FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Differentiated Thyroid Cancer

PHOLENVA is indicated for the treatment of patients with locally recurrent or metastatic,
progressive, radioactive iodine-refractory differentiated thyroid cancer (DTC).

1.2 Renal Cell Carcinoma

PHOLENVA is indicated in combination with everolimus for the treatment of patients with
advanced renal cell carcinoma (RCC) following one prior anti-angiogenic therapy.

1.3 Hepatocellular Carcinoma

PHOLENVA is indicated for the first-line treatment of patients with unresectable
hepatoc ellular carcinoma (HCC).

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage Information
Reduce the dose for certain patients with renal or hepatic impairment.

Take PHOLENVA once daily, with or without food, at the same time each day . If a dose is missed
and cannot be taken within 12 hours, skip that dose and take the next dose at the usual time of
administration.

2.2 Recommended Dosage for Differentiated Thyroid Cancer (DTC)

The recommended dosage of PHOLENVA is 24 mg orally once daily until disease progression or
until unacceptable toxicity.

2.3 Recommended Dosage for Renal Cell Carcinoma (RCC)

The recommended dosage of PHOLENVA is 18 mg in combination with 5 mg everolimus orally
once daily until disease progression or until unacceptable toxicity.

Refer to everolimus prescribing information for recommended everolimus dosing
information.

2.4 Recommended Dosage for Hepatocellular Carcinoma (HCC)
The recommended dosage of PHOLENVA is based on actual body weight:

12 mg for patients greater than or equal to 60 kg or 8 mg for patients less than 60 kg. Take
PHOLENVA orally once daily until disease progression or until unacceptable toxicity.

2.5 Dosage Modifications for Adverse Reactions

When administering PHOLENVA in combination with everolimus for the treatment of renal cell
carcinoma, reduce the PHOLENVA dose first and then the everolimus dose for adverse reactions of
both PHOLENVA and everolimus. Refer to the everolimus prescribing information for additional
dose modification information.

2.6 Dosage Modifications for Severe Renal Impairment

The recommended dosage of PHOLENVA for patients with DTC and RCC and severe renal
impairment (creatinine clearance less than 30 mL/min calculated by Cockcroft-Gault equation using
actual body weight), Use in Specific Populations:



Differentiated thyroid cancer: 14 mg orally once daily

Renal cell carcinoma: 10 mg orally once daily

2.7 Dosage Modifications for Severe Hepatic Impairment

The recommended dosage of PHOLENVA for patients with DTC or RCC and severe hepatic
impairment (Child-Pugh C), Use in Specific Populations:

Differentiated thyroid cancer: 14 mg taken orally once daily
Renal cell carcinoma: 10 mg taken orally once daily
2.8 Preparation and Administration

PHOLENVA capsules can be swallowed whole or dissolved in a small glass of liquid. To dissolve in
liquid, put capsules into 1 tablespoon of water or apple juice without breaking or crushing the
capsules. Leave the capsules in the water or apple juice for at least 10 minutes. Stir for at least 3
minutes. After drinking the mixture, add 1 tablespoon of water or apple juice to the glass, swirl the
contents a few times and swallow the water or apple juice.

3 DOSAGE FORMS AND STRENGTHS

Capsules:

4 mg: white body and yellow cap, marked in black ink “PHOLENVA 4” on body.
10 mg: white body and red cap, marked in black ink “PHOLENVA 10” on body.

4 CONTRAINDICATIONS
None.
5WARNINGS AND PRECAUTIONS

5.1 Hypertension

Hypertension occurred in 73% of patients in SELECT (DTC) receiving PHOLENVA 24 mg orally
once daily and in 45% of patients in REFLECT (HCC) receiving PHOLENVA 8 mg or 12 mg orally
once daily. The median time to onset of new or worsening hypertension was 16 days in SELECT and
26 days in REFLECT. Grade 3 hypertension occurred in 44% of patients in SELECT and in 24% in
REFLECT. Grade 4 hypertension occurred <1% in SELECT and Grade 4 hypertension was not
reported in REFLECT.

In patients receiving PHOLENVA 18 mg orally once daily with everolimus in Study 205 (RCC),
hypertension was reported in 42% of patients and the median time to onset of new or worsening
hypertension was 35 days. Grade 3 hypertension occurred in 13% of patients.

Systolic blood pressure >160 mmHg occurred in 29% of patients and diastolic blood pressure >100
mmHg occurred in 21%.

Serious complications of poorly controlled hypertension have been reported.

Control blood pressure prior to initiating PHOLENVA. Monitor blood pressure after 1 week, then
every 2 weeks for the first 2 months, and then at least monthly thereafter during treatment.
Withhold and resume at a reduced dose when hypertension is controlled or permanently discontinue
PHOLENVA based on severity.

5.2 Cardiac Dysfunction



Serious and fatal cardiac dysfunction can occur with PHOLENVA. Across clinical trials in 799

patients with DTC, RCC or HCC, Grade 3 or higher cardiac dysfunction (including cardiomyopathy,

left or right ventricular dysfunction, congestive heart failure, cardiac failure, ventricular hypokinesia,

or decrease in left or right ventricular ejection fraction of more than 20% from baseline) occurred in 3%
of PHOLENV A-treated patients.

Monitor patients for clinical symptoms or signs of cardiac dysfunction. Withhold and resume at a
reduced dose upon recovery or permanently discontinue PHOLENVA based on severity.

5.3 Arterial Thromboembolic Events

Among patients receiving PHOLENVA or PHOLENVA with everolimus, arterial thromboembolic
events of any severity occurred in 2% of patients in Study 205 (RCC), 2% of patients in REFLECT
(HCC) and 5% of patients in SELECT (DTC). Grade 3 to 5 arterial thromboembolic events ranged
from 2% to 3% across all clinical trials.

Permanently discontinue PHOLENVA following an arterial thrombotic event. The safety of resuming
PHOLENVA after an arterial thromboembolic event has not been established and PHOLENVA has
not been studied in patients who have had an arterial thromboembolic event within the previous 6
months.

5.4 Hepatotoxicity

Across clinical studies enrolling 1327 PHOLENVA-treated patients with malignancies other than
HCC, serious hepatic adverse reactions occurred in 1.4% of patients. Fatal events, including
hepatic failure, acute hepatitis and hepatorenal syndrome, occurred in 0.5% of patients.

In REFLECT (HCC), hepatic encephalopathy (including hepatic encephalopathy, encephalopathy,
metabolic encephalopathy, and hepatic coma) occurred in 8% of PHOLENV A-treated patients and
3% of sorafenib-treated patients. Grade 3 to 5 hepatic encephalopathy occurred in 5% of
PHOLENV A-treated patients and 2% of sorafenib-treated patients. Grade 3 to 5 hepatic failure
occurred in 3% of PHOLENV A-treated patients and 3% of sorafenib-treated patients. Two percent
of patients discontinued PHOLENVA and 0.2% discontinued sorafenib due to hepatic
encephalopathy and 1% of patients discontinued lenvatinib or sorafenib due to hepatic failure.
Monitor liver function prior to initiating PHOLENVA, then every 2 weeks for the first 2 months,
and at least monthly thereafter during treatment. Monitor patients with HCC closely for signs of
hepatic failure, including hepatic encephalopathy. Withhold and resume at a reduced dose upon
recovery or permanently discontinue PHOLENVA based on severity .

5.5 Renal Failure or Impairment

Serious including fatal renal failure or impairment can occur with PHOLENVA. Renal impairment
occurred in 14% of patients receiving PHOLENVA in SELECT (DTC) and in 7% of patients

receiving PHOLENVA in REFLECT (HCC). Grade 3 to 5 renal failure or impairment occurred in 3%
(DTC) and 2% (HCC) of patients, including 1 fatality in each study.

In Study 205 (RCC), renal impairment or renal failure occurred in 18% of patients receiving
PHOLENVA with everolimus, including Grade 3 in 10% of patients.

Initiate prompt management of diarrhea or dehydration/hypovolemia. Withhold and resume at a
reduced dose upon recovery or permanently discontinue PHOLENVA for renal failure or
impairment based on severity.

5.6 Proteinuria

Proteinuria occurred in 34% of PHOLENV A-treated patients in SELECT (DTC) and in 26% of
PHOLENV A-treated patients in REFLECT (HCC). Grade 3 proteinuria occurred in 11% and 6% in



SELECT and REFLECT, respectively. In Study 205 (RCC), proteinuria occurred in 31% of patients
receiving PHOLENV A with everolimus and 14% of patients receiving everolimus. Grade 3
proteinuria occurred in 8% of patients receiving PHOLENVA with everolimus compared to 2% of
patients receiving everolimus.

