOSIMER 435 MATEL F1 OCT2 JE= A HAEH

W75 Je Xt P-gp A BCRP FI5. N

AN LR, BAE e P-WE R FL IR it 24 55 1 (BCRP) KA, (HZTEIGIRFIE T,
B2 B JE A K AT B2 5 AH G B Y 0= A2 A I PR T ST 250 AE AR FH o AR A4 Z 1 7 1 2

12



i, BFE S —Fh BCRP A Pgp RIS, [ES, MR CYP3A4 Z AN PXR RO
HHEAE R EAT I A 78 (WL 250 AH BLAE D) o

FREEk N

FE— IR 2B 715 73 i h (n=778), AR BTN F R 25 % 5% B (AUCss) 5 T 31 R 3 AEAE Il
REZEMEMRR: BEMERGEE: 21 £ 89 ). A, A& AN WA, HAA,
Ao NFIEIE PR ) FISBDIR 25 CURTROE 3 24 44, MU 232 44). BEAE PR M4, 14
R TURE & LY AS &, F1 R A7 44 5 (62kg) T ] AUCss AH LL, 7 90kg 2= 43kg HITEE MY,
BA T e AUCss 23 HHI-20% £2+30% [0 7R (95 % &2 5% A ifE). i Sk 4 B (bl o {EL %5
FEFEN, T M<43kg Z>90kg, 174 AZ5104 (I HLAETE LM 11.8% & 9.6 % AN%E, 1 AZ7550
FOARLYE R U AN 12.8%6 22 9.9 % NS5 o I DR A B 225 S5 17 HH 300 1) 2 i e AT 8 AN LA I IR S
JHF Th et

WA e R A N, Rk, FFDhRe 3 B i FH PHOSIMER J& I 2 #5 T e 19
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