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LT B RS TR 7 & A T P30 HER2 HUAR G ST (K5 BOR E 1 24 2435 MLt HER2
PO (1) 5 e 4 AR R 2 AR E 70, Ay

a. 120+ 18mg/ml 7 HER2 $ifh ;

b. 1 % 100mM ZZ 7], Hpg ffk pH 5.54+2.0 ;

c. 1 & 500mM F2 & FRI B PP ECE 2 Bl e AR A

d. 0. 01 & 0. 08 % JAE By F AR M IE PEF .

2. MKBEBCRIEE R | BH T B¢ R vES TR 7 &S T F Bt HER2 FUARYA T (179 B i
(K25 2435 PR BT HER2 HUAA I 15 B R 46 140 R85 I 29 W0V L 1 77), FL b Bk 2 | 9K TR 1
% 50mM.

3. MKBEAURIELR 1 85 2 A T 52 i A TIRI7 & & T F bt HER2 Bk I6y7 Bk
JPIE [ 24 35 T 40 HER2 BuAs 1) 5 V5 MR 406 10 A 5 () 249 W0 M T 61 771, G v ok 4% b ) R A1
pl 5.540. 6.

4 MKREACRIZER 1 2 3 A E— TR A T B St TR & & T 3t HER2 4R i697
(1) 9 BP9 24 273 PR30 HER2 Brudd () vy B2 IR 48 (1 2 e I 25 W AR TS ol 7], G o P 22
PR R SR

5. MCREBCRIE R 4 B T 5 TS TR I7E A T H Bt HER2 JUARR T (1599 B i
(¥ 25235 T T HER2 P44k 1) v P VR 408 10 A% 52 1 25 i M T il 741), HL b BTk 2 b 7510 A2 20mM 20
AR /HC .

6. KRR EER 1 22 6 W AF— TR AT B¢ TSt TR & & T Bt HER2 4R I697
(1772 973 BP9 1) 24 27 V5 PR B HER2 B4k 1 s P VR 448 (10 A 1) 25 0 AR T 1) 771, L v Pk
SE SR

7 MBEAURIZER 1 28 6 T —TURI A T % NS TIRY7Ia & T Bt HER2 BuAkifyT
(1) 97 BP9 24 273 PR30 HER2 Broddk (1) 1 B IR 48 (1) A8 2 I 250 AR T /il 771 G v i A
EFE KA a, a- HEEFESUERE.

8. MKREARIZER | 2 7 T TR A T B ST TR & A T H Bt HER2 S48 i897
(1) 9 BP9 24 27 PR30 HER2 Broddk (1) 1 B MR 48 (1 A2 2 I Z5 W0 AR TE /il 771) v ik A
SE TR E 43 B2 15 & 250mM BY, 210mM.

9. MKREAURIZESR 6 2 8 W E— TR A T B¢ ST TR & & T 3t HER2 iR i697
(1) 9 BP9 24 27 PR30 HER2 oA (1) ey B MR 48 (1 A2 2 I 2510 AR T /il 771 b R 2=
BRI R AT H .

10. MKHEARIZER 6 22 8 W F— T AT 5 TS TR & A T A3 HER2 S48 Y597
)52 998 BP9 24 253 PR BT HER2 J A 1) v B VA 4 (1) A e B 25 D AR T il 7], L Pl B 5
£ 26mM 1R B RIE N R AIMEH

L1 ARBEACRIEER 12 10 IR T RS TR y7E & T H 3t HER2 fiddih
I7 (P99 B IE 10 24 235 PR B HER2 BuAs (¥ w8 P VR 48 (1 A 0w 1 249 W AR T ) 770, L v Bk
A F R RIS PR AL 0 AL Es, Hak 1 N4l B0 ALES 20, LAY ES 80 IR 2.4 - BA
1HILEY

12. AR BB BRI EE SR 11 BT 5 R eSS TR 7 & & T H Bt HER2 i yA 7 R B0
I 19 245 25 PE BT HER2 Brodd (1) /= Bk 4 1 8 2 I Z9 00 AR T 1) 3915 G v ikt 586 1 B4 s g ik

2
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PEA R 0.02% (w/v)<0.04% (w/v) BL0.06% (w/v).

13 MKIEACRIEER 1 2 12 PRI T RS TR y7E & T H 3t HER2 fiddih
I7 (R 998 B IE 10 24 4 5 PR BT HER2 BuAs (¥ w8 P vk 48 (1 AU 1 249 W AR L 1) 770, v Bk
Pt HER2 udhsde 1 F 4 - il 2 B A2 BR SRR T-DML BU R BTR 4 & o

14, BRI ZER | B T 5 N9 TR 9718 & T H Bt HER2 BUAR 6 Y7 12000 B I
(1125 225 e BT HER2 S04 (1) i P IR 4 I AU (R 25 VAR TBC i 551, HLAD &5 120mg/m] i 2 547
20mM L- ZHE % /HC1 pH 5.5.210mM /K4 a, a — ¥FEERE. 10mM FIRRZIR 0. 04% B (L AL
fis 20,

15, KBEACRIZER 1 2 14 PE— TR T RS TR IS4 T H 3T HER2 fidkih
I (R 98 B IE I 24 7 & MR B HER2 BuA& (1 w81 P vR 48 (1 A e B 25 WA T A1l 37, L AR R
AEL G AR 1.

16, MKREACRIZER 1 28 16 PE— TR T R RS TR ITIE 4 T H 3t HER2 fiddih
I (R 98 BRORIE I 24 57 3% MR B HER2 BUAA (1) &1 VR 46 1 F e I 29 AR e 570, KA T 5
150 % 167 000U/m1 Ffi% B T PRl — A HL 2 o

17, MKBEARIZESR 1 2 16 PRI T 5 RS TR ITE 4 T H 3t HER2 fiddih
I (R 98 BRORIE 1 24 57 % MR BT HER2 U441 &1 2 R 46 (1 F e I 29 AR e 570, KA T 5
27000 B 127 000U/ml F§i% 1 R MR — e E 22 .

18, MKIEARIEESR 1 22 156 IR T R VST TR y7E & T H 3t HER2 fiddih
I [R5 B IE 10 24 2 5 PE BT HER2 BuAAs (¥ w8 P W 48 (1 AU 1 249 W AR L 1) 770, v Bk
P98 BRI RE e e B T P

19. AR BEBCREER 18 B T B2 FyESTH TR E A T H Bt HER2 HLkya T 77 BU%
I (P24 2435 PE ST HER2 HUAA (1) 81 P W 40 1 e 1 25 i AR TS 1) 551, G vp B i de i o 7 e S %
Fo 1 L es B A LR

20. —FhyE SR E , A SRR B R 1 & 15 PRI T R RS TRy E
AT H Pt HER2 LA yA T 12008 BORTAE (1) 25 24 3% VE BT HER2 F 44 (1 /=1 B VR i 11 A8 I 25D
ENIGEHIPATR

21. MK BOBCREE R 20 B3 #1236 &, Hoh Frif Fo il 7755 150 2 167 000U/m] K§id BH 5 iR
AL

22 HBBCRIZE SR 20 B4 E, HA B EL il 515 27 000 B 127 000U/ml A% B i
FRRg 3L HE A -

23. KEEBCRIZESR 21 B 22 (Y9925 B, Sorb ek i B R A A /2 rHuPH20.

24. WKIEBCRIZEESR 20 &2 23 Fp T — T AR 5 26 B, A B e ) 55105 A7 ) 1 B B30 B3
L H

25, — R, A A R IBECRE R 1 £ 15 TE—TR T 5 NS Tiadr
& AT 3T HER2 FUARTE YT (195298 BRI I 1) 24 223 PR B HER2 BoAde 1) i B 4 I R I 24540
AT I — AN B AN TR O T4 88 K N it F B ik B il ) 9 45 4

26. fHEBCRIZER 25 B &, S0 — 00 & 28 W % B s B 1 — N 2 AN E TR R
F2 T B3 i TR G FH TR R 7R 150 25 167 000U/ml 3% W S5 PRI I F6 4 .

27. WKBBURIZEE R 25 10 &, ot — DA 3G M IE W R — B2 MR

3
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FNSETF 50 £ 3 2 N e FH TSR C A 770 27 000 BR 127 000U/m1 fEi% B R BRI 2

28. HAEBUAIZESR 26 B8R 27 B, e b A% B T R BE A2 rHuPH20.,

29. WHEBURIEER 25 5 28 FAE— TR &, HeBE— DA 5 A Toxk B B R i
Bl R RS 2

30. — AR IN 2 V5, HAE AT rHUPH20 93 B BRI , 2 T2 LB iR (G5
JREREN ) 45 6 B T UTUE I T AN B VEDTIEN, Frid e A B4 4% riuPH20 5 ZBeiE ]
JRERIEEY)— &I A, 2 IR IS &0 (IR ) PO RTE AL 2805 B 5t A
SRHEVE 5 P 640nm (R KIS MU, I LR B X Z 052 B 5t R e 420 (0 TS 12 10t 2 B A1
e B PRI & AT A rHuPH20 J05E 2 MR HE df (KRB0 7 2B (K b ith 20 AT 12 R,
I 1 it 2 B A T
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& T #71 HER2 ${AEL 157

[0001]  ZAHIE & HIE H R 2010 4F 07 H 28 H.H EH #1154 201080043414 2., &% B & 5
Rt HER2 HUAREC I 1 A B HIE I 2 R i o

ARG

[0002] AR S A B R 1K 2 235 ME 4T HER2 B A4, BRI SR AR 0 IO IR S (1
R IR A VRSS2 (2 IRE 177 o AR R & T HER2 FUA R S W41, SRR 51 (5 22
PR R R B A B 2 P A R R TR 5 0 AR S 1 R AR PR AN AT R EE D b
B IRBERE . AR S T 4 P SR e ) 700 ) i S B SR T A 0 PR 3 o

HBEREA

[0003] PUAAMIZG2 AN ZHFERE LW m. £ 2B0P, £EEkN QV) %
RS TR, AFH, A DLE B FR K N A S R SUR E 2 IR Tk i - L
5 45 ) b 52 R T G A 5 36l PR R A TR 1) 1) o ) i R ARG S 1P B 52 R T e VR A ) A4
FHo 1%t B e FH I A0 A2 B D BUVLIR N VST o T B 2 i 08 420 282 SR B S 1 e VR 1) v
HEFEHRWE [Shire, S. J., Shahrokh, Z. 2, “Challenges in the development of high
protein concentration formulations”, J.Pharm. Sci. 2004 ;93(6) :1390-1402 ;Roskos,
L.K., Davis C.G. %, “The clinical pharmacology of therapeutic antibodies”, Drug
Development Research 2004 ;61 (3) :108-120]. A T 3INEF, X3 nGrfE (H
Al DA A4 AT E 2 T HEA] ), DB T {8 FHOAE fiie SR I 16t LA 0 AT DAY S B A4 e i 77
(Y18 53 2 [ [W02006,/0918717 .

[0004]  [H i tH & BIvG YT Had B 25 220 PE B R AR e I EC 1l 7 B9 ]2

[0005]  HERCEPTIN™( I Z #.5% (Trastuzumab)) f&—FpElSt HER2 5244 14 S5 B (B
HER2 744 ) , He B HTAERRI B 150mg R TR (S HIUE. KRG o, a— 8. 1- 4%
e AN Eh 1R L H 2 B A R L AR 20) TRV, ik Ok 00 R B4 08 T S VS K R
P44y 21mg/ml VRS RIS . AESREAVE 2 B B 895 5F 440mg H Z BHu K 257
BT

[0006]  AVASTIN™( VIR 541 (Bevacizumab)) f&—Fplad M Py 5z 4 KK+ (VEGF) (1)
SEREGUAR, H B LR LA 2R T o U EC i 785 5 < 20 008 @) 4ml H ) 100mg D
AR EGTNT b) 16mL Hr ) 400mg DUAR B4, SRALEA T FURIE ) B9VES HI K H ) 25mg/ml #8494
JE KGR R AR 2R 1L B4R 20,

[0007]  EIRCAKIM T HIRFUREC Hl5IE 5T 5k A i A, {5 e BB S Ak B Sy i H
FRNG ST IS PR I 5 BE A B8 B2 MEC R B T VRS L R AE T B AR YRR 7 Ik A
SRAEXT A A R TP e sE it . phAh, rT AR 3 CSLiti e Mg . ke &
Jit FHAEERR 1) 25 25 AR A F O AS TR B R B4 38 (R BER RIS ) o i, &
FH R T B8 A% B S PR T2 2m1 o o) T 75 B2 500 B3, W DAAE BRI (1) 2 AN A 4t 2 4
AL E I
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[0008]  Jz Nt A R AP A LR DA

[0009]  HUMIRA™ (Fi[iEA 5470 (Adalimumab)) A& —FhEE X IR IRFEIR £ a (TNF a ) [FJER3E
B AriAA, o RTAE RN LA R R 0. 8ml yESHAF Y 40mg 7 =88 (IKRIE :50mg
Jodk /ml EFHARL) o

[0010]  XOLATR™ (LS ZR#i7 (Omalizumab)) J&—FhEl 5t So B BREZ (1 B 18R v BE LR (47
IgE idk ), HERTLL 150mg R T A (S Bk SR A A — K & h iRl s B A 5
B4R 20) TEREH S, IR TR T4 AR R F R N5 /K E 8 DA™= A2 125mg/ml VESTFIE
[0011]  ERI/ETI LA AT IA33E AT 5 it A 1 = Bk 4 1 A2 2 [ 259 30 HER2 HUAk e
Hil7. PR, BAERSR AL B R VRS VR T VS MU I 2K v VR A (AR I 25T il 7)o
[0012] X} N EZVES B AN — R T/ T 2ml AR, 31X 02 BT 3 9 5 7= A 10
KRR FT T8 T (SC) 4 23 v xf K 77 4% = (%) 4 38 1% P 77 [Aukland K. 1 Reed R.,
“Interstitial-Lymphatic Mechanisms in the control of Extracellular Fluid
Volume”, Physiology Reviews”, 1993 ;73 :1-78], M HH T /& I8 4t .

