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Abstracts: Tumors have become one of the main diseases affecting the survival and quality of life of companion

animals. Suffered from a variety of complex and highly heterogeneous tumors, however, it is embarrassing that
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there is no effective drug available. Compared with the purpose of therapy for human tumor, the therapy of

companion animal is more concerned with improving the condition of tumor — bearing animals. Nowadays, a

growing number of researchers are paying attention to non — cytotoxic anti — tumor drugs for its’ targeting effects

and greatly reducing the damage of drugs during the therapy. Based on literatures and guidelines, this article has

briefly described the clinical trial design, efficacy evaluation and key points in the development of non — eytotoxic

anti — tumor drugs for companion animals in order to provide reference for developers.

Key words: companion animal; non — cytotoxic; anti — tumor drugs; clinical trial design; efficacy evaluation

BEE AR IS AR &, PR S A AT
A PEAR S ) AN R Bl L e, B2 B
FRGENE 1 T B o 5% AR T N AR 1) T RS S
FERRSE Kk E K, il B 28t i 15 Y ioh S 80tk
BEstT- i B EAE Y A 21 thal by, T EE
W2k LA 30% 11 & Jie o 3 e 1 1, B 22 ok,
W32 AR BT A T R SR R bR, TR
[ — 00X 11204 51 Rl RIZ 7996 61 1) i A 7 93 27 F
LRI, i B 205 10. 9% , I HLIE AR K
2014 4F Il RS IR 61 2009 419 5.2 £51
(], 55 N FR S8 R i AL, AR S ) b g i %
PR B A MR S M LR PR | IR K 4 i
S R ZUREE A L | SRR R S R DL bR 2
s Rz kLR IR | AR R E DL iR A K
S VAR

PR A T8 P B 97 1) N W 2 R AR DR 1) 52 B i
B AR S W HI T 96 24 1 bR o B 22 F O o il G
TE. DU 254 0] 43 A 400 i 2 28 A A 4 2R 2 BT
FEE 24 | A0 B 2 24 ) P e 2 2P UR A K R G 2 1
(186 58 AR, 72490 1) R 2 98 4 i ) ) B, T
S35 R BE R0 AR )R, A AT U AE K
Ve R sh i 2 32 P B RS ) 32 N s AT LA
PR AN R SR 45 136 97 5O 0 4 S it ¢ AR BB
BRARUERIAS RS & A S B . Rtk PEAR 3
FHTIEE 24 B A 2 80 s A 3R R 4 o AR DRRE
RAEFE WA E AR S 0 A 06 i, iR 40 i
BEASHUIIIEE 24 30 5 B 1 M AT R R AN B
DR, R 2022 4R RG24 8 B Ry (EMA) AT
2 £ 50 25 i B LR (FDA ) R HE 6 A~ R

FHBTIIE 259, ¥ AR 4 B B 2R bt 25, H T,
T EE A RS YU 25 Bt

EMA BHEAN M3 o i 25 5 SO A T 1%
258 40 M B S B ks 24 4 AL, 38 Ao it o () 2 8 R
THRANML DNA S| A 2257 35 BHHTE 3, vl 5 i
L N BTN NE= @7 G 7 U v N L L A | ¥
JfLRE AT b es 24 30 EAT B e e, R A S R
BN OV R R iR 9T e W R R e - S )
T A A= o v i ) AR T R AR R R 4
T P e A A 7 ok s 2 L 3 7% AR i A=
AEPERT, Al 40 M 75 M0 h 9 25 E 25 AT R 24
Yy B KLU B 1]/ G300 1 590 R EC A
SR EE ) 5 B A 3 B R A A AR 2 Ak
1% & B2 i B ( RPTKs ) 5 5 il % ( mTOR'® |
MEK'")) (454 4 e im sz 4™ ) a4 Az mig o |
VEF T4 L4 Fl DNA FE3E4E

RS EMA' PR FDAM PR Sh 4 F Bt
Jihged 25046 S U] A5 I 5K 24 ot e A B R 24
HPEUG (CDE) B 2596 wa 0 R K 424
GETEM HL GCP 3256 AR s 4 F Al 40 il &
U IIE 2 I RN 2256, X148 3 3R 41 g
BEISPUIIE 25 00F 2o A v (9 s DR a6 152 T DG 4
AREE ST T, AR S A 20 B w5 240 e
G R EHERUES%
1 I HERREEIT RN ES

T Bl IR 58 5 A2 X R 4 i 22 25 2 72 48 3h )
TR 22 AR 52 PR AT PR, LA R 2 1% 24
YitE AR Y b v 500 e BR M 7 M ( DLT) AR K
i 52 351 £ (MTD) , YK 2 H b AT R A2 45 i 2 45 24 1)