Monitor for proteinuria prior to initiating PHOLENVA and periodically during treatment. If urine
dipstick proteinuria greater than or equal to 2+ is detected, obtain a 24-hour urine protein. Withhold
and resume at a reduced dose upon recovery or permanently discontinue PHOLENVA based on
severity.

5.7 Diarrhea

Of the 737 patients treated with PHOLENVA in SELECT (DTC) and REFLECT (HCC),
diarrhea occurred in 49% of patients, including Grade 3 in 6%.

In Study 205 (RCC), diarrhea occurred in 81% of patients receiving PHOLENVA with everolimus,
including Grade 3 in 19%. Diarrhea was the most frequent cause of dose interruption/reduction and
diarrhea recurred despite dose reduction.

Promptly initiate management of diarrhea. Withhold and resume at a reduced dose upon
recovery or permanently discontinue PHOLENV A based on severity.

5.8 Fistula Formation and Gastrointestinal Perforation

Of 799 patients treated with PHOLENVA or PHOLENVA with everolimus in SELECT (DTC),
Study 205 (RCC) and REFLECT (HCC), fistula or gastrointestinal perforation occurred in 2%.
Permanently discontinue PHOLENVA in patients who develop gastrointestinal perforation of any
severity or Grade 3 or 4 fistula.

5.9 QT Interval Prolongation

In SELECT (DTC), QT/QTc interval prolongation occurred in 9% of PHOLENV A-treated patients
and QT interval prolongation of >500 ms occurred in 2%. In Study 205 (RCC), QTc interval
increases of >60 ms occurred in 11% of patients receiving PHOLENVA with everolimus and QTc
interval >500 ms occurred in 6%. In REFLECT (HCC), QTc interval increases of >60 ms occurred
in 8% of PHOLENYV A-treated patients and QTc interval >500 ms occurred in 2%.

Monitor and correct electrolyte abnormalities at baseline and periodically during treatment. Monitor
electrocardiograms in patients with congenital long QT syndrome, congestive heart failure,
bradyarrhythmias, or those who are taking drugs known to prolong the QT interval, including Class
Ia and IIT antiarrhythmics. Withhold and resume at reduced dose of PHOLENVA upon recovery
based on severity.

5.10 Hypocalcemia

In SELECT (DTC), Grade 3 to 4 hypocalcemia occurred in 9% of patients receiving
PHOLENVA. In 65% of cases, hypocalcemia improved or resolved following calcium
supplementation, with or without dose interruption or dose reduction.

In Study 205 (RCC), Grade 3 to 4 hypocalcemia occurred in 6% of patients treated with PHOLENVA
with everolimus. In REFLECT (HCC), Grade 3 hypocalcemia occurred in 0.8% of
PHOLENV A-treated patients .

Monitor blood calcium levels at least monthly and replace calcium as necessary during treatment.
Withhold and resume at reduced dose upon recovery or permanently discontinue PHOLENVA
depending on severity.

5.11 Reversible Posterior Leukoencephalopathy Syndrome



Across clinical studies of 1823 patients who received PHOLENVA as a single agent, reversible
posterior leukoencephalopathy syndrome (RPLS) occurred in 0.3%.

Confirm the diagnosis of RPLS with magnetic resonance imaging. Withhold and resume at a reduced
dose upon recovery or permanently discontinue PHOLENVA depending on severity and persistence
of neurologic symptoms.

5.12 Hemorrhagic Events

Serious including fatal hemorrhagic events can occur with PHOLENVA. Across SELECT (DTC),
Study 205 (RCC) and REFLECT (HCC), hemorrhagic events of any grade occurred in 29% of the 799
patients treated with PHOLENVA as a single agent or in combination with everolimus. The most
frequently reported hemorrhagic events (all grades and occurring in at least 5% of patients) were
epistaxis and hematuria.

5.13 Impairment of Thyroid Stimulating Hormone Suppression/Thyroid Dysfunction

PHOLENVA impairs exogenous thyroid suppression. In SELECT (DTC), 88% of all patients had a
baseline thyroid stimulating hormone (TSH) level <0.5 mU/L. In those patients with a normal TSH
at baseline, elevation of TSH level >0.5 mU/L was observed post baseline in 57% of

PHOLENV A-treated patients.

Grade 1 or 2 hypothyroidism occurred in 24% of patients receiving PHOLENVA with everolimus in
Study 205 (RCC) and in 21% of patients receiving PHOLENVA in REFLECT (HCC). In those

patients with a normal or low TSH at baseline, an elevation of TSH was observed post baseline in 70%
of patients receiving PHOLENVA in REFLECT and 60% of patients receiving PHOLENVA with
everolimus in Study 205 [see Adverse Reactions (6.1)].

Monitor thyroid function prior to initiating PHOLENVA and at least monthly during treatment. Treat
hypothyroidism according to standard medical practice.

5.14 Wound Healing Complications

Wound healing complications, including fistula formation and wound dehiscence, can occur with
PHOLENVA. Withhold PHOLENVA for at least 6 days prior to scheduled surgery. Resume
PHOLENVA after surgery based on clinical judgment of adequate wound healing. Permanently
discontinue PHOLENVA in patients with wound healing complications.

5.15 Embryo-Fetal Toxicity

Based on its mechanism of action and data from animal reproduction studies, PHOLENVA can cause
fetal harm when administered to a pregnant woman. In animal reproduction studies, oral
administration of lenvatinib during organogenesis at doses below the recommended clinical doses
resulted in embryotoxicity, fetotoxicity, and teratogenicity in rats and rabbits.

Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to
use effective contraception during treatment with PHOLENVA and for at least 30 days after the last
dose.

6 ADVERSE REACTIONS

The following adverse reactions are discussed elsewhere in the labeling:
Hypertension
Cardiac Dysfunction

Arterial Thromboembolic Events



Hepatotoxicity

Renal Failure and Impairment

Proteinuria

Diarrhea

Fistula Formation and Gastrointestinal Perforation
QT Interval Prolongation

Hypocalcemia

Reversible Posterior Leukoencephalopathy Syndrome
Hemorrhagic Events

Impairment of Thyroid Stimulating Hormone Suppression/Thyroid Dysfunction
Wound Healing Complications

7 DRUG INTERACTIONS

7.1 Drugs That Prolong the QT Interval

PHOLENVA has been reported to prolong the QT/QTc interval. Avoid coadministration of
PHOLENVA with medicinal products with a known potential to prolong the QT/QTc interval.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on its mechanism of action and data from animal reproduction studies, PHOLENVA can cause
fetal harm when administered to a pregnant woman. In animal reproduction studies, oral
administration of lenvatinib during organogenesis at doses below the recommended human doses
resulted in embryotoxicity, fetotoxicity, and teratogenicity in rats and rabbits. There are no available
human data informing the drug-associated risk. 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 It is not known whether PHOLENVA is present in human milk; however, lenvatinib
and its metabolites are excreted in rat milk at concentrations higher than those in maternal plasma.
Because of the potential for serious adverse reactions in breastfed infants, advise women to
discontinue breastfeeding during treatment with PHOLENVA and for at least 1 week after the last
dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating
PHOLENVA.

Contraception

Based on its mechanism of action, PHOLENVA can cause fetal harm when administered to a



pregnant woman.
Females

Advise females of reproductive potential to use effective contraception during treatment with
PHOLENVA and for at least 30 days after the last dose.

Infertility
PHOLENVA may impair fertility in males and females of reproductive potential.

8.4 Pediatric Use
The safety and effectiveness of PHOLENVA in pediatric patients have not been established.
8.5 Geriatric Use

Of the 261 patients with differentiated thyroid cancer (DTC) who received PHOLENVA in SELECT,
45% were >65 years of age and 11% were >75 years of age. No overall differences in safety or
effectiveness were observed between these subjects and younger subjects.

Of the 62 patients with renal cell carcinoma (RCC) who received PHOLENV A with everolimus in
Study 205, 36% were >65 years of age. Conclusions are limited due to the small sample size, but
there appeared to be no overall differences in safety or effectiveness between these subjects and
younger subjects.

Of the 476 patients with hepatocellular carcinoma (HCC) who received PHOLENVA in
REFLECT, 44% were >65 years of age and 12% were >75 years of age. No overall differences
in safety or effectiveness were observed between patients >65 and younger subjects. Patients
>75 years of age showed reduced tolerability to PHOLENVA.