[0013] =A< B 25 1 o e il 59 P ) & R A A A BB R R, I L 75 2 il & & TP
EHRSEEAR, FAEMEARBEAANFANEEIT N FEEREARS DA —LE i
T RSIE YT PR R 5 I S SRR o BTN ER 1 B B SR AR AR 1) % S 1 S B AT DA B A
Pk, HorT Uy M A U BB TE AR . AT B T SR AR I S SR AR S B R S
I F g5 ] R, HG Hp A e FH RN B 8 R ) IRV

[0014]  ESRHUAR B AT AR H AHAL B AR S5 48, H 2 b 2R PuAk e sl B FR AL il (F ) 22 £E 17
TG PRI COR X ) FORE AL 7 A BT Al Bk4bh, 5540 AT LA B8 5 1810,
VG0 R A OB AL AR . 7E BT HER2 AR IR 2 15 0 b, T4 08 a0 AR AL B v B Ak
humMAb4D5-8 ( = 1 Z 540 ) FIR 7 HLISEI RSB . TLEH A H T B o490t e 1A A2 Ak 11
KRB 44k 771, 3 H Basey, C. D #l Blank, G. S. T W099/57134 V&% — IR 749 5
D ERIIRMEE ( FEE BB LR AR, b D206 2 K — A B2 A R A B L%
SEILAROR AR TR, R T2 v PRI i (TR 2 AL B LA S AR BR PR AR (R 5R 252 ) I &)
[0015]  Andya %& (WO 97/04801 F1 3% [ % A No. 6, 267, 958, 6, 685, 940, 6, 821, 151 Al
7,060, 268) &R | AE R TRY I (Lyoprotectant) 22 MBI V5 £ 77 HO B2 € 1
BRI o

[0016] WO 2006/044908 F2fft 1 HUARECHil ), HAL B H R - LEREh S MK, pHb. 5 £ 6. 5,
flideth 5.8 2 6. 2 HCHI B TR AL

[0017]  [KlItk, AR BH L e 1) i 02 B 3k R TR VB (R 2 23 PR B HER2 JU A B fi g
a3 BIR A (3T R0 R R 4 AR OE AT . 7R3 R = Pt HER2 Juik s R &
Yok, ST A & G2 R AR oE BRI PR ESCE 2 Bl e AR AW B - AR I Vs T
FUFIA S 2 /D —Ppd B PR R A G o 1 PE MR 4 IO DU AR TRC 1 571 () 1) 8 2 A BRIk TP 1, 3K A2
FH T 2588 e B 1 LA AU 2 P09 A0 v A B 1 B SR R B9 AE T s B —Bh AR T btk B 4ot
PRI G o Rl I B D B2 A AR TC SR P &R A7 (ol , SRR e 5 98 ) A (41
WIESTERRE 77 ) o AT AT, AT DAE — Lo 700 b FRAIG SRl 1 o %o 8 11 0 SR B i sl
SRR Z A B . EHlE TS PR (ER KRR 2ib Bl ) HH A7 3 7
WEEHE B R . ARIEZ, W R E 8 O ORE BB B A7 AR IR VA SR SR TS

6
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PEFNZLRE AL 22 n] DASZ MG T 7 P8R B B SR EEAT . 78 i IR EA (A4 e il 77 i
R TE], 20 I B 151 SR B R B, el o AR T 5 A R TR 91 R T v 2 SRR F ) [Kiiese
S. %, J. Pharm. Sci. , 2008 ;97 (10) ;4347-4366] . il & W8 4< & B 4 24 2435 470 HER2 Jid4k
(1) 32 1) v 5 A A ) R T 2 PN C A ) ) 8 R T DA S b vy s B 40 A R 1977 28
AE — Fh A TC i 351) H G A 7B P AS [ B 1 5, A 4 I i 57 0 250 R aR R e, I L2920 1k
JR A EIE 2 I A7 S RATY SR A T P

RIAAR

[0018]  FESE—TJ5 [, A & B H& (i 7 ¥ 24 4075 FH (0 5 T v 5 (10 24 7 v PR B HER2 HiiR Bt
U BR A VIR = LR 4 AR e i 2P EC i 7).

[0019] B HAAM, AR B 024 245 PE 5t HER2 A4 TC 1 5771) £ 50 55 e 4 P B 52 1 2 W T, 1
FIEE

[0020] - %j 50 % 350mg/ml 37§ HER2 ¥tk ;

[0021] - %9 1 & 100mM ZZ 57, HAg it pH5. 5+2. 0

[0022] - %y 1 % 500mM A& 5E 7B PhECTE 2 Mike e IR A4, b ARkl AR AR 208
NER T RREFIAEAE, BN EE N 5 2 25mM

[0023] —%70.01 & 0. 1% JEB MM IE A F0

[0024]  — H RN Z /D —FiF U 5 IR BERS -

[0025] £ —J7 I, AR FHH& A 1 BC R H Tl mT e T 526l E & & T F 1 HER2
FUAIE ST IO 90 BORRIE , 1 049 i iE B 0 P e o 1) 250 1) FH s, 4G DA 0B 9T Firid
P99 BRI IR B0 52 A3 it FH AR SC R BT AR R 1l 7)o ] DS A0 R PR R B30 53 L it FH e
HER2 $i44 .

[0026]  FEA R BHIY 55—J7 1, $R 4L T ¥097 32l 3 Wl & T F Pt HER2 HUAAE I7 (192 93 BR
PORE (e BB MR ) 15, ARG DA ORI B 2 i BURIE (1) B0 52 303 i
FH A SR Btk RO BC R 771 o JeohE BRSSP e — R A HER2 R IA 40, T 134K R Ak B
(RIEIT PEZG54) SC A7) Y HER2 TR BEWS 45 4 52 5 1 Y 41 i o

[0027] AR EHEIRAE T A SRS A S AE A T H B N 191547 R & e
AN A, H B 25205 T HER2 $04A BRI 23044 F VR A5 0 16 w5 B I 4 TR R 5 1 25 e
HFIANIE A 1 22— Pl BH o R I A 2E o

[0028] A X — 5 B0 Sk 5 2% 5, HAL 25 Ak BEA i BRI o P IR 4 1) A e I 25 T
il AL ] P 255 PE ST HER2 FuAREk b 234k 27 VR S A0 s SCEIR 11
A 18 B AR, FE HL 55 20 AT UL ] ¥ 14 335 BH o R T AR £ 11 S 46 T it 77 B i P
(1) 43 FF B i 551 o

[0029] ARk BH (924 73S MR AT HER2 A4 e it 77 1) v 8 v i X B2 0 1340 24 P B 1 57 mT A RAYR
TG RSB E E 7T DL UG TR 4E . KRER WO 97/04801 ik S, vl DLl il #8011
T il 551 DASR it LR 20 SR AT VR &9 1O R 1 BIR FE R 2 2-40 5 1 35 42 50 i1l 77 R I B 1 R
WL, A3 o = A 5 A 5 P PR IR

[0030]  #7 HER2 Hi4A&¥K & & 100 £ 150mg/ml, #1401 120 & 18mg/ml . %) 110mg/ml %] 120mg/
ml 5%%) 130mg/ml .
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[0031]  $2ff pH 5. 52, 0 BILEMFIFIMIE A 1 2 50mM, #1171 10 & 30mM BLZ) 20mM. 5 F
S PR AR AN R ORI, 0 SC#E— DRI 1 . 22 P IRIAT DA 2 SRR G i, 461
L- H& 8 /HCL . 7E— N BRI St & o, L- %058 /HC1 2B pH A2 5. 5 B 6. 0.,
[0032] 41, R s ) (AEAS R i B A op 5 ARE “Fam 45517 [ XA ) AL i
YRR R 245 W TE il 770 A 5 38 N R BSOBE 75 5 B K AL & VD BORE SR BORE, 9 0 KA a,
a - WP E R . FASE MRS 15 & 250mM, B 150 £ 250mM, B2 210mM. T i 75 AT
PAE A 55 Ao ), Horb R 88 AR R DAJE R &R, B ik R 5 & 25mM BRI 5
2 15mM (1 3k oM 2 5mML £ 10mM B2 15mM (1) R AR &R )
[0033] 2457 A 42 52 3% 3 PR 9 1) 508 I 0 8 R M LU AL SR B IR T B2 s (Tween)
RO - FH B RA N - WENRIRES A LM IR ST, B a0 SR A M B A R R
KEBAOIERE (Triton—X) VERA LK - BEAGILEY) (Poloxamer, Pluronic) <Al
PR IRA (SDS) o f A id I 2R A8 £ L B B0 — Ry PR 2 28 1L LR 20 ( AR AR Tween
20™H B ) P ILALES 80 ( LAFS AR Tween 80 M) . IABME LM - BHEMGILRY 2
ALL LA FR Pluronic® F68 5% Poloxamer 188™HE K], B A I R A LI I FE Tk & 0 ik
PATE bR Bri "B . RAENBREDRA LR M4 Triton—X ., JEEFAIE
Ty MR AT DA 5 () B4R, a0k B 2810 A4S 20, 1L ALES 80 IR 204G - BRI A LR
Mo FEBFRIRMIEPERIME 2 0.01 0. 1% (w/v) B 0.01 % 0.08% (w/v) . BY 0. 025
£ 0.075% (w/v) B B A2 0. 02.0. 04 5L 0. 06% (w/v)
[0034] 175 HH JoT IR T At 140 PR B e T A4k R A A B ) R, ) 51 £ o] % v A5 R %) S o 35 B J5 PR
Bl BT TG DA WA, ARSUEE AN AT LR Z) i w2 7 BH 5 R G 119 45 2
. ERCY LR SRR, 53 A 140 HER2 FUAK A2 BRI IS T i fe A Al BE Y o 3% B
JoT B2 I Il () e /N B KT 150 A U/ml e BE BAR L, 3 B BT BR B (1) A AL E 240 17 000 2
16” 000 /N U/m1 , o 2 T8 2 B BB 3% 1007 000 A U/mg, BT &4 T-290. 01mg %8 0. 16mg &
H5. B, U R E R4 17 500 £ 127 000 4N U/ml, B S EA&HE, £ 27 000 4>
U/ml B2 12000 A~ U/ml o BT SCHLE [0 BT Sl e il 7 in i & B s iR RS i = . 0
51 7~ P 1 771 P B I e 24 TR 1 7] DN 1 3 ) R R A 2 T DAE AV N AR Ak
Wik, ) a0 W AE AR N 127 000 AN U/ml B 5 I & 1) S B = 02 BH o BRI (HE) 3R BoR
12355 A4~ U/ml % 15178 4> U/ml [A] 9484k ( LR 1| ECHIGR A 22 F F1ER 3 Bl 1) o & W
P2 B DAZH A 1) B A TR 1 AR A7 AR B (e A A 49 A ot S S — 2D AR 1 L e
o A HE AR 2 BH RATC il 711) 1% B 222 ) LR A R A5 A AT/ B SR, & B an B BRBCR
SR B TR . 35 B R BRI B HER2 AR R ELZE (w/w) HUEFE N 1 & 17 000 &
1 2 8000,B7EHE N1 - £000F 1 1 5°0008Z 1 : 6000,
[0035] 1% FH s BRI I P LA E 304 ARE AT AR B B T 0 T SCalE — D AR [ EE 4 DNA 4
A A3 -
[0036]  fE—LESjE 7 S H, A IR AR K BH ) 1 B IR 46 1 2 € (M 25 B HER2 Fro A4 i il 771 B
HIRIHAgZ— -
[0037]  a) 100 & 150mg/m1 470 HER2 $44, 41 41ide 4. - il 22 B4 L 00 2 2R SRy T-DML 51
2 50mM ZHZ R % M, 1 1 L— ZH %R /HCL (pH M%) 5. 5) 515 & 250mM A2 e 7], Hoag i an —
KA a, a - WA T R 5 & 25mM Y R R BRI N EE A2 529 0. 01 20. 08%
8
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A FRLR ISR s A KTF 150 & 167000 /> U/ml, 55 E4A&HE 17000 £ 16° 000 4> U/ml 5
U1 o 8 B I8, 15 2149 41 vHUPH20, 911 0k 2824 27 000 A U/ml By 127 000 4> U/ml.

[0038]  b) 120+ 18mg/ml 1 HER2 $ii4d, B amik 5 N4 - i 2 $hu 15 Z 2RS40 A1 T-DML 510
% 30mM, %) 20mM 2R R 2% PP, 1 W L- A& /HCL (pH £ 5.5) 5150 5 250mM 5§,
23 210mM A25E ), FoR B oK E a, a - EEFEAVEE IR 5 2 25mM, B 5 & 15mM, BY,
Y 10mM [ R BR A IRVE NS R R 129 0. 01 £ 0. 08 % AEB R R EIETER F1 17 000 &
16”000 4~ U/ml, 8% 1500 £ 127000 /™ U/ml, £J 2”000 4~ U/ml ¢4 12’ 000 4~ U/ml i% B it
PRI , 1 01491 201 rHuPH20.

[0039]  c) #J 120mg/ml #7T HER2 Hrufds, 4 fwnadk (1 N 40« ith 2 B0 A Z 2R 55U A0 T-DML 510
% 30mM, B2 20mM ZH S8 BRZE L, 5 Gl dn L- ZH 58 /HC1 (pH M%) 5. 5) ;150 & 250mM, 4
WLy 210mM A2, Ho2E — KA o, a - s IE kS 5 2 25mM, B 5 & 15mM,
BY 2] 10mM [ P BR R AVE A —Fa B 529 0. 01 & 0. 08% AE B R R [y MEF7) s A0 17 000
% 16°000 4> U/ml, B¢ 17 500 & 12’ 000 4> U/ml, 85 BAKHZ) 2”000 4> U/ml BEZ) 12° 000
A~ U/ml 32 81 5 BRIl , % 204 41 rHUPH20.