- 84 - H B2 4 7 2022 4E 10 F 45 56 %45 10 10

Chinese Journal of Veterinary Drug

B I R AR 25 % A WiAn T & (PK Al PD A5 LA
R SRR 5T, LM A J5 SR IR A 5 B 2 45 25 T
ZEH R PRI
1.1 ZiRz4 W EMA HE 78 T WG R
TR B, {2l P a2 Bl 2] e P A B 5 0
G AR A AT BT B | T X T AZH B e £ b
WEARIEATILE . CDE' FEHL IR 245 15 R ik 56 2
ARAG T JE 0 b 0 A 40 i 75 28 B ek 245 0] LA
8 FH i B AR S HEA T A IR, Ik A2 A HE R
PRESEAT T RLE

G54 B ATARE 09 FE45 304 AR 40 A 5 28 47 i
LI R SE A A LB~ R B AR 0
T WA PR IE £ B sh W AT 9, A e
WA LT HEARER . (1) W) £ e B O
BB AT WA BN T IR IA T IR 56 g e
IRUBS: DA K 2 Ab 5 (2) 283 PR 2R 2= 1/ s 4 Bt 2 12
e R SR DL R A DG 5 ok AR T T
Az LG bR B RS S 4 I R 43385 (3) 2k
BN 2 /AR — 8 % T 2 i I i ik S5 T
HAVEAEL 5 (4) SCHR R E SR FH 30 R S5 6] 2 350 b 88
YEAL(ECOG ) 1 S350 b v Xof £ sh A it A7 14 13T
W, ZIR IR IR TITESFAE 0 2 1 945 (5) A
LI — 2 B ] PN A 2 52 At 7 =% IR 69T, 5 7
B I ) 22 i 32 HLA IRy, A7 7 =2 R
TEYHIE SR 5 (6) 56 i I 38 3 52 AR 27 46 T Boxt Mg
PEAT S BRI I 5%, AR A AL B (R B /N A
T ELAR 5 (7) R BT DI RE L AR DAL B 55 2 i
FERFAC TR, HJC I Ak 38 Y 1l o % 1 T e bR 5
( B WA TE MR s R BR A1) o X T B D RE
SRV A HE A B0 R A 2 R 0 A
$4>2000 /> 20 L/ WL, I 40 25 > 25% , 17Nl
115 > 75000/ WL, M35 WLEF <2.5 mg /dL, HZT &R
<IEH BB A <3 5T IEw IR TR
FEAZLR W B sh 4, 76 A AL B2 v % T DA HE
B, HEBRARME = ZA SRR F 40 R 54 (1) AR
ST B RGN 5 (2) VEF Ao HRY
MTEY) A4 O 2832 28 T L B sl R 0 N A B

IR o e i B v L TR A0 SR AR S |
A H RS AR E S E R
1.2 R RN X TR 2R e 25 1
B RBISY , 1R 4R 250 i 6143 56 g, CDEM™
LR 20 B B ST MR 25 A I IR B Ok R 45 257
Oz 25 W) 0 AT WAT A FHKF- (NOVAEL) #9 1/5
B R AT A 2, X TR S A AR 40 i
FESSPUMRZY , 1 I RS 1 70 5 71T 2 2% i R T 4L
B RO F A IR A5 R BE

55 NP 250 PRAETE AN 8], T ) i ) 22
SRR, FDA X PEAR Sh Y Be e 25 11 5 B AL Al
FE L RBIR (IRFE > 10 kg) 2K H mg/m® {4 2 1 1
SRR B 25 24 /N R (A <10 kg) R
mg - kg™ BW hy il bk B R AT 25 25

5B 25 RIS — 2, HEAR sh B Ak
MM FESEHUM R 25 1 B R 25 25 07 Rl
SR PR R ek 14 75 sCHEAT I PR SR T (3 + 3 ) b 4
BT HEA TR BT R ™ ) A 5 sl W B 3ok 1
WREE S N TR AN AR, . 2 3 2y, R
DLT, WA 7 5 vy — 450 & AP R 5T 5 2 i 3 1 4]
DLT , W 7EZ50) K- B3 3 32 0 4 5 24
RFHHIUHT A DLT, W4k 28 K — 5 2 K F a5 5 24
HEL =2 9] DLT, 250 i 7K P B T — 50 5 K 8
S MTD(MTD 5E SR 24 Jif ) f K F T, 6 4321
TP L <2 5 DLT) 2 R4 M 7525 2 1T REFE ¢
F R R EEANE] DLT, ISR $E o5, 5 37 ol 410 il
AR i RS2 PR ARG ST BEAIFSY B w8 2K F- 119
R 2a 24 T B L 2 5 70 A o 7 B o A G
WFFERHIE . (AR, TR0 25 2470 i
AL BRI A BT H B A P < in R ) i
BEAMEA AT B 1 >
1.3 A RRMWEAMFN 5 AFHBUE 245116 R
WFFE T A R SR —4F  AEAR Sl R R 40 i B¢
PR 2 B ROV A T A AR AT 2R
PR, A T8 SR S [ [ S7 R AE TS T 4 A
W OLFE M VAR (NCI - CTC) #H A8 7 id fE oA
KRN B ATAS 1 TE S — AR o T R3S F TR )



