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FIBHWE SR HETRECaT I EFE RIREZE R
R

[0001]  ACHIiE & B PR E G H N20144E 12 H19H B9 & Bl FRON “ S REREIbK 20 54 e HAE T
b5 BRIG T S I 2 A AR 28 v ) F&” (IPCT/EP2014/078634 5 & B & A HiE 1) 4> R HiF,
Ji H S RN A ] [ KBRS I [ 28 G 5 9201480068585 9.

A RRSIE

[0002] Ak B Je - FAESh b A 2 S BE PRI AL S 40 () 250 206 B 400 o

[0003] KA 5

[0004]  SHmERdenpR AL S 4 A AT L A, H BV IR B 20 Itk & st sh i if 25 A iR
ZHARRIEE.

[0005] SR W@ M Wbk 4K A 420 FH ' AT TAE Do bt 5 A H 24 1 FH 3 491 2 47 0 7E 5 (B & ) R 5 US
2007/00666 17 F1[H fr & F] HHiEWO 2005/085216.W0 2007/079162.W0 2009/002809.W0
2009/024541.W0 2009/003075.W0 2010/070068F1W0 2010/079077+ .,

[0006] R AN [R] it FH I& 42 2 20 0 A, 38 3k IR FH 7K &R G 2 4 Hh s 77 (1 sh ) G g FD 5%
B it ISV ) A 2 1, DR B BE A 78 0 5 (1) I TR) B2 N [T IS) Jit FH 25 K = 3h

[0007]  ¥F 28 IR &5 3% T 2 B % 0 B2 1) 2 B ORI I R F K R Gt FH 2690

[0008]  FETAIFEAT FIIXAEFIR /K RS R THE IR VE 8 VAL B YUK R AR Sk 11
B ARG . — N EEIF (average stable) AfUL S HH G KNEE, TidEEEF T2
B RIECE AN R AR RN/ BUGR 3k

[0009] %l oK & PEl & AR FH /K R G b IR K IR A 28 8 T A 1 2 i s 8, 9 e 32
FiE I “BIY)” 77, Brid J 22 5 MR AR XA B IR B TE R G , A8 BRI 254) 70 58 8k
DURERIARS , MIRTEE W A T KA YIRS

[0010] 3@ R FH 7K 2R Gt A 245 0 1A R0l i 3 BT 41 S W (e 1 CRI'E ZE R FH K
R AR E ) A2 RIE .

[0011]  &3& B ZH G VI A FR ALV P i o 1 e K mT FAE W AL S IE TR K R S8 24098
R B S AR 35 v I B /N o3 BN PTR B Z2 0 SR v 1l o A2 R K b RS 1 0 B
it AN 5] 3 AT, CASGE YR B A2 26 WD AR B A RIAE 5 250 K ok B 22 R DA 1) R
WE AR E 1

[0012]  XFEMIZH GV EIA R P ATF 2.

[0013]  FEAK B R ERAL 2 E G 2 T IX e EIR

[0014] & HAMEAR

[0015] A AR AL T A5 3 (1) 1 S MM A & A Bl 6 B 7 S W FH 24 2 EnT 252 1)
BRI 2540 A1) T ) 45 R KO R 2540 1) & 5 BT 2540 T L5 5076 97 Zh A0 (1) 2
AR 28, TR AR & = £ I SRR SR L AR 2R T 5
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B¢ B

(R")q IT

[0016] T —0
A,

[0017]  Hrp
[0018]  R' =G .CF,.0CF,.CN,
[0019]  n =0-3f) %%, fRk1. 2803,
[0020] R =C,-C,-pfRkeE, P iskCr,BLCF,C1,
[0021] T =5-86-Judt, HAT A — Aol A2 VIR,
[0022] Y =FAJ& i AR 5 154 36\ CNWNO, WNH, - C=S , B AN 81T 1) 25k [ Y — e 7 Rl e 5 )
& 3EATOHE ;
[0023]  Q =X-NR’R'EL5-JON- 4455 SE3R , FLAT et — A o 22 AN JE AU
[0024] X =CH,.CH(CH,) \CH(CN) .CO.CS,
[0025]  R® =0 A3 g AR 22 L p AR PR 26 L o AR 2 L PR 4RI PR BEE L PRI 23 s AR R R

FEHEL L LSBT AR SR T S TSR T L LR B B R A L R R 2
B ORI, K T BRIL G B S N IR N B - U g A SRR R B R T A
IRCILE IR HE 235, (DU R IR i | L G B B A PR B L (N N- R L) - it W L 3
BRI IRIE T B AT BE S BRI 3 | DO S G S B i | AR LB U SR IR T A

[0026]

[0027]

[0028]
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,0 9
—5 —S S=0
-r:< : O |
[0029] TEN /—‘ /—1 /D
3

3

rR*-11 rR*-12 R-13 rR>-14 R*-15

[0030]  Jrh7" = & %R (CF,)
[0031] R' = & 23 FAR L 2k g AR AR SR O 2 SE 3 R R R VTR

FEH L VR BRI | £ AL | P LR IR T B B O L AR L | R AU R L L R
e 2GR I LR R AL 2 AR R P R R A A R pq R 2
I P A O U Y U A Y e A L B R
[0032]  mRRFIR'—#e B ik E DA R EAR 5 -

NH;

NH,
[0033] §=<ﬂ_(_H} Ail % .“'of/\(‘H; c

[0034] AR B 5 —ANT7 T2 St ERTIR R 25 A S AR B 25K

[0035] A< i BH ) 5 — N 7 T 2l 3k PR FH ZK R 8 o B BT ik i) 25 W AL & il 4% LT sh 4
)25 25 KB 77V

[0036] A BH 1) 55 — N7 T & FH TR 9T BRI sh 4 (1) 25 A= R 22 a0 B BT ik 16 2 251K
F7K o

[0037] Ak BHMITVEAIHIA

[0038] R HH N CIESE , AR IEA & B I 2590 20 & 0 7E sh W ) 25 A HUR 22 I TS5 A VG 97
FeRRE WA R, FriR 250 4 G080 25 T BT I 1) e BE I kb G W) RN 24 27 B AT 5252 (1) 3%
M, FTIR B ELE — 2 ZE H 2 SE TR RN 5 L B R T v 1 7

[0039] L ERUESE, XFEIH GG A H T & LW A0 & 257K, H Al LAy S Hh 7 An
TE &R G DL Vs i i 7K R GeR A 250 1 e BE M AL & it FH 45 200

[0040]  FHTEAS kB A (1) S WE e bk Ak &0 ] L pR =X () $iiA

RE D
RY), |
[0041] T — &
(1)
[0042]  Hrf
[0043]  R' =pj% .CF,.0CF,.CN,
[0044]  n =0-3fF) %%, L1 283,

[0045]  R* =C,-C,-piftAe ke, fLILECF, B CF,C1,

[0046] T =5-8l6-Ju3h, HATHeI A — el 2 AN FIVHUR,

[0047] Y =FA 5L o X B 3 L 51 35 L CNWNO,, WNH, - C=S , BB AN AR I ) 35k Y — JES 2 Jl i CH - CH=
CH-CH.N-CH=CH-CH- CH-N=CH-CH. CH- CH=N-CH&{CH-CH=CH-N,HC=HC- CH. CH- CH=CH. CH=CH-N,
N-CH=CH;
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[0048]  Q =X-NR'R'EK5- TEN- 2475 HE3F , HAT sk sy — ek AR 2N 720 2 HUAR

[0049] X =CH,.CH(CH,) \CH(CN) .C0-CS,

[0050]  R® =% FPJE | phi £ 2 35 g AR P 68 L AR T L L FPAR L PPV | AR 2 05 L ol AR P48
R CARFRE GROEEF IR NEEF R ORI R CEF R RE L
F L RS TR IR SR R A N IR N R - O xR AR R R A x]
ROFEF I I 5 DU R 2L | F L U e 2 R L (N N- R G0 - PR LT
SR PRI I R R PR F R LA R R i R A R R R I T A