[0040]  d) #J 120mg/ml #7T HER2 Hrufd, ik B N 40 « il 22 B30 MR Z ZR B Hu A T-DM1 5249
20mM ZH 2 PR 2% ML, v A s an L- ZH 2R /HCL (pH SN2 5. 5) 32 210mM —7KE a, a— g
FEATIE 2] 10mM FF R Z A E 8 A8 2 7 50. 04 B 0. 06 % 5 11 AL HE 20 F15 127 000 4~
U/ml 3% B J BRI , 1% 40 rHUPHR0 5 B2 R 5 R SCHIRE FOTC 6 71 A

[0041]  e) #J 120mg/ml #7T HER2 Hifds, ik B N 40 « il 22 B30 MR Z ZR B Hu A T-DM1 549
20mM ZH S B2 22 PR, 18 A A L- 4R /HCT (pH M%) 5.5) 29 210mM /K& a, a — i
FEAEE M 1omM FRBR R 1E 2R AR e 57 ;0. 04 B 0. 06 % 5 L ALES 20 ;F14) 2° 000 4> U/
m1 3% B 5 BRI » & 21 rHUPH20 5 F2 45 75 b SCRI 2 T A 571 X

[0042]  f) ¥RT-ECH ), HAS 120mg/ml 4T HER2 $i44, 1 dnnik B A « 2 B0, 0 2 2k
BT T-DML ;20mM 42 R 22 vV, 1 ol 4n L- 41088 /HCL (pH A% 5. 5) ;210mM 7K &
a, a—{HFEEREAVE e 10mM R 2 BR A A —ARE R £ 0. 04 22 0. 06 % JE B AU R [V
PEFR 5 SR MR SO TR HI5R) Yo AT BAS 17000 £ 167000 4N U/ml, B 17500 £ 12° 000
AN U/ml, B BARHIZ) 22 000 S U/ml B2 12 000 A U/ml i3 BH 5 BRI R , 12 201491 20 vHuPH20
— D T A X S i 77

[0043]  7E 5y — L 7 ZE v, MK HB AR R B I v Rk 4 R A 8 IO 25 4040 HER2 7044 T ] 771)
BAR 1.3 M4 pRE AR —, KA ELH]F C. D E M F T AR Z R R A KR
%, WISEHEBIRR 1 TR

[0044]  ELZEfRHH T IELL A > BV R E U R ER AR B 1 (sHASEGP) SREREIAYT M &
5 R4 1 B2 VRS W W02006/091871. BV Swon 1, ILS T va 1 3% B R R i i 5
(VENH A RIBCH G w I L A ) R IE S T B G 25 .l i st fig 5
Ja A0 2 1] v 1 2L 6% B S R HA, sHASEGP B&AI [0 53 F0RS 14, B UL K Fide 5, I HR Vr
G HLET 38 MR B AR AR it F N B2 R 20 4rb o 28 F B AT PO 1) SRS 14 FH sHASEGP 75 5 1 FF 1 )
IK 34 SR VF SR A3 H IX T A M2 7 SC it F VBT 2R RSt AR L

[0045]  PAIith, 05 AT VA 147 BH 5 R ISR £ 1 1100 4R R B ) i B2 R 4 TR AR 0 (1) 2 WD 1 59
FE AT R RS . ARGUSHAR N R TE #E MR A, w] USRI 5470 HER2 0440 A ¥4 3% 1
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o T T AR 11 1) L SIS A ) ke DA — b B — 2 A T okl 70 B A 228 b DA AT DAAE I B2 R 33 5
VR A I a3 B BC i 0T 20 FH o B3, P RLRE 3T HER2 JruA4 A A 4 M 1% W o P e A7 2
1 PA 3 RS 7E B A BIAS [R5 A7, D0 et A2 A0 b BB AH AR R BR AL E FH o« AT AT BB ARE B2y
55 T 2 A BB A R B PR TR 61 5] A7 AE IR T 70, 481 40 i S A TV PR IE B R B R R
P TE S HER FUARTC R o 3% £ey3 555 7] LA DAAH s B9 SE e, B e 5 26 7 54T HER2
PUAATEC 1 75, 256 10 S m] VA PR 128 5 IR B W 2 1 R EAT o £ LA 43 RV it FH 7t HER2 044 A1
AL B o BRI O B LR, DA 225 E 1 BT R I RSO A Bt BT B AUR R A
H PR VA A 2 1 ) R AT A - Y SR v MR ) (H O HEBRE B B IR R . SRS, 7]
PAZESI BT 1 2108 /HCT 22 (pH %) 6.5) <100 & 150mM NaCl A1 0. 01 £ 0. 1% (w/v)
FLALEE 20 BOR (LAY 80 TR L B BT IREERG . HAHh, 7F 20mM L- 202418 /HCL il
(pH 6. 5) < 130mM NaCl1.0.05% (w/v) 5 1LALES 80 Hh 2 fHids B Jst MR, 2 h SC% 1 RIS
G IR o

[0046] 1 B30 31K, AT LAA YR PR32 B T R i 7 £ 1 A2 it HER2 JBC i 771) o 1380 ) 1) T
TEF o ATVAEPEE ] T BRI £ 3R] LAAE & 470 HER2 FEC 1 7 AN N 22 47t HER2 C 1] 77 B3 T
VAFETES RTAS A0 B, 7] LA LA 73 i S S mE o B ST IR E5 o AE Ja — PG
Bt HR, AT A PR 2 BH 5T IR R i 11 AT DAAE 40 IO T Hh DAAE BT 3 5 R A 10 20 5 38 1Y)
H e ) E A R TR aQdR A, B AT LA FR st e DAV TS SR04k o Bt HER2 i 550 A0 AT V%
PR32 B o1 B2 k0 i 11 P T DA LA B S AR SR AT B0t n] DLDAE S S FiE A T H T
FESTRAE 2P0 BRI S it o JEm] AR IS & T J g/ Bl FH o il 00 ) — Pk iy &
HE RN

[0047] DRI, A% U BRI DA 3 S 2 o A AT 3 5 R it FH 1 4 2 R 3 1l R 1 3R
BT A, H 255705 bt HER2 JAR SO S Hi A4 VR A 1) 151 B8 4 I A e 1 245
WL 5 AN 5 18 1 22 /D — Fhods BH T BRI 2 A

[0048] AN WK S — T VA2 B B, A R AR I T 14D v 52 A i 1) s o 1) 25 D G o ) ) e S
2GHE o HLISECHI AT A HE 285 529 R Bt HER2 JuAR B SR B A 73+ VR A0 A0 7 SC T A
(-G 3& BUTE FRAL RG, I HL 5% 20T DAL 3 AT Ve PR 12 D o BRI A 2 VR v A & TS i R B
Lt FH 543 BC A 7)o

[0049]  ZFifu HER2 Hufd & INA H R p . fiizth, R Huil g kg suik. e1l
A A2 Bl ik A e NIs e iiig s s e A Sk . e L2 2Kt HER2 bifs s BA
FH R A0 2235 PR I 4T HER2 FiAd i B s B0 48 IS HAA B B 2 L 1R s B AR AR A/ B0
AL AR, ANJEALPT HER2 FiAd 45~ LA INN & FR Bl 2Z S A Z Bk BB P . 53—
EIE 47T HER2 HUAK & T-DMIL, J /& — Pl B huMAb4D5-8 (HERCEPIN™) 1 5% ¥ A 2% A M B 6
(maytansinoide) (B DM1 = N* - IR ZBEHE N - (3- 3L —1- E AL ) - £ &% B Fhem
[EA FTPURE R ) AR - B2 E5W. 25 (HA MCC k) B HFRHT
R AL . A SRR HE HER2 Puik L4103 T Tagliabue %5, Int. J. Cancer,
47 :933-937(1991) ;McKenzie %§, Oncogene,4 :543-548 (1989) ;Cancer Res.,51 :
5361-5369 (1991) ;Bacus %%, Molecular Carcinogenesis,3 :350-362(1990) ;Stancovski
&, PNAS (USA) , 88 :8691-8695 (1991) ;Bacus %%, Cancer Research,52 :2580-2589 (1992) ;
Xu %, Int. J. Cancer, 53 :401-408 (1993) ;W094/00136 ;Kasprzyk %%, Cancer Research, 52 :
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2771-2776(1992) ;Hancock %%, Cancer Res.,b51 :4575-4580(1991) ;Shawver 2§, Cancer
Res. , 54 :1367-1373(1994) ;Arteaga %%, Cancer Res.,b4 :3758-3765(1994) ;Harwerth
&%, J.Biol. Chem. , 267 :15160-15167 (1992) ; 3£ [ % | No. 5, 783, 186 ; ;& Klapper %%,
Oncogene, 14 :2099-2109 (1997) o & & 20 BI¥6 J7 PE 4T HER2 $U4k A& B Genentech Inc.
F.Hoffmann-La Roche Ltd DA & 44 HERCEPIN™H: 85 () il 22 ¥ 4. 9% T HER2 i 5l % T
X AR I B 2 VRS I TV 2 TRURIEAE BRI AR (O T A B EA , W38 [ & R
No. 5, 821, 337 1 WO 2006/044908) .

[0050] i HER2 Hi4:ue 451t il 22 8050 L IH 22 BR S8 50 A0 T-DML 192H, JF HLAR ] BAEH 47T HER2
TURHIVR S, 1 a0 an th 2 B0 AR 2 BR AU EK T-DML AR Z R s l. eI T
IDF 22 2 B G0 M1 i 22 B AT IO AL 5 8 51 Wi 22 B VA IR) e 42 P Bt Je ) S5 R8P HER2 [ R
FUIBE B A VETER) B 52 R4 [ W40 Baselga, J. %, Journal of Clin. Oncol.
%284 (7)2010 55 1138 U1 — 55 1144 T 1o ARIEAAK ] AOBC AL A ST rh BAJT HER2 Jid4
2 BB R o ARG HEZ BT 7L IR BR BT T T-DML ” R i AE 1% 1 38 [ R AT H A
) [ 2R B X i 2 ZRASAE D9 AH IR B A AR ABL ™ it (R 48 5 4B 75 1 225K 10 I A R e
HER2 $ifd . 2 g1 H A EP-B-590058 H R E ] CDR X . MHZERHEHTHA WO 01/00245 1
R [ CDR X 2RI T BT-474 FUIIEN T I%E [Nahta, R. 5, “The HER-2-targeting
antibodies Trastuzumab and Pertuzumab synergistically inhibit the survival
of breast cancer cells”, Cancer Res. 2004 ;64 :2343. 2346] 1 {4 gl 2% 5§15 M 78
0. 7-1. 3x104> U/mg [H] . T-DM1 i3 T W02005/117986.,

[0051]  HERCEPIN™( i ffii ) TLAAE EU £3 2IHEAE, FI-T- 20~ 097 oA Ik 2R3k HER2 ()
T RS R RS (MBC) B3

[0052]  — {3y VELAR YT D52 BT HLRE RS P e 16 22 /D DR 22 7T B2 1) i
o SRR R A O B/ DA EMEIERNELLT (taxane) , RAEREAES
XEVRIT o R ZARIVE B AU R LA RN BRAE B Al A X EIRIT
[0053] - SMHFMRZE (paclitaxel) & LAVRYT AR B2 BE 0 H AL AL VRO I A 2797 V2%
HAE SRR LT ERIIBLL R

[0054] - 5ZVUfi3E (docetaxel) G LIVRYT MR SZEE X HALR PR AL 2797 VA )
AL

[0055] - 555 & Bl i AL & LAV YT 56 R H it 22 BRA0 IR 9T 0 A R B2 AR FH E MBC 1
Mz a8,

[o056] 2 Hhith DAL EU A3 BIAAE, H TR 7 HA 1 555 HER2 Y Ji8F i MBC &3, H
TAEFAR AT CPriBisdbh ) MBS ris CGEnl& UL ) Jaiay7r HER2 B 55
FLHE (EBC) BB

[0057]  jh4b, il B4t H e+ A H TiRIT B .

[0058] [ HiXS i Z At HE IR FIE S 2T 5 (3R 1) X TR IEFLIRE (MBC) A5
FLIRE (EBC) Wy 29— il —k (alw) A4 3 Ji—iK (a3w) o 7E qlw L2575 S, gk
FIE A dmg/ kg, B & 2mg/kg IIGEEE . 1F q3w FIREL LT R, INEHE A2 8mg/ke,
FE A& 6mg/kg 5 271 &

[0050] 4 L SCAIC A, #iHbk PN e FE 1) HERCEPIN™ (il 22 5450 ) 6 AP T b 1R T
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o AERRIH B BIEC BRI , BEAVE TR IR H B T HE AR 6. 256ml To T /K IERUE 3R
RRTREY), ik TE KSR ESH T IA 7 :150mg #2551 (4 21 156. 3mg DL TR AT
PAZE B o H B 27 A 150mg 944 SCECE ) 23, 50mg R L- AR 2. 256mg - A&
B2 141.9mg a , a — Z/KEHFERE 0. 63mg JK (L ALER 200 VAR RIVR TH & A 4 24mg/ml -2
BT 5mM L- 4140 /HCL pH6. 0.60mM — /K4 a, a— HEHERE.0.01% F 1%L 20, SR)5,
YRV IS N 2R 50 T, SR E AE 90 43 BN BB e A (o i 52 R4 3, AT BAZE MBC
HIAE 30 7B BL25 T S SIS ) o

[0060] V2 ATV 133 W] BT R BEARE £ 2 AT B Th AN o Dy 7t — P B e 2R T VA M
% W o R B £ R D RE AR LRI AIRR I, 3R T LT E R B B

[0061]  SC( B2 T ) I8 5 25 o FH M e SRR 40 R Ep P sk Jz 1A 0, 388 1) 4 40 0K B 1 Jo ) IR 45 7y
o LBEEVIGEE (HA) , Bl—FhEERR IR (b B8 St — M a2 SC A 430 T 2R R . HA HH
FRET AE 0 i A — i 1 S KB R URG T 5 A W - WA N TR st v, B S AR R S AE R
L SRR 4 IS BEAARE ] TR B A AT RE R Ve B A . AR 2 50 % ZIBEE
IR A& FH SC AL ZIA i, Horp & B2 0. 8mg/gm i H 2 2348 3] [Aukland K. Al Reed R.,
W 3T At T0keg BN EH 15 50 HA, Hirh 30 % BE R JE % (A BB ) [Laurent
L.B. &5, “Catabolism of hyaluronan in rabbit skin takes place locally, in lymph
nodes and liver”,Exp.Physiol. 1991 ;76 :695-703] . fE N 25 (5 e A 4H 43 (1) 32 22
7y, HA S5 AR B ARG M

[0062]  HERZIEHE (GAG) & MuhbHEpT (BCOW) MY IZREMEL M . GAG LA N- HU R 2 5 AN
WREIR (1L BB IR (HA) JIRRICE 2 (CS) VHEZHE (O R KR (DS) R 2.5k
HZR HS) AR () K’ES ), BEE AR (ERmERAR R KS) Mot ) MEL 8
ZEFNNFE. BT HA Ab, TAE #2000 AN ST AFAE. GAG A HAZ LB eSS
) EFRNE AR (PG) .