rp B2 4R 2022 4E 10 A5 56 #5510 11

Chinese Journal of Veterinary Drug -85 -

Pilm RIS . B BE M G VEAH - A R F I AR
WA (VCOG - CTCAE) B3 H] T -8 3 ¥y Ak 40 i
TP 25 WA BN A GEAs L AU Bk
1B B AN 4 ML 5 24 i 83 245 i PR AJF 9 s>k T ok R
NCI - CTC FRUEREAT A KR PPAR, FEAR 3h 4
FEAR A M 35 2 5T g 2453597 o b R RSO
BALHE F BRAE AR L RO TR TS IR | kL 4
Fe i B TE 97 46 | R 22 BAS RSy 8 2 e 31 A7
TR A5 1R YT 5 A P B ATy 12

BT IR AR S Y T AR 4 S
B2 1 WG PR TR AN RS I iz K 24> T
TR 00T AR EARIR T (1) SE8 A6 br .
A AR PRIRSE ; (2) R WIS R ECOG
RIIPPo55 5 (3) A RIS BN YA R F4F
iR VCOG — CTCAE #E(7 204030 s 0EA , IF
FITAS B 2N 558 24540 B RE DG P | RT3 AT T
Bl it , A AS R PR TR s, %750 B
PEFEE (DIL) REHEAT B8 S, andEfal 3 ek 4 %
AR M2 B PE AT TC I &RE (AN R A 55 ) 4
PN FEVE ST I 2410 3 Rk 4 Gl i 7
P, AR AN R NART 3 9, (HIG R 56 2o A
Hh S B0 H B ) S R A5 1 B AR R DT
(4) HE BRGNS s A5 50 AT [ A A
ISP RE R bR A TR
2 IHIERETRENESR

TSI RBIE 5T 20 T 0 78 T IS 24 )7
LT PR ROR , VRN 259 1 2 VR R
HE— LR R RN FRAE | fie A 2R 2R 42 DL
TR 55 35007 A DG 4 AR b i 9 , 12 Sk T I R A
FERRAMK AR . (EA A R EMA & A6 S
W T I R 52 v % 2095 B Wy kA7 B 2l
X 0 305 7 i e 218 7R 8 e e T ALY, R
SR S R A PRZC S T8, BRI AR B E &
FERE W N] 2 FE R 11 IR SY , R AT TG IR
gEt
2.1 KB a4y AT IWIGIREE, shi A4l
BRI FIHERRARAE S T 33 AR v A HE B A o LA

— 3, T, 75 HE I SR R R AT B
Je 5 o7 RE P U e SC, TR A SR TR 43181, BR A
RIT AR SR IA R (NS ) . B R AR F 2D
A — W AT I e AR s AT PR e, S A2
I ST IR R R A AL B
2.2 Rt EN TG REE SR AE 1 IG R
SRR — DA 45 25 75 58, WF 5% P AR 4l S B
T B R BEME U T G AL X R AH 0] 25 T 22 et 50 w5
FRRIT . A G AR M B2 pi s 24 11
WG B 72 A K 22 ok FH B P bR > el
VERRIE R F 2 S AL 45 24, A 20995 191 7 50 i Pl AR
o ELUAGR 6 BR PR, B T e/ N RS R R A
KRR (R <5% ) 7 o KBTI, Al g 1
I PRS2 56 &35 SR X 25 24 7 8 (Gl i | I I R
FE TR SR T AL R AR AR AR A U AR B
G BE P SN e R B BTG YT (AR BR L aknt)
NEAELR 2507 2 vh 4 T MU B, Al AR fr 1k g7
LY REROR AT 2 AR ) T 2 Y A R
PERETE 7 B R HE AT T 20 A4 16 R A SR R EE, 7E B
5 et it v R R G FH S R 2 I B AR B
2l H I s R G0

NIGIR b, — 8 A ) AR5 i e & iR
Jop T A 20 R 2 0 Mg 2, 4o Bl LA 25 ik Tt
(RDT) , TEBENUISZ5IF ST, i AR EE
FeiEZ 2 ~ 4 D HAMZYNRGYY . AR AT
s BEPE SO NPE R B W5 S B, AR
SZAR B BERL SN N PILE | 20 ) kB4 32 25 i T
FOE 2 BEFAIT o I PR A5 I 3 4 1 3 560 30 i
52 2 NIRTT AR R E R ER
2.3 rEaEm ARG RZ R TR R ZE HiR
SEVEAR 25 W 05 /97 R, R I FH T DA SR 8 28 A
SPWITEREE, AV 2GR, CDE ™ A
R MR (ORR) A 1A R Y7 8ORZ 48 4,
[T 1 32 UL 58 A2 R 3 A I IR AR 25 F A, 7E S5 B
I R, EMA 35 5 H A Ry S 1 1R 40 i 75 25 40 b
2l , AR FAALAR 5 i e ot b 40 3% 40 o B9
HEAE T T 200 52 X A G A5 R 3 B 2R A7 90 1 DA