CH,
O—CH, o—/
N’a r».fr
[0051] . oy . il
R-1 R'-2
N N N —
RsIRa J%_y e
[0052] g — — 3 N
R’-3 R’-4 R*-5 R'-6
N— —N =N N"‘--/"zn
) A
[0053] N N N S
R-7 R’-8 rR’-9 rR>-10
O
NH, O I
NH,  =( rs s —S=0
O—CH, CH, - . "
R-11 R-12 R-13 R*-14 R*-15

[0055] R = & 23 FIEE P KA AP AT E R BT R A
FEF IR CFR BRI | £ FE BRI | PRI PR B A | R AR R A | PP AR R R L R R
HOZRBREPBIL PR RGO AR R PR SR IR R R
GRS A R I A B X 2 R R A 23 B
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NHI NH,

[0057] §:<

0—CH;,4 Al

[0058]  Frh7" = &0 0 &K L K3 (CF) .
[0059]  fE—AMEak s 7 g, 722 (D) o, Tik

T-
T-
S i O #
Y Y
T-3 T-4
N N
N . 7
[0060] 4 - * *
T-5 T-6
N=— —N
N/ N\ /7
T T-8
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T-21

HOPAET-1.T-3RIT-4r, SR PVIR S b 0 R AU L2 b {2
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R’ N=
i s N
e — K =t N\ )
R* Z0
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/=N /=
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N=N xN";k
E""‘
a-3 a4
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NN 2 ~Ze
[0064] r4
Q-5 Q-6
*&\/N\ =
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% ‘~> } B j—o JL F
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(@] N
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[0067] 0 -
N i% D *_\
B N— *4{ H
F F / o— o
2°1 z°-2 2°-3 2°-4
1 f— —MN
— ) )
z°5 7°-6
[0068]  FHTEA & BH R B 0E B =X (1) B S Mk bR Al & W 02
(RY), R® R RE T Y Q z X
3-Cl, 5CI CFs CH:CF; H T-2 -1 c{o)
3-cl, 5Cl CF; CH,CHs; H T-2 Q-1 (o))
3-¢l, 5C CF; CH,CH,OCH; H T2 Q-1 c(0)
3-Cl, 5Cl CF;  CH;C{O)NHCH,CFs H T-2 Q-1 clo)
[0069] 3-Cl, 5C1 CF; CH,C{O)NHCH,CH; H T2 a-1 c(o)
3-CF3, 5-CF1 CF;  CH,C{O)NHCH;CF1 H T-2 Q-1 (o)
3-CFs, 5-CF3 CF;  CH;C{O)NHCH,CH; H T-2 Q-1 c(0)
3-CFa, 5-Cl CFy;  CH;C{O)NHCH,CF3 H = 17 Q-1 [(e))
3-CF,, 5-Cl CF;  CH,C{O)NHCH,CH; H T-2 a-1 (o)
3-Cl, 5¢CI CF; T2 Qs 2%7
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3-Cl, 5¢l CFs T-2 Q-7 27

3-Cl, 5€I CFs T-2 Q5 27

3-cl, scl CF4 - T2 - a2 2°1

3-Cl, 5Cl CFy  CH;C(O)NHCH;CF; H T3 CH Q1 - clo)
a-cl, 5Cl CF3  CH,C{O)NHCH,CC H T3 CH Q1 - clo)
3-Cl, 5¢! CF;  CH:C|O)NHCH.CN H T3 CHy Q1 - clo)
3-Cl, 5Cl CF3  CH;C(O)NHCH;CH; H T3 CH; Q1 - clo)
3-CFs, 5-CF; CFy  CH;C|O)NHCH,CF, H T3 CH Q1 - clo)
3-CFs, 5-CF; CFs  CH;C(O)NHCH;CHa H T3 CH Q1 - clo)
3-Cl, 4-cl,

e CF:  CH.C{O)NHCH,CF, H T3 CH: Q1 - c(o)
:::: T CF3  CH;C{O)NHCH,CH; H T3 CHy Q-1 clo)
3-Cl, 4-F,5-Cl  CF; CH,C{O)NHCH,CF, H T3 CH: Q1 - clo)

[0070]

3-Cl,4-F,5-C1  CFy CH,C{O)NHCH,CH; H T3 CHs Q1 - clo)
3-Cl, 5-Cl CF3  CH;C(O)NHCH,CF; H T-20 Q-1 - clo)
3-Cl, 5-Cl CFy  CH.C(O)NHCHCH, H T-20 Q1 - clo)
3-CFs, 5-CF, CFy  CH;ClO)NHCH,CF, CH; T-20 - Q1 - clo)
3-CFs, 5-CFs CFy  CH;C(O)NHCH;CH, CHy T-20 - Q1 - clo)
3-CF3, 5-CF; CF3  CH;C(O)NHCH;CFs H  T-20 Q1 - clo)
3-CFs, 5-CF; CF;  CH:C(OJNHCH;CH3 H T20 - Q1 - clo)
3-CF3, 5-CF; CFy  CH;C{O)NHCH,CF; H T-21 Q-1 - clo)
3-CF3, 5-CF, CF;  CH;C(O)NHCH;CH, H T21 Q1 - (o)
3-Cl, 5-Cl CF3  CH;C(O)NHCH;CF; H T-21 Q-1 - clo)
3-Cl, 5-Cl CF:s  CH:C(O)NHCH.CH; H T21 - Q1 - clo)
3-Cl, 5-Cl CF;  CH,CH,5CH, H T21 Q-1 - clo)

11
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e CF; C(O)CH; H T22 F a1 - CH,
5-Cl
3-Cl, 4-Cl,
s.cl CF; C(OJCH(CHa); H T-22 F Q-1 CH;
3-Cl, 4-Cl, o
2 CF; C(0) Ff gk H T22 F a-1 CH,
3-Cl, 4-F, 5-Cl CFy C(O)CH, H T-22 F Q1 - CH,
3-Cl, 4-Cl,

[0071] 4 CF,  C(O)CH;CHs H T2 F Q1 CH,
3-Cl, 4-F, 5-C CF; C(O)CH; H T-22 C Q-1 CH;
3-Cl, 5-Cl CFy CH,C(OJNHCH,CF, H T-1 CHy Q1 cl{o)
3-Cl, 5-Cl CFy  CH,C(OINHCH.CH, H 71 CHy Q41 cl(o)
3-Cl, 5-Cl CF, R-1(2) H T1 CHy a1 c(0)
3-Cl, 5-Cl CFs R-1(E) H -1 CHy Q1 c(o)

[0072]  FHAEAS 2 B A R A 226 1) S R e kA b 5 0
(R), R? R’ RY T Y Q z X
3-Cl, 5¢C1 CFy;  CH;CFs H T2 - Q-1 c(o)
3-cl, 5Cl CF:  CH,CH; H T2 - Q1 - c(o)
3-Cl, 5CI CF;  CH,CH,OCH; H T2 - Q-1 cl{o)
3-Cl, 5CI CFs  CH;C(O)NHCH,CF; H T2 = Q-1 c(o)

[0073] 3-CFa, 5-CF;3 CF;  CH,C(O)NHCH.CFs H T2 - Q-1 clo)
3-CF3, 5-Cl CFs  CH,C{O)NHCH,CF; H T2 - Q-1 c(o)
3-Cl, 5¢C1 CFy - T2 - Q6 %7
3-Cl, 5¢CI CFy - . T2 - oty S .
3-Cl, 5Cl k- = T2 Qs %7
3-Cl, 5Cl CF; g T-2 - Q2 2°1