[0063]  FEMGFLENMI T, T EAELS AR AL R BOE T, RAETE VR P AR B £ 801 W] o IR
(HA) o B % P PR 2 IR B Ak ) 0 4y o AEASERAE AT, 5 L BE R A %)
KGR AERLRBRIAKEGE T . LEEY RS MM s A R A IR, L FE R
WK EHAEVBE R RAE RS RE A6 D a8 KA R KA R SR )
YEA (Toole, Cell Biol.Extracell.Matrix, Hay( %% ), Plenum Press, New York, 1991 ;
21384 T1 - & 1386 T ;Bertrand Z%, Int. J. Cancer 1992 :52 :1-6 ;Knudson %5, FASEB
J. 199317 :1233-1241]. 534b, ZBeiE W] 5T R K15 e B MEAH SR BK [0zello 4§, Cancer
Res. 1960 ;20 :600-604 ;Takeuchi 2%, Cancer Res. 1976 :36 :2133-2139 :Kimata 2%, Cancer
Res. 1983 ;43 :1347-1354],

[0064]  7E VT 2 41 i () M 71 2 o3 v, e i M AE AR S5 AR A 2 rh 4R B HA. 245 HA e &%
Bh A B 2 Dy e, W AE K ML K & B B Ae & [Laurent T.C. 5§, FASEB J.,1992 6 :
2397-2404] . HA A pAESEEZ0 ML h 38, IF Bl DIEAR 25 R RIEER . Bt & sy
TR MERE o HA BLCT-AE4 BRI Y VR & b R B E/ER [Laurent &5, W I
Pl

[oo65] A fEIMIRER 2 2 A A HA. FLA ZURBP ANIm AR 22 e P L8R B ] B TR
BEFEAR (Bt BAZE 8 N B AR ) AR 47 A BN B2 ) o LV HA 2 9 A& Avfr 58 IR0
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WIS RGBT 22 W . HA BUR SRR R ) 5T PR K M a] LS| 54N 48 B 1 D) Re i is
[Laurent Z&, WL 0 ],

[0066]  ZBtiE Bt iR £ 1 ST AH LA FH A 2 M A R T B “ L i 7 O A5

[0067] 3% FH /5T BRIEA A2 3t % S 4R B A — 2 — 5 o PR SOBR PR v PRI o 32 IH TR R I el SR 4
5 SR LI = A BT840 (WO 2004/078140) « FR4E 4 = K355 ] R IR 1 -

[0068] 1. IHALZNWALE I FEERE (EC 3. 2. 1. 35) , Fo A2 DLV A 7S M AR 9 3 L = W) ()
W =B -N- B3 CORE GG . C A B A KA S B B E PR 3, o EL T DABR AR 2. 3% HH
PRI R 3B & (CS) , — b C4-S il C6-S.

[0069] 2. ZHTEHIE M REREE (BC 4.2.99. 1) FEfF 2.5 W 5T BR J DA% PR B A €S A
DS. BAITEN —B -N- ZBEE O L, Hom it = 2R AT B O R R NIEAT
[0070] 3. Sk KIE. HEFAEY MR ZIYRENFREF (EC 3.2. 1. 36) &4 HKE
B 1-3 344 BT BE RN S HE L I ) — B — MRS BR WS 10

[0071]  WHFLBNYE A BRI v] LAk — 20 o3 BT AL < p RS VERI R PEVE R . A LRI 4]
HAELERE 6 Fi% BH R BRI AL JL A, B HYALL. HYAL2. HYAL3. HYAL4. HYALP1 FI PH20/SPAMI .,
HYALP1 s —FifE DA, 9 H 2R W HYALS $43 B0 AFAr] AN i B S M o HYALA 2 —
Yol 2w, 7 HLR I IR D BB 0 27 B 5T B2 V6 1t « HYALL 2 SR B B VR VS 14 8, 17 PH20
e JE R TR VG PR . — kb, R TRV R U TR I, 195 T HYALL A HYAL2 78 % pH( B pH
7) SR AEAIETE. B, HYALL 7EARSNEN pH 4. 5 HAA RIS TE [Frost 1.G. A
Stem, R., “A microtiter—based assay for hyaluronidase activity not requiring
specialized reagents”, Anal.Biochemistry, 1997 ;251 :263-269] . HYAL2 s&—FpLE44 41
HLA AR F AR A EL S i BR T 36 PR B o

[0072]  jZ FF o BRIGHASE iy AR mT DA DA TS ke — 5 28 e W Tl I T UL e B0 o o i 1) 8l , v 2
N HYAL2 A1 A PH20 [Dani lkovitch-Miagkova %%, Proc. Natl. Acad. Sci. USA, 2003 ;100 (8) :
4580-4585 ;Phelps %%, Science 1988 ;240 (4860) :1780-1782], Al F L& — 5 1] V2 W Y, 1%
i A HYAL1 [Frost, I.G. 2, “Purification, cloning, and expression of human plasma
hyaluronidase”,Biochem. Biophys. Res. Commun. 1997 ;236 (1) :10-15] N¥F{F . SR, f74F
FENNFR S A A5 12 PH20 HEH FA LB & T U, I B3 A 2 T T i s Pk 4l SR
%€ [Lalancette 2%, Biol. Reprod. , 2001 ;65 (2) :628-36] . 2=i% F| J5 M& I () I Bh AR L2
VAT FH AT A 1 2 22 005 W TR IR RV 9 I PR A F I H2 B (Wydase™, Hyalase™) o H&
PH20 Fii 28 42 g Jo Bt o (1), o — JBEE AN FH 2245 7R B0 s B 0 1 4 v A AN PV 1 o 81l 2, A
PH20 £2F GPT il 2 T Fi . 2304 BN PH20, AN 285 HE B 51 N 22 K Hh 6 DNA 4 2 44
A R T IS PE R, B ASVE MR G [Arbing %%, Eur. J. Biochem. , 1997 ;247 (3) :810-4],
PAR] VA PRI R &5 G T P R B R AL R NS I R BRI . B R 64kDa i &
FEpH 7.0 A BEEME, (H A2 54kDa JEUNAE pH 4. 0 HIEPE [Cherr 5§, Dev. Biol. , 1996 ;
10 5175 (1) :142-53] . fith, PH20 B R[VAEPEIE A5 6= rh PRS0 B TS M

[0073] 1 b Pt S A AR IR W02006,/091871 HI20S:, 7] LUK/ &R YA M5 B i e il
MEEE ) (SHASEGP) 5| ARCH 55 DME T 697 P29l FHON S B o Ji i skt g 5% &b
) FH 1K) HA, sHASEGP BEAIG A1 5T BIRG 14 , B g MK F346 5, FF B VP22 4 HE7 i HUR RO 4
B F N SC L 48rh 48 B FAAR 0 T0) SRS Tk F sHASEGP 5 5 (7 R 7K F4% S 28 VR 3 K1
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L XS AE IR R SC i FH BVR ST PR 2SI R G A F L

[0074]  £ETF B HH RSN, SHASEGP % HA AUfE SR 2 AL T SC AL Z3rh fYTE 5 BB A o SETGUEHE 12
71x sHASEGP £E/)N B H BLAE 32 3 13 28 20 23878 ) Joa 2 1) vp Jy 5 %37 » 72 CD—1 /I B Hhigh ik
B A ALV P A TR ) R G . AR X % P, sHASEGP £E £ &2 0. 5mg/ kg 77| & (1)
18 DL AE /N BRI BRI 43 2R B 2. 3 R0 B Bl )32 . 55 HA JIRWIAE SC AL ksl &
JREH A, SHASEGP PRSI b 3 BUH & IR S 40 BB IR 1) B =) 30 75 11 B9 3 0, 12808
EE G 24 & 48 /BN 584 A1 [Bywaters G. L. 2%, “Reconstitution of the dermal
barrier to dye spread after Hyaluronidase injection”, Br.Med. J., 1951 ;2(4741)
1178-1183] .

[0075]  7F H: X & BB AR 23 B 52 0A A1, sHASEGP 38 78 4R Wit 5 7). KT 16 -1 /R i
(kDa) WK+ K ZHBRFEAL HY BUsE T B8 MR 2 48, FF H oK 2 48 51tk 45 )
Uz o DRI, B2 71 it FH B R 935 i B B 97 PR AR (0840 150kDa) 4020 % 3 18] 5t 5 /o
Z ARG E R G, BRI ML X 2= b J8 g e & R B 7 5 sHASEGP 3 inr 2 K
SRR BOEZR (Ka) o AHXTT7EEAH sHASEGP (4G Gt H 1 SC i, 1X 5 B0 iy B e I v 7K
- (Cy) » T BB S 3 & A E [Bookbinder L. H. ,%%,“A recombinant human
enzyme for enhanced interstitial transport of therapeutics”, J.Control.Release
2006 ;114 :230-241],

[0076] )4 kd U 1) 1% B JoT IR I 7 i A AE e IR B S R 60 4, B A T
'© 3L R 25 1 o ORI K B T R B COR AR B U AR 1 SC I S/ e iE )
[Frost G.I.,“Recombinant human hyaluronidase (rHuPH20) :an enabling platform
for subcutaneous drug and fluid administration”, Expert Opinion on Drug
Delivery,2007 ;4 :427-440] . 2%Ti% B G R I A AL A0 O VRS D TR4mic | T ot
) :Duran—Reynolds F.,“A spreading factor in certain snake venoms and its
relation to their mode of action”, CR Soc Biol Paris, 1938 ;69-81 ;Chain E.,
“A mucolytic enzyme in testes extracts”, Nature 1939 ;977-978 ;Weissmann B.,
“The transglycosylative action of testicular hyaluronidase”, J.Biol. Chem.,
1955 ;216 :783-94 ;Tammi, R. , Saamanen, A. M. , Maibach, H. I., Tammi M., “Degradation
of newly synthesized high molecular mass hyaluronan in the epidermal and
dermal compartments of human skin in organ culture”, J. Invest.Dermatol. 1991 ;
97 :126-130 ;Laurent, U.B. G., Dahl, L.B., Reed, R. K. , “Catabolism of hyaluronan in
rabbit skin takes place locally, in lymph nodes and liver”, Exp.Physiol. 1991 ;
76 :695-703 ;Laurent, T. C. I Fraser, J.R. E. ,“Degradation of Bioactive Substances :
Physiology and Pathophysiology”, Henriksen, J.H. (Ed) CRC Press, Boca Raton, FL ;
1991. 36 249 T - ¢ 265 W ;Harris, E.N. 2%, “Endocytic function, glycosaminoglycan
specificity, and antibody sensitivity of the recombinant human 190-kDa
hyaluronan receptor for endocytosis(HARE)”, J.Biol. Chem. 2004 ;279 :36201-36209 ;
Frost,G. I.,“Recombinant human hyaluronidase (rHuPH20) :an enabling platform for

