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radiographic evidence of disease
progression within 12 months
Lenvatinib (n=261) or placebo
(n=131)

PFS (months): 18.3 vs. 3.6

(p <0.007)

ORR: 64.8% in the lenvatinib group (4
complete responses and 165 partial
responses) and 1.5% in the placebo
group (P<0.001). The median overall
survival was not reached in either
group.

ADR: 40%, hypertension (67.8%),
diarrhea (59.4%), fatigue or asthenia
(59.0%), decreased appetite ( 50.2%),
decreased weight (in 46.4%), and
nausea (in 41.0%). Discontinuations :

14.2%
NEJM 2015 Feb 12;372(7):621-30.

measurable lesions
with no iodine uptake
on RAl scan, iodine
uptake with
progression within 12
months of RAI
therapy, or having
received cumulative
RAI activity of >600
mCi (22 GBq) with the
last dose
administered at least
6 months prior to
study entry.

EIEIE (53 R | BIE
Locally recurrent or metastatic Radioactive iodine- | EH | 24
radioactive iodine-refractory refractory was mg
differentiated thyroid cancer and defined as 1 or more QD
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RELEY) - AIHMEARERRFXEE BEJJ:HEFE’JWJ]]IEH/EJZ VASE %% h& 2 /Y
FRIER - I TEEBEARANNSEE - EmilGRBEARIUKLERE -

Rt R EESERIER

> M PESERI (A30%MU LR AERENRM) -

> BRIEIREE  HEIKR D (3/44% : 8%) ~ IERMR MK/ (3/44K : 7%) -
M/ NMOR N (3/44K : 2-10%) -

AERSENEREER

1. ORMEREBIER : SMMER45-73%) ~ REKIEE(14-21%) ~ E1MEE(9%)
OHEEQTHEMRHIK(8-9% ; >500 msec : 2%) -

2. BEFHEEIER : RIRALRELE(27-32%) ~ Z2(14-21%) ~ #2E(12%) * K&
BEAEET%) -

3. KEKARDMAERIFER : TSHAS(57-70%) - WEL(31-51%) ~ AR
NEE1E F(21%) ~ GGTHS(3/45K - 17%) 1E_EJ]]1$W(3/4%& : 15%) ~ BR7K
(9%) ~ EINF5(3/44K : 9%) - B (3/44K : 3-6%) -

4. BETHEEIER : BBE(39-67%) - BEARIE(34-54%) ~ BE/0M(20-47%) ~ IR
FIEMIE(11-41% ; 3/44%k : <5%) ~ &I (16-36%) * IEE(30-31%)  Ew
(16-29%) ~ KRB (18%) ~ OEz(17%) ~ BIEAR(13%) ~ H R
(=10%) ~ BefEEE S (3/44K : 4-6%) -

5. WREFEEIER  WRERZ(11%) ~ MR(>10%) -

. IRGEEIER : HI1(23% - SIFESEEIART ; 3/44K : 4%) -

7. WD EEITER : BB/K(15% ; B&E : 3%) ~ ASTAS(3/44% : 5-12%) - A4
IR (8%) ~ ALTAS(3/44K : 4-8%) -

8. MMAHMHEIER : BERE(24-31%) * BEERE(25%) * B5=Z(15%) * KR
(12%) -

9. NMHWBEEAEEIFH : BAEIE(<62%) - HE(<62%) -
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10. Bl - EEIEA : EBK(26-34%) ~ BINEERIB(7-14%)

1. WIRZFEITEH @ ZW(24%) ~ 8HM(12%) -

12. HEFHEBIER | EE44-67%) ~ 8858 (10-38%) ~ 2¥E(15%) -

AR EREREZEYETIRRARER - PRNENEIFER - 81  ZYAXRSHNEIFR - RAERFRIBIENR -
FESE MEANWEMZEYRTSERIER - ZYRIFRNEREREREEMREHETNE RSHER
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 2R MR A B EEAEE -
FIREREBUNREESIR - S RERELRFHNERINE - 2REM O &R)  PREAK) &
BGEA ) (4 MIILT (5 4) - BRE 3R LVEIFAR - BBENAREBETHSHE
NIFEL ; BRE 4 BEN  RIFEERNABEEE -