8.6 Renal Impairment

No dose adjustment is recommended for patients with mild (CLcr 60-89 mL/min) or moderate (CLcr
30-59 mL/min) renal impairment. Lenvatinib concentrations may increase in patients with DTC or
RCC and severe (CLcr 15-29 mL/min) renal impairment. Reduce the dose for patients with RCC or
DTC and severe renal impairment. There is no recommended dose of PHOLENVA for patients with
HCC and severe renal impairment. PHOLENVA has not been studied in patients with end stage renal
disease.

8.7 Hepatic Impairment

No dose adjustment is recommended for patients with HCC and mild hepatic impairment
(Child-Pugh A). There is no recommended dose for patients with HCC with moderate or severe
hepatic impairment.

No dose adjustment is recommended for patients with DTC or RCC and mild or moderate hepatic
impairment (Child-Pugh A or B). Lenvatinib concentrations may increase in patients with DTC or
RCC and severe hepatic impairment (Child-Pugh C). Reduce the dose for patients with DTC or RCC
and severe hepatic impairment.

9 OVERDOSAGE

Due to the high plasma protein binding, lenvatinib is not expected to be dialyzable. Death due to
multiorgan dysfunction occurred in a patient who received a single dose of PHOLENVA 120 mg
orally.

10 HOW SUPPLIED/STORAGE AND HANDLING
PHOLENVA 4 mg capsules are supplied as hard hypromellose capsules with white body and yellow



cap, marked in black ink “PHOLENVA 4” on body.

PHOLENVA 10 mg capsules are supplied as hard hypromellose capsules with white body and red
cap, marked in black ink “PHOLENVA 10” on body.

Store at 25°C (77°F); excursions permitted to 15 — 30°C (59 — 86°F).
11 PATIENT COUNSELING INFORMATION

Hypertension

Advise patients to undergo regular blood pressure monitoring and to contact their health care provider

if blood pressure is elevated.

Cardiac Dysfunction

Advise patients that PHOLENVA can cause cardiac dysfunction and to immediately contact their

healthcare provider if they experience any clinical symptoms of cardiac dysfunction.

Arterial Thrombotic Events
Advise patients to seek immediate medical attention for new onset chest pain or acute neurologic
symptoms consistent with myocardial infarction or stroke .

Hepatotoxicity

Advise patients that they will need to undergo laboratory tests to monitor liver function and to report

any new symptoms indicating hepatic toxicity or failure.

Proteinuria and Renal Failure/Impairment

Advise patients that they will need to undergo regular laboratory tests to monitor kidney function and

protein in the urine.
Diarrhea

Advise patients when to start standard anti-diarrheal therapy and to maintain adequate hydration.
Advise patients to contact their healthcare provider if they are unable to maintain adequate hydration.

Fistula Formation and Gastrointestinal Perforation

Advise patients that PHOLENVA can increase the risk of fistula formation or gastrointestinal
perforation and to seek immediate medical attention for severe abdominal pain .

QTc Interval Prolongation

Advise patients who are at risk for QTc prolongation that they will need to undergo regular ECGs.
Adpvise all patients that they will need to undergo laboratory tests to monitor electrolytes.

Hypocalcemia

Advise patients of the risks of hypocalcemia, that they will need to undergo laboratory tests to monitor
calcium levels, and the potential requirement for calcium supplementation .
Reversible Posterior Leukoencephalopathy Syndrome

Advise patients of the signs and symptoms of RPLS and to contact their healthcare provider for new



onset or worsening neurological function
Hemorrhagic Events

Advise patients that LENVIMA can increase the risk for bleeding and to contact their healthcare
provider for bleeding or symptoms of severe bleeding
Wound Healing Complications

Advise patients that LENVIMA can increase the risk of wound healing complications. Advise patients
to inform their healthcare provider of any planned surgical procedure
Embryo-Fetal Toxicity

Advise females of reproductive potential of the potential risk to a fetus and to inform their healthcare
provider of a known or suspected pregnancy

Advise females of reproductive potential to use effective contraception during treatment with
LENVIMA and for at least 30 days after the last dose

Lactation

Advise women to discontinue breastfeeding during treatment with LENVIMA and for at least 1 week
after the last dose
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5 B0k m A IR 24 AN R B(>5%) IR Z (10%) BT8R R B (8%)~ BETE( 8%)~ 85 K (7%)-
5 1ML (6%0) AN BR LT I 255 AIE(5%) » TECARE JRiRIT 4L, 20% M0 8 BIAS R I S 2 kiR
7o SRR T JRAE 25 I I WA RN (>1%) A Z (2%) H L F A% (2%) « FFPE IR (2%) -
FHHAL R MAE(1%) R R (1%). 3R 3 845 7 REFLECT W58 H>10% 142 X B e 1677
) EE RAERA R XM . REFLECT W7t IR A OB B 5 R hi AR B fER 3 T SIME
LR R N RSN R A 2 I 27 8 2 M R T 13-



Sy

- EERHETRT . S, O dim.

EfpdmE b E S,

# 3: REFLECT (HCC) P RA-10%MNEEELNIARER
TRRE citER FEER
8mg1lmg 800 mg
N=476 N=475
145 145 1455 34
(%) (%) (%) (%)
Pl i
B R B ThEE & R - 21 | 0 | 3 | 0
ElEERS
[ERS 39 1 16 1
(R 30 3 28 1
B 20 1 14 1
MEnt 16 1 g 1
E:ES 16 1 11 0
DR 15 E 11 3
OB ¢ 11 04 13 1
=5
= 44 7 36 6
i 15 0 14 02
S Bk i 14 1 7 02
e
BE T 34 5 77 1
EERRE 31 8 72 3
MEAEREEREAD
= T L 31 | 1 | 20 | 2
WBRE
S 10 | 1 | g | 0
HIERE RS
EQRR-: 26 | 6 | 12 | 2
FEEERS: .« Frdlia
Py ={E3R 24 | 0.2 | 12 | 0
EREETEE
FIEI TSI 27 | 3 | 52 | 11
# 3: REFLECT (HCC) PS5 RA-10%MNEELENITRER
FREE iR ¥R
S mg/12 mg 800 mg
N=476 N=475
145 343 14 345
(%) (%0) (%) (%)
EE: 14 0 24 2
mE
EfiE 15 pJ| 31 13
£ m=E 23 1 15 1
2 &3 SR
b LETE. SRR TEERLEE.
4 HEEF. T4, DESF. DEEEETROEA.
f
g SEESE. HiEEE TRE A, MAESTE. NEEREERE.
h ¥ _-'EE"_R ’ﬁ:‘ﬂE-}T: l
i Emom. ombns. AREES. LEBEE. BE. AE5. 55 FEEL. BEsRSE
j SUEHE. HEAS. SAERETESLE
k FELDRE. ETETERE SIRESRLEERSOLNATAE. AN BF. BELD. %




fE% 4 1, 575 7 REFLECT (HCCO) &8 B H>2% M B E K AEM 3 2 4 = 7H .

& 4: REFLECT (HCC) OB RH=2%MREE LM I T 4BIBTERFE
eikER EEER
L Ezic (%) (%)
e
GGTHE 17 20
17 000 5E 15 ]
=B EMmiE 13 10
2 e EEEH ASTHS 12 18
FEEAEEERE (ALT) HE 8 9
e T = 7 5
IERrEE H= 6 17
i 3 1
=R i 3 3
HEREE 3 1
MEH= 2 2
&=
0 |4 T L S 10 g
O Bt L A g 0
i SR e L 7 3
21 1 3
B SESEEEA 1G]
b EREFESEESHUETFE I SHEHEFESUEL T EEETRENEAHSEAE. ERER (n=1T§
E 4700 HERERE (n=160F473)

RETE AN R B4 I
e I R

TE 20 e T I RIS A 44.5% 0 AR E e iRy B8 LT & Ik (& &7 5K e
ThE . MR TS SIS A B S MLE), 23.5%0 s KA 3 REii s . M HZE & il E
HILAT AR A 26 Ko KEBEFEGELEABEGKE LT, KPP HEEGELAT
BN 3.6%, T EIREREE N 3.4%. 1 B (0.2%) H T & i s e AR B e .
HHER

TR 20 e T R, A 26.3% M0 e a7 B HIE B R, 3 BIRMKRAERE
N 5.9%. MAZGEE AR LB Ay 6.1 NMER. K2 EOwR I/ B 54 2 s B 5
W, HPREEIFEANEEN 6.9%, FEMENEEN 2.5%. 0.6%1)EH BT HAR
KA 2
B A ThREA 4

