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1.1

EEm R EEAEORE
REMHRFEE

EERBESNIZIRY

Hi 1

BELEBTEINZY 27 & L-FLH -

R b E (7 ke ) S VU RHTE iﬁfﬁ FXVVTITF AV T HY) B
& N BESEIR - (VEGF) 1. RAS BFARID i#h&ﬁhl%%&ﬂzmam)§%®%
%ﬁ@ﬁkb\%)7w)///%t7/w%ﬁ%XiV:77I%7®w¢hﬁ%&5%
BT SUIARM T & » 7o iR - B (LU, mCRC) B & %41 \&ﬂwwmwmme
(LLF. BSC) OffHTTCIZAFTF=7 (LLF, A OLZEMELOENEEZ 7T 2R & iR
5 EFRILFE S 3 FHERER (2019-013-GLOB1 #8k, LLF, FRESCO-2 #ER) KON IRIGHE LIRS O
YER 7oL IEAL LR BES T L 72 mCRC B 2 %12, BSC OFH T CTAKI D22 M Kk OVF 0
Z 7 TR L HUEs g 3 AR BR  (2013-013-00CHL 3Bk, LLTF. FRESCO #ER) 2B\ T,
Hiif. (MedDRA #E#ERZEZC (LA, SMQ) i (Fedk) ([C& A (LT, PT) ) OofFE
% (R, AEFESIEMERY (LT, CTCAE) Grade3 UL ] OIHMEILZ, THROLEBY
ToH 7=, FRESCO illik Clx, AFIRECHRIFNIELITE S 72BN 2 B - 7,

FRESCO-2 #klk FRESCO ikl
ARLER NN il
AFHE 7R AFHE 7R AFRE 7R
otk 14.3% 9.6% 17.9% 17.6% 44.6% 21.9%
- (65/456 151]) (227230 #1)) (7/39 1)) (3/17 1)) (124/278 1) (30/137 f51)
Grade 3 BLE 1.8% 1.7% 5.1% 0% 2.2% 0%
e (8/456 1) (47230 1) (2/39 1) (/17 f51) (6/278 ) (0/137 )

FH IV S PN B AR R BRI IR 152 R AR T 1 o o e — B R EA] (LA, VEGFR-TKID) O U 27 &
LTHIBN TV (Hapani S, et al. Oncology. 2010;79:27-38.) , F 7=, _bACEERER D AK & 54
IZB\W T Grade 3L EOREBINH Y | EBRBFECICESTHLEEND 2 E L0, HEREES
Ny ARy L L,

I 2 AR REER O N A K OV ORIRPEH -

[M%]
« B OEIE M LG B
[324R PR )

VEGF ¥ 7 VHED B 59 2 Hiflo— iy 72 fE#i%, o> VEGFR-TKI Off %5 218 U T4
L TCW5D, F72, AEIOEKRRBRE NI OREREZ THL—EDOHFHRAHE LN TEY, &
KA OREFEITRC 2\, - T, BT, BN ER 2R ENC X v INE
FTREFRITRL< . BRRELOCERFAESEIC LD LEREFRIVENATRETH D729,

U 27 e/ METEEN D INE e OV OFERIRER -
[mE]
c BEOY AT R/METEENE LT, BAALENTRACE (LT, R0 o IL#g5) |
7. EE OHEICEET 23R . (9.1 &0HE - BEEREOH 5 EEF] KO 1111 ERZ
BIVER ] OB HRE R ERL DA NIt L, EEWmEd 2,

(G272 aED

AFNOWIEAHZ By E U, ERIEER L OEEISH LT, EEEOER, K55k, #H
(CEBN LI BIER K O ORERIE NS R AE D Z BRI W TR RIEHE 21T 5 720,

o}

mE

BEHEpBEESNZY) A7 L LA
FRESCO-2 ;&8 & O FRESCO iRBRIZFB VT, @il E (SMQ @i E (Bklk) &£ 5 PT) OF

Y (2K, CTCAE Grade 3LAE) OFBUFE L, TROLEBY Tholz, BiJEY V—FIC
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DU T, FRESCO-2 iBR CTIIAAKIRET 0.7% (3/456 %) . 77 B REECTORIGIT /<,
FRESCO 3E: CIIAKIFER N T B REEOWT IS EBRE L /e~ 7,