- 86 - H B2 4 7 2022 4E 10 F 45 56 %45 10 10

Chinese Journal of Veterinary Drug

70 4 AR A A, 2020 B e 5 B o 0 R B
6] (TTP) VE N E B LRE N 8 bR . FEARELL TTP
VE ML i) LR ORR 1E N 25504 5
TR 2GR YT B RS B4 B R i Bl o T 4 SR 2
WERTE, (EA5 G 2, EMA 555 T BH 8 45 0 Xt
FAARSIN =, 4R 20 A 0 i FL IR YT 1
ifrgeE i /N IR

LR T A8 3h 4 FH 31 40 i 25 2 0 s 245 1)
I R E 9%, 32 B2 R FH R S A8 A i 17 B A s 1
(cRECIST) A7 255 pF 17" | [ i, 75 — L
FE AR A2 A6 K 11 fde B R 6 A T T A P PR A
(HRQoL) YE N B LR AE br it AT o047 Rl A 7
LSRG B WP IR FH 2558 v (5 40 i P
TR EE KT R 25RO R bR

DAL, S5 A1 40 i 25 1 2 0 0 R R A LA
A PRI T A B i Jo ik Ad A TTP AE Sy = 23T
AR, 7T ABERE ORR SEATPEANY, I X35 57 5 0
FTRH E SC, Tn e 1) 52 4 2% i (CR) 3 43 2% fift
(PR) JZefmbase (SD) sipmut e (Pp) ™ | Wi,
Iy e ft B A DG 8 A 3 T 5 PE A (HRQoL ) A g 3
IR RARFR B TER A AW AR AT S T 1 i IR
RO A KSR 36IN (4 465 255 S e R T 4552 14
SN 2GR AL B B e AT AE AR R IR R
BIFSE , W T3 SRR ik 1) A 40 0 2 2B g 25 , mT LA
A AR G K S AT 2550
3 MHIERETRIFNES

T 39911 G RV FE T 390066 oA/ s T 9901 RS 7 S ik
AT SE 38 5 X R KRR A | AL X R
TS B B0 245 0 7 5 8 SR h L 1 ke e &
M X4 2 SR T HE— A HE
3.1 R R AL S 1A
3o 9 RE I, ) SR A B SRARAE RN HEBR AR o | He 8 75 1T 1D
I PRATE S A 7 80 e R HEA T 5, AR 0
A AR A i SO PRI 9 45 SR A 7 2
3.2 WREEIHEN MU RSP IRE 25 )
T 0 s PR A 38 >R BB PIL B 1 6 BRI %1,
DABE TR ) SRy 2 B, B LR & 25 ) Rl

WETRYT B R Z I Y7 40, % F AR 4l i 88 28 4t
FifrRa 24, TIL 30 1 A R 3% 5 20 S %) 40 i 7 2 e o 24
TS0 82 3 L — 38, R I BE AL B 9 X BRI i
FIBSE  EMA S8 98 1448 3h i e o 25 9 T i
RIS A2 SRR F o . AL B s i DA —
FE LLBIBENLATEC (a0 1: 1 38 2: 1) 3252 25903R 97 1k
BT LRR/ SRR YT o A2 W4 A AL I
SEE XS RO R IR T i e Iy A X L i
ARG T, B E S S0 8 P 204 7 HE A A 0 5
H A BSR40 SR 56 I B AL 43 i
FIBANIRTT AL, AR TG R AF 5% 245 SR 4 2 114 73
WG R 25 25 7 245 2, % T AEBEA T S A B T
BRI e 5%, e o B v n] R AT R R A (R
O H T 8 i s ELR I ) R SN
3.3 FROIEM AERE SR 5 TFRAR,
S0 X 25 02 75 BRI R K 25 E AT VAT
BEAE NG RAHF 5 9 28 2 r 7 32 00 8 356 % i I /s IIfe IR
RIS ZTRARIR , EEALHE . (1) 58 R R A
ghr: TTP  ORR FIA [ AEW bR ; (2) H5AAFH
KRBT R b B A A (0S) | TE e AR AfE
(DFS) JeikRAAE (PFS) ; (3) HRQoL P4
5 DA€ A5 14 356 426 I 92 K 99 9 8 4138 3 1 K 2
SCAYFRRE e85 AR AP AH DG Y7 3L A8 AR AN 5 R &
JRHA & AR ARVE A £ B A 258045 4R, HRQoL P44
VBN T BB AR AR AT LR G 40 HT
4 HHYRLEKE