TERF 40 e T IR PRIREG H, A 7.1% M AR E B iGIT B KA S 2l B e A e H
fFo 1.9%MCARE e iayT B KAE 3 bl EAR KB
O IE T e RS

TE I e T RIS, 0.6% 1S JB 1R YT 8 KA T 0 ) B A (BL 46 72 i
PR FI IR . o YRR AR T8RO T 235 (0.4% >3 %)
AL I S I 25 A AE(PRES)/ AT 38 14 J 34 11 53 i 73 4 & 1IE(RPLS)
TE 4R fsE T G AR RIS B Jeir T k4T 1 4 PRES SR ).
lifgiliE2is

TERF 20 e T R rh, B s R RE AN R R NN AR AT 25 T 155(14.9%) K1)
X RIRF R =(13.7%) WRBRAEEBEAE(11.1%) (KREEEMEE9.2%)
PE B (8.0%) ~ -7 Ik 1 F% BT 125 (7.8 %) R LB I i FR BT 155 (6.7 %)« M 265 2 tH BILAT i 75
PEAR R PRI TN 6.4 J o 26.1% MG B Je iR I7 i3 K AE T >3 I REREPE M .
3.6%(1) i KA S i (B AE 12 B8 B I A (A 38>3 40) . 8.4%I1) 38 KA
9 (ELFE 4 5 B I B A M AR ) (5. 5% 1 BB >3 ) CAR T JE I E R A S 30T 17
BIBETZ(3.6%), RILAERH T 4 FIFET(0.8%). 73 BITE 12.2%F1 7.4%KCARE e IR T
W, KA SIS A AR E AT R AN RN TE 5.5% B T, RA S EUK AL 251
JEF R B3 AN B S



Bk o e e 2E

TE A e T HRREG T, 2.3% 1 A B Je Va7 s I T sk et ZE 554k A 10 431
(0.45%) BN Ik A% A% ZE 835 (5 91 Qo JULBERE, 5 91 1o 1f 5 40 ) 7= AR B MR 45 =) o
it

FE 20 fdee TSI PRIREG H, 24.6% M B4y 1T I, Horb 5.0%9>3 P 3 R
IRAEF N 3.4%, 4 BIRNHIREFN 02%, 7HBE(1.5%)KE 5 BN, A5 H I
AR P R R R . A 2 i R AR R AL TR 11.9 . BT
MmEFEE, 3.2%M EE RAESHEE, 0.8%MBERKEME, 1.7%M B RAEEL.

B e fLA S B ik

TE 4 e T BRI RS 1 1.9% M AR B Je v T i s 7 B W e FLEL B Ik St
E[S=piEES

CARE R 25 SRR B, A4S SEOET RN o 765 Fhid NE o #0082 309 1 B 5L
Ji7r 18 LA AT B PRIDAL IR o ZEVE YT AR A AS R B 18] AR 2 T Ovs, Ju BN AR B e T ih iR
Jr)E 2 FEIKT 14, JAEiR4 3 M H.

QT [ K

TE T4 e T HRREE T, 6.9% A& By B#HIRE T QT/QTe MK . QTcF
A ZE K KT 500 ms F R %N 2.4%.

W&E

FE 20 s T SR, 38.7% MR B Je b yT B 1185 (4.2% 8>3 ).
R I i

7E 20 e T S RS s 1% ik aE TARES E, Ho 0.4%4 3 =M. 1
1] 625 (0.2%) B TS MUE B4 25, KRR AR EEUTZ.

I A2 FF PR R332 = (TS H)

TE I e T RGP REE S 89.6% 1 3 HA /INT 1 B4k IR TSH /KF. 7E 69.6%

AR E JeiaTT B WS B TSH K TR IER LR,

REFLECT #ff 57 v [B KR+ 5 V5 + 2 M (CTH) N B 22 A R A e 5

e H KR+ S S+ EFHE(CTH) AR, 30F 288 L2 R EWBEN D A2 OB R(144 4%
RE R PAEJE (144 L2 RE)RIT . PAFER N ST 5, 85% NP, 15% Ntk

£ CTH NBEF, 5 B4 B (97%) R A /b — KA R M. 158 Bk
I7 1) 558 (>20%) O EL B B WA R S B A% JRFE P HEA, A0 i (44%) % Z.(35%)
MEIE(32%) HEVE(32%) PRE FFE(32%) IML/IMRITTEFER(28%) B FIR(27%) HEHZ M
ZEETEQ4%) RITRARBILERET F(24%) FTIR/IIEQ22%) BT %22%) H
MEFF22%) AT EIRRQR1%). HERRELE BT 5 (20%).

B CRB R BE A 63%KA 3 a3 B EMA R RN . SAREEIRIT B
(>5%) 5 LI 3 ek A AR BN N IR (23%), ML/ BB (10%), R R FRE I
I 31(8%), MAHLL T =1(8%), & A IR(6%), v- B R B LR 51(6%), TR T FF(6%),
A R T E PR (6%) -
1E CTH ABEF, AR BRI e DL ™ A R YL (>2%) 72 H L F(5%) AR
TR IR (3%) FHIE IR HE 9 (2%)

£ CTH ANBEF, 46%3E52 OB B i B MOl S 850 B b s A RN . S5
O A e 7 D B T A 24 1) B AN R SR (>5%) =2 ML/ AR (9%) « H E PR (7%)
7 LE(6%)

fE CTH ANBfrh, CRBRHRT A 13%1 8 E A R M MmE LR . SECERE R
AL BB AN R OB (>1%) 72 H IS (2% ) R IE - JRAR I S TEL(1%)

25 RGETEPE KR+ G BB AT >10%0048: 2 S B B 16T I 88 KRR B RN o



s P EARESE SR AR P RERAZ 1061 EEMAARER
hEAE + &% + T8
g R THER
Amzf 12mg B00mg
el =g N=144 N=144
-4 (%) -4 (%) [1-4Rk (%) B4 (%)

BEE E X
B i B ThRE R SE - | 15 | 0 | 4 | 0
EIEER

A - 32 3 27 5

5 32 2 42 3
i ik 19 1 g 0
£33
e = 35 3 27 2
e 12 i 13 0
HLE =T
i+ Em 3R 32 & 24 1
B T BE 22 3 19 0
(A BB AR Ae it iR 40
ERR/E | 22 [ o | 158 [ 2
E1EEATER
=B [ o7 [ & [ 11 [ 1
FEIE % 4% « B2l ba
& | 15 | o | 4 [ @
[ 3] e ¥
0] MiE S 24 1 49 T
g * 15 0 23 1
i =
SE - 44 23 31 15
EiESE 13 3 9 2
= BEARRN R « MR e
b BIEE TS BE. EdfeE. LEFE. BEE. TERDILEERS-
o BEZN - EEHFIE
| BAEETE R BEEE . @ENAEREE. WASRERONE-
5 AEEAFRNEEREL -
iy BT FIFMEE - £ EEEE  HOE . DEHEE . TAENEE-
= A rREHS . IEHS - i=mE-
h BAERBERLMNE - FECTHAFTETES . T2 HEESFIHEDELER

LiAE EES . MR- Wik BERFEELD -« Em- OELmin EiEkE
pBn -

2.6 5 T SRR £ VA AR 220 OB 1 B RIAIT 106 R 34 B
R



F6 PEAR+E S+ EHARPCRERH “Z2nEE L4 4 BN TFHE

1=
hENE + 5F + T8
ELEERERE EhE R EZRER
fmg/12mg B00mg
(%) (%]
e
GGT He 17 18
= HBi] % MiE 12 10
FIE 2B E%TEHE (AST) HS 11 15
gl 11 11
AaE s 2EEE (A HE g 7
R EEHS 7 f
1% $0 [ fiE f &
HERRERE 2 0
M=
1 )~ 4% kel E 16 5
o oA AR ek E 10 4
A Bk fE e
=4l 4 1

SESEEEL MRS

do-1di) FFESEER (o = 1d1-1dd)

a:
b ERERESEETEETE SN EEFESREL I EEETRENEEMNEF AN, HEEE

(ERFui]
EElIINES

SERIRIT B T OA MR R, Z IR KRS RS RIA R KM,
e CARE e iRyT 0, ML (BP)SIAF ] R A7 R CREE Bmiit, WNAE 1R
B eiRiT 2 iR g IR NIRRT 2 1. OF @RI R0 7™ E IR (R
EBKR) AR o SIS H i i I DA ROCE B > A B JE 25 24 4 Ak R AR
2, MEAEHEE, BIRWIFEERZGYT . £0R8RT 1 EERMENLE, 25/
ANA AR 2 I, Foa A I — e AR B Al AR DU B B VR 9T T
ZE, FFRAEFRHEIRYT o X T BRAE e T PR R N 2 A WL 81 i s T v N O G e ] — A B
LT RARTT . N T OABRZEER AR TG, WRIE Y, WU 2 BT 25 YT &