FRESCO-2 #klk FRESCO #klk
ARLERA NN il
AFHE 7R AFRE 7R AFHE 7R
otk 38.6% 8.7% 53.8% 5.9% 61.2% 16.8%
- (176/456 1) (207230 #51)) (21739 %)) (1/17 1)) (170/278 1) (23/137 f51)
Grade 3 BLE 14.3% 0.9% 23.1% 0% 23.4% 2.2%
e (65/456 ) (2/230 1) (9/39 1) (/17 f51) (65/278 f4l) (3/137 )

EILEIX VEGFR-TKI D Y A7 L L TESHIL TS (Veronese ML, et al. J Clin Oncol. 2006;24:1363-
9.) . £/, LFEHERBROARNZESGHNIZEB N T Grade 3 A LORBHELEHL . BiES ) —F

DREBAGIGHDH L LY, HERRESNIL) A7 L LT,
Bt S e VR RTR B O A K OV O IRPEH

[WA]
I OER e EEB)
(G272 aED

VEGF ¥ 7 )VBHE DB 59 2 @ e O — #7280 E. o> VEGFR-TKI O H#5kR % 8 U T
ERL WD, F7o, ABNOEEKRER K AN ORLERTER THL —EDOHERNELNTEY
AFIFFA ORRSEHITRFC 2\, o T, BIREA T, BMOEERMLZEMEEFIEENC X 0 IL
EFT_EFERITAL, BRFEROCRFATEICL D LERHFRIINEFRETH LD,

U 227 e/ METEB DN K OV O IRPEH

(kS
- BHEOV AT EMUEE L LT, EFIRIO 17 FEROH®ICBE#ET 2] . 18 HHE

TRIERREE] . 191 APHE - BEFEREEOH A HEE ] KO 111 BERZEWER] OEIFONC
BEAMERL YA FICE L, EERET 5,

(G272 aED
AFOBEEMAZ B E L, EREFEE LOEEIIH LT, 5EFOER, K551k B3

(CEBN LI LBIER K O ORERIE NS RAE DO Z BRI O W TERIEHE 21T 5 720,

Al 1R B E RAE RE I RF

BEHEpBESNZ) A7 L LR
FRESCO-2 3k} O FRESCO #RBRIZFUN T, Al g HEMESERERE (LA, PRES)  (PT @Ff

W HEIEREERE) OREFSR (2K, CTCAE Grade 3 LA ) ORBMEEIL, TEROLEBD

ThoT,
FRESCO-2 ikl FRESCO itk
ARLERA RN g 5|

AFIE 75 AR AFIE A i AFKIRE 75 AR

0.2% 0% 2.6% 0% 0% 0%

EUN

(1/456 #i]) (07230 1)) (1/39 1)) (0/17 131)) (0/278 f511) (0/137 f311)

Grade 3 BLE 0.2% 0% 2.6% 0% 0% 0%
e (1/456 1) (0/230 1) (1/39 1) (/17 f51) (0/278 1) (0/137 )

PRES |X VEGFR-TKI ® U 27 & L THI LT 5 (Fugate JE, et al. Lancet Neurology.2015:914-
25.) o LEEERRFRBR O AF B GHN BNV T HIHFIH Y | PRES IZBIEMNREERICELLE D

HHZ Ly, HERFEShIEI A7 L LT,
Bt S e VR RTR B O A K OV D IRPEH
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VEGF v 7 F VPR ENRBI 595 PRES O — 72 fF#Hi%. o> VEGFR-TKI O H &R ExR % i U T
EREL W5, F/2, PRES OEIFHE LS, BEREROMAESEIC L VIFRINET S Z

LB TS D728,
U 227 e/ METEB) D N K OV DR PEH
[H%]

s BEOV 27 R/MEIEEIE LT, BFIRYO 7. HEAOHAEICEET A EE] KO T11.1
BERZEWEH] OEEOEEMERS T A FIZii#E L, EERET D,
[iEIRFEA]

AFNOWIEFEHZ By E L, ERUEER L OEREICH LT, EEEOER, K55k, #H
(CER DL Z e RIER K O ORERIE NI R R E D L EVEFHRIC OV TR 21T 2 720,