12
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3-Cl, 5C1 CFy  CH,C(O)NHCH,CF3 H T3 CHy Q1 c(o)
3-l, 5Cl CFs  CH,C(O)NHCH,CC H T3 CH Q1 c(0)
3-Cl, scl CF;  CH.C{O)NHCH.CN H T3 CHy Q1 c(o)
3-CFy, 5-CFy CFy  CH,C(O)NHCH,CF5 H T3 CHy Q1 c(0)

-Cl, 4-Cl,
:-m o CFs  CH,C(O)NHCH,CFs H T3 CH Q1 c(o)
3-Cl, 4-F,
& CFy  CH,ClO)NHCH,CF4 H T3 CHs Q1 c(0)
3-Cl, 5-Cl CFy  CH,C{O)NHCH,CF, H T20 - Q-1 c(0)
3-CF3, 5-CF; CF;  CH,C(O)NHCH,CF; CH; 1200 = Q-1 c(0)
3-CF,, 5-CF, CF;  CH,C{O)NHCH,CF, H T2 - Q-1 c(0)
3-CF;, 5-CF; CF;  CH,C[O)NHCH,CF; H T21 a-1 c(o)
3-Cl, 5-Cl CFy  CH,C(O)NHCH,CF; H T2 - Q-1 c(o)
3-Cl, 5-Cl CF;  CH,CH.SCH; H T = Q-1 c(o)

[0074]
3-Cl, 4-C1,
CF c(O)CH H T22 F 3 CH
5-¢l 3 (O)CH;4 Q H
FELCL CF;  C(O)CH(CHa); H T22 F Q-1 CH.
5-Cl
(] 4 L
E - CFy  ClO) FRPIE H T22 F Q-1 CH;
3-Cl, 4-F,
o CFs  C[O)CHs H T22 F Q-1 CH;
et CFs  C[(O)CH;CHs H T22 F Q-1 CH,
5-Cl
}q. 4_F|-
i CF;  C(O)CH; H T22 < Q-1 CH,
3.¢l, 5-Cl CFs  CH,C[O)NHCH,CF4 H T1 CHy Q1 c(0)
3-cl, 5-C CFa R-1(2) H T1 CH; Q4 c(o)
3-Cl, 5-Cl CFs  R™-1(F) H T1 CH;y o1 c(0)
[0075]  FHAEAS & BH ) — i BE A0 32 1) S e i p L S A X (TT)

13
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[0076]

A1

[00771 Hr+h

(00781 R'™.R'".R'“f S r 2 4L CLERCF, , ARIEHIR “ FIR' R C1ELCF, , HRR A,
[0079] Tj&

Y
N
= T-1

— N
= T2
S 3 ("\N
[0080] 4@ N f
YT-! t—\\ /‘ L
T-20
2
\ ]

'4%__/ ;

00811

[0082] Y/ FiJE J5.C1.F.CNEC (S)NH,, H.

[0083] QU k- fridk.

(00841 7 53 — ALk St 7 ek, 2E 3k (IT) b, R*EHHRY& -CH,-C (0) -NH-CH,-CF, -
CH,~C (0) -NH-CH,~CH, -CH,~CH,-CF, 5k -CH,-CF,.

[0085]  FE—AMIE R SEHE 7 R, FTid S RERR kAL & 424 - [5- (3,5- &KL -5- =%
H L -4,5- A SpEme-3- L] -2- 3L -N-[(2,2,2- =5 - LR R RS - AL - 2K H ke
(CAS RN 864731-61-3 - USAN fluralaner) .

[0086] 7 55— ANt 7 S, Biridk e E e S 72 (Z) -4-[5- (3,5- Z5AHE) -5- =5
HHE -4, 5- A Fuame-3- 6] -N- [ (F A 8 & 2E) WL -2- R K % (CAS RN
928789-76-8) .

[0087]  7E 55 —ANSLitr b, pirid S EME kAL S92 /EW02009,/0080250 1 A FF 14 - [5-
(3,5- & IKHL) -5- (R IE) -AH- SRmEme-3-JE ] -2- B -N- (BR A IR T - 3-2%) 2K H
Jiiz (CAS RN 1164267-94-0) o

T-21

14
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[0088]  7E 53— AMILIL IS 5 S, BT IR S REME bR AL A 4 F2 7EW02007 /079162 - HH A FF (1]
4-15-[3-F-5- (ML) ] -4,5- & -5- (ZH A -3- FlEmk L] -N-[2-FL-2-
[(2,2,2- =9 &) AIH] 4] -1-ZEH BEfZ (CAS RN 1093861-60-9, USAN -
afoxolaner) .

[0089]  #£ 53— ALt 77 S, Bk S BE LI B4 22 4B, 1-[57-[(5S) -5- (3,5- -
4-FRIE) -4,5- & -5 (S FIE) -3- FRERR IR TR [/ 3R T ¢-3, 17 (37H) - FA IRk
W 1-1-J]-2- (FJEA@ERL) - (Sarolaner) (CAS RN- 1398609-39-6) .

[0091]  7E 37 —ANSti 5=, Frik v ki &9 22 -WEwy k%, 5- ((BS) -4,5- —
H-5-(3,4,5-=HURIE) -5- (ZHUFIE) -3- RUEMEEL) -3-FJE-N- 2-%10-2- ((2,2,2-=
W) @) 23) - AW Lotilaner) (CAS RN- 1369852-71-0) .

[0092]

[0093] 7 5 —ANSEHti 7 S, Bk @ MRk AL A 490 72 FEW02010/070068 HH A - 195 [5-
(3,5- &AL -4,5- & -5- (CHFE) -3- phEme L] -3- A -N-[2-F-2-[(2,2,2-
=) FH] 2 FE] -2-BEWY FERZ (CAS RN 1231754-09-8) o

[0094] AU BH 771 (B H %) B3G50 FH A H e IR &4, 4940, S5 & 1 a0 b il i+ 1
S MR A 0 T B R A A . S A, Ak BRI T R AFE S AME - IR S YIAH L E & LR
IS A A 1) S R PR B AL 5 ) o 3 LA IR () e WS R IR AL 5 ) R A b R0 e S ) 4
[0095] >t it S Ay b ' AR IS, — Pt B S A4k DAL 5 — B BE K B A7 AE , I H s SR S
Al DL o R & (Yee”) MIERIA SR 8 X, Frid i B At & (“ee”) & L (2x-1) -100%,
Fo PSR VR AW DL 380 Bl S5 ) A 110 JBE 7K 43 350 (814, 20 %6 T e e X 260 < 4.0 P 0 Al S A4 4
b)) ARIEHE , FHTEA K B TR A &9 B % /b 50% 06 iAol & | 58 fI it b 43 /D 7 5% i A4
& AT EE AL % 2> 9 0% 5% AR T B AN A D0 326 4 2 2> 9 4% 5% AR T B 1 B AV R 1 S
A R T HE )2 B AV T PR S A A (106 Bt S g 4 ) S T 56

[0096]  1u1 b Fir il i) e e R bR A 55 ) ] DAL 55 0 47 ) T4 HR o o AR BH B 7 V2 B R A T
TREV VLS E R BB b 2l I AR X S8 AT 1 O AR B S AR R B

[0097] 75 A 13 BH F5 A 0k g Wk bk A 45 4 £10) 2 A B0 4 T DAIER Ik 5 R0 77 v A 7 110 T ke S5
Rt BRIV 7S LA SN -4

[0098] 41 E 2 TF A 7 MERE AL & 38 LL£10..001 mg/ml B £100 mg/ml [ EA7£EF A
KHMAHEDH .