subcutaneous drug and fluid administration”, Expert Opinion on Drug Delivery,
2007 34 :427-440, £ BU [ 5 43 2 #k 1 (¥ 3% B 53 B8 1 7 & 4, 4% Hylase® “Dessau” il
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Amphadase™.
[0077] &)z AL 7 IE Y BTIREE  b B Ae TE A D AL BT BB ORI e e
SRS 2 R RS PE AN/ BRAR B PR, A O S B AT AR I i & 2E EE Bk = B 5K [Frost,
G. I.,“Recombinant human hyaluronidase (rHuPH20) :an enabling platform for
subcutaneous drug and fluid administration”, Expert Opinion on Drug Delivery,
2007 34 :427-440] . RYVER, 750 E | AR E S5 58 R S ah T A BFE B 5 R I I )
S HZ 5. I, My T BUTLPR RS A R)) H FH FR)EAS A 5 ELRAS N 1500 4
Bfr . fEEE, BTk B W R RS2 150 N4, 70 i , £ 3% B 5 IR I
S BIAH T AR AR B AR I R Tt o AR D8, — R BA R T %R 500 £ 1000m1 yifk sy
T 1500 A FRA7 3% BH IR » /ESE, AR 150 AN B0 FREF+ B il o 2 % 1 .
FEEEIE, ATy 150 2 300 A0 T B2 2% 1. EICE, ML 1500 A~z
T 5 T BRI ) B9 B AEFEE AN SE L AN 150 AN AL TG R R H . BREFIE
5 (EREREIERE R 10 75 ) A2 DR 1 7 ml 838 B E 8 B 3T
A 133 B BT IR B et PR 2 A PR VA P R 2
[0078]  #£E 2005 4 12 H 2 H, Halozyme Therapeutics Inc. Y3 H FDA ¥ < #E 4
N7 W 5 PR I (1 T ¥ B A6l 351 rHuPH20 (HYLENEX™) fHEvHE . FDA $HEAE 150 AN 547 (151 = 1)
HYLENEX™ I T 1) 3& SEAE 14 SC BEA -
[0079]  — A g 7 DAFR ey e v 245 4 O MR WSO 73
[o080] - HITJ¢ Nk
[0081]  — {2y SC JR B 1% A 1K) 4 Bl DA S8 AN 3 5 B0 B i
[0082]  fESAMFTIAE BT [R5 5, EALI 2, rHuPH20 5 56 BT REAE B AT A2 1932 BH
P22 T 11 28 D AR AT 08 2 Y S 24 0 ORI AT PR A R 4, AL LA DR ) 22 A PR R VO o
Bk, 55h VAT A 1017 B 5T SR B AH Lb, B4 N & B BRI (rHuPH20) [0 A A3 48 5h 40 99
JER AR T A2 % g 200 TR T 75 4% X098 £ IRV B /M o
[0083] W] A% HH SR IR HE & 1 (SHASEGP)  Hoiill % 75 ik L AR A A I & E
L0 T WO 2004/078140., ELEAEWO 2006/091871 4 J2 55 2 P FIoR P U4 , & dnfs] il
Z AL A AT R VE P E W SRR R .
[0084]  WIF 3Lt — P MER M PFASEIR TAEC A& WoR T, A N, AR B W i 77 2
AR I A7FE g Ve, i L 2 B I HLA AR R I A 0 75 20K
[0085] A% & B F) e il 77) v £ 325 1) Jo PR TG I8t 3 S BT HER2 7040 28 G0 BA 1) #5232, 497
b IS PR BT BRSO SE BN (B A B IE N RN ) o 12 I 5T IR Al I T I R K A 2
FEWIEER (BD SC[a) ST 230 — P iedb 4 73 ) SR miay7 PEdt HER2 AR 4 B Bz T B H Bt A%
XTRGARF L o T B 280 P R A R IS 4T T SC AL 2R [a) o 2 ) vh A E , I
H BB IT AT HERS SN RGEI B8 . T3 4h, Tt F o 1 NI FEAIRAT SC
HEZAARFNT A I K EL /N o
(00861 7 HJ] JiT P71 =) 8 it FH ) £E Jm S AT AN . #2521 W PRI AE 20 0 b
Hh JE R R, T AR R B B A RAEHCIHAN . 7£3F B 5T R B3 A\ L s e AR
B3 b PRI SR HEBRAE A [F] 32 1] J5T BRI ™ it [B) S e T EU R R A 4 901 Bl 1K) <k B e
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IR MRS AT AR AT I 7 1 R G 2 PR E /M T2 DR A 3d B o R I8 ™ vt AN BE 2328 28 1) 418
(DAY (SIEES

[0087]  Jir Ay i M) Jou I Iy 1) 498 — R AIE A2 HL AR 3R 25033 W S PR ) 86 70, AN EAL 24510 )
PRS2 25 BE B AH RV BRI 22 2577 i R B 22 57 o BT 5 ARAS TR 2 Ak
T R HA A, EATRE A F ) CBRT 2058 ) .

[0088] 1k HE A Ji B () TC il 551 140 325 B Joi 1 g Il T TEZ 791) A ko 4 S b Pl R 1) 0 IR 250 T
il 571 HR BT HER2 AR I 73 52 B MW A AR RZ AR« AL, 325 BH BT R R AN B A Bt
HER2 U4t 2R el 30 ()45 34 , {H 2 AN A AT LSRR AL BUE Bl R GRS Kt HER2 HUAR IR ST
BRIV EAT R Pt o 3 B BT BRI G AN & R AR I, FF HLAE AR HE AR R BH B8 E I 2 1) e
FF I HEFE N AF S A A AR M F2 M 5T HER2 HUAK (K 7 F 52 B e o R, B A S R RE A
REH B9t HER2 FiAAE 657 oh I A RN B AT ING ST RCR, B LB AR BRI TGRS
HER2 HiAk A 2557 T A 4y

[0089] K HE A K W B VF 25 1 ) 1% D] T R g I8 1 AT BR 0. ARk i e N3 W] o
P& I, fe Pode HUPR Oy rHUPH20 [ . rHuPH20 &5l KM N- Sl i i) ¢ B S

HIFEREIR ) CA ML E M) B -1, 4 B HER MR R A BE R B AR MEVETE B -1, 4 Bk
TR SRR A R o T8 B 5 B A — PP E S5 4 AL 21, 18 i 1 [A) BT 20 24, Fn R de e fr 4 24,
T Q01 i O 3B T A VR O L P R O R R B A 22 M e ISR P T IR ) A AR R IS e 0K 1) Joit 4.
ZARPRETE, IF FARBHE SR AR B A R EGE WA B2 8 an (s T R o 33 B o 1R 1
IR A SR BB, 3 HLAE 24 2 48 /NI A A2 I 2H 2R L 15335 B o 1 56 4 B 2 1190 45 4 R ] e
[Frost,G. I. ,“Recombinant human hyaluronidase (rHuPH20) :an enabling platform for
subcutaneous drug and fluid administration”, Expert Opinion on Drug Delivery,
2007 34 :427-440] . £ FHKfR CB0E B IR () 45 4R A 202 T A 5 08 B R R /£ H g =
FL 5t FH 43— 16 3 ORI AL 8 7 777 THD 1) B R8RH DR TG o

[0090]  AJEIRZH & FkhiE iH SR SE N o X PH20 JEDA P~ W03 A A 2R 24 M A 45 14 T 1
A B0E P 5 B B TR, I EL 78 R e ), TR PR VS M B R PRI AR

[0091]  rHuPH20 & E R ™) H TR 97 Fak 58 —Fh BLME— 1 A NS U] T IRIE G . RIRAT
FERIN PH20 T A B A HA e T BRI IS TR m 2 R I NE Fid . HH Halozyme FFK
(1) THUPH20 B2 — il 55 (M R AR A4, Ho i = 17 53 18 o1 B A5 108 o () I 2R 2 BRI . XA
J5 A 52 L A R AR B0 B B UL AT P R R pH VEMERE . rHUPH20 B2 E5 356 M
FERIE T K5 B, IridE 5 IKAE 5 W PR IHIA B N imbR 2. e rHuPH20 85 7%
A5 LA B oy R Bl ] A R BN I R IR e F1 LI [V A E 56 N Im AR A o

[0092]  PH20 & W] T BRI (R IEBIMIAT A PH20 ATEE AL A rHuPH20) 31 7K fiff N- 2B
ARG CALE S MR K C MBI B-1,4 ERORM K CBE W . VA

i/ NHITEA YD (Weissmann, B. , “The transglycosylative action of testicular
hyaluronidase”, J. Biol. Chem. , 1955 ;216 :783-94] ., Itk N— Z b IR HE il / 7 AP G 1 45 44
RAE T A2 W) N ZE R B R 43, JF HLR, rHuPH20 A2 520 5 H — @ me i 1)
POAk, 1w an ih Z SRR S . rHUPH20 B S HA A1 6 A N B R, b
ZL A5 15 By FESUR AR B AZ O A AL . ITIUIH Y, 1X 8 N JE 4210 45 14 AN Bl i) /) A2
16, B3I rHUPH20 XJiX 28 N- 3B 82 (1 FRBE L5 M BV MR B = o rHUPH20 ()55 32 A AN 2 1
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% PR R 2 A 1 5 B e A 2R A 4 1 ELR S AE A o

[0093]  A] LAJH A A5 A 5 ZH DNA H3 AR i) 2 1 D9 4 RECAS S B 49 52 1 T i) 00 v 60 DT 700 1)
R EGEY. RI, IRIG AR R EE A i (R 71 ), 3 B %5 i e 5
ZH 2R B ) L 2l A0 v G Pt 2 1 5T 5| S () 788 B P OBE o 0 AR S R 461 7 R TR A 1) R A5 FH )
1% O 5T PR N I8 = A8, B rHUPH20.,

[0094]  rHuPH20 (HYLENEX™) HIZ M 7742 XK, 35 H PA CAS B0 5 75971-58-7 A 3k
2. L& A& 61kDa.

[0095]  ELZRAE R IR Vs BV AL 300 B o BRI -5 ok B AR B FLBh (%) PH-20  ¢DNA
i B () St 22 B A5 M N D RELL 3R . PH-20 LR B 40 7= 4 rHuPH20 fiF G 2E IR s8R M, dE2H
2907 A — Bl EH PH-20 ZE DR 20 1) Se 48 8 A I 447 DM IR A K. ME R IRT
BT 2 1K) 45 R AR AL PEAE AR AT b i AR 2D B 60 % o THRE LR SR rHuPH20 (135 M 5 25 Rt
{HE 1% B B R R o T PR AR A AL . B B 50 25 50 4 BH A R Ilm R R B — 2, RIANVE &
BF 5 158 i R, 7 B 5 PR I 1) W PR 2 2 MR AR B, D) 00 S T 1)

[0096]  rHuPH20 7EAKHE AR BH ()41 HER2 $i44 SC Tl 7] o 88 FH 25 Vi iite P 3 s i AR 1 24
Yoy, % B AE B3 o f R i A 1 22 R N RS TEER

[0097]  ARIEA A BH (148 2 I 25 EC iR ) AR JR B T3 R 2 2 330 £50m0sm/ kg

[0098]  ARIEA K BH KAE 2 I ZJW L di R A A nl L) C IR 2 ) Boki. 7 — m] AL
[RRRL e IR & 1) ) R 43 2 N SIbRE

[0099] - FEAMEIIE= 10 wm Pk K H - > 6000

[0100] - FEMEIR= 25 wm Tk s KB H - > 600

[0101]  7EM—J7 [, 48K B4 A 7 EC iR A T 2 v] TR 97 3263 v A T H Bt HER2
FUAYE ST IO 00 SO IE , 1 04 i iE B S P e o 1) 25900 1 FH s, LG DA R 9T Firid
PP BOIPRE 1 B0 52 35 it FH AR SO Fr A B 57 . AT A S AT R pE R B0 B L A Bt
HER2 Fifk

[0102] £ M —TJ7 1, &K AL T 97 523503 R IE AT Bt HER2 HuAkva 97 15 0m B
SE (e BRSSP ) 7732, B4 DU 80697 BT id i B0 I 1 & 0 52 33 i
AL TR I EC AR o SmRE BRI — e 2= HER2 RIS A, [ 1K A R B I
TRITTEZW) SCBCH 7 Y HER2 PR B 45 & 2 s 4R . T SCHIE G it — 22 7))
H 7 AT DAR AR RE AR S B RS i 5R0VE 7 1) 25 Pl i B R P e

[0103] ] DUKR R HEAS & B (1) 24 2435 M 370 HER2 Hr044 (A% 58 1 25 W TC 15704 Sl Je 1 VRS it
A, Hodr DL 3 JE A (AR (q3w) R JLIK. ERZHEAGH AL 1 2 10 58, Plikth 2
26 ST, s tak il 31 2B (K I TR) B A e P SR AR R B MR AR o AEAA TR EBC B R K
Bz il 2 s — AR MBC 3 (a4 7 ek (IV) Ayrin)) o, a8 e h
it FH 5 BUR B AR N S AE R B Bt 98 77 X R EE A, 5 B RS / RS
IV i A IS RA (BRI, TV il A A9 B R AR i R 9% L S 8 AT 55 ) o IR R A B2 T
Jiti FH #5 P] B 5 5 AH O I RL I AIZE AN/ B 2 AT 2%

[0104] 5o A i 551) 9 i 325 B Joft B I 725V 389 In mT DA 2 4 HL &7 3 b B2 1 it B E SR AR . A
B GO, VESHARUE | 2 15ml. U200 %2 B4R B A 2 B 1 e ] 750) 10 it FH 3 i v T
PEFUAR (19 43 Bl e R AR ) R BE . 42 FHSC BR 7R P 1 K4y (B KT 16kDa) 481 3
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TR AL S R N IS X = o [Supersaxo, A. 2%, “Effect of Molecular Weight on
the Lymphatic Absorption of Water—-Soluble Compounds Following Subcutaneous
Administration”, 1990 ;2 :167-169 ;Swartz, M. A. ,“Advanced Drug Delivery Review, The
physiology of the lymphatic system”, 2001 ;50 :3-20] . a1t, XL KT 5 N RG G
P18 328 AT K PR e A DR 2 11 5 DR LG 2 UM A % S RL AR /i R R A1
[0105] A HE A B 149 B2 T it 22 5 0 T ) 00 £ A ol SR | e T 25 ) e 2 Al Ak A R R 1 s
TUARIRIE (21 120mg/ml) o RIUL, GHAMNA T 20008 (EUE /1338 B ins il 2 e s M
il T2 KA WO 97/04801 P2, IR A A BH YD i BE MR 4 (178 0 RO Z5 W47 HER2 $i44
e A1l 771 1 AT DA DAAS E A0 1 £ s 1 R B 14t i A v A ) £ 3 5T IR AR AT AR 6 3k )
T 77 2 42 DA AR B s B HER2 HridAc ik i o 28 A TS Al 771 o