I B 4

> BIEEATEISHHE
m fEEETSRZER(CrCl) 230 mL/minute : FEEREN S
m fEEETSRZE(CrCl) <30 mL/minute :

v KHERF=AMEE (Endometrial carcinoma, advanced) : 10 mg
ZH—

v EETIBRBIATE (Hepatocellular carcinoma, unresectable) : 14

BREELNE
v IRHAEARAERE (Renal cell cancer, advanced) : 10 mg 8H—X

v MEELERERYE (Thyroid cancer, differentiated) : 14 mg&H
_:)/z

v REIERE - WEEEZRNE CREITRSE)
v IEENT : Lenvatinb RESEBE SR @ BEAWEBEN
> WIEEAZHERE
B #&E(Child-Pugh class A) : A HEZRELE

m  $E(Child-Pugh class B) :
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Indication

(Renal cell cancer, advanced)

(Renal cell cancer, advanced) :

DEBEAREREE (Thyroid cancer, differentiated) : &

it HA+ = A fE 22 (Endometrial carcinoma, advanced)
BH—=

it B+ = A FE % (Endometrial carcinoma, advanced) :
AT =

EIBRRI T 2 (Hepatocellular carcinoma, unresectable) : 15
BmEZENZE

REE

FEEHENE

:10mg 8H—
{EEYERAR AR (Thyroid cancer, differentiated)

Usual lenvatinib

First dose
dosage

Recommended Lenvatinib Dose Reductions for Adverse Reactions

Endometrial carcinoma (advanced)

Hepatocellular carcinoma

reduction to:
20 mg once daily | 14 mg once daily

Second dose

reduction to:

Third dose

reduction to:

(unresectable); 260 kg

12 mg once daily

10 mg once daily

Hepatocellular carcinoma

(unresectable); <60 kg

8 mg once daily

8 mg once daily

4 mg once daily

8 mg once daily

4 mg once every

Renal cell carcinoma (advanced)?

Thyroid cancer (differentiated)

4 mg once daily

other day
18 mg once daily

14 mg once daily

4 mg once every

other day

Discontinue therapy

10 mg once daily
24 mg once daily

20 mg once daily

8 mg once daily

14 mg once daily

10 mg once daily

dosage adjustment for toxicity.

toxicity)

#When used in combination with pembrolizumab, interrupt one or both drugs or dose reduce lenvatinib as

appropriate. No dose reductions are recommended for pembrolizumab; refer to pembrolizumab monograph for

®When used in combination with everolimus, for adverse reactions of both lenvatinib and everolimus, reduce the
lenvatinib dose first and then the everolimus dose (refer to Everolimus monograph for dosage adjustment for
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FOATIRRBIBTE (Hepatocellular carcinoma, unresectable) : 15
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ARR : KAMIREE -

OB INEEE M (BIFE3 /44K - BI3ESE
) (BN A%
(cardiomyopathy) ~ /B LHZET]

AePERE ~ /AL EFE DR E
(e EMERFEE20%L L) ~ D=
I8 ~ OZE U AR 1RE (ventricular
hypokinesia) <]

3%k - BiFaE - SEZRTHRI
N KBOBEINEEIERR EREE K
5EY - FETDIRE—PE 2 H S
Bama KA MFE -

ARR : KAMIREE -

DEEQTERNE (BlIMNiuRE
>500 msec= IEE MR EIE N >60

BB AREIBEIERE - 1
’fxftﬁ%%ﬂﬁ - B ABRQT#R
B ¥fE(congenital long QT
syndrome) ~ (ORI ~ 0B
% - FERAEEQTRERAIREN
#ZmZ%E . AEAOEE (ECG)

msec) QTRIME 1 E 5> 500 msecal i &
HWEZI>60 msec : HiFaE

FHEE<480 msec ERE - L
fRIE—PE 2 ES KERRE -
KAM(ZEE -

M2 =4 (T BER ) :

%7]jﬁf;’r’\zEArterfzaTntLromboUc ARARIZE L EARE -

+

IJIII A\ iR = |Q N

events) - B753/AMBH 5 Bz PR Al B LN = AR HEBR B 7R 618 B

NEBEHIAZERA -

r&E

SHEHESE  HRRE - B

A5 R JERVIE SR BT 2 R R EE AT -

So: [ 2022

n u.-{'*“l Luu“ﬁaa 1(@{\

s e




B FEEFMA - FRAEIBL L
%Kiﬁﬁé ;cﬁEF%%ZBE ML

Z2EORDEEBETH
| ﬁﬂﬁéfﬁﬁérﬁﬁﬁﬁ?ﬁ ’ ﬁ—/\ﬁﬂﬁ
LenvatinibB %2 & M 8 R AZ T -
B SOBSHEE | KAMFEE