15
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(00991  HRAE A K BH I — PPtk I 250 46 W0 R M A VA TR - X PR IR AR I TR &1 .5 mg/
ml 2100 mg/ml [F) S MEmk AL &4, B Bl 2 f luralaners

[0100] R A< B A& BA e A R PR RE , 1 Wit A7 DLJE ZE K AR e PEFNAE 7K
MREIX AL LG LA IS S E Rk A P DT0E R ek

[0101] AR BAM GG WL & 2455 BT a2 s, il B a8 — & B2 3. L FE ik
ISR L 2R 2 T R 5

[0102]  XFERIEAR LR FEA 2% FaiE R baif), He A s e e L a2t
B, HAA 215 Fugm kb S A 25 -

[0103] = & W FR. £ BRIk AR XA ) A i 9 77 . — & T H L ik el transcutol
(CAS no. 31692-85-0) &=\ (I11) L &4,

[0104] R --[0-- (CH,),] --OR, X (ITI)

[0105]  FHR, =C/iI,R, =H, Hx=2.

[0106] & = & 5 L KR IE ) 740 A2 A5 G 6 60 %) AR e ) T A5 P IS A A1) 4 7 i o 44
Transcutol” F MGattefosse, (St Priest, VEE) AR, LI 2N Transcutol “V.P
FIHP .,

[0107] = Z ZEEH L HERFE transcutol IR SR AR E : 1-F2 -3 ,6- 5 At 2-
2’ -CH AR OBE2- Q- LRARECHERE) OB 2- Q- LF AR OBE3,6- &
Je-1-2FFE.3,6- S -1-2F8E.3,6- A 441 Aethyldiaethylenglycol \APV.,F b
B A& BEIE 2T 7] 0 B2 % 77) DEGEE \DEGMEE . —- 2, ¥ 2.3k k. — 2 W PA 2 3L /K . —H
figt 5. 7, FEFk . Dioxitol .Dowanol .Dowanol 17.Dowanol DE.Ektasolve DE.Z.[i#,2,2 -4 J&
T B EERE . E 2 Q- IR L) -, Ether monoethylique du 4 F . LA FE
THEE ORI O R YR LT L Ethyl digol LB LR LR
i

[0108]  — 72, [ 2L ERIE Y IR A 10 E 8% 2 ) T5 2% & T AR H A
a0

[0109]  FERELESLE T b, ik = & 5 O FE B DU BRI 29 15 EE B % R 2160 &% 2
20 BB LS5 E % A 25 HEWE LS50 H B B A 12. 5 HES 25 H B %37 . 5 H BT
fEo

[0110]  FE—/NSEtis B9, Frid &8 & 20— 7 AN

(01111 FE—ANSEhti 7 R, Frid A0 7 AL S LR L1 - FLIR Ll (B ARVE FLIR £
1ig) A& MFLER A1 £ BT R 1 — TG I

[0112]  fEBCLESt )5 S b, Frik FLIR 156 LA A 24010 3 5% 52 450 H 5%, B2 10 HE F%
FE A0 B % 52112 5% 25% 8137 . 5%AFAE -

[0113]  fLikth, — £ “RE R O REBE S J A B9 ) GE W FLER 1 BB 22 2975%/25%w/
Wo

[0114]  FE—NSLH 7 22, IXAE 1) 53 A 7] o M g e BV 55103 n2. pyrrols

[0115]  fERELES)E T b, Frik2 pyrrol DAERRIZ) 10 S % £ £I30H % 2 £y 12. 55
0525 E U .

[o116] 3R 1Ly A4 R 3R 1 v M 77 O L AEAR H8 A K B B 46 W vh R I H AR IR AR AE - — T
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T AT DAAEAE — P 3R L A8 2 1 v M 7R Bl ik —Fh 58 WL B s R v 1 R A

01171 57K 5 , 28110 B8 22 135 14 A A2 I3 MR E = £ R R BRIk b 1Y) e Mg e bl A,
W B = AR R S A I A ) S R b AL S D A R AE K IR S R

(01181 ZR (L AR 2 13 1 77 O /K L ZLPH R 5 (AL -1, 2 e = 3688) T AR ki) =2
— MK IE VAR B R E ) HAAE WS MOSERE R R E AR TR AT AE I E
2% 1) 16 AP - K < 5 BR AR £ 0 B AN N A oL A X R B AN L B EAT AR HH i hexd trol BRI
(hexitansfithexides) , 85 FH 387 388 IR 7 PR 15 T HRE IR AR ARG A T TR AP0 Vil IR 38 0 L A
(01191 FE—/NSHiti 7 S+, Fridk 28 110 2 s 2 1 3 4k 7710 ok | kiR 20 I 3 40 L iR 6 0 A i 3
80 (£ | 245 Tl H WARAE JR 1L 2420 L 58 L AL R 40 52 1L AL R 6 0 FN 28 1L B B8 0) Hh (1) — Fih g
Z M RILALEE20 CRA CHALM MK ILALHERE 5 IR ER) 2 HREIRER, K 1L A lR60 (R
OB R B K L R I R IR TR TR ) 2 A T TR 15 R R AR R B VR S s HLZR L AL TR 80
CRA S HEARIR A 1L AR B 5 v PR ) 2 VR PR R

[0120] 33X [ 28 110 2R s 2 1 3 12k 771) 7 s D ] 43 [ R/ B ] DA IR Ik A A, 2 R ) B AR SR
o

[0121]  FE— M SEHt 77 28, i 58 L AL R 2R v PR 77 2 B A 7 A PR B A &0 (20)
It 7K Ly R0 I By R T 1 2R L AR 0 R A& /K 1L AR B Sy R i, IR 80) L 5l 4
B MICI Specialty Chemicalsf5#l.

[0122] 5 (L A6 % 1 v 14 77 PABRAR ) 205 B % 22 2189 HE BT AE T FriR dH &+
[0123]  FEFELCStE 77 28 v, Pk SR Ll 2R 2 1 v 1A 7] P AR o AR 11 £ 30 B & % %2 480
HED ZIS0E B R L) T5H =% 2175 H 5%,

[0124] = 2 W 58 £ KL K 55 5% 1L AR 3 TH 0 A R A B 2802 < 502 50%w /w, {12 15/
85.20/80.25/75.30/70.35/65.40/60%w/w. 7£ — St /7 &, Tk bb 3R A0 34 Hh & 425/
75%w/wo X LAY UE L2 = AR RE RS E M AL E W)

[0125] G4, Frid AR ] DLAL & H R N fa 0 0 0 8 R v 14 s 70 BB T 77, 491 Gn an 7 3
5 HIEAAR T “Gennaro, Remington: The Science and Practice of Pharmacy’ (38
20, 2000) HETARH] .

[0126]  {Fafh , Fridk 2540 2H & W3 vl LA VIR0, 481 4n , 78 HR A 2L 71 30%USP « JH BR A
FEIRANE IR A -

[0127]  Jad v 0L 551) LA & DAAE FH 7R R AR i B 1) 2HL 6 P BEL LB YR TR s R U FEE A7 AE » 7
P 7L 77 AT A LA (12490, 001 FH S % 5240 . 005 5 B %KV BEAFE

[0128]  fFidktth, Firidk 254 20 & 403 AT LA A B3 T8 77 o Ik 77 JE 751 A AR MR N B3 24 4
(R85 3 351) 5 EL AT LA 48] 2% FE EE 0F P SR R IR T IR 2 0 e R A IR R TR N 2 0 e
R IR A BREAEE IR G - Tl LRI 290 01 EE 2% 2 293 H BE% I EAF1E.

[0129]  fRidtth, Firik 250 4H & W03k ] LA & PR BT ik B S8 A 1) e AR U E RN 7
LRI, BT DU T E 4k fhydroanisole . T &t Hhydrotoluene A B Al
BE AL E R B EAREE AT AEY) IR G Bl UL BA R 2 1 H E% R 4
10 % EAF1E .