[o106] =8 A AR HEUA 2 BH () HER2 HU4A SC 7RGy 7R AE « b, ARAB “HReiE "F “ I8
PR F5 BRI FL P R I8 E LA 2R T B 40 B AR KORRRIE AR R AR . ik 145 -6
FEARAS PR T g L bk 0 L BRI (A5 o B 40 e MR I B B g ) « RJRE (AT 1y
PR PV FE A L PRI ) R oA 2 A PR (DG S e o 18 A R AP I 4 s ) T R U
MBI (schwannoma) (ELFEWTRPLIR ) xR e « R 208 L A 9 A0 Bk L e ek b
T o DL e 1 38 BRG] T B FE R g e (a0 b Rz SR am o fee ) i (ASHE /N0 B i
I B /N2 e el e e A I ke ) IR L T At i B (B4 B s ) IR iR
[T 40 R e O S e L B DO L R LR S e L B S B B
P T B e R TR e B I A B L A B R L B I ) e B =20 L 52
S BERE IR R | A S RN S0 o

[0107] i LR W A5 rp e FH A, ARAE“ 207 AR RE P 4R 10 e v KB mT DA RLIE AR
JEAAL, W S AR 4w AUE T BTG D £10%, RiEHE 5%, ikt £2% A8
o

[0108]  “ihFRAKVHER SZAK 1) e /& 5 A [ AL 2R AL i AR MR 40 B Al Lh /e Hogr ik g 2
A 52 B S KCF () HER 324K, 18 40 HER2 [RRRAE o 8L A AT DA FH B DR 47 19 B FH 4% S B0RY
FEFm G . AT A2 W B S U e v ol i DRl 4E MR 10 A7 AERY HER 2 B A
(a4 M 2 230 700 58 V5 THC #E4T ) SRISE HER 2R Riks . 5 / 734, Al LA
WZe B R 2428 (FISH 5 WL W098/45479) « Southern EJiE. B R A eE U . (PCR)
A, 1 AN SEI 52 & PCR (RT-PCR) >S40 i Hh Y HER 2w A 4% R 7K F- o AT LI I U &4 )
SR, 1 AL R R P B (40T, HER MO ) SRAJE 7S HER 32443 258 [ W #ian 1990
6 H 12 HASMERELF No. 4,933, 294 ;1991 4F 4 H 18 H AKX W091/05264 ;1995 4F
3 H 28 HAMKZEEELH] 5, 401, 638 ; [ Sias &, J. Immunol. Methods 1990 ;132 :73-807.
B 1 BRI VAN, 25 R A I E A SR PN AT R R o B4, AT UK R SR N A
o 2 5 T A e M FH AT AR DA 9 O P R AL 2 A D A4, I B AT RA) fn e i b
FAF B PR B SR 2 B B o TR e T DA A B R AR RV A S AR PG SR
SRR R

[0109]  H S, “ANid ik HER2 24K "HFEAE A& 55 AH [F) 2 28 ) AR PR AH B A58
Fb 1B K P &1 1) HER2 24K (I E o

[o110]  “ih FRAKVHER FCAA (1) e /& 5 A (R L 2R A i AR R 40 B AH bb AR pl il =5 B s 7K
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(R IR FCAR FRREARE o b TR AT DA pH 2 R 3 B30 HH 2 SR BRSSP LI VA
B, AR iR A B R I (B RASZIR ) /KB I S Ms Wil e v,
T W1 THC. FISH. Southern E132E . PCR BAGIIE 23 1 B4R A I 58 122K 2 Wi PR 72 HER Fid 44
[yt ik

[0111] K5 142, tH AT DA A A HECAC R B 1 HER2 Hridd SC L il 71 ok ¥ 97 25 Al W e =
REURIE, LA A & REER (BIRER ) 75 WERAOE s 5w s BikeE B
W, s B B EWECE I B R A 4ENRE s PFIR R G s NEHE A PP A YRR
Z B s RV s B RE , AL AR e N B s MU B A b I8 B R A i i S+
TG R B iR s T B R (Menetrier) FCHR. 20 WA IR B 2R B AR 45
fif (protein loss syndrome) ;B JRIE ; M08 4 R AE (angiogenic disorder) ;HRJ¥R,
VRGN B8 AH O 25 B A0 P L HE I (3% PR 2E 23 B TR s % B ik e B BG B T R s PR XA I A2 1)
P10 52 35 ML A 490 DX BRI 2 A 5 P s L 19 159 A% B0 16 A O 2 B AR R 5 B FH O s B
52 W T DR A8 AR AR B RS 5 B BRI A S PR 5 A A T B K O R, 1
B AR i 4F 4 4L 25 75 9% (carcoidosis) R AR % (throiditis) « R4V & kL i 45 &
fiE (hyperviscosity syndrome systemic). Osier Weber—Rendu % 7 « 12 1 [H ZE 4 i <
i (occlusive pulmonary disease) BUREfH BI4% &5 o R Bl A BLBR 0L 5 K b B2
JERG 47 7 U P S E 5 A K T AR XA IS RTARE JR s ' o A% — 2 IRERA Mk (Guillain-Barre
syndrome) ;¥ MY HL1E B HEHE 7 I &5 5F (Paget) KU s B BLOCTT RIE OLEMN
(A5G0 ERORE N B2 DRI UV SR 5 51 A2 1) ) s R PR RTZU B AR OK s S 2o iy, dfiis B M A
(B AE s S AR < i 25 DO 55 AT IRIBEIRHEER (Borrelia burgdorferi) \HE/R AR IKEA
(Yersinia spp.) fIH HZHEEE QT (Bordetella pertussis) s H /MR E S GHER
A s AR FEAR A, 18 0 5 P S o i O S0 B R gk A AR JE JR 0 DI Re RS M+ 5
H I BOH &80 % TR 28 s RERE s MRS B (CELFEIETE MR B /N Bk 9 R0 JR 9 15
FHER ) 22 s IREVERUIRIE R s N 55 2 PR s R B TR B 5 S5 MR IR IR 08 2 RS s
S PR (B B2k ER (Alzheimer) [Kpi AIDS #H G R\ MTH4: 4% (Parkinson)
P L4 2= A AL R AR M B AR L2248 (spinal muscular atrophy) Hl/Zh
MR T ) B BEIE AR R SR AE s AR S R AT I s B MR i B B AR R ST h
WAt T B U e s B2 LB K PR T8 A 5 ilh PRFEZEZR A fE (urinary obstructive
syndrome) s#R/BH KT R sHIMA (Hasimoto) [RHIRME R « AR SCH T ERIB R AR ST
&R BRI S N SRR B R L e (B B A L SR A AL L TR
Ik BRI ) S5 B A YE BRI B IR RS (M9, Bl B SR R K
REY SRR A 4% ) .

[0112]  7EIE RLRE A REE G O o, AT PSR BC 7 IR A A7 3 . BRA it
FHADFE 3 it FH BRI it A (RS FH 29 S ) T 1 ) B — 29 B i 53R4T ) AN M B R 7 1)
TS Y, FLrh L, 477655 BT v P R (] A e n JHG AR ) 2 PRI ) B . un ik, BT DASE
Jiti FH A RE A 2 BH B BrO AR T 11570 2 i B30 0 e AR 7 55 o 7E S 7 S8 A7 i 22 b —
TRt FH -5 40 HE AR R BH R B A T i 710 1) 22 20— 0t FH TR) RO I AL s b A 24 1 S H B /), HL
L2y 2 B /N o B, AT DAAE 55— P il 7R B 43 S R0 I At 7] ook 28 327 [ s e FH A7
FRVRIAR HE A R BR () A L 1 571 o
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[0113]  FIFTR HUARECHIR Y67 2 5 BUBAE BOB R RAREBCE IR 2 . it , /£ Frie
7 AR R G S, eI VAR LR BUEE ORI/ B A7 ) 1IeE
A/ SR DA BRI PRI R R 3 BSE 419 ) o ek, AT IR SRR 6 70 (20596
7 AT LA B A R SO T & N iRy T s &b

[0114]  J&H, By i e il 70 o i A A2 o Ads . AR, v it FH A 4044 T DL 400 i 6 7 4%
B o BRI, BB EYIM ) B S5 A IR B 40 B N AEAL, SECRE ZAAE A TE A A1
Jer 40 M 7 T YR TT Sh AT B 76— AN ST 270, 40 B 25 57 8 1 BT e 40 i R A TR
220 B B 70 9 55 28 B AR B AE RS INFI 2B & (calioheamicin) A% B Bl Al
DNA W UIAZ IR o I R B S I S R A0 2 T 2 it - SEB AR R MR B B AW
(T-DM1) , J0EAITIEZL T WO 2003/037992 [¥), el & T jE 454 T-MCC-DM1, oAb 22 A 5k 2
N - BB N - (3- #i3E —1- AL ) - EB R 4- DRBLTIEFE - F O -1- &
5 - M Z .

[0115] X T 5 FH#, TUEH G ENEEE, B (HART) EHEs it s (f
1 INJECT-EASE™FH GENJECT ™% 8 ) s %y & (i @14 1 Accu—Chek ™) s ¥ 128 (3% QI
GENPEN™; —FhJC 4126 B (451311 MEDDECTOR ™M1 BIOJECTOR ™) ;8% 248 f B¢ W # ik R ik
Jits FH L1 351 o 38 A T B R B I BE AR 5008 RS0 3k T WO 2010/029054. IH2KR3EE 4,
E¥) 5 £ 15ml B H AR 5ml K B AR & BH 1 AR B 61 77

[0116] AT FRBIBIG YT B, PUIE I GE ) & B T 2R 7 B m 8 8L (an BSCR R
SEIT ) B ™ S MR AR L B e tH T IR A va 7 B I FH - 56 BT BT B I IR
SR AT PO B R AR N B A R AR — IR — R IR YT B RS M i
ik . AR TR A FE A, 29 1 1 g/kg % 50mg/kg 44 H B T H AR Z) 0. Img/kg 2
20mg/kg 1A F (1) 51 HER2 JT 44 A %of 8 38 it FH (045 e 0 4 75 i, HL 4] ol id — IR B 22 IR oy FF
(K0, B I Sy AT . BB AL, HUAR TG BSR4 0. 05mg 31 HER2 $iik /kg
W 2 ) 10mg $t HER2 HUdk /ke 44 F VG o 255 A AL 7710, IR ke s L R 5 =
Jit FH » B3 AT b T 25 1 A1 1 T U DR A 70 1 97 A FH T B A . P RA
4 SR 325 5 10 18 A B A0 3R MO A 52 1 28 56 4 5 1 IR B A FH b Ak 7 0 R ol 2% RN ) 4
ZIHFER . 22TV R 2 AN & 45 25 HFE R 1103 T Chemotherapy Service Ed.,
M. C. Perry, Williams&Wilkins, Baltimore, MD (1992) .

[0117]  HEWRIT R USHAAS, BFEARTE = (F=BUE) (7 (S5
Zs AFEMLIT RN “IBAW (cocktail”) s 5y —FRh s vg BEHUM s A KNI sl s 57 sAby7
I sEGFR #0151 254 s B 2 RSB 51 35 s P /8 A el s A/ B e DR 2 5 Bl AT A 53
R

[0118]  7E_FIRVARYT /7 =46, B A DL T A F RBR 281 / BUSGHIT %

[0119]  FEAK B o — AN SEia 75 28 vh, S it 1 il i, G5 A AR R B I 25 P o 77) HL e it
HAMES. Hlmas 5. SENERESIIR. SRR (FlnZ2a =SB ) .
RS (B2 EEES S ) FE . FanT LA 2R RHE s e RE K. 4R
RYNRCHI ], I DA LRSS RS AR U R TR S . 9IS 2 28 7] DA
e 2 KAEE T, A EERHRINELEH (B2 26 WA ) . HlshmTiE—F
A8 AT P W R SR 0 S e MR, 45 JLE 2 P B R R A B R A A A
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BA TR A e ol

[0120]  ARIE“ZWIECHIF” $8 40 TS 25 VP0G T B3 ARV 3s A e X, BA S
T2 BO A R0 A 9 523 A AN AT 3232 B s MR R (R 240 3 B 59 o RSP 2 B
i

[0121]  “JRTA” Foil e Jo B R B A B A s A SO

[0122]  “FasE i BO A2 o BB A & B PR T HUHM A2, a0 2-8°C Az Jo
A AR YRR A/ Bk AR A/ BRAE A TR RO TC 7 o R AR, T A
W AT JG AR AR B Hp B A Ra o P, S LA W) 2 iE e o — e, T RE I FIUH AR A7
BB AN, ICHUFRIZE AR (EH1 -70°C ) MEMLEC SIS, Bltn 1.2 58 3 MG
VA SRR J5 R Y R FR o 1. F T & 8 (1 R e T B 25 a0 I B R AE AR 3 & ]
FH I, 3% H 2598 WA i Peptide and Protein Drug Delivery,247-301,Vincent Lee Ed.,
Marcel Dekker, Inc., New York, New York, Pubs. (1991) A1 Jones, A. Adv. Drug Delivery
Rev. 10 :29-90 (1993) o 7] DA% 52 WL 2 A F80E PR & 30 58 B I () B o 7] DA LA Z2 MpAS[R] 7
BT/ BUE EvEARR S M, ARV SRR T i (A an {5 FH K/ INHRRELZ A, el I &k
JE, A/ U B AL B AT ) AT H BB A0 B E A BCR A0S Xt L bk I PP Al FLAe e o
PE R IR R LI T T 5 RE T :SDS-PAGE 43 B LA LA 48 /1N A0 52 B (A 5 IR 1]
(R AR AL B LYS-C) 0 s PEAS AR I A s T LR 45 6 DR S . ANRE T
Al LA N FIAEAT — I Bl 22 I« SR IR B Ak (A4 Asn I e ficq, ) L 2EAE (30 Met 2
) A (AN Asp A4k ) (BT (clipping) / AKfE / Fr Btk (BIANECEENX Bk ) <
R BTIE V. JH T B~ AS B B~ DR SR « N I e C S in T B AL AR A S o AR SO )« It Bk
fie At B v B A b R I ek 3 B S AB R e — AN B A R A B LR A R 5 R
K AMRB S R A AR -

[0123] QA SCH BITASE A I, ATE 424t pH 5. 52, 0 FIZEMH” $e il it H g / TdLiid &
(4 F 3RO 5 L B RAE T pH A TR 0 REA 28 B () e ot ) w4 P B 22 vl A
JEHAZ) 5.0 L 7.0, 8029 5.0 £ 6.5, 8241 5.3 ££95. 8 [F) pHe BRI T pHZ) 5.5
FERCAIE I o ¥R a1 pH G2t I 1 LG AR 3L BRI IR 5L L MR R £h VA
R N IR £h U H R IR T A HUIR MR M IR AS 2 B ) e 3 P 2 i L R 2
W, et L- AR /HCl.