B N —Fh B LR IR B B R 24 . D EERT, 4%3% 7 dh U B L%




F7 alEERHES

ffE (BP) ikF EudrHAiB
140 mmHe <WrfaE<160mmHe 3F W0 mmHe<. | SRR CEERETHHERERT (ZRFE T
478k & =100 mmHg EaT)
o
iz ety gk I EI RS ghIE LS o
IENE R RE T

s PREAREMER, WHEDR=160muH: |1 EHERACHER

ATk EMN=100 mmHe 2 InRUHEE <150 mmHe, EFRk[E=03
mmie. #BEECETRENERPEE LT
5 48R . MPRERIE . EHHectE
Biar (20 [AEARY)

mlRratimmk CEHSMnE . WEVER | secmeormsi. rofBResEF
NEaMERS) Zaa
TESRTETT ©

HHER

CE RRIT B E T A E AR, ZHEE RAEERTRHE WA R XM ).
I8 B I PR A o 0 SRR FH R AR ARIE A HE 8 (1 PR =2+, U] R 5 S 1 2 24 ) 5 i
540 LRERAEY ). mRERETREGAME, NERC&REE.
B 5 RS ThREAN 4

CERBRET EE T OERETRASMNE SR ES L CAR MY ). #Er
F B RGR EA2 B B E SO/ S AR . NS RARETT B I, UIRRRE
INREAN A BB ol R AE XS . B B A 2. WA RSFAS I [EHE]D ).
O IE Tl e RS

CARE: R VAT e vh O KA O SRR (<1%) MU O B 4 L7 BRI AR S (S IR R
SRIEY Yo NI AR 0O E RAREE AR SR IG RREAR B, DR B 45 2. TR S Es
Zi. (N [REAE] ).
AL I S S 255 AE(PRES)/ AT 38 14 J 34 11 52 i 973 4 & 1IE(RPLS)
CARE e iRyT B T A PRES(HBARN RPLS) I (<1%; 2 WL [A KR ] ). PRES &—
RN RGUH, RO WO ARME. WEE. BB . R ohae ks, o< o ALl
HEMZ RGHAL. WTREAAAERE SR F L. A 0BT RS E LU E PRES 1112
Wio SRHOE 258 M fil &S W EZFI] ). A PRES ISR M B #H 7T pe A L2
irendy. MBI ESUFAES T THEHE] ).
litgiliE s

£ REFLECT 56 852 G B B 1RIT I HCC B h, SRAFAFBHRITHEE ML,
JHF A SRAN B sz /B, 458 P A AR P 308 8 (0, 5 B5OBE S B2 ) (I 4 2 AR o i (S ILEAS R R 1) o
B 7% PR JFF DI e AN A (10 KR 38 R/ 5% o B K e 8 7 A 4D A 5 R A PP i 9 AR 302 983 1)
AR B 75 % K UA b s BB R AR s o 7R R AR i R ) B iR T KA
K PR T 5 3 AR R = 2 — B PP s

HF B T DI AN 42(Child - Pugh B)#) HCC S35 Fh R IEw AR, HATICEE AT IR
AN4=(Child - Pugh C)f) HCC S %5 . BT O e £ 2l iR R, LB
Ji 2 R I D BN 4 A v ) R R TR
TERF IR A g TP AT Bk 2 M B D IR (S W TREHE] A CRRRET ).
FRUGIRTT UM M IhRE, 2 EiRIT AR Sew) 2 S AR 2 I —k, Bl SRR I —IKk.
HCC 35 B IO 6 A2 75 Ak (L HE PR ) o 5 R AR ERE R VE, AT R L B I 45 24
WERAFESFZ4S N THEHE]Y ).
B ik ot e e 2E
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CARE: SRR T B v ©A Bh Mk i b b S G 1 R A R T A SR R A AN LA AT 1
WES W MR RPLY ) HARATE 2 6 A H WIS S K AR AL 26 1) 838 3T O AR
JEWHIT, DRt NAETH T 2. BRI A 2 R RS DAL, REBUAITIRE . 3)
Jok e 2 5 A e B e -

H 1

I ARG T R A2 T P R AR DG H I, B R BRI RS IR T ). H
FOARE JEIRYT S5 A R 45 4/ R FU A 5 25 R H L PRV 78 ARG, RT3 5 R K I8 (n 2 20 k)
MR R 22 AR ERR B o —SE S I 491 4 K T IR e i R T jie, B an U . — Uy
SOCIN R R 1 3 DR T SR . RS T R A DAANEAL A H (5
S EWL . RS T 14 HCC B kAR 10 i RE H i # g ] .

JHFSE A, £ 3 7 T ik 8% ot i 1% 75 25 R B J ¥R 97 L TE T 6 03 A AR % JE ¥R T AT R AR HE YR
ST .

LR, RETFEEESY. WEFESEASI [HEHE])

B o fLA S B R

CRE BRI BFE T OA B LB E BENIRE G WA R KB KRZHIELT,
B e FLAN B T AR T AR R 25 ) A v, Bl A 1 52 0 R B0 B A . R AR
B g Lo B, WReE LEEESY. WEFEIEAS I [RIEHE] ).

Ak B W

B2 ARG RIRIT I B R, R AE RS AT REIE N . 7E I R IG AN b7 5 48596 oL 5% 2
P18 B LA ) B AR A BT B RO I (1 an = . - 'R, R
P MEAEREIERE) . BT ARFBUT AT RS R BUARR R . EEH P AN H ARG BTG
57, DABth . B RS SRR AT 4 JUE B E Nk AR ARE RS I DHE
Y ) A R B 45 25 BN &R B A S 005 BA R, (HAESRELefh il 52 2
WAk, POEMHE. S5FEZNPHALY—RE, CRE R R N &S E R A AR .
QT [HHAE K

HBFNGT BEAL, SMRERIRTT B TR E I QT/QTe MM K K A HH 5(S
WAIARKRRIEY ). BESUEMETE B OB E, FFRERGER e RIEK QT 5/ 1E. AP
O 15EM . ZARLOVERRE R, UL ORI K QT IR 254046 Ta A TIT 24700
BRE R . 45 QT RIWIIEK KT 500 ms, MINEECABE. 24 QTc A/ HIE K22
A<480 ms BLIELS, S DA/ 155 R BT O AR B JB TR T

P AR 570 25 L (O8] S B I RS I ARG BE I ) T 38 QT 1) B A P XU, TR LG AE
FEUEVR YT 2 BT N A S5 ) PR O S i AT DR 24 T o v 7 B 1) 2 2% B8 5 A M 0 0 H )
VAR TR (B ARG, N E /A H IS5 KT, FRAE AR B JE iR T A TR AR 4 75 2 o 4
Ao NARYE ™ EAEE . 2B AL F BRI URE R R 22 M 4% 75 AT AR B e 4R 2458
15 BT R
iR

OB IR B B T IR, ZHREE RAEERT R HE IARKRM] ).
LSBT IS 1 B A HE, LB (K a0 SRAEEAT TIR97 BT 4 RIGIE T FFEA7AE,
W R4S F AR T o
{1 PR R I R 30 i) 2 453/ FOIR IR ) e B A

OB BIBIT B T O FUIR DR ORAE R 5 (S W TA R R]Y ). MECHKEE
YRIT UG T S a7 3 18] S 0 PR R Th B o DR R T B 98I E AR 8 b o4 = 27 ST B AT VR
7, UAERERDIRIR TR IEH .

CARE e S ESMNENE HUR IS (S W AR RN o N2 HH I AR HER BRI ZE (TSH) /K
S, FEARE B 10V TT H AR AR HUR IR R 45 24 LUA B3E 4 (1) TSH KPS
5 O 5 I RIE

i A S AR B JE XA A S 1 E U A B AR B R R T  EE  EE G

HREIRMRE « BZ RBMRHFEAR K B BB R AR B R IRTT « KT REBUMIFEAR G
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B JE KA, RREEAR. Fit, NETHE O A RGHIIERAN, Plke
SEIE R BUAMBLF AR J5 R RS B .
WERG-BE JLEEPE

AR LA AL R 240 A B 0 B P 250, A OR 2o M AR P A% JE B T B4 R ) Lo kg
1% . TESNYAETER A, TR B S B TR U I 45 T A T HEE IR AR R = 1 B 4K
BT SEBURIAEE . IR T E 1 .