[0130] A& B — 7 TH 2 AR B8 A R B R 205 0 FH T 2 290 i R a& , P iR 25 F T 1
S5 86T S R A A AR 2
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[0131]  “VBJ7” (“treating” B “treat” BY “treatment”) s& 48 , Kf A J BH i) 2H &4 N FH B30t
H25 BA 7 A HUR 22 300 CLAR BR Frid 25 A B B/ R 28 X I B i 27 28 3 H .
[0132]  HRAE A B 4L -& W 1 R T DA 11 Gn 2% B 1Y) S 25 40 B R0/ B3R e AR B e AT
PG TR R T L S 200 E 3 5« e, B 57 B 8 /E D&l 2 — B 8] LU JE 2R P83
A H 5 22 ik R e A B B s AR R AT AR B 5 B TR 22, 8] G B ARG DR B AN/ B AL
[0133]  “Fiifi” (“Prophylaxis” 8% “prevention”) ;248 , Ul N FH IE B A &5 48 B I sh W 068
1228 7015 £ R 28 BT BAE 32 O/ BT FE 1I1R 28 2 5 SERI R TR R 25 A RN e g 1= 28 1
F AR E /4 B, 5 BH R 25 A B i) e A7 AR B dn B A1 DR i s Fl / Bk 2
[0134]  “HRUE" & Mkiz sk /> 3 EA/ B YA () 4o Pel & / G A w2 A2
BOH T/ B8 58 4 H B 4y B S H i B AR BRI R F BT R 1Y S M R IR A S ) 1) R
[0135]  J& I #E 48 FH A0 FH ZKOHKs: S s R R A 45 40 it FH 25 3 15 1) Bl 470 - 11T R0 2 J 0 6 s il
) b BRAE SN EE R ) A AR R ACE (g anae o B ) T 28 2 s 8 i & Bl nfE SR — I
Jits FHPA = = A SR o2l 1 5% A2 100%.

[0136]  [AILL, AR BHI — N J7 112 F T T BRI o A2 R 28 1) VB S X R A & 1
MR A BH B 259 206 o X FE 1) 27 A HUR 28 0T DL Ahar A8 B 25 AR IR 28

[0137]  fE—ANSLHti )T SHh , TR BRVG T 1 a7 A2 R 28 2 A 77 AR HUR 28 . A0 27 A8 U B Ak
Bl AR EHART X UM E X (Ctenocephalides felis)  FiHx/EHM
(Ctenocephalides sp.)%5) W (53 J&Fh (Rhipicephalus sp.) JiF JEF (Ixodes
sp.) W JEFr (Dermacentor sp.)  EiHR W J&Fh (Amblyomma sp.) - I8 g Ff
(Haemaphysalis sp) <244 J&@Fh (Boophilus sp.) 28 Al O 15 J& Fh Demodex sp.) JHr
Wi J& f (Sarcoptes sp.) H-lJEF Otodectes sp.) B J&Fh (Cheyletiella sp.) J¥
#i455 J& F (Dermanyssus sp) « & %W J& F (Ornithonyssus spp.) %) | & (1§ & JE F
(Trichodectes sp.) Ji P EJEFh Felicola sp.) - EBEJEF Linognathus sp.)%E) T
(I B Fh Uedes sp.) EWUE M (Culex sp.) \IZUUE T (Anopheles sp.) %) Fllig (A
I J& Fh (Hematobia sp.) , BFEILIMME Haematobia irritans) «FKIEJEM Musca sp.) B
g B PP (Stomoxys sp.) , B35 FE M (Stomoxys calcitrans) 2 J&Fh (Dermatobia
sp.) JHEWE JEFP (Cochliomyia sp.) %) .

[0138]  —f&1fI 5 AR PR A K BH B 2H A W m] DAt FH 25 75 209697 s I 7 75 A8 U GL 1 B 3
ykzipibrzg ik o SN ITE S8 E Sl 1/ g 1K<

[0139]  FE—SLiiTr B, Friksh#) 2 K & s ands A L VR E R & .

[0140]  7£ 55 —ANSLhti 7 S b, Brik S A48 sh P i 8 Bl o 78 o) — A S 77 52
W, Bk B e 2K 8 Bl

(01411 ffR ik mth 3 ek 4 B it FH i A% it FHARHE AN K B AH A “ St A 5 2 b —
B B2 A TR B AL B AR

[0142] X} T4 G, 20— A8 L sh W) 52 AR I I« He B AR (bR EL ) A/ 8
HZ (g an , Bz kBRI 2H23) )k #E 27 AR H

[0143] AU L, 77 A oK BT IR AL G405 B0 2 AR 0 IR e B AR R/ BRAH 2 — 23RN
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[0144] 4= Byt FH AT LA LU UAP IR 2SI, 4 an R < 15 B Ak 88 o

[0145]  mI LB g4 GE sk LA Py v 58 Rk P v 9 BSO8R 93 ) it B Fim ik 2590 40
Yo

[0146]  mI ¥ Hfe kb (BASNHE) , AT DL A B 1 A8 FH 7 Rz ) 750 (R, 2 sk iz Jok 1) ) 3510) = 8 1
it AR A% 5 B -S40

[0147] 3 A {193 7 1l 77 mT DAB G0 23R 958 « R e bR e 32 1 T2 20 o AR 1) 2 7 % 25 1 741 11
TEOLT BT A 7K R P ik 245 W0 26 W0 LU 1shss 2 i 771

[0148] W& i, BTk 254l -G mT UAE R R BGRBCR i H , Wl A T4 F ek ooh T
1] 8 XA [P B TR 55, FH /KW R Pk 25 A &40

(01491  HRAE AR B B 25 W 20 W mT DL 2 /KW R BIORE U Bmidk i) i B 1 () ¥
T A 8 AR AR ) /KW R L B0 3] S RE R bR Ak & 0 7 K R A AL () 9% B2 B0 B8 1 e &
o

[0150] i it 5 #ff e AR AR I /KR &, v DA B BT I 1 25 W0 A0 640 (IR 4 5 ) 1) 46 TR %
() (P SR0) 5 o S ) TR R () PT DATE 1 -5 S5 IR PR it — 25 R B o X PR TR R ) ¥ R
A5 1-85% (v/v) 7K, 45 792 1.5.10.20.30.40.50.55.60.65.70.75.805%85%. iX FE (VA TR
AT LA RLA 25K K % 2kt FH 25 3h )

[0151]  FERELLSy 7 S Hh , M iR 4% DL R Y (54, Y9 VR Bl GRPE sl kK
PR FLFR) GRAL I B LK) Bt 77 B S 57 B Al 24D 4 B M Hb e AR 3 A R BHIM 4 &
Yo

[0152] [0 g BRLASr 551 28 Py — b A ace it FH T 2 E IR 245 L G 7 “BE AR 1O 35 B R 2 i e
A2 B W it FH 45 [ A4 2B , B an 4 2« Ll SR ERAR SRR R 4 2

[0153]  mI &4t w] LAIEE i B4 52 A4 i e ek sl i FH /K 2R AT 10 Bt 5 4510 damoxsd 4k, T
AR 5 %5 1b 43 BULE 3040 52 A ) o B ek b R AR TOUES MOk, A2 I N 58 285 DRk o R R A
[0154]  FE— MLk STt 5 & A, 38 T FH 7K 1 R it FH i 3 28640« TR b, S R B AR S %
F 17 876 97 sh ) () 2 A 15 SR 3 Wi 28 B AE AR Ul B 5 iR i 2 H 540

[0155] AR 4E St o] Hr ik 5 (2 ILSitifsl5) , AT i 25 40 &4 v] LA FH T 2k 42 il 3h 4
2 A I sh iR 2.