[0124]  “HEIREZ M2 AL ARAR R . HE IR M55 Hh IR
AR CRARR R AE R R AR R SLEH % AR A G AR R M
MR S R R . B R A SR T L- R (I, A ) Sl & k2t Hhmg 4d
ARG - ELARH, 2 2R e i B IR A Z PR 2 BN pH 5. 530, 6, B EL A4 pH 2
5.3 £4)5.8, HixH A& HA pH 5.5,

[0125]  “ZEEK 7R H8 SR (O 7705 AL LA T A EAHRIAIBE R . ZR5KAe &l 75—
frox BAT2) 250 2 350m0sm 2 K o AT DT A 28730 R B[] s PR AL IS v R 2 558
JR 1

[0126]  AXSCH Y “RESR” A5 A4 % (CH,0) e HLATAED) , A0 45 S 08 = hl . 2 0.
BRI A SRR ARG TR SF o A SO RSS9 CLFE 0 L IR A LR R
WA BERREER S H I A BERE T S ZR B B BT R R B AR EE (sylitol) i ALREEE
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H e MEE & 0 (mellibiose) KA =HE M8 T HH . H B =M JKI5HE (stachyose) 22 57 M
FLEBE (lactulose) \ZZZFEME (maltulose) \HIMEEE . 22 ZFWEEE . FLAERE . 22 FERBE S5 . r
S, AR S TR A (T R, B A SR R R E ), i e B T L 2 i R
(B —KE a, a- HEEREE) M.
[0127]  FEARSCH, “SRMNVEPER” $8— PR — 35 55, 4] an A 58 B R Vs 1 5] . AR5
HH ) 2 T PR AR A 8 AL R AR (0 n L AL 20 A S L AL 80) sPoloxamer (4
Wl Poloxamer 188) ;Triton ;| —HtHEHREREN (SDS) s H REEEBR BREN s 37 AW 78N s H 1
H - R R - Wl Bt (Linoleyl-)  BRAE i M6 — fif S5 & 320 s A BE 2L - R &5 2 -,
V. Joh e 35 R T 3 - LR ER U U S 3 - A B R - I e I — SRR H R A
ST 3 — R I I e S TR — NI 9ol I e R T 2 — TR O I e R TR A — R R I e 2 TR A
(palmidopropyl) — B AR EE G SE 7R 2L — EHEmR (90 H REBRRGSE T 2L ) s R Sl G
PRI — A AR g 5 P A — e Bl T W e B A A — R i s R BE B (cocoyl) “FfIR
K B FR RS A R AR R R — 4 T MONAQU AT™ %31 (Mona Industries, Inc. , Paterson, New
Jersey) ;3R L FE VRN ZEE VM G TN ZBER LY (a0 Pluronics., PF68 5F ) %
CV& 4 BRI T 5 ALEE 20 (PS20) FEE 11 A4S 80 (PS80) 71 A 3 H Byt i (1) e it 771 o A2 i
FAIE I .
[0128]  ASCHAE“Huid” D)™ U, I HUEA i a5 K o B Buig 2w diid.
2 /D PR A KU TE B 2 455 e du iR (0, SURE S PR piA ) « bl B, R AT
F AL B R K AR ) 20 Tk
[0120]  GASCH BT IR, AAE “ B v BE SR ” 48 B R AR bR B IPUR R AR SRS P,
BPBR T AT DATE 55 5 B oA 16 A8 B3 1) AR B K ] BE WA A ( TSR A — I LA/ A7 AT ) 4b,
A AR AR A AR )R/ BRES AAHRIR AL . SiEF A S AFRYCER (FAL) HIA
[FIBUAR I 2 5 FE U T S P AH B, REFI B S R LRSS it BB — Yo ik 7R Rk
Ab, LR BURIIA FIZ E T eI Z I e REsRE Vs . BIE“ gk ” faniiik
N FEA L F R SR TR SR AT FRFE , - H AN R AERE A B SR B R AT AT 45 52 1 7 VA AR bt
14 o 4, BT DRI S — 7k B K ohler %, Nature, 256 :495 (1975) $53AR (19 22 38 58 77 1k A2 1L,
Bl AT L F 4] DNA J7 ik (LS5 %R No. 4, 816, 567) KA il B4R HE A 2 WA A5 T 1)
PR, W] LA# ] Clarkson 28, Nature, 352 :624-628 (1991) F1 Marks %%, J. Mol.
Biol.,222 :581-597 (1991) rh JIrfiiad fFLA 15 Wik TR S A4 SR 70 5 “ B v B 40447
[0130]  “Huik B A& A KPUARN— o, Fralh S KRS A3 B X . ik B
(1115 ¥ .45 Fab.Fab’ \F(ab” ) ,« fll Fv 7 Bt s UBUAE s ZRMEDUE (S BEHUiE 5+ B IUiE
BTV ) 22 e PR A
[0131]  “AKPuUE” A EIURE G 7] X R I (CL) A1 #E{H 52 48, CH1 . CH2 £
CH3 [Fiid . AE eI mT DL KA P FE 8 (B0 AN RAR P B e i ) Bt e iR 51 A%
o it AR GUA A — P PR 28 DI RE .
[0132]  ARSCH ) “R IR 7 AR ” Jidgse A 5 1 B ESRBUEAS R & LR 7 5 it
o 18, AIERR TP AR A 5 2R R 2 /02 70 % I RIPR T, HARGH, BAT<
5 BRI R /02 80 %, AR A A2 90 % [FIYE . EIEIR 7 51 AR AR AE = EERh P AA
(IR P 51) PN BT P e 7 B AR B IR AN/ BN In . AR SR R SE IR 7 51 AR 1
22
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[ ORI A (I B R AL I BB AR 4 ) (B PE AR AR AR — KB st F B
A AT FREMH (1 VHS-) PUAR AR — KB EE R C i IRy 2 ik
S, I HARERTE A/ BURRE R R T R SR A G AR T RS I, AR Sy
TG TR AR 2 S A — R B S R BE Bk o il 3 e, AR o — P Ay
R R IT YR ) SO ZE 7 1Pk
[0133]  ASSCH ) “RE AL ARAR” ik & BT 5 5 T 1 BRSSP — A B2 AN ok
A [ LB 5 B — AN B DK AL A AR BP0 o AR SCH B A0 AR 1A 1 ) 5
BFERAE T H Fe XH GL B G2 ZERELE I, A2 GO SEREES M ik HA & TH—
25BN R R B — AN BN K AL S R B R A A BB T IR — 2B 2 B 1
WAL SRS, RO AL Ao BEAh, RAE “HE AL B IS A5G TRk
EPURTE IARC 3 T EP 17 331 266 A1 USP 7”7 517" 670 .
[0134] Pk “AARLAsThEe” FE IRLe v VA R T-HUE Fe X ( RIRFF Fe X B LR )T 5]
AR Fe X)) MAEYZEME. SUARN 2 Dhae 16 B4 Clg 455 s MR 4 41 o 25 1
(CDC) ;Fc SZAREE & i 4i A S AR EE M (ADCC) s B0 4 MR TH 244 (44
B 40 %44 ;BCR) [T i, £54,
[0135]  HRAE KUk EEHE I 2R T 7, el BUE A “287. f2/EE b KEEH
K Piik 1gA 1gD IgE 1gG Al TgM, X L& ) JLFH AT DA — 4 i P27 ([RIFP AL ), 491
W1 1gG1. 1862, 1863 18G4 IgA Fll TgA2. X BT AN [RISEHuid i) B B 4H = 38 5 I FRAE o [ BT
RiE]S BLEEEEE ), e [JEEmRE 1. v DS 1/ w2 ] ARk A R w
CERN = LR LSRR A I
[0136]  7EASCH, B SC PR “ AW 0GR FE PR 4 S, IF B A T DA AR AR BY
FEAA P I () P 0 B A A 2 B I BE T IESRTEPE T DI RSB (B anfE Bifd A2 HER2 ¢
WG L ) BUBBII . 7ETHZ 2R BT S, 7E— AL 77 B, AR s PEFR 1 Y
AR A LI 40 i 2 MDA-MB-175-V 11 35 ¥ BE
[0137]  ARSCHARIE “ Hog FEHUAR” B EFE TR A& ok, i EA / B8 BE —
o5 B4 PR T A D BUE T 578 BRSSO SR I oA o R AH NP 51 AH R 3R, i
MFI AR5 B 5T AENESUE T 57— SRS BOT 8 5044 o K AH B 51 A8 [F 3
P, K ICRBUR R R B RE ST RBLE 2 A Y24 is % (3 E % No. 4, 816, 567 3 ¢
Morrison Z&, Proc. Natl. Acad. Sci. USA, 81 :6851—6855(1984)) o A< 3 P B M8 1 ik & 970
WAHE “ RKJEM (primatized) ” fufh, HAEEHHIEARKIE (HlalHEFE (01d World
Monkey) F&55 ) T4 KA AR BT R 456 Fp 71 A E 52 X 51
[0138] BN (HlEmme ki) Fudk iy« AL " B B AR E A & B RN S sk e AT AR 1)
JEBI RGP . KA b, NIRALBUARTE >R B #2252 A4 ) w8 X W3 8 A ok 1 L AT B BE 45 e
SERFITFIVERE AR AR (HMATTA ) 3 a1/ R KRR AR B EE N R A1 a8 X )5k
B N B sk (F2 448 ) o BT SO0, o N S 3k 8 T I HEZR X (FR) B I AH
R AENIRFE B 4o b Ak, NVRALTUAR AT DAL 3 AR 52 PR BUAAR S o B HR B iR B
i HH IR A 1 L — b R PR R . — i, AR IR S B & 20— ANl E AT AN
A HEAS AR, o T B AR T AR BT 3R AN g Bk EE A 1 AR BN, BT
A T PR A& N SE BREE A P51 0 PR, [Tk, ANJEATUERIE S0 & 203 4 Fa g B3R
23
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HEEERX (Fo), lH e NEskE AEE X . X T HE L7, W Jones 4, Nature 321 :
522-525(1986) ;Riechmann 2§, Nature 332 :323-329 (1988) ; & Presta, Curr. Op. Struct.
Biol. 2 :593-596 (1992) .

[0139] A ¥§ 4k HER2 47 4 5 45 huMAb4D5-1, huMAb4D5-2, huMAb4D5-3. huMAb4D5-4.
huMAb4D5-5, huMAb4D5-6, huMAb4D5~7 1 huMAb4D5-8 BX il % Hi 470 (HERCEPTIN™) , Wit [ %
H 5,821, 337 (9 3 th T HEAR K s AJEAL 52009 (W093/21319) FI AL 204 Fifk, i g 2
BREHL, QR S B RR R

[0140]  HTASCHH H I, “ #2540, “HERCEPTIN™” F1“ huMAb4D5-8 ” $5 4T Xf 4D5 FAr
[F90 HER2 Hri4A . HRide s, bR S 21 WO 2006/044908 (1] 14 w1 BT 3% 2 (1) #2 BE A
AR T .

[0141]  “3RA7 4D5” 7& HER2 HIMI /M 4744 4D5 (ATCC CRL  10463) A1l 2 BT 45 G () X
. MFRAI IR HER2 S RIS, 3 HL7E HER2 ) TV IR« A T ik 45 & 4D5 RAZITAE, AT
PLSEiEiE iC 3 T Antibodies, A Laboratory Manual,Cold Spring Harbor Laboratory,
Ed Harlow#lDavid Lane (1988) H# #AC SCPE Wil V25 B, A LASE IR AL 5E A PAPEAl 47
A5 75 455 HER2 ¥ 4D5 3247 (1 21 HER2 [ £k Bk 529 22 £05% K 625 1 X s (- AR AT — Bl
ZARE: (BdEum L)) o« “FRAL TC2/TF375& HER2 I MIAME T 5804 7C2 AT/ B TF3 Hiik 45
Az B X 8. A T Ik 4G 7C2/TF3 /AL Ak, AT LASEE1E W1ic % T “Antibodies, A
Laboratory Manual ”(Cold Spring Harbor Laboratory,Ed HarlowflDavid Lane (1988))
()5 A XN 8 . B, W ASE R A7 58 o7 DL ST & 75 45 & HER2 |1 7C2/7F3
AL (101 HER2 (L 5k 22 22 295% AL 53 I X3 h AT AT — DL MR AL ) o

[0142]  ZEASCH, “OAZERBEHL” A “rhuMAb 204”7 48454 204 F A7, I HAG G Hi 6,5 wo
2006/044908 1 BT3¢ i 1) m] AR e A ] AR T SUEE IR 7 B K B A4, B0 B4 WO 2006/044908 1)
2 2 s B9 N EAL 2¢4 YK 574,

[0143]  “ZRA7 2C4” 52 HER2 [ U /M Ek R $i4k 204 45 & 19 X 3. A T ik 45 & 204 R Ar
I, n] DASE i i Wi 2k T Antibodies, A Laboratory Manual, Cold Spring Harbor
Laboratory,Ed Harlow fllDavid Lane (1988) FfH FRAS PRIl & 23 B3, ] LASEiE R AT
SEAL AVPASG B 2 15 45 & HER2 (1) 204 R A7 . A7 2C4 40,552k B HER2 AR 1) TT 380
Wk 204 FIHZERELGUAE T 1T AT T1T 3845 A 4L 454 HER2 (a4 8 (Franklin %5 Cancer
Cell 5:317-328(2004)) .