O 5 R e 2t O i L B R RS < U0 AR 1 e 1 I 2o M PE AR B JE V6 77 3R TR AN R I
G2 30 RPCRICE 25t (S0 [Z435EH] )
REIR N

X IR N B AR 1) 258 DA >T5 % R Mt A PR . B R B2 F R
VB S ThRE 241 0 AR B (i 52 1 B A, X L B8 v MO THAT SRS B (S
N ZNEYSINA BE
A R TR AR St a7 5 LRSS e A, BRARIRTT 2 0 2 e i
W, 50T BEATAE BN EEVE RV U . I PR RS (1 B R e A 4 .

o 2 B R ML 2R B8 0 () s e

BT BIE R (B 0% = fskg), S8 e Xt Z R ENLEs e A B Rcem . LR E
PRI B8 2 78 2 i SRR A A LAR I LR

(2232 ]) ARSI s . WA LS N (28 I a2 2] )
(2200 v FL A 2] k2

TECARE R iaI7 B LR IRTT 85 R G 2/ —A H W, B A 8 BE 0 1 2o 1 L3k S S R R
B ROk 2 A it . H AT AT 2 A B R I 2 PRR IR R 2 2 A i, TR A 1 i
R B A 24 1) L M IR o o e 2
RIS

H A3 WA A oA A5 e B o AR B JE A8 R BRI F b 45 2 I R AR 23 PR A
(S W (ABEEY ). MIRIAMARNAT A SRB B, BRAFHmLEIHINEHET
RESE 0 75 SR A LIRS
MR 7,

OB e RGN AR S e KA =] 0 2K R AL (B
(2R ) )o BT OVEHERR T AR LB LI AR, BRIk, mi LRI 2E SR & e, IF
HAEAF A — A LS G (S0 [2R] ),

EN=A

TENEFRER A SR, TE KRR RAGE WSR2 2 AP (S 0 (23
B ). AHEBRAIMNBEM LT RS ELEE /.

[DLEAZG YH A S T 18 % LU LB B A 4F 3 I PR A , AN U AR s
[ZEMZ] EHEREFERRELENE. KTER>TS & EENHREEER.
CZ3AH EAE Y HAR 2 5o O A8 e s

W7 25 AR B JE « RAHFIE A BE A 25 5FIX 3 Fh2a ¥ ih AL —Fh I 25403h 11248510
e S AP
CARE Je bt oA 2 i () R

WA B o ] DUHEBRAS f AT BE N B i CYP3A4 55 P-gp 5 SR . XA RES:
L CYP3A4/P-gp NAE R R 250 1) 2 5 5 1%, DR o 2R [E] i) iR A DA CYP3 A4/P-gp
JE I 25T, 878 5y 25 FE B — 5, DABERIT 2. (RIk, 2 AR R s,
RS F O B AR T TR R CYP3A4 JERPI(F dn ] w) ki . R5AEACE . PEVb LR
VUSSR, R T U HU/REGEE ARG il A ZAK)-

o2 24

R AN 2 A% T 1 2 BRI R 2 2 24 (A vk, BRIt D 1 PRl 3R 2 2 245
() 2 1 3G 0 e B (S 0L (200 S LRI 2 FH 25 ).

[ Zi)id & 1 724 s T BAIG AR ae , — BB FHTERR 120mg B f5, KA T X
I R0 B B £ N IR BE
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i — IR T USRI RSB e, BRI R,
HEila RSB RHAE RIS, WRRIRGT 6 2 10 FHMEERE . XERm kAR
AR RMNFFACRE B ORI 2 A ERE, BUR KRN RN
SR AN B

TR BeAZdE, RN ERERAAEENERT, BiEHC&ER,
HAL T A TIE U RRT %
Ol AR5 ] 7E—IipEAL. Pk EBRZ P OIEKREA. (REFLECT; NCT0761266) 1 3FA
TEeRBEIITR, S AAE A REEZIG T AT IR 40 s (HCC) B3 HhidiT .
TN T Child-Pugh A Al Barcelona Clinic iF#% (BCLC) C ik B # HCC HIm A &
H, IR NGRS R SR ARV PEVR YT s ECOG PS N 0 4388 1 45 A¥esZik HCC 1)
L5697 R4 mRECISIT Rk, Z2/F —AnrlE ikt . B iz i 11 BEyLa4,
WA OB 8 (JRZRE =60kg 1)EE A 12mg, BIEL A FH<60kg 1) EHE )y 8mg)
BEH 1T IRER: SR B E 2 R ARE 400mg £F H 2 AR, BELE KRG ETRE
BTN SZ A RS, BEALLIZHX (PG vs TEARHBIX D  PIRR AT UL T T ko= e sl 41
HBIAE (& vs /)  ECOGPS (0vsl) FIfAHE (<60kgvs=60kg) #HATH)E. T EAF
R FUE ALY (OS) o REFLECT #%t H BN BRG4GB 5 R B AR e AHELTE OS 7T
PIAE AR Hii4E HCC ) mRECISIT brfE, HXEMF AL SUE T RAEFH (PFS) K
MR (ORR) o F& 954 ) B FHWERENL >4, Horb 478 Bl Ac =B R4, 476 5L
ZRERNIEBH. FIFRABMN DGR PAFER N 62 5 uR: 20 288 %) ;
B 84%; WAL 69%, RN E 29%; 63%HEH ECOGPS N0 7r: 69%HEE
Ik B =60kg. 1EHA E/D—MEAFER I 590 41 (62%) B, 52%A MR, 45%
BB, 16%HEHEE . 70%00EE P AAERIR AT W T #RIKRE . oML B &
HAH . T9%)EE > 25 4 Child-Pugh A 1 BCLC C ¥, 21%f 34 Child-Pugh A Al
BCLC B . 75% &5 7E NI AL 28 2500 « WA 1D HCC KA E 2
RN E R ORI R (50%) « BT A (23%) « B (6%) « Al (7%) FRE K
(14%)
EIRBIE ST

S ERAE OS HHAEL KT RIAEE (400mg BEHPIVD o SARERAMF AL OS
HN13.6 NH, REiEAERAR AL 0S A 123 AN H, HR=0.92[95% CI N (0.79, 1.06) ]

FTARYE mRECIST PPN MOS8 5 VA, , TEREA S R A7 (PFS) , i
BERERFA] (TTP) FIZMLEMAR (ORR) HH, SERFIAFBH, SR8 BiHIT 4355 5
R, HAE S ERE L (P<0.0001) o % BiHT 5R PG IAITAH L BE 3 (E K PFS
A TTP, F147 PFS Hl TTP 2 RH ARSI IT T o X Ley7 24 A 25 T3 8 (R LU 13D
AME T GERBFD .

x3: FHERERTHER (23R)

ciage wRdER
(N=478) (N=476)
BETH
A8 n(%) 351 (73.4) 350 (73.5)
fifir 08, H (95%CI) * 13.6 (121, 14.9) 12.3 (104, 13.9)
B (95% CD ™* 0.92 (0.79,1.06)
o Q¥REE (mRECIST) RENEIHBEHRN (PFS)
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=8 FHARBETHSER (£30)

8 E SHdER
(N=478) (N=476)
fifir PFS, H (95%CI) ® 7.3 (5.6,75) 36 (3.6,3.7)
REEH: (95% CI) B 0.64 (0.55,0.75)
P fii = <0.00001
S R R (mRECIST) B85 st R e °
difir TTP, H (95%CI) * 74 (7.2,9.1) 3.7 (3.6,3.9)
RBEH (95% CI) b 0.60 (0.51,0.71)
P i = <0.00001
AR R (mRECIST) SRERERERE
SRR, n (%) 194 (40.6) 50 (12.4)
(95% CI)° (36.2, 45.0) (9.4, 15.4)
Eefiite (95% cD | 5.01 (3.59_7.01)
P <0.00001

FiEabEM: 20064 11 H 13 H.

EEERSER RN HR ISR RN 108, Ao TaMrEdHERTHARZIAER

#.