H

LEZEA

BEHEQBEESNZY) A7 L LA

FRESCO-2 ;&% }2 O FRESCO #RBR (2T, HLE L (SMQIELE DZRFL (k) Ic&FEhnbd
PT) OFEFG (&K, CTCAE Grade 3 VL L) OFBUMHEIL, FTERDO LBV Th-o72, FRESCO-2
HER T, AR THRIEDNHETIZE S 72003 1§l - 7=,

FRESCO-2 #klk FRESCO #klk
ARLERA RN g 5|
AFIE 77 e AFIE A N 4 AFIE AT N 4
Sk 3.5% 0.4% 0% 0% 2.2% 0.7%
- (16/456 f51]) (1/230 #1)) (0/39 1)) (0/17 131)) (6/278 151)) (1/137 f511)
Grade 3 SLE 2.2% 0.4% 0% 0% 1.8% 0.7%
e (10/456 i) (11230 1) (0/39 1) (/17 1) (5278 #) (1/137 )

THLE ZEFLIX VEGFR-TKI D U A7 & LTHIHN TS (Schmidinger M, et al. EJC Suppl.
2013;11:172-91.) . F7=, EREEERRBROARABEG-HIZI T Grade 3 LA EDOIEBIBINH Y | #x)G
PHTICESTHOEENDZ LD, BERFESINTZY A7 L LT,

Bt S e VR RTR B O A K OV D IRPEH

[WA]
I OER e EEE)
(G272 aED

VEGF ¥ 7 7 VLER B 57 2 1 LE Z O — iy 7etE@iL. o> VEGFR-TKI O 185k % i
CTHEMLTWD, £, AFIORKRE &K OMESN ORLEREHR THL —EDHERNPEGE LN TE
D ARHRA ORBEEFHEITFFT R, o T, BURFATIL, BN EHE L2 MR ATEE)IC K
DINEETREFERIT <, BEME R OSCHGAESEIZ X 0 LB EHRINENFRETH H 729,

U R 7 B/ METEEN O NE KON OFRFNERE -
[NAE]
cEEOV AT FMEIEE E LT, EBRHRCo T1LEEG ) 17 EROHEICEET 57
Bl . 191 APHE - BEEREZEOH HHBE ] KO T11.1 ERZEWER ] O ON B A 3K
bl A RIZRE# L, EEMLE S 5,

(G272 aED

AFNOWIEAHZ ARy E U, ERUEEER K OEEISH LT, EEEOER, K55k, B3
(CER DL EZ e RIER K O ORERIE NI R R E D L EVEFHRIC OV TR 21T 2 720,

&R

O

BEHEpEBESNZY) A7 L LA

FRESCO-2 i }2 O FRESCO #RBR (23T, ZJEkEE (MedDRA SR EBIIKHE F2 5 KO Tl
BEEICESEND PT) OFEHESL (2K, CTCAE Grade 3L 1) OB 1T, TROLBY T
Hot,

FRESCO-2 #klk FRESCO k%

5




AR A ANy 5L

AHIEE 77 AR AHIEE 77 R AHIEE 77 e AR
otk 34.4% 11.7% 59.0% 23.5% 60.8% 10.2%
(157/456 1) (27/230 1) (23/39 151) (4/17 f51) (169/278 i) (14/137 i)
Grade 3 SLE 6.8% 0.4% 17.9% 0% 11.2% 0%
(31/456 f3i]) (1/230 f51) (739 51) (0/17 511) (31/278 #3il) (07137 1)

R P31 VEGFR-TKI D U 27 & LT B TW5 (Karagun E, et al. EIML.2020;4:173-80.) , =

7=, ERCHEARRER O AF B GHNZIBVT Grade 3 L EDORBIFI L HAHZ & LV, BEERFFEINT
V27 &1Lz,

Bt S e VR RTR B O A K OV D IRPEH

[H%&]
I O ER L RS
(G272 aED

VEGF ¥ 7 7 VE RSB 57 % B E O— /et #i%, o> VEGFR-TKI OfE 5k % i@ U

THEBELTWD, Fo, AAOEHEKRBRE OV ORLEREE TH —EDERPHE LN TE

0. AREEFA OBEFHIIF 2V, o T, BIRERTIEL, BMOERE LM EEATEENC X

DIET R FHRIT <, BRBEROSTRAESEIC L Y LERFRIZNEARE TH 5720,
U A7 B METEBY O PN o OV DR

[NAE]

cBEOV R BEAMEIEENE LT, BRSO 7. HEROCHERICEET 3R] KO T11.1

HRZEWER ) O N EEMERE LT A NS L, EEWREd 5,
(G272 aED

AANOWIEAEHZ By E U, ERUEER L OEEISH LT, EEEOER, K55k, B3
(CHER DL EZ L RIER K O ORERIE NI R R E D L EVEFHRIC OV TR IR 21T 2 720,