[0156]  Sijitifs) 53 B , 3@ i IR FH 7K 25 2K &8 sh Wit AR 4 A< & BRI 25 A0 &) (LA S fE AR
Wi BH T R 1) AL S ) TR R R £ lural aner) 2 5 3T XS I F199% 5 1) 1A 22
D 1BTR o I XA R A7 A2 A, AT DL X R 1) A5 AR T R B A e AR B L 9 5L AT DAFE B
ANA = JE A A BE LB R S AR AR AR B e B T

[0157]  FE—ANSEhti 7 e, XA S FE a2 = s, HoA = T NI 2 i
FERI 25 A W WA FRAE WG 29 G B8R

[0158]  SXHF I 2504 & W mT LAIE o AR ATk ) 801 ) 7 2R ) 4 o X B VR L L 9, 22
CLENIR & A AT R

(01591  ffidktth, Firid 254 2H & 40 i el FH Tl 4% 2 2 AR FHOK, 3 F T 38 3 4 (1) e R 7K
25 45 5h

[0160]  [Rluth, A BH () o — AN Sediti 77 S it 1 & 29 K, B & i BT A JF 254 24
G IR IR G
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[0161] 2R KIE & 2 & A 255 1 o FK AR K

[0162] 4 R A= & 23R FHK : FZKIB & AR R — 2 & (R in L prik 254 &4,
B FIIE BT 1) S WERR IR AL S P IR 5 < L2 F — e AR AR B K697 10— 2 2 B 130
P R T RERE R AL TR AR B TR VR 7 W AR AR O B 3 i 9 1
(LN

[0163] i it 5 #ff e AR AR AR F /KT &, o DA b BT il 1) 250 406 ) (IR 4 s ) 1) 4% i
PRI () VR, LT LA Tl 2% tn b Bk R 23 25 R 7K

[0164]  SX I AR B RV VR P LATE L -5/ 2D IR v gk — 20 # B DA il 2 5 25 TR FH /K o IR FE 11
TR R VA RS 5 1-85% (v/v) FI 7K, 4 3 /2 1.5.10.20.30.40.50.55.60.65.70.75.805,
85%.

[0165] Ak BRI —ANJ7 THI A2 —Fi H Tl 2% & 20 IR K I 7 7%, iRl Frid 259 4 & )08
AEK RGeS 7 I T B IR R BUE 2 S KRS TR R .

[0166]  JEIE & 25 AR K, A B T4 H SR KR B 1) 245 )RR A7 A AR R AR KR & A
PR 20 0 75 20 v L IR B R 7K R G0k an B FTiR 23 4 & Pidik 25 H bR 3l
Yo

[0167] AT & kb, vT LA T il 2% & 2510 FH K : IR 0 B8y 8T =R R ek Le ) 88 45
ARG R YR A 2B i St R 5 i T IO K 73 B = BRI R 3R &R 4 .

[0168]  TFEEIE R GUAKH T DAL - 5% S 20 AR P W & 1 & (1 IR 4 ) ik i gt /K A8 R D 2R
[0169]  FEUFEE RGN, ol LA A T &8 R4 WK HBuerkert [JKONTT -DOSELHL
Wt B 52 18 tNDOSATRON 7K J7 11 852 \DOSMATIC* 7K BR ) (17 bV 151 FH 245 25 . I 37 22 55 (b 2Kt
W R AK RS A B B AR AOE (51 WPV Rk (A R BE 1 B o B A R R 4 Al
AT BARSIII R OK 8518 a0 sUOK 28 5 B3k

[0170]  7E—ANsLil /7 b, iR 240 A9 mT UL T4 R B K R G F SRk AL &4
(B ant luralaner) J8 77 BT S0 10 25 A2 IR 28, 15 & 58 & B0 (W n, 4= K& A -
(01711 B 25/ F 7K o g 24 1) S RE MR IR A 25 0 R AR T 255 i S B L Bh /K T
AT M. — MM = 1697 I3 T 5 R S 1A AR B T IE 7R IR Y7 (M 2 AE P Fh sk g B
e ARSI RN

[0172]  FHZGEAE G An10 mlan b 2 A4 GRAEH) LA 29 1: 200 bk % FH K
HE— BB USRS 25K, HEEF0.001 2411 mg/ml FHI 210,058 £10.5 mg/mlf¥]
TR EE 1) S ek, & 0 4 £ 1ural aner o

[0173]  FE—ANSEiti 5 R, iR & 257K B 0. 002%0. 2 mg/ml 2 [8] ) S EIE AL A4k
&,

[0174]  #E—ANEARSLE 5 A, X T BAR K S EER kAL & P f luralaner, TF 55 251K H
KR B UL EZ90. 1 mgZ 42 mg fluralaner/T Soif R /%3 B P (4% HE IE 72 VA TT
X EARE (BW) 1) H AR f luralaner= .

[0175]  XFEMEAFAE T1E2 R 24/ VR TT 1 L ik 4 - 5 B 8/ I IEFE VR TT I X & IE %
TH PR K AR

[0176]  mJ DA Firidk 2540 & W id sk 2 245700 /K AE 16 77 191 N 4 B — Bh W 45 31, 35 [) B 4
A BRI (Pl Ey) BRI 77 3 N 1 — L sh P sl B i sh s 21
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(01771 3@ 3 G iy 1 i SR 2 24 0k R 7Kt FH BT ik 25 416 W et T X & AIAE T 5 =2l A
FH) AR E WG DT » e T XS0 KOS 2 R A 1

(01781 e <k G iy [f1 5 SR 25 24 K FH /KTt FH 3R 24 W 406 W A8 DA s L R ASE 77 8 1) 2K &8 3))
YR (I an , 7= B ) R 0 /N BEXE B AR S BRI XS PRIV T PRI R ) ) 5 4D 70N Bk X N
X9 R A R

[0179]  (H2 , Jd i anaif I 5 S 2500 FH 7K it FH B ik 24 W 40 & )t mT DL R AE LB SR A 1)
ES RGPS CN NG EN LG R S

[0180]  Jiti FH 25y 1 A a7 o i ) 73 8 3k K 2 8 J 1) 2K 88 s 7 A e 1) - IX B0 45 H AT
() V& A P2 R IR B R E sh A (B an B ARXS) e DLk i =2 it FH 25 7= 0 .

[0181]  ORIE “P= R XS” Bl “BaXy” & 2 E o 17 B M 4] 5% 1 A BEXS G a8 9 57 0 (R0
(Gallus domesticus))) 138 FARTE XA 1 Sl H FH TAE AN B ki %%

[0182]  j& it & 250K FH K AS FH 250 4 & W G 7 A3 MO8 T V697 B IIDT 1 25 A2 HL (R 1)
A A i L) BA RV R TE R S A

[0183]  fEVAYT BTG £ REANA2 7 Fi M (B an e = S G oL P ) & &4
R Kt FHAR 8 A< B I 25 &) 28 /0 — IR B2 IR

[0184] B IXAF 28 HH & 25 /K FH Frid 25 9 e &4 , o] DA SR X 25 AR R B s 207
T LAIE 275 A A [F) A2 i i B B o J8 sk SR it FH 7 58, AT DA a7 AR AU R Db 2
A3 B A R N A3 AN A P 4 2R B 7K

[0185] b5 Ll A L, 3 I 48 pH 1 2450 FH ZK SR 0t FH 250 26 00 AN mT ik 21 3 A SR B
BB, RN € o A R B A DL sh o &, B di i 28 o 3 2910 7Kt FH B ik 25 4 &
YA 2 78 5y sl

[0186]  FEAE &R HH 2 250K F 7Kkt FH 58 R 2540 &4, v] DL 2R 35 AR R, H AN BRURR R
PRI HE K B e GG 77 A2 HU A= i A ) 2 28 BB B, 491 Gn AR B B b AT 2 R B 4 ie T B
(HE A Bp 7 B i) B2

[0187] e M e (1) R AE — AN A 77 J A o TR R DR 27 R B 140K (HH T 27 2B B AR i ] AN
T B B A 7 A 28 HH 2 2450k Kt FH B 3 24 W 206 40— IR B I o 45l DI A2k ) A (1]
B 7 R B