AR B 7 43T AS R] 28 24 350 1 T % S8 sh i 11
LAV MBEE AT 2 R GEVERIHN 2R3
FHYMIRE 25 F A ik 72 v B S 2R, Gl O XA Bl
Wt RS | A 3 A= fh R DR T S5 43 BT 48 b AN 20 21
o ER A B, 1 T W 32 X 25 A R LA BT i 1 A Y
&3 DA K R 1 ot 2 v mT SR R RS T B 4 e
EMA U T AR 22 28 R Y b e 245, $E 3h
B AR I 2 R 2 T U R SR [ PR P 2
143 (VICH) GLA3 A GEEsRk kAT |
4.1 KB ahap  ARHE VICHD 3 E ALl A& A
FRCV X TR S F 25 FE s ) e A M AR SE IR



rp B2 4R 2022 4E 10 A5 56 #5510 11

Chinese Journal of Veterinary Drug - 87 -

FEL LT 0P8 3h 4 T I e 24 4 40 3h 4 4 4
WFFE 2R S Ry e B ik i sh Wy b AT R 5, 3
P 1 A I AR A I R AT X e A — 2, 7RI
FEAATT, I R %Ml 9 5 4 1S 0 it A4 3h i i AT A
2, [T A2 Sl W I R AT A B AR A S
TR IR AL sh Y Rt e sh )
4.2 WBEITEN  ARYE VICH AR E Rk &
FHBUY ST S 4 S TR B & iR R
Vel & R BRI B AT, A5 A LA A
DT 6 Ry, WERRE A, A S22 WA A R ) 22
S BN A DT 8 Hahyy, M4, 427
et U I K R I DR 2 790 2k 0 &4 245 B[] A % 508
BEFEATRIF T, 38 3o 4 A5 50k 1 1 {0 e s )
it DA SR — B I P A A o8 s ) R 1) =
5 Crh ) AT (R ) i R AT A AR
[, WIS 25 AR IR LH IR R BN 2 /0
113 AR 25 25 5 S A B, 27 e 2 0 P ) e
PEATIRYT , N2 28 /0 i R 47 45 25 7 2 ) Bl £ 7
3WBLHRIT . RT3 A H L E Y
™, ATARYE 2y sh2F B H AR AT 6 A H B K i)
(422 R MEIFE (9140 . 245 ) A6 A FH o R v 25 1 BRI
BREBWEN, 29 7E o S WA A S 2 A
TR

H1 TR 2l FH I 40 1t 75 2 e e g 24 75 M A
FHEAR , PR e 8 3h 4 22 4 PR i 0 el A rp T 47 38
vy ) 3o R B 4 24 ) ol YA T S T Y
LANERFST , U Masitinib ™ 7E$E S 4 22 A PERFSE
Byl AT 1 £5.3 A5 10 fEFIE AL 4
13 Ji] .39 JE M6 97 97 R 0 R0 sh W & A E O
Palladia > 7522 £ P BF 58 By Be itk A7 — 300 4 19 13 )&
M 22 MR oY H BRI A8 2 T R R 45 24
— K, AR AR AR 2 Y 3 A% ; R BDE g
RZ K 4 2iAE Ry 3 £ M WF 52 5] iE 9 A 49 #
Stelfonta ) 7E ¥ 3 ) 2 A VEH B BEAE L) 4 A R A
WA 2T R NI AT 4 R 9 5 & ER Bk T S A 251
BEANEVEMY | TRIINHE 22 4 2 253004 BRI IR a] 44
VRN SRR S R AN AT, BT B BT

LRI DR A R A RS ORI A Sy S 4
WFFE N AR S 2 Ak i 2 Y
4.3 LAWIFMAER AR VICH f3k E Lk
AFFHRE 56 T4 3 ) % 4 B M S BR A R sh
FHAR 2 #5: 2 50 b 977 24 38 B0 W) 22 VR VP A Ny 322
AN PUASTT T BEAT : (1) Wk R, 73 157 400
AL BN T 2R LR A, FEAFREA
PR MR PRI AT RO R R
o POKES, (2) MRk A Wi 2 | i A=
o R AT, (3) RAR A B 2 2005 3 24 K 4x
VICH " B T 542, i A 79 4k 4 ) 3h ) 349 5
HEAT MR ERGE ANl S0 B4 Ay, Tl 25, g
22 /DX BRI X BRI B v ) S 20 1 T A S W AT R
PAE ARG R ZH S5 B2 G £ 5 47 = 1) S A R B2 ) 1
BRIV AE | T Ak 2%t i (3 x ) AT R AR
R ZH 4005 B 2 K A, B2 5 B 2 G A TG AT ]
VLK