S E f E2E

5 N R AT IR
K R B P — % T B R 5 B K

At -

K | BimAlRBIE - 251/28 - BHIA3

B | R AZRE

AW m EOF-REAMES  FERM
i Bmss - BH3/ARBE - AZH &

- S B EFELAEEKRE  KREREE - #
A

i)

W | PARERINEEE T
MERERRIRERA - KZIERA
TSHERES<0.5 milliunits/L - 18
M ATSHEREEIERZHE - 8 |m aEpaEREE VP8R —RE
EETSHEVE EFAZE>0.5 milliunits/L AR IR THEEEE -

HEER - B RIBEEICEEFRIRRINERD -
FFEBREFRIRERA  HEEA
TSHEREEERFHENZER
Z BETSHEELAHREER -
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fd | EFERA  AIUFHESRIE 2% | m SHEFERAERE IR
§F3% ~ FFBE1E2# (hepatorenal & - Tz ISER -
syndrome)<

FmmA o BN RS mE: - F i
R

HM(ClEER ) - B REHM -
& | AR -

£ 57m ABCNS metastasesi1E R
MERLZE  ZHEZELMHEA
tHIM (intracranial hemorrhage)®y
ELE

Em A& ftERlenvatinib -
everolimusf - BB 4 Ak
(M (cerebral hemorrhage)E (B EEFEEEZEWRE  KEBEREE - #
Bl - el U BRAR — P& 2 B E W 1B )8 Bk oK
LAERENNGHEREAERELMS AMIFEE -

f(tumor-related bleeding
events)ZE4l -

£ FFRBR R 72 1B (anaplastic
thyroid carcinoma)f@ A - &4 &
5 MmN Ak M (carotid
artery hemorrhages)tbX&R 5 -
TEIEREARNEE HL2MER
R P EAVAD

B RERIRETORRE - WARME
FREORSRAEE -

SR ALEEEAIE  BReFRF
flo - TEWABEZIERE R -
BRIFFZETBLLL -

B ERARAEMERENREER

NRBEES  BElaRF A
bisphosphonateztdenosumab’a
B FeaEkw - RAMI RIS -

R T
u
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B2 OEINRIEET(AAOMS
[Ruggiero 2014]) -
B HEAEEWE - KRBERRFIE -
REREELLRE -
B | E8kK SA3MMRMS - B AERIRAEMERENRERR
[ B - ER—MEZAA (urine
dipstick) - &&2+ - BlIfERH24/)\
iR &EH(24-hour urine
protein) °
B JREH22 g/24 hours : EfFAE
2%RE - KBEREE - HELRE
— P2 E E % E B KA EF
B BRERR  FLaE -
BEIMGHNESHABHTIE : | w 3/4%  BEAEERE - KBE
[ B (K] 73 B R SR & Nt P 35 AR /K 3% EE - AEDIRE—PEZEERE
Mm&EgnRD> - BB KA MFEE -
# | oM EEiEEZ M (reversible | ® §E1T/.:.F:|:’D<?’§ {Zi ABREE - #
#& | posterior leukoencephalopathy BRI —PE 2 HIE%iEa }E_JZK
syndrome, RPLS) - A M IS EE -
H | SFEMIBEZMSH2/3&EIER |1 BE8E  FERAE14AMUT - Y
B | 4AENRERERE [RIE—PEZHEWERRE -
AZREIEA KA M5 %
EYZHIER

> EHEE (KA900RIEE ; K955%090:/3 -
a4 ) BE 7 IRICER I Tmaxi) PIERE 2/ NS IEE
W - olIEeY—ElkFAAEABY) —tERA -
> FREGERNBEZEZEYIOMER FTERABESIER - WNEAN/EES

AEMEESE - HER - BENEESERALERRE - 2022
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RNEL - FEREYHEFRBBEMENEZHMAER -