#

AR M A2 2R A2 5

BELEBTEINZY 27 & L-FLH -

FRESCO-2 ik K () FRESCO BRIZI W T, ke ZEeSE (SMQ # kD ZEM T L Oute Ok

W) IZEEND PT KON PT OERIE) OFEFES (2K, CTCAE Grade 3 LA E) OFREBUHEE L,
TROLEBY ThH-oT,

FRESCO-2 &

FRESCO #klk
ARLERA RN g Fi|
AFIE 77 e R AFIE AT N 4 AFIE A N 4
otk 3.1% 0.9% 0% 5.9% 0.4% 0.7%
- (14/456 f51]) (2/230 #1)) (0/39 f31)) (1/17 1)) (1/278 f51)) (1/137 f31)
o3 LLE 2.0% 0% 0% 0% 0% 0.7%
Grade (9/456 151 (0/230 f51) (0/39 151) (/17 1) (0/278 1) (1/137 f4l)

FrRIMARZERRIEIZ OV TIE, VEGFR-TKID Y 27 & LTHOLNTEY . RSO IR InFER
SEIXBIEIRRIGICEA AN D L LY, BEERFFESINZY A7 & LT,

Bt S e M RERTR B O A K OV D IRPEH
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I OER e EEEB)
(G272 aED

VEGF 3 7' F /VUBHE 23 B3 5§ RIS ZERIE O — M0 72 #i L. o> VEGFR-TKI O 5k
ZHEUTEMBLTWS, £7o, AR OERREBR K I ORGERFTH TH —EDHER DGO
TEHEY | KEEA OBRAEEEITENC /W, 56 T, BEES TIE. BN E MG 22 SRS 8l
WLV IETREFERITR <, BRREROCEFAESIC LV LB EFRINENARETH D 7=
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U R 7 e/ METEEN O NE KON OFRFNEREH -
[N%]
cEEOU AT R/MEIEENE LT, BFRCO 191 AOHE - BRSO H 5 BE ] KO T11.1
BERZ2EWEN] OBEWNTEEREIEL T A NI L, EERES D,
[P ]

AFIOWIEAEHZ ARy E U, ERUEER L OEREICH LT, EEEOER, K55k, B3
(CHEBNELBIER KO OREIRIE DN R D2 EVERF SIS OV T HRIZ I 21T 5 720

SR AE A

BELEBTEINZY 27 & LIRS -

FRESCO-2 35 K (N FRESCO FRERIZIBWT, AFFER O T T2 REEOWTIUTIBWT S, Bk
B (MedDRA @i 7 /V— 758 4 L OBIRAREEIC & £ 2 BhIRAFEEIC 324 3 5 PT) OfFFFS:
FEFNL D o T,

AN LSRR 525 DO ARFIEE 54123\ CREIRAEE (EE) N85S Tun5b,

Lt 7 MEWR - BERZESEEHRT — % X—2Z (NDB) ZHW-ii&E#E* L v, VEGF/VEGEFR [H
EHITIL, BIRMEBENBEE DU 27 TH AN RX~T GBIsTHEELZ) Lk LT, BRMERE
DB A7 R—E L TRBEEL IS WEA R38O 5,

32 NDB % V7= 582555 5} O° VEGE/VEGFR [HE# 0 SKF A AR 45 2 K & % . BhIRAREEI

VEGF/VEGFR [HEANCHIED UV R 7 TH D L E 2 HND Z LN Z b OFERIIESER 2 ix)F
WELILGENHDL LY, BEERBEINTZIV AR L LT,

*FAAEAE L OBEEL ; https://www.pmda.go.jp/files/000266521.pdf

I 22 AR RTEE O N A K OV ORIRPEH -

[M%]
« B ORI MG E)
[24R PR )