IR L, A5 Sl FH A 40 2 240 e g 24 7 2
S A FE L R b A 32 DU R ORI | 1M Y 2
2 IR ) A6 B 4 405 B 2 A A — AN R ROOT R
GAVEPEMR Y A, X I SRR Al A Ak
YR RESSHUIPIE 25 (AnIR INTE SR 24 ) | I R 5
PR AT IR FRAR Sh Y R 4n i EE 2
PR 25 9 A K07 8 BRI > Sk ife R UL
b ADRHEFE R TR BT Kk R AR Ot
SUN 2 P I LA = IR e 0 e o e A2
FEL | 20 B | 2L Tl R | A B Sl R
JUURR ST 0 5 SR B2 b+ 38 A2 g
TEZEEL AT 1 a5 it fh, DA B 6 | AR | A D
B NEBAEAER AR . X TR 40 M 75 28 9 K 43 P b
25y, e T HARRE IR BT 5T 78 NS B gl AT
T Z W AHE8- 251 DR I W 4 53 i A
FHOCTE R R AT, Jo St 5% v g 2 U0 G 1 2 i 3R
T JF R )
5 1 &
5.1 FREANBEE BT I PIERE R 3%
H bR R DAk 25 15 /97 380, LI F 1 91 A 1) B R



- 88 - H B2 4 7 2022 4E 10 F 45 56 %45 10 10

Chinese Journal of Veterinary Drug

KRBT R OCESE, BRI (0S) 2 E 245
JET AR ES B ELW A 5 BRI K 2K a8 ] RE TR
FESRBC KT ], I FL T BB 32 B ) 2 SR AT B ok
RITEERsEI , Pk, R 2258 1T 3350 18 R s B 5
URELL N B HFRONEC N & A4S ORR T
JEAGREEAR ML A 7 ) S o 9 ) K S
TCRBZA g AT LA b T I PR R, X T A A
TR 24, A R By 1k s 4 it — 2P A=
K, T AT BEAS AT BH .45 /0N g i)/ T, LG , ORR
A BEAS ZTPAL 25 W R8RS A (A A, et J A A 40
(PFS) JJi i JRE I E] (TTP) | TU7E Y i i) i JC ik
F(PFR) A RE R E A EMA S, 5 AMBIRITA
5], EMA 538 A48 2h 0 g 1697 1 B i 2 082 7
Y1055 R RS G, JE % b R O R B v AR S TR
P FERRSE L B R AT A T i R e
SR T AR T T Y 4R 2 5 SR SR AN AT 2 11 TR
B AR S TR T RS2 ) NI F 00 R
SE, DI T IR Al v B AR o5 ] B AL 3 A 16 T
il JAYT R MAS A B KRBT, R W S [a) 4 56
MY 7R A5 B, IO 25 B 8 SR BB A 50 45 SR 1Y
A0

5.2 SHFEHEMEE AL
(e 1 3 RIS i DLT 2 RS s, it
R 1 7 =X AR B A ITUT 70 1 K- B2 32
IRIT AN BN & A SR e BE TR T 3R
T W RIS PR AR MTD, X T 4i i a2k
B 2, b T HAE R AL 308 5 A 0 o ekoga 2E K
Al RE S = I K L A R, B, B AT
REAT REAS A AR A, 8 R A P N Ak
HA S R HIE R 0 3 A5 2L MTD 2
S BRFFE AT RE ARG T A 40 A 75 2 g 24 7 2
R T — 4, AR YR R (0BD) P ] fE
i MTD YRR 205 . BRARNS 5L T, OBD J2& 3% T3
TR DA B e 28 BT R T S 4, B
DA SRR A 0 AR 5 5 R RN
gz, i, R OBD 5 AT b, B B A
2PV R A TRIE R 25 & BEAR 2 3l 2% ( PPK) 8R4 7

G307, 38 3 AR PK/PD 55 AU #3728 5% 55 80 s 25K
ZI8) 1Y) 0GR 38 i A e A 45 25 0 1= RN 45 24 [
B o AT SR HREAR PK/TD % OBD Fl4 T B4R B
SN AT VAL . ZE NG IR, CDE S5 A i i IR
P8 S 10 B bR 25 P I R A 2 4 = L U]y v g
L 25 25550 B A T IR 8 57 B - AR EE & - AN
AT, SO e B0 R AL 5 S 10 25 ) I &
(MIDD) #1705 ),

AN ()1 40 i B 2 B i g 24 7 I BIL I A1 7 7
R R ZES IR IR IR SR PR i B v, N 45 &
YIVEIPLTI 256 3 B Ja 1B G 1Y 2 3= 4R A
ATV . KT 25046 bR ik M R A [ 87
B VP HEA T RTA 38 [R) B FNA 7l P9 A DG Y
LGRIT A UE A, 328 11 i A e ¢ 3 3 7 58
S A AR AR T B 5T, e 8% 597 O Se 1y A
Yibs & T 2588070

S 30K

[1] Pinho S S, Carvalho S, Cabral J, et al. Canine tumors: a sponta-
neous animal model of human carcinogenesis [ J . Translational
Research, 2012, 159(3) ; 165 - 172.