[0188]  fE—ANSLiti )T S M, 28 B 2494 K it FH i 25 W0 416 DL VR o7 BRI ST 0 4= 22
B B S VWA UG SR BN A e R R BRI B K AN IE A, I HL AT AT SR B )
AN AFAEAS [F) P 2 05 , 60 4% AR & il i (B 77 IR 1 (Orni thonyssus sylviarum) 39
215 XY J §illi; (Dermanyssus gallinae)) « BEEW (BFEGW Demodex folliculorum)) .
PE BTN G i JE A (Sarcoptes spp.) . Wi 20 J& i (Cheyletiella spp.) Psorioptes
spp.) o

[0189]  FE—MLIE I SLti 77 b, B iR i 1= 28 72 K & 1 Wi 4= 28, 455 0l 72 B2 il i J b
(Dermanyssus sp.) (5 anXS Rz fillg (D. gallinae)) A1/ 8% & Hll W J& F (Ornithonyssus
SD . ARl A P G ) g 42 28

[0190]  FE—/NSjiti /7 S H , R4 A8 K BH 8 HH 2 245 I FH 7Kt FH BT iR 25 W Al & Wy 2= ¥ A7 AR
TREIVIIAEE B a0 bRl i3 A2 BB P B o Bl 25 A2 5 SR sh i B mT DL HiR
N DR A i S BTG B B, B B Br Ok B /4 ) R B B
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(01911 FE— NSty S8 b, AR A K W 28 & 25 Kt FH P iR 25 0 AL & ) 426 X
A CRy 552 RS B3R 58 R K5 I3 40, BITad 5 S sh Wi o AN BLAR 2 s i 2 45 301
R At gL,

SEiite {51

[0192] S i1

[0193] PR AR WL i) 2%

[0194]  #RA4E T iRIRIEHI A G

(01951 Rf 7 2 5 (R 1 I M 7R AR R AR B E A 5 i) 2 45 o IR RIS 57 ()N ) i 2% 1L
AFRE ) 2 DA SN E R R CRR S YR 2 58 S B AL R TR TR CRRUEmEmiAL &)

1 £

HRPEVE ) e A .

[0196] i FHiZ 5 92:, il 4% N iR 1%w/witIFlural aner 20 &40 GRAETE WD -

(01971 [445 2, (%w/w)
Transcutol V 25%

i 80 5%

[0198] I 4y ZH R Cow/w)
LR LT 12.5%
transcutol HP 12.5%
i3 80 5%

[0199] I 4 ZH % Cow/w)
AR 2o
transcutol HP 25%
&80 50%

[0200] I 4 2H 1% (%w/w)
FLIR 2.1 37.5%
transcutol HP 37.5%

i .80 25%

[0201] S 4y 2H 1% (%w/w)
Soluphor P 12.5%
transcutol HP 12.5%

i 80 5%

[0202] Y 43 ZH R Cow/w)
Soluphor P 25%
transcutol HP 25%
i3 80 0%

SRR PR T NN R T 5 /R TR

), IR IR B WIE SR BT 2 T B

[0203]  Jilt124N H7E25°C /60%RHAN40°C /7T5%RUMF 75 R 45 VAW AE 10 ml B IS TR b A&
EME T IR VB TR AE25°C /60%RHAN40°C /75%RHa € & /0 12 H o
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[0204]  Sjitif)2

[0205] TR RE I (R AE) V5 ) il 46

[0208) 451 i 45 TR B MOV 7E10 m1 BEHE AT TN #1461 0%w/w £ luralaner 7
transcutol Viltranscutol V/FLER ZEEIREYH B, H AR EERIFIRES) . 1 5
WA AN/ R VA HEFNR A YIRS .

[0207]  # 5L T 10m1 - B3 E P () Tug/ml M F R f luralaner AR (M 180/
Transcutol V 75/25) &€ M . TR I (E25 °C /60%RIAR B2 R FITE2-8° CRa e £/ 15K,
[0208]  ffil] & T 1 FUR B (1) VA, HHIRR IR VA i AR e M (UTTEMD BITE ) o« 7E t=0 LS TR RE 1)
VI FEH — A5 R AR VKR R E2 - 8 CORAT , A — 250 R FE7E40°C / T5%RHIR 4728
Ko FEEED0.D1.D2.D5.D7.D14 . D21 D28 K , P RR AL VAR A 5 1 (UTTE) -

[0209]  PRAN I AR NTE FIHIPIFE LH : TRV= Transcutol V,EL= FLFR LI
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[0210]

22/27 T
Fluralaner ) L TR ) XK
WP TRV= Transcutol V, EL= 5§ 2. i}
mEg/g
99 10% EL/TRV 89% nf i 80 1%
99 10% TRV 89% pi ikl 80 1%
95 10% EL/TRV 85% it 80 5%
95 10% TRV 85% ni i1 80 5%
90 10% EL/TRV 80% mf-iti 80 10%
90 10% TRV 80% I3 80 10%
20 10% EL/TRV 70% W31 80 20%
80 10% TRV 70% it 80 20%
70 10% EL/TRV 60% m-35l 80 30%
70 10% TRV 60% It} 80 30%
60 10% EL/TRV 50% 13l 80 40%
60 10% TRV 50% pif-3i1 80 40%
50 10% EL/TRV 40% n}3t) 80 50%
50 10% TRV 40% I3} 80 50%
45 10% EL/TRV 35% IH-35L 80 55%
45 10% TRV 35% I-3t) 80 55%
45 20% EL/TRV 70% -3t 80 10%
40 10% EL/TRV 30% i3l 80 60%
40 10% TRV 30% i3l 80 60%
40 20% EL/TRV 60% It it 80 20%
40 20% TRV 60% Il 80 20%
35 10% TRV 25% Wil 80 65%
s 10% EL/TRV 25% ikl 80 65%
35 20% EL/TRV 50% ntifi 80 30%
35 20% TRV 50% Itk 80 30%
30 10% EL/TRV 20% I3k 80 70%
30 10% TRV 20% i 80 70%
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30 20% EL/TRV 40% i3t 80 40%
30 20% TRV 40% -l 80 40%
30 30% EL/TRV 60% mf-3t1 80 10%
30 30% TRV 60% nfifi 80 10%
25 10% EL/TRV 15% uf-jil 80 75%
25 10% TRV 15% n- 3 80 75%
25 20% EL/TRV 30% nf-ifl 80 50%
25 20% TRV 30% nfjfL 80 50%
25 30% EL/TRV 45% nif-it 80 25%
25 30% TRV 45% 113} 80 25%
20 10% TRV 10% nfjii 80 80%
20 10% EL/TRV 10% nf-jil 80 80%
20 20% EL/TRV 20% il 80 60%
20 20% TRV 20% I3kl 80 60%

[0211] 20 30% EL/TRV 30% nfifi 80 40%
20 30% TRV 30% pfiiL 80 40%
20 40% EL/TRV 40% il 80 20%
20 40% TRV 40% -3} 80 20%
15 10% TRV 5% -3t 80 85%
15 10% EL/TRV 5% -3 80 85%
15 20% EL/TRV 10% lljhﬂ'ﬂ' 80 70%
15 20% TRV 10% -3t 80 T0%
15 30% EL/TRV 15% nf-ji 80 55%
15 30% TRV 15% ni:ji 80 55%
15 40% EL/TRV 20% i 8o 40%
15 40% TRV 20% nf-jfL 80 40%
15 50% EL/TRV 25% -3 80 25%
15 50% TRV 25% -3l 80 25%

[0212] 458,

[0213]  Fluralaner{EFLIE Z.M&/Transcutol V/M3E80/ Ak 7K H [ F% B [0 V& I IF R4 s 1tk
AT 58 T R R VA REL/TRV-TW80” -W-40-20-40 CE7E 5 R PTIE , {2 & 7E 28 K vt i) B (4T
B M SRR AN, FER R DL 5K i A5 W &L 2R B VA W A £ luralaner Y

R/

[0214] BRIV W Transcutol V/IEHE80/ 154k /K i) A g PRI 7% « AN — Fh b % FE) VA MR TRV -

TW80-W-10-5-857E2-8°C F140°C /T5%RHLE 55 T AR UL IEYD »
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[0215]  sEjfifs3

[0216]  Z 2GR 7K AR e 1

[0217] VP4 T #E25m-E 18 (PEM KL ) 1ng/ml2pg/ml10pg/m1 F120pg/ml - (i 80/
Transcutol V 75/25) [# R HIF luralaner &R A2 8 T o T IR ¥ I AE 4/ NI R 2 AR 2 1
(BITHER) -

[0218]  Sjitifs4

[0219]  FORFfFT

[0220] 7 KR #136000 A B AHE 1) 17 85 X &5 [l & vh g AT %8 7T, ik Bl 4 B 44, B 4H A
HIJZANPVOKE v EE (78 mk) g AK .