[0144] AR £E AL {88 IS) 48 76 44 71 BICZE A& P 470 4 i, G HG & R 31X HER (1)
AL A KRS YEA G . Wik, A KSR A DU B Z LA T S AR IS HER Y
SRR A o AR A 0 4 48] - E0 i BEL W 4 SAT 3 (&b T S JRBAARRIAZ B ) 1)
25957, v s 3 G PR AT M BRI 25 7). i M BHFE M R B RE K E L (KEW
BATC B ) A2 S (taxane) (AR SN A4 B TT #1617, 2 R E RFHLE F
AERKITWEHE SR E R, PR GL 19257 B3 3R N S A5 7%, 41 41 DNA 4
170 281 i 5 8 25 (tamoxifen) IR JE#) (prednisone) .15 K ELIE (dacarbazine) . X
AL (mechlorethamine) %A (cisplatin) « F 2 WIS (methotrexate) 65— F K
g (5—-fluorouracil) Fll ara—C. T %5 B 0] W.” The Molecular Basis of Cancer”,
Mendelsohn #1 Israel 4%, 8 1 ZZ, & ~N“Cell cycle regulation, oncogenes, and
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antineoplastic drugs”, Murakami Z¢ (WB Saunders :Philadelphia, 1995), Ji H &8 13
Mo
[0145]  “A AN ” Fuihk (945 & IR LL 25 & HER2 FEHIH| ik 2348 HER2 [ 40 i A= 4 1)
Fidk . e AR AT R HER2 FUARAEZ) 0.5 3 30 1 g/ml 044 i 55 sk 16 4 e 1 5247
[¥) SK-BR—3 L. Ji it 8 40 i 1) A= A 3 K T 20 %, HAR b KT 50 % (451 414y 50 % % &
100% ), HoHR 72K SK-BR-3 Al Me 2 i T Hiikjm 6 R IE AERHE] (WL 1997 42 10 H 14 H
AERIEE LR No. 5,677, 171) o AR ARG DU 2 B sEFEHTE 4D5 B9 AR
A, 181 il 22 L

[0146]  “VRIT / ALFR¥RVRIT PEAL IR AN JE MR B TG PR E I . 75 EVR T N SRR
S V28 SR R N B S IS S BB PR I B R, RSO ERIT R B E R L&
W A S 9 B T DA 50 (1) 3R DRI B 0 5 s 2 ek

[0147] QAR SCH BT A FH T, ARG “ A M 597 454 BCPRL L A e Th e AT/ B 5| AR 4 Rl 3R
M. EARERE AR R Z (Flan AL TP 120 Y7, Re'™, Re'™, Sm'™, Bi*™,
p ' F Lu (R PEFRIAI R ) A7 ) FIEE 21 AT B Y BB Ny FER
BUBE TEER R, REH R BOR / B A .

[0148]  “Aby7 )7 $5 °] H T30 97 9 R AL 2 AL & 1. Ak 97 570 19 191 40 668 e AL 77 26
(alkylating agents), i W 2£ # Y& (thiotepa) A1 *F %% Mt % (cyclosphosphamide)
(CYTOXAN™) ; Tif§ B2 4% 3 Fig 2% (alkyl sulfonates), 3% f1 1 1§ % (busulfan). & 7
&% N (improsulfan) Fl WE V4 47 M (piposulfan) ; & A "g& 2% (aziridines), i& Wl
XM # Uk (benzodepa) . F ¥ EE (carboquone) . & % # Ik (meturedepa) 1 & Fi &
Uk (uredepa) ; Z, ¥ W % 2§ (ethylenimines) Al B J& 2 g 25 (methylamelamines),
£, 55 7S B % % (altretamine) . = Z, ¥% % % (triethylenemelamine) . = Z. #% % Bk %
(triethylenephosphoramide) . = Z. & it /X 7% Bk % (triethylenethiophosphoramide)
M = & B % % (trimethylolomelamine) ; & %5 £ W ES 25 (acetogenin) ( Ji H &
fi $i A 3% (bullatacin) 1 A4 $i f 3 BH (bullatacinone)) ; 6 -9- I & K W M
(tetrahydrocannabinol) ( & KBRS (dronabinol) , MARINOL™) ; B — $ iR (lapachone) ;
HiMAEE (lapachol) ;KK AL & 35 (colchicines) s AHEAEIR (betulinic acid) ;= #4 B
(camptothecin) (345 & R A FE A 5 B (topotecan) (HYCAMTIN™) . CPT-11 ( {37 #
B (irinotecan), CAMPTOSAR™) . Z. Bk S Bl A B 755 (scopoletin) Il 9- GFLE W, ) ;
E# 1% (bryostatin) scallystatin ;CC—-1065 ( fL45 H B £ Sk (adozelesin) « £k
W (carzelesin) FILLHT KB (bizelesin) & AR ) s B % (podophyllotoxin) ;
WM (podophyllinic acid) :# JEJHHE (teniposide) ;[ 2 (cryptophycins) (4
AAEREEE R L BB R 8) s 2 h Al fthiT (dolastatin) sduocarmycin (3454 B4,
KW-2189 I CB1-TM1) ;s ¥ #H €% 2% (eleutherobin) ;pancratistatin ;sarcodictyin ;48
& (spongistatin) ;&I (nitrogen mustards), & WK T R &S+ (chlorambucil) .
2% I+ (chlomaphazine) . JIHEEEEZ (cholophosphamide) \MEH&]V] (estramustine) . FEF
e I% (ifosfamide) XN E £ % (mechlorethamine) . #h 15 % % J% (mechlorethamine
oxide hydrochloride). 3 ¥ £ (melphalan) . ¥ % 7+ (novembichin). 7 77 JIH & %

(phenesterine) . ¥k J& % |) VT (prednimustine) . Bl # & (trofosfamide) . JR W& BE 4
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J¥ (uracil mustard) ; W A5 iR 25 (nitrosoureas), # Wl 1 % &) 7 (carmustine) « & Ik
% (chlorozotocin) . ## & &) VT (fotemustine) . ¥%& 3% &) ¥ (lomustine) . J& & & JT
(nimustine) 18 ¥ #] VT (ranimustine) ;HUAE T I, W Wi P4 & (enediyne)
(B A 4% & (calicheamicin), LHEZMAMEFER vy 1L MM EEFER o 11(IL
% 411 Angew, Chemie Intl.Ed.Engl.,33 :183-186(1994)) ; B 3 K Hi 4 &K (dynemicin),
AR EIRRIAER AR B HE R (esperamicin) s LA K Hi il 2 (neocarzinostatin)
KREOFMAHR G EAR ZRERAERKORE) B 5425 & (aclacinomycin) « il £
2% (actinomycin) . % I# £ % (anthramycin) . 18 % £ & B (azaserine) . 18 K 5 &
(bleomycin) - JiX £ & % C(cactinomycin) . carabicin. ¥ 4L & % (carminomycin) . ¥
#E 5 2 (carzinophilin) . 4 & & (chromomycin) . i £k T & D (dactinomycin) \ Z¢ 4L &
% (daunorubicin) . H1 3T kb £ (detorubicin) «6— — % -5- & -L- E= & MR. 2 LI E
(doxorubicin) (£8#E ADRIAMYCIN™, MG kA€ £ 2 bk 2 S Lkt £ R L2 . 2- g8 £
T BN Eh R 2 2 b 2 R FRAR VE SR (DOXTIL™) | g ik 2 2 tL 2 TLC D-99 (MYOCET™) .
PEG fL I fig it 2 2t 2 (CAELYX™) AT £ R E ) R L E (epirubicin) K&
[k 2 (esorubicin) AL E (idarubicin) RGP F & (marcellomycin) . 223455 228
(mitomycins) W2 EZR C.EM I (nycophenolic acid).i#iHi% & (nogalamycin) .
WiteEF = (olivomycin) (55 3 (peplomycin) « potfiromycin MEMFE 2 (puromycin) «
= Bk b % = (quelamycin) . ¥ £ [t £ (rodorubicin). B # (streptonigrin) .
B £ B (streptozocin) . 2% 45 #% B % (tubercidin). & 2K 3£ A (ubenimex). {§
fit T (zinostatin) . & & L B (zorubicin) s Ft AR ¥ 40 3, 1% a0 H & Wit n& . 35 75 fth i€
(gemcitabine) (GEMZAR™) . # Ml 9 (tegafur) (UFTORAL™). & #f fib ¥ (capecitabine)
(XELODA™) . 4% 18 25 2% (epothilone) 1 5— %R ME0E (5-FU) 5 M B2 A4, i m — B nf
% (denopterin) . FF 2L W04 | W B = 23 218X (pteropterin) . = H #i 7> (trimetrexate) ;
WL SR ABL D, 5 G0 R A 3 (Fludarabine) 6- 3 £ LA (mercaptopurine) \ fif 0K W #4
(thiamiprine) . i & 4 (thioguanine) ;W& WE KAL), ¥ W22 V4 fth ¥ (ancitabine) .
Bl L B 1 (azacitidine) .6- &K T K 25 (carmofur) . ] 4 My ¥ (cytarabine) . XL
iR (dideoxyuridine) s 2 AR (doxifluridine) . K ¥% 13 (enocitabine) .
R (Floxuridine) s 71 '8 b MR 2, # W& G K45 (aminoglutethimide) . K 4T 1
(mitotane) . il ¥& 7] 38 (trilostane) ;M- FEZ4h 70 57, i 410 MR (folinic acid) ;M #i
1% N BE (aceglatone) ; B§ % Bt 1% M (aldophosphamide glycoside) ; & 3% 2, Bt T4 IR
(aminolevulinic acid) ; B JRMEWE (eniluracil) ; % WY BE (amsacrine) sbestrabucil ;
bt 4= B (bisantrene) ; &k 15 B ¥ (edatraxate) ; Hh % Mt 1% (defofamine) ; Hi 35 7] ¢
(demecolcine) ;N (diaziquone) selfomithine ;s#KFIFE#% (elliptinium acetate) ;
WIEHE & (etoglucid) ;sTHMR K s K (hydroxyurea) ; & %% 2 (lentinan) ; & JE 18
(lonidainine) ;3% & AR R ALY (naytansinoids), 1% @13 & & (maytansine) %
22 R (ansamitocin) s KFTCHLHRE (mitoguazone) ;s KILTEMEE (mitoxantrone) ; 5 WRILEE
(mopidamol) ;s —JZAHNYBE (nitracrine) ;Mimf ] (pentostatin) ;EEZ AT (phenamet) ;
kb2 (pirarubicin) ;&R ElE (losoxantrone) ;2— Z B (ethylhydrazide) ;A
K E M (procarbazine) ;PSKMZ ¥ E &4 (JHS Natural Products, Eugene, OR) ;55 /&
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4% (razoxane) ;MR % % (rhizoxin) ;R IEE (sizofiran) ;1B jE4E (spirogermanium) ;
MASBE T E EAER (tenuazonic acid) ; =V &HEE (triaziquone) ;2,27,27 - =& = % ;
Hun i 2K (trichothecenes) (JLH & T-2 TR PEUTE %K (verrucarin) ALK fEEH &
(roridin) A fltEATHE & (anguidin)) ;54730 (urethan) ;75K EB: (dacarbazine) ; H i
%S+ (mannomustine) ; PR HFEEE (mitobronitol) ;s ~¥R BB (mitolactol) sWRYHIR
ke (pipobroman) ;gacytosine ;Fi¥EutS (arabinoside) ( “Ara—C”) ;ZE &R (thiotepa) ;
FKEIEE (taxoid) , BIAIHFIMZE (paclitaxel) (TAXOL™) | iF &5 11 i (1 4R K 0K 77 24 1
F)fth 22 (ABRAXANE™) A Pifh 2 (doxetaxel) (TAXOTERE™) ;% T ER%&(J+ (chloranbucil) ;
6— it S IE 4 (thioguanine) ;37 3 214 (mercaptopurine) ; BB & WE S (methotrexate) ;
5, W i gA (cisplatin) « B FI4H (oxaliplatin) MR 48 (carboplatin) s K&HZ
% (vincas) ( HFEIL & E AR S RME ), G KHFEM (vinblastine) (VELBAN™) |
KFEHM (vincristine) (ONCOVIN™) . K:#& M1 %% (vindesine) (ELDISINE™) . FILDESIN™) .
K F i (vinorelbine) (NAVELBINE™)) ;4K FEI1HF (etoposide) (VP-16) 5 5 PR 1 Bk i
(ifosfamide) s KFEEERE (mitoxantrone) ; WM R (leucovovin) ;B8 KB (novantrone) ;
Wik b (edatrexate) ;iH V& & & (daunomycin) ;& AL ME IS (aminopterin) s 47 A [ IR
£h (ibandronate) ;¥ $b 7 74 B 471 1 77 RFS 2000 ; — 98 FF 2 5 & 2 (DMFO) 5 28 # 35 FR
(retinoids), WAL B MR (retinoic acid), fHE VBT (bexarotene) (TARGRETIN™) ;
— M ® £k 35 (bisphosphonates), i 1 & B B 2L (clodronate) ( 1 f1 BONEFOS™EL
OSTAC™) « 4 #% i B2 41 (etidronate) (DIDROCAL™) . NE-58095. Mk Sk i Fg / M ok ik 6 £k
(zoledronic acid/zoledronate) (ZOMETA™) .Fil{&BEER £h (alendronate) (FOSAMAJX™) |11
KBS £h (pamidronate) (AREDTA™) . B & B2 & (tiludronate) (SKELID™) B ZE G
(risedronate) (ACTONEL™) ; fh¥> i (troxacitabine) (1,3— — % X 3P 4% 1 I s g 24 4l
YD) s SOUEAZT R, B 2= B (abherant) ZHMIGTE 15 5 4% S F 0 i 3L A
FIE N UGS , i t049) B PKC— a \