[2] 2% TR X 2 Y R MR mAT R =M A (D], k.
LRl R, 2020.
Xian K R. Epidemiological investigation of tumor in pet dogs in
Shenyang area[ D]. Shenyang: Shenyang Agricultural University,
2020.

[3] a9 b st il X R UL 98 1 33 A7 9% 2
[D]. bk EMeRll R, 2018.

R B2 I DR 23 #

Shi S. Epidemiological investigation and clinical analysis of
common canine tumors in Beijing[ D ]. Jilin: Jilin Agriculture
University, 2018.

(4] E2AR AR5 AR 6,58 RGBT 2548 5 0 22 i 53
Mrid]. EE G, 2022, 56(7) : 34 -39.
Wang X W, Feng H B, Xu Q, et al. Overview of FDA/EMA
guideline on dossier requirements for anticancer medicinal
products for dogs and cats [ J]. Chinese Journal of Veterinary
Drug, 2022, 56(7) : 34 -39.

[5] EMA. Guideline on the clinical evaluation of anticancer medicinal
products [ EB/OL]. 2019.

[6] F Forouzesh B, Buckner J, Adjei A, et al. Phase I, bioavail-



rp [l 2 2% 3K 2022 4F 10 A 56 56 5 10 11

Chinese Journal of Veterinary Drug

- 89 .

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

ability, and pharmacokinetic study of oral dosage of CCI - 779
administered to patients with advanced solid malignancies [ J ].
Eur J Cancer, 2002, 38 (suppl 7) : S54.

LoRusso P M, Adjei A A, Varterasian M, et al. Phase 1 and
pharmacodynamic study of the oral MEK inhibitor CI - 1040
in patients with advanced malignancies [ J]. Journal of Clinical
Oncology, 2005, 23(23) : 5281 —-5293.

Ranson M, Hammond L A, Ferry D, et al. ZD1839, a selective
oral epidermal growth factor receptor — tyrosine kinase inhibitor, is
well tolerated and active in patients with solid, malignant tumors
results of a phase I trial[ J]. Journal of Clinical Oncology, 2002,
20(9) : 2240 -2250.

Anne L Thomas, Bruno Morgan, Joachim Drevs, et al. Vascular
endothelial growth factor receptor tyrosine kinase inhibitors:
PTK787/7K 222584[J]. Seminars in Oncology, 2003, 30(3) .
32 -38.

Rudek M A, Figg W D, Dyer V, et al. Phase I clinical trial of
oral COL - 3, a matrix metalloproteinase inhibitor, in patients
with refractory metastatic cancer [ J ]. Journal of Clinical
Oncology, 2001, 19(2) : 584 -592.

tewart D, Donehower R, Eisenhauer E, et al. A phase I pharma-
cokinetic and pharmacodynamic study of the DNA methyltrans-
ferase 1 inhibitor MG98 administered twice weekly[ J]. Annals of
Oncology, 2003, 14(5) : 766 -774.

EMA. Revised policy for classification and incentives for
veterinary medicinal products indicated for minor use, minor
species ( MUMS ) /limited market ( EMA/429080/2009 — Rev.
1). [EB/OL]. 2018.

EMA/CVMP. Guideline on dossier requirements for anticancer-
medicinal products for dogs and cats[ EB/OL]. 2022.

FDA. Oncology drugs for companion animals guidance for
industry[ EB/OL]. 2017.

[ 5 20 it W B A B R 24 B PP 0 (CDE) . SR 251 I IR
A 5[ EB/OL]. 2012,

Center for Drug Evaluation ( CDE). Technical Guidelines for
Clinical Trials of Antitumor Drugs[ EB/OL]. 2012.

P 2R 24t W B B R 25 T PE ARG (CDE) . BAIR RN B =
ro] (TR 25 W i PRATT &2 $i8 S50 [ EB/OL] . 2021.

Center for Drug Evaluation (CDE). Guiding for clinical research
and development of antitumor drugs based on clinical value
[EB/OL]. 2021.

De Ridder T R, Campbell J E, Burke - Schwarz C, et al.

Randomized controlled clinical study evaluating the efficacy and

(18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

safety of intratumoral treatment of canine mast cell tumors with
tigilanol tiglate (EBC —46) [J]. Journal of Veterinary Internal
Medicine, 2021, 35(1) . 415 —429.