VEGF ¥ 7" )VBHE 23 B 53 2 BhIRAREE O — iR 72 i i%, 1> VEGF/VEGFR FHE A Ol £
Bram U CERBMLTWD, £, BRAEEEORBSEE KL< . BREE L OCTAESIC LY
TEWRINELZ T B2 EN@EEITH A0,

U R 7 B/ METEEN O WA KON OFRFNERH -
[NAE]
cEEOU AT R/MEIEENE LT, BRSO T ERZRREWER ] O K O 1H EE 3K 5
A NIZEiH L, EEMET 5,
(iR ]

AANOWIEAEHZ By E U, ERUEER L OEEISH LT, EEEOER, K55k, B3
(CEBN IR BIER K O ORERIE NS RAE DO Z BRI W TERIEHE 21T 5 720,

27 O—HEIREE

4

BHERBEESNEZV AT L LR

FRESCO-2 3} O FRESCO #BRIZHB W T, AKAREL O 7 EARBHOWTAICEBWTH, r 71
—BIEGERE (PT O 7 v —BhElE) OAFEFSIRBGIT o7,

ENRLERTFEZICEW T, AH L ORBEFZEBPETE T RWVR 7 o —BEGEREO R ELFID 11 4
(20254F 10 A 24 HIFES) HESN TV B,

FEHJRIZ VEGFR-TKID U A7 L L THIHTHE Y  (Schmidinger M, et al. EIC Suppl. 2013;11:172-
91.) . BHIFEKICE D X7 a0 —PEFERICEDISEEN DD, X7 v —BEBRITERLERFICES
LBeEnHH Ly, EEREBEINLZVAZ L,




e HE i A B VEREBUTR B O N A K OV DI RPE

[M%A]
* JE O B I b 2 R AR TS B
G372 aED

VEGF ¥ 7S NVBHENE G425 3 7 v —BiEEiE o — Ay 22 iF#iE. i VEGF/VEGFR [HE#
OF RSB EZ B L TERML WA, 7. X7 0 —PREFERORBEBEE LS . ARRER]
SCHRRE S IC KV EHINEET 2 2 EREYI TH 5729,

U 27 /IMEIEEI O NE K O OFEIRFLH -

[M%E]
CWEEOY A7 BE/MEEEN S LT, BRSO 1 EAOHEICEES A S . 8 EHE
ZRERBOTEE ] RO T11.1 ERZREIWEA) OENFONSEE A ER A A NI L, EEm
EZT 5,

| GEEINeZNED

AFOWEEHZ B E L, EREEEE R OEE I LT, f5 L BHIZBE L TLERR
EOFh, FBEIIEE LB 22 BIVEH K& O OFERA ONE RS O 22 2P EE SISV CTE#RE
21T 5729,

ERGBENYRY

Bk M A2 AR E

BRI Y X7 & LT-HH
FRESCO-2 ;&% }2 O FRESCO iRBR (28T, BIRIMARFERRE (SMQ BhkDFEIe s L Oufnke (Bk
) 125 FEND PT) OFESES (24K, CTCAE Grade 3LL F) ORBMEEIZ., TROLBY ThH

-7z,
FRESCO-2 ikl FRESCO #klk
ARLERA NN il
AFHE 7R AFIE 75 AR AFIE 75 AR
0.7% 0.9% 0% 0% 0.4% 0%
EUN
(3/456 #i]) (2/230 #1)) (0/39 1)) (0/17 #1) (1/278 f51)) (0/137 f311)
Grade 3 L1 I 0.4% 0.9% 0% 0% 0% 0%
race (2/456 151 (2/230 1) (0/39 1) (/17 1) (0/278 1) (0/137 14l

R MARZEARIEIS DWW TR, FEBUBHE N AFIRE L 77 B R RECRRRE Th 7228, VEGFR-TKI D
YA L LTHBLNTEY (Zhang D, et al. Onco Targets Ther. 2016;9:3695-704.) . LM FEFESE O HE)
WRIMAS ZEFRIE (X B RS ICE DA N HDH L L0, BEEAEENY A7 L L,

I 2 AR RTEE O N K OV ORIRPEH -

[M%]
« B ORI MG E)
[324R PR )