[0221] 4 R/K B 3k (Big DutchmanZ “B8HEA5 57 Sk A “Til (Top) ™, BL A HR B 28 KL
A7) e B KE AL VR T THE R RGN 2 ) K R RS R Sk 3k e 4 1 20
EE//P

[0222] a) +EHE

[0223]  ffih & AN I A I MRS 98 e B AE KB H , i /K B8 DB IK B HH R IR 2 1k
T+ 8105 LIK/KHi.

[0224] it B IR VE MR N F S IR TR A RTS8 .8 L (175 x 0.05 [5%]) .
[0225]  — HZRAR4% 58, 4193 mLitHARER M4 4 & MBI 25 2% F Bl e hi b

[0226] it BERIEEZKNEEIFGE RARNET LK.

[0227]1 b) Zk

[0228] 45 Z5HA%EAN175 LH KK,

[0229]  #$193 mLitSHARFR M4 4l S MBI N5 2% F Bl e hid

[0230] R ZGMIE ROK L HAE KA BN T 2K,

[0231]  WHNWMGFETE TR R, /10 mind] T 7K 2 DL ZE L2 1 ((R1EK) Ik
A AERRRHEKES , UYFT .3 L& 2 /KEE S i HEH .

[0232]  FETHE LI [A] 5 (e K4 b)) 5 AN6ANRIK TS Rz Sk BB 24 7K (R RE i < TEAROK 28 28
B B — AN AR JE — N ROK RIS Sk, A4S BB A S5 S I OK RS R Sk 4
fluralanerik /& .

[0233] ZEH.

[0234] 2. KR L h B 25H 2 GiFluralanerik B - bRk B 5 20 b 11.0pg/mL
= 100%
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T30 min T60 min T 120 min T 180 min T 240 min
k1 -5 -4 -4 -5 -10
3k 2 7 -5 4 -5 -4
[0235] B3 -5 -4 -4 4 4
Bz 3k 4 6 -5 -4 4 3
853k 5 -8 -4 -4 4 6
8K ) e -6 6 -4 5 4

[0236] 23 K FURL G St (0 1 52 2 467 Lura l aner i i - ARFRIRE 7 40 E 9. Tug /i,
= 100%

T30 min T&O min T 120 min T 180 min T 240 min
BRI -10 -10 9 9 9
R 32 -9 -14 -12 -9 9
lo237] |BREEK3 |9 -10 10 14 14
B 3. -12 16 -14 10 10
R 3ks -12 -10 -11 -10 -10
B 36 -26 -10 -11 -11 -10

[0238]  RHAH /KA ) fluralanerif B LRk il I [B) A6 AR FH /K 2R % 18 g , PR R AE 2 2080
it (BRI 4/)NBs)) H 2520% ) i 22 38 5 & T 252 11 o

[0239]  SEjiifs]5

[0240] K JIWH T

[0241] B 55 T 2 B3 294 FH /K 1 ittt it ) £ Turalaner A 48 N T35 S 7= G )
XS 2T W15 28 (XS Jz diliigh) R 1. 4HA - D (n=6) H2.1410.5 mg fluralaner/kgffH (— )
%1 mg fluralaner/kgf&E (FFIR) (0.5 mg/kglRE , 43 K21%) HIFIEIEIT -

[0242] M RIFITT I

[0243] 7 i FH AT 3 I 45 B I AR FH ZK T8 #8 LA TH SR F 29483 H 7KV #E - 3l 3 an e T & v pir
AR luralanerER (10 mg/mL) £1HE I luralanerik £, Hill & & Z7K .
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1k 1 k.
A5y Ihitk
(%ow/w) (mg/mL)
o oy 10 Tk A
[0244] Transcutol
ety 24.76% |
e 15 ImL*
i 2, FERE)
- §480 74.29% FE TG

[0245]  7EDOK (ZHDFAMEDTR) , fELHA-DH FIRERS 28 th & 25 X H /K B2 % fluralaner . 4HE
BE SRS AN B O K

[0246] B T{EVRYTHT— K (D-1.D6) 15 2 (R EEANE 7 2~ 3 4k 3 v 550227t FH 1) 77 = o 0%
fluralanerfi 2 VAR AE R FH 7K BB DA 45 78 £ FH T THFE I & 27K .

[0247] il & & 25K FHIK , ITTAR S 3k 5 &t H 07 Ze i H f luralaner:

[0248]  #EDOK (HDIEAEDTR) B 2H A2 L 1A 25 24 /K B AR AR 8 TS 7 & A 2H A il &2 1 o 45 1)
T34 H /K ERN B K Z150% , U Af R AN 77 & BV FE o

[0249]  — H A & 25K BIHFE , e 50% AR 1135 HKTR N EAEAR R IROK 8 HE A
H RIK LS

[0250]  FEZB LR VEEOR VSR VEEI2R VISR V19 R M 22K , #5206 R BEXG 4 A
FH R 212004 37 1 F XS B i i (FEAR 28 BT IR T R B A LA MR ) o AT s ) =2 2% o

[0251] B R 32 4R 28 1 BEAS , WA K 2250 78 281 1 iR & DR 2924/ o A X H PR
THEIET I 5240 B AN/ B3 B 06

[0252]  4p SRAf 5 Ve A 3 sh Bl LA 7S NS S 38 JUDRE 086 A 20 T an SR B A T E B L F
S, WK U 28 524

[0253]  FHXET-AVETT I B0 B 4H T S ANV 7 2H B M A0 T S A A ) 1 29 L

[0254] B,

[0255]  Fluralanerft B34 B U 52

[0256] fEZA R /K H Ak #3252 fluralaner RS 17 28 DL J5 K 224 7NF 1A 7O 21 05
(X5 Bz T i) FI% S0 T ZR AN i 75 38 TAN2 45t o 60T B e FH ()55 B, 1R S T RO AR 28
[0257] R 1:1238 LLJG 24/ NI VP45 RO XE 57 SR ) % B T2 26

4l Hiralaner LA 24/ I ) % JE T
i {mg/kg D1 DS D8 D12 D15 D19 D22
1)

A 2 100 100 100 100 77 1 0
[0258]

B 1 100 100 100 94 77 2 0

C 0.5 100 100 97 55 15 0 0

D 1(2x05) 100 100 100 100 98 59 14
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[0259]  FK2: {278 LLJ5 247Ny A 6 X Rz o) g 14 10 1)

u fluralaner {2 1L 5 24 20 085 1y o0 00 )

= (mg/kg D1 D5 D& D12 D15 D19 D22

£

A 2 100 100 100 100 81 14 0
[0260] B 1 100 100 100 a5 81 3 0

C 0.5 100 100 100 75 19 0 0

D 1(2x0.5) 100 100 100 100 95 66 27

[0261]  ZEREAVEAG T TR] A, AN AR VE 7 10 i 25 0 %% 21 (il 2 A v 1 i) LR B e AT T IE

HATA

AN
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