Mitchell L, Thamm D, Biller B. Clinical and immunomodulatory
effects of toceranib combined with low - dose cyclophosphamide
in dogs with cancer[ J]. Journal of Veterinary Internal Medicine,
2012, 26(2) : 55 -362.

London C A, Hannah A L, Zadovoskaya R, et al. Phase T dose —
escalating study of SU11654, a small molecule receptor tyrosine
kinase inhibitor, in dogs with spontaneous malignancies [ J].
Clinical Cancer Research, 2003, 9(7) : 2755 —2768.

Bernabe LF, Portela R, Nguyen S, et al. Evaluation of the
adverse event profile and pharmacodynamics of toceranib
phosphate administered to dogs with solid tumors at doses below
the maximum tolerated dose [ J]. BMC Veterinary Research,
2013, 9(1): 1 -10.

Sadowski A R, Gardner H L, Borgatti A, et al. Phase II study of
the oral selective inhibitor of nuclear export ( SINE) KPT - 335
(verdinexor ) in dogs with lymphoma [ J]. BMC Veterinary
Research, 2018, 14(1).1-7.

London C A, Malpas P B, Wood - Follis S L, et al. Multi - center,
placebo — controlled, double - blind, randomized study of oral
toceranib phosphate ( SU11654 ), a receptor tyrosine kinase in-
hibitor, for the treatment of dogs with recurrent ( either local or
distant) mast cell tumor following surgical excision[ J]. Clinical
Cancer Research, 2009, 15(11) ; 3856 —3865.

Weishaar K M, Wright Z M, Rosenberg M P, et al. Multicenter,
randomized, double - blinded, placebo - controlled study of
rabacfosadine in dogs with lymphoma[ J]. Journal of Veterinary
Internal Medicine, 2022, 36(1): 215 —226.

Gan H K, Millward M, Hua Y, et al. First —in —human phase [
study of the selective MET inhibitor, savolitinib, in patients with
advanced solid tumors: safety, pharmacokinetics, and antitumor
activity [ J ]. Clinical Cancer Research, 2019, 25 (16):
4924 -4932.

Kummar S, Gutierrez M, Doroshow J H, et al. Drug development
in oncology: classical cytotoxics and molecularly targeted agents
[J]. British Journal of Clinical Pharmacology, 2006, 62 (1)
15 -26.

Saba C F, Vickery K R, Clifford C A, et al. Rabacfosadine for
relapsed canine B — cell lymphoma: Efficacy and adverse event

profiles of 2 different doses [ J ]. Veterinary and Comparative

Oncology, 2018, 16(1) : E76 — E82.



- 90 -

rp [ -2 2% 3K 2022 4F 10 A 56 56 B4 10 11

Chinese Journal of Veterinary Drug

[27]

[28]

[29]

[32]

Simon R. Optimal two — stage designs for phase II clinical trials
[J]. Controlled Clinical Trials, 1989, 10(1);: 1 -10.

Rosner G L, Stadler W, Ratain M J, Randomized discontinuation
design: application to cytostatic antineoplastic agents[ J]. Journal
of Clinical Oncology, 2002, 20(22) : 4478 —4484.

Triozzi P L, Allen K O, Carlisle R R, et al. Phase I study of the
intratumoral administration of recombinant canarypox viruses
expressing B7. 1 and interleukin 12 in patients with metastatic
melanoma [ J]. Clinical Cancer Research, 2005, 11 (11):
4168 -4175.

VICH. Guideline on target animal safety for veterinary pharma-
ceutical products[ EB/OL].

e NRIEFNE RO AR RS, W I 25 YR s 22 A e il
HiASE FE[ EB/OL]. 2010.

Ministry of Agriculture and Rural Affairs of the Peoples Republic
of China. Guidelines for target animal safety of companion animal.

EMA. Masivet EPAR — Summary for the public[ EB/OL]. 2009.

[33]

[34]

[35]

[36]

[37]

EMA. Stelfonta: EPAR - Medicine overview[ EB/OL]. 2019.

EMA. Palladia; EPAR - Summary for the public[ EB/OL]. 2009.
Eisenhauer E. Phase I and II trials of novel anti — cancer agents:
endpoints, efficacy and existentialism. The Michel Clavel
Lecture, held at the 10th NCI — EORTC Conference on New
Drugs in Cancer Therapy, Amsterdam, 16 —19 June 1998 [J].
Annals of Oncology, 1998, 9(10) : 1047 - 1052.

Korn E L. Nontoxicity endpoints in phase I trial designs for
targeted, non — cytotoxic agents [ J]. Journal of the National
Cancer Institute, 2004, 96(13) : 977 -978.

Parulekar W R, Eisenhauer E A. Phase I trial design for solid
tumor studies of targeted, non — cytotoxic agents; theory and

practice[ J]. Journal of the National Cancer Institute, 2004, 96

(13) : 990 —997.

(4 8. FXF)