iR R EZAIIE B

> MIescesE (BRE - S2E—RERF2(ER - Tﬁ+*x"\tﬁ R) ~ BINEE
EHRE (BERE - aEHBEEHEA) - M (203 3/’2) : EF‘HKH?I)J
(TSH) (BEHE - BRZRKRZZER) - REQ (B 1% & 7 HA RS E HA ARl
[f5E FB— A% R & st A (urine dipstick) - B&2+ - BlE A4/ MR &EH(24-hour
urine protein)] ~ fE)8%R1 ( BEERENINLZ Y ) METKIALE - RRE—BE
BRRME  HES22B—RER2ER  EE2VPBR—R - EA FEBER
(osteonecrosis of the jaw) @ - AIZBESTIREE - HERA [IRQT4E
fiE(congenital long QT syndrome) /D\Hﬁ?ﬂ% CINVEBAE EEHEﬁHﬁ‘ﬁQT
EFRAIRAEEMRSE] - AERIOEE (ECG) » BRI NIERBER [ INEE
Bt~ BIRARE ~ olP fﬁfﬁﬁﬁﬂ‘“lﬂ"é%fi(reverﬂble posterior
leukoencephalopathy syndrome, RPLS) ~ SBEZF - EE - 1l - 8
= K BORSHEE - REBRYE - EERALBIENRHSRIE -
MR E -

> AEARBRIEFXREFENR (HBsAg ) - BN ZOnEE (anti-
HBc) - ZBIFFRFRE TS (anti-HBs ) - AEMIBEEHBVEEIRESE -
TEiwilE  BEETREBIGMUREEERENRBENTER -

o4 L

Lenvatinib is a multitargeted tyrosine kinase inhibitor of vascular
endothelial growth factor (VEGF) receptors VEGFR1 (FLT1), VEGFR2
(KDR), VEGFRS3 (FLT4), fibroblast growth factor (FGF) receptors FGFR1,
2,3, and 4, platelet derived growth factor receptor alpha (PDGFR),
KIT, and RET. Inhibition of these receptor tyrosine kinases leads to
decreased tumor growth and slowing of cancer progression. In
hepatocellular carcinoma cell lines dependent on activated FGFR
signaling (with a concurrent inhibition of FGF-receptor substrate 2a

FRMEHRSE . B - HROET TR LRI BT - IBinfermation 2022

TR



phosphorylation), lenvatinib exhibited antiproliferative activity.
Combining lenvatinib with everolimus has demonstrated increased
antiangiogenic and antitumor activity by decreasing human
endothelial cell proliferation, tube formation, and VEGF signaling (in

vitro) compared to either drug alone.

CTLA-4

‘/ Ipilimumab

o Nivolumab

Endothelial cell

translation

Sunitinib / \ Tr:n;cr:g:‘o:fal
Sorafenid MEK Cyclin D1 ctival
Pazopanp  Cevacizumab ~> ERK S target genes
Axitinib /
Lenvatinib Cell growth

Tumour cell and survival
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WWERETESERILE - FIRSTARATER LT ZE -
BREERZZE - JUARY—ERAIAERRY—ERA -
BEIJLUZEE N - oL 527 KEEERTRIARIBM S - 10
ANZEBE (A ZBRERBE ) TEERETEDI0DIE - RERBH
E2D30iER  THHAERIIE T - REERIBMFARINTS mLER
SMNIOKERFERGT - B EDER - REBIE NRIERRIE -
SMEEEFEABETMEER  SEALBRZEEEA— - 0OXR
MEXS - clpem ZRARMEREEY) - BEARERENEA -
KRInfEEEZHFERNFELARNENERRE - 615 : K~ %
AL~ BERR - BBVKOR - IR - EESHEMERIERK - 2 —FEE
SRARRES - FEMER - FAERE - 18 - IR -

AL £RE BRBRSELEELEGEEAE

oJEER & %D%ﬁa - BETFINEISE - T BITSHEA -
ERERavEE, - B8R - SR - EiF - MESEE ESLME
MAEERAENEEY) - E%%—%EFH@E%EE%%EZEVE% °
IEoEEE T BB N ARREE - BARBEBEZFZER30
RERBIE 2 BT -
MRBRIECORERR - FEERE
BIERSR3/AREN TR ZEFRFE R R T S 5
) E R a
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b=

EBRARER : HIsEiRE - EfE - M5 (2V8H—R) - FikERIEE

(TSH)) ~ RER (BERE - AR E A [ —MR AR
(urine dipstick) - B&2+ - EU1§FH24/J\H1)T<$E(24—hour urine
protein)] - HE%‘%—L@ DRIMER - HEE2IB—RER2ER - #E
208H—R-E5BA MR ”E“i—ﬁE(osteonecrosm of the jaw) & %
EJ&E&E%‘M@E * FERA [MEQT# S %E(congenital long QT
syndrome) - OERIE - OMEBE - EERAEHEQTERILRAVE
m%] - REROER (ECG) - EMEREA LR EIBTREZRIE « Atk
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