VEGF ¥ 7" )VBHE 23 B 59 2 BhIRIf ke SEARIE O — %1 72 i X, o> VEGFR-TKI O At
ZEBEUTERBLTWS, 7. BHRMAAEREORTEE ITELS . BREEEROSCEGAES
LU RNET A Z ENETTH A7,

U 27 e/ METEBN O INE e OV OJERIRER -

[M%]

s BEOY A7 R/MEIEENE LT, BRI 17 HELAOCHEICEET HE] © 1916
OHE « BEEREOH 283 KO 1111 ERZRREIERH] OEIFONCEE M ER S T4 FIZEE
L, EEMRET S,

[EIRFE ]




AFNOWIEAE 2 By E L, ERUEER L OEEISH LT, EEEOER, K55k, B3
(CEBNRELBNER K O ORERIE DN R AE DL BRI W TERIEHE 21T 5 720,
RS AR

HBEREERN Y 27 & LB

FRESCO-2 35 & (N FRESCO FRERIZIB VT, BIEIRHGERE (PT ORIBERE B AE) OFER
% (2K, CTCAE Grade 3 LA ) OFRBHEIT, TEDOLEBY Thot,

FRESCO-2 &

FRESCO #klk
ARLERA R NN g 5|
AFIE A N 4 AFIE A N 4 AFIE A N 4
0.2% 0% 0% 0% 0% 0%
EUN

(1/456 #i]) (07230 #1)) (0/39 1)) (0/17 %) (07278 1511) (0/137 f311)
Grade 3 LLE 0% 0% 0% 0% 0% 0%
e (0/456 1) (0/230 1) (0/39 f41) (/17 1) (0/278 #1) (0/137 1)

BINETERGRIE (DWW T, BEMEENAEIRE L 77 B RBECRIFEE T - 7228, VEGFR-TKI DY
A7 LTHmL5ENTEDY (Johnson KE, et al. Adv Wound Care. 2014;3:647-61.) . B KZRHRIFIC
BAENSDLZ LD, EEREENY AT L L,

I 2 AR RTEER O N A K OV DR IRPEH -

[M%]
« B ORI ETEE)
[24R PR )

VEGF ¥ 7 VR EBE 53 2 BIERm A B O—fxM) 72 8L, 1> VEGFR-TKI O 5k %
WUTHEML TS, £, AEREAR RORBUBEE XK, BRHE L OSCIRESEIC &
HHRINEST D Z LW TH D720,

U A7 e/ METEBI O N T N DRI -

[N%]

- EmEOU AT FMEIEBNE LT

. BT 18 EEAREANEE] RO 111.2 ZOfho|
YEF ] DOIEW NZHBEREIRN T A NICii#E L, EEmi4 5,
[iERFEA]

AANOWIESEHZ By E L, ERUEEHE L OBEISH LT, %mﬁ%fﬁ%hf“éééﬁﬁ
MFBLRBUZ BT D IE R AR T 2720, R8T, BREEBEORR BEHE, BBUTEEDR
WEE 7R BINE ] B OV DREIRIE N RIS O BMENF B SOV TR 21T 9 721,

ERLGARER

7L

12 AEICEY SREAEE

L




2. EELREMERTEOHRE

BEOEEMTEMRERTEH

T O SRR TE B OB
HEEMWA, SCHR « A0 M O EHR BN 8 OUE - 3V - o250 L, £ 6 OfFERICES<
LERRERR L, FATT 2,

EBMOEEMRTEMERTY

10
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BMECET HHE - ABROHEOME

L

11




4.

)XY &IMEETEIDE

BED) RV &/IMEEE

WH O YU A7 fg/ METEB O

B CR BEMEIEG T A FIC L0 HRREE R ONEERE 21T 9,

BN R &/IMEES

7L

12




5. EERREUERE. AMEICET SHE - AROFERV) R/ &/MEEN—E

EI E

50 ERRREMEHRTEO—

BEOEEMTEMERTEH

HIEHE, Sk - PREREOSMERERREOUE - 38l - o2 L. ThbORRICE SR
EXREBET L, ETT 5,

EBMOEEMRTEMERTY

EMOEERRLMER | HIELHEH | HEEHS S WEZD
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