CI=E{5XF: ECOG PS =/ &R EH S EERE: HR=ME L. 05 =8%FH.

a  HA] Kaplan-Meier 5t 03, FHT AL Brookmeyer #l Crowley iE{& 11 95% Cl.

b HETAER—IEE, BT Cox HlIBHECRERBAL TR BN RELT.

c  HEEM (HKE1: kdhE: Hi2: FEHhED . PIERET R TR MR R AT R E
f (. &) . ECOGPS (0. 1) AEE (<60 kg, =60 kg) &
PAFEHEERE SEBEAERM R AR

e RAI#HEIEEELHH 95% CL.

f R Cochran-Mantel-Haenszel 5T BIHCE LRI P (B FRATERLE) . RS GER G

fz: a
A 1 BRI Kaplan-Meier gi2k: £RAR
;:_ 1 I‘E WWIRA,

nind
T T T T T T T v T v T T
o 3 ] ] i 15 1 # Ll a i ] £ &Y ag
Time (Marnth)
Mumber of subpects at risk:
LENVIMA - 478 4738 i b T 43 07 fra 144 102 &7 40 i ] F; ]
Sorafenih 478 440 148 282 30 193 1hE 118 13 8 3 ] ] 4 ]

FEWHS . EhERH +GE+FE (CTH) AR, 3t 288 432 & w4 Bl
B OREJE 20 (144 420 ) BB fAEe (144 23230 1697 . 109 ERRE ANREH,
213 L REWHEN T EZ OB (112 2% sazhdEe (101 £%REF) 6B
J7 . CTH ABECAR B B MR H AR e 4Lz OS 23 %14 15.0 A1 10.2 A~ H (HR = 0.73, 95%CI
0.55-0.96) . /£ CTH N#H, SR P IERHMLL, S AR E 2K OS (P=0.02620) .
rp [ KBl AR B B AR PR R 4L TR AL OS 435 14.7 #1105 AN H (HR =0.82, 95%
CI10.59-1.14) . R mRECIST P SIS 8 2400, 5 CTH ABER R f AR AL,
AR RIRITT BEMEK T PFS C A HN 8.4 vs 3.6 N H, HR=0.47, 95%CI A 0.35-0.64,
P<0.00001), 71 [E K Ff AFECHALECN 9.2vs3.6 N H , HR=0.52,95%CI 0.37-0.73, P=0.00012) .
5 CTH A#FHRFAERHN, CERBBETRELEKT TTP(HAEN 9.2 vs3.6 I H,
HR=0.45,95%CI 0.33-0.62, P<0.00001) A1 [ K il A\FF (R ALECA 9.2vs3.7 S, HR=0.51,95%
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CI0.35-0.73, P=0.00016) . 7E CTH AFfH, &1%&JEr ORR (CR+PR) & & T RHAidE
Je4H (43.8%vs13.2%, P<0.00001, 357 401 & e Zik#[4.9% 1A% CR f1 2 LR HidE
R E[1.4% L% CR) ; M KR ABE (44.6%vs15.8%, P=0.00001, 4% 7 %441k
B2 iR#H[6.3%AE] CR M1 2 L RFAEEZ iR [2.0% L 2] CR) o CTH AFEFI [ KR
NPT R R EE TR 9 CGEW B AE 2 GFEILUEEAF5) .

F9 PEHAM+EM+EE (CTHAR) RPEARBAFHNITERASERLDE
[/ I + & + Fif o (& KB
iR #=HEuAER RER #hidkR
(N = 144) (N = 144) ™=112) | m=101)
4 A
. s 15.0 102 147 10.5
L 5% CD % A (13.4,195) | (84,124) | (114,191} | (8.3, 14.4)
R (95% CI) - 0.73 (0.55, 0.96) 0.82 (0.59, 1.14)
PENEHRR P 0.02620 .
o {8 2R S (mRECIST)Y £
PFS
. . . 84 16 92 36
P (95%CD ) A 72,109 | @231 | ®anom | 22.55
R (95% CI) - 0.47 (0.35, 0.64) 0.52 (0.37, 0.73)
FENHREEP <0.00001 0.00012
o {8 2R S (mRECIST)Y £
TTP
. e 92 16 92 37
PR (95% CD %, T (74, 11.1) 3537 | 7411 | (36.55
R (95% CI) - 0.45 (0.33, 0.62) 0.51 (0.35, 0.73)
e AR PH " =0.00001 0.00016
ey @218 2= 7F G (mRECIST) (9%
WA (CR+PR) , n (%) 63 (43.8) 19 (13.2) 30 (44.6) 16 (15.8)

Heflibk (95% CI) 9, # IxRS th
FrEREESE

5.14 {2.84, 9.31)

4.23(2.16, 8.26)

P{ii %,

<0.00001

0.00001

HiEd e M. 2006 11 H 13 H.

BOEET S E PRI HANZEE S5

Cl=H{5KH: HR=HE.

a: e f Kaplan-Meier i 4 it fir i, FHT™ 3 Brookmeyer fil Crowley i {fit 95% Cl.

b: AT MR —PERE, T Cox HIT,

Hirl.

e HZPIEAT A TTE R R BT A B A G

kg) 1 /E.

RS EHETERERENAREL. Efon AR F©HE

%) ECOGPS (0. 1) fi{EHE (<60kg. =60

d: #H] Cochran-Mantel-Haenszel i i1 BLLEAE A P4 (PR SERES ), % xRS 1.

e CRIRE TS EN SR .
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B 2 BEFRE Kaplan-Meier f£8: PEEHM + 68 + F (CTH AR

1094

) (% I
—— Lemwalnik 150 (134, 10.5)

asd R L T Saoralenk: 10.2 (3.4, 12.4)

(T HRL (5% G 0,73 {0.55, 0.98)
v

L&+

&
B
3 L5
E n4
i
L ES
[ B
0o+
a 3 L 5 L 5 L] M ko W n » » B a2
Time (Month)
Number of subjecis at nskc
Lawrvatinen 144 134 113 =k a2 -] (1] 53 ar 21 4 a [

Sonabend 144 128 T -] E7 47 33 34 4] 1 3 1} a

CTH N#fH, CRUH 203 85 0 R A% e Fl & dr R Je 4 8 2 f A7 OS 2393k 14.9
9.9 MH (HR=0.72, 95%CI10.53-0.97) ; " [E KR ANFEF, LB 200 8 090 R 1) A%
BRMZN AR RAHEE KT AL OS 20518 14.4 F1102 AN H (HR=0.77, 95%CI0.54-1.09)
(WLFR 10 CFERLUEEF) O

F 10 FEXK + 6% + FERHEAR AR ZIF RS E N RE N ETR

o [ KRk + &7 + FiE o B Ak
R whidER e FEE O
N=123) | =119y | (N=101) | (N=87)
IERack e i
P (95%CD % A {12_;"?9.5) (3.2'?2.4] {m.;t?s_u} {?.s.l,oizz_sa
HR (95%CI) b= 0.72 (0,53, 0.97) 0.77 (0.54, 1.09)

gl LA 2016 11 H 13 H.

Cl=#{EKEN; HR =M.

a:  #cH Kaplan-Meier i {8 it ¥, FHIT L Brookmeyer #l Crowley %44 it 95% Cl-

b: SR TFEEERNERNL, XEF Cox i, kv lER—1HE. Effon FERHTF
AhFEEL .

o AP EE] I TE R EE I A B EE E B 2. F). ECOGPS (0. 1) FEE (<60
kg, =60ke) 2.

[ZFE a5 ]
Z5EEH

CHEJE 2 — P 2 BRI (RTK) S AR HM I 7], T4l il 48 A B2 A2 K X (VEGF) 52 44
VEGFRI(FLT1). VEGFR2(KDR)AI VEGFR3(FLT4)J 3% 11, 575 At a] 40 & fg i
A BRI 2 AR B R AR DG 1) RTK, GLHE R4 44 i A4 K R F-(FGF), 524k FGFRI. 2. 3 il 4,
MR ATAE A K R F(PDGF) 3214 PDGFRa. KIT 1 RET. 1% JE 54 5w B & F 24514
ANETIIHIN Y B AR . I . VEGF (5538, A4 P Al BRI N B 40 B e 1ar 78 /s BRUA)
PR AR, G P 2 BTN A B S PR s K T B 2 (6

FHEBIT
AL
HIEIR A E e Ames BR56 /I BRI B2 R 65 14 P9 K SR Oz ik 6 45 SR 28 D B A
A REE

OB R RIATET I, HRR. B REEAAGEHET R ER, SEREBRNET
JIAELER M, OB e B ik EL N AR I 2 75 21 0.02~0.09 f&H], R I
FAKE b A > | B S a] WL (AR R A AR R AR S R R AR P )
#& . (AUC) 5 A A IR R A F 771 2 (24mg) 2 72 11 0.2~0.8 5. 10~44 51, M5 KR Par il
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GRS ORI A . 2O JE TE AR P R R A TG R A8 7 B (24mg) 2 R I, 1J WL H &R
b

WERG/REAF R B B IERE L. KRR T 8B RAE D4 FART ANHEERE MR E 2
A GERRIAERE I S SERE R . SRR KR T35 B R U & H & N4 T W R G
Jé = 0.3mg/kg(1Z AR AT L 9 NHEFEFI R 1 0.14 £5), BT W7 S AH ML R IR AT 14 2 P A
HACIEIR, AT AN TS A I 2 FE BRI T ) -5 IS . FR AR 1% % )2 1.0mg/kg/
RERMABRIBUT L AN =R 0.5 )T ARG EREZ80%. HikG T4 B ILM
R H & D4 T HsEiR O e = 0.03mg/kg(FE R AR T2 9 N 77 & 24mg 117 0.03 i),
AR AP ) WIE(BE E8UE Nalli 5587w . HRER a2 0.03mg/keg/ K
A 5ERER G ERLRM, B3 1 RIBFET . S5 R 0.5mg/key/ K AE AR H T HL N
NHFIE 24mg 19 0.5 ) AIAE i ™=, 5IEELT 1/3 IR % i iR~ .
OARE: S K AR ] 0 b 2 KRR FLH . WFLET SD KR 4S8 T iU AR e R AR B
Je, FLt SR Je A I B 1 20 N BEAAR M A U T 2 £ .

YIENYEE
HAEJE 21 R(ZIRAA 2 D)MFERRIES: 8 A HA NS THIBR CERE R, FE
>2mg/kg(LIN ANHEFER & AUC 1) 1.2~5 ) sl iRAKER(REE K., HEE. RE5Rk
5 ESEK R SREE N IREE K AETEEEREARHA. &4 ARG,
e SR B KRR IR BRSO RIE 1 I T R A B 45 2 i) ) R (B FE BT AU &
TR VIR 10mg/kg/ R T B R &M+ iR H I S BT, (HEF KR
R BB ARBLR B3 R AE

T
OB R AR HATBUBER AL

(EEAWTIVAE D |

CLATE AR BT 2R3 LA D REAN 4 B DhRe AN A R SRR i 32 i3 R AL 7 4%
ISR A

W FRGZi)E, CARE R B PERIL, BHETELZE 1 2 4 /DI UEES] tmax. &
VIATE R SRR B, (H TR R SOE o 5 S R IRET R 5238 1) L A B Ak Weg ik (1]
JEIR 2 /NI AR E N 4t VDRI EE s SR, R IE T 2R R R 20
85%. PHOLENVA(F G O e RFE)TER (70.4%) FINE (78.4%) HRIH RIFINE
G 25 R

oA BARE S AR E A RN &R EE, JEEA 98% - 99% (0.3-30 1 g/mL,
HRE) « TESAEAL%E, 5 o -REFEAMN v REARELSE. Th, &
155 2 IV - I 4 2 L AV 1] 0.589-0.608 (0.1 - 10 u g/mL, H#EEEL) . &% #E e & P-gp
Al BCRP [()—FHEY) . ©1%# & 3F9E OAT1. OAT3. OATP1B1. OATPIB3. OCT1. OCT2.
MATE1. MATE2-K S(fiH#h4H %R (BSEP BRI, fEEFH T, B A& A 20 0 A0 54
(Vz/F) J6HIN 5051 % 921, 7£ 3.2mg £ 32mg FEA P IEAR —5. KUK i faisLm
FAE (Vz/Fss) tHIEA—FL, JEH A 43210 2 121 L.

WA FEARAMIT I E Se 4L (0 5 P450 3A4 25 5 PASO-I S IO R AR
FE (>80%) WA, SR, ANEHERE, 3E P450 A SHERTTER T O B SRR
IRK—HB5r. Bk, fE/RN, CYP 3A4 % FHIFHIGHI RN 8 B #BEEFRUEHE (=
W LM EAERT D .

ENFF ki, it L S AR B e (M2) N = BRI = . NS08 iy 32 22
R M27 F M3, 4R M2 R B Je e E AL BRI VE L R TR

TELH 24 24 /INBT PUREE IR FE A, AR B JE o IR T30 € 3 B s R 19 97%, T
M2 AR 5 HAME 2.5%. ARHE AUC(0-inf), A% S8 2359 15 I R0 L S 0 )
60%H1 64%.

K ENARYPRLP i AHEME T 70 R e R B AR B R TE AR R 2 AR . 258, A
) EAUHR I NA AR 4 CYP3A4 LML, A HILS O-F5 % (GRS
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HD WBRIR o 256 LA ROX =R A7, 2 G T I — DAL (9 A R R AL .
PR TR 3 KA BB o B D &R 4+ P EHE DL PR S5 BE G 2R
ML) o XER N ARUNER S R N AV REEAT (AR S 78 Hp 3R A i A — 2.

AN E S AT

S LA Rz, OATI. OAT3. OATPIB1. OCTl. OCT2 1 BSEP, #tT#1E{A
IC50> 50 Cmax JELE A, RAIIGRIEIEH . SKEEXT P-gp /59 LA 7L IR i 24 2%
H (BCRP) /M RWEa G B sie i fE- . A, RAWESIX P-gp mRNA %
EMFE S . PHOLENVA(HEIR C1RE Bl 2E) %t OATPIB3 Ml MATE2-K FRILH B
BOEMHIER . & Xt MATEL AREsHsER . A4t S8 e A
AABEEE

EIE S

ARG MR FE IRV J5 , IR B 2 R 2T % . AR Je 1P 2R Fe E 2 120y 28
INEF . ST 6 SR B U AR IC M AR B S JE . £ 2/3 T 1/4 BB AR IR 43
S FFARIBE R - M3 AW P 2 et i R 2R R (~17% M558 , Hikg M2 (~
11%HIFED T M2 (~4.4%FFE) .

2 /AR

75 Eb A5 5 AR

TEEZ BRI Z I H — R B B A4S B85 T, CREBHEERE (Cmax
AUC) FEBLZFEREM (32 & 32mg FH %) SIEHGITE.

KEERREST, EARNBENERY, BHXAEE, HAERER (Rac) JEFA 0.96

(20mg) % 1.54 (6.4mg) »

LY NS

T REAN 42

1 6 Bl EEAIR EEFShREAN 4 (4399104 Child-Pugh A #1 Child-Pugh B) k¥, ¥
T H5) 10mg 452455 OB RN Zish¥. 16 6 BIEERFIhAEA 4 (Child-Pugh C) 3ZiR#H
H, P T Smg FIRMIZshE. 8 BEEE. AT ERFEITE A 2 1E N IR, B2 T
10mg 7l & .

R, PEMEERIRASZRE T, CRERBREEE RIEFERIER AUCO-t
A AUCO-inf R 2 W AIEH Z R E R 119%. 107%F1 180%. AR ThAEA 43218
FIIMR B A ARG HE BB TR . RTAAEN S [HIEHE] .

WA RXRTHEIIGEA4 (Child-Pugh B) 28 (X 3 FIEE) , 1 Dhe
AN4: (Child Pugh C) HCC B Al I . PHOLENVA(F SRR 1% 75 JE e 38) = 23l
AR, I 2B AR ) B v RE 3G 0. TERRRE . op B RN 5 8 JFF D RE AN 42 DA K%
JH DR IE & 2k, A AR, JEHEDN 26 /N2 31 /N, B R T, HR R
PRG AR E JE & A 7 LR (BT ¥R T 4l H45<2.16%)

B IhREA 4

T1E 6 B2 P FE A P D Be AN A2 3 RPN T 50 24mg A4 J5 AR B 2R
N8 B, N F2ERFEVTEC (1 328 A AR IR o ARG AR I 52 i AT I AT

R PEMERE A EZAE T, CRBERER BRI AUCO-inf 4 4>
ARIEHESZRE R 101%. 90%H 122%. WA E R~ 22 iAFE MK EOSEG&EH
BAHATII A . RN, S0 [HZEHE] .

SERE . PER. ARSI A Fh

RIEHEZ 2 24mg AR B e & H— B TT S RHAZ B 2= b, AEe . o). R
ANFD CHAN vs. A, minERAN vs Al XSHERFHLEZE LM (S IHEHED) .

JLHE B

AR L E R E AT
[ AL 30A% ] 4me*30 Fi; 10mg*30 i
L5 ] AT 30°C fRA7-

(BT 48 ™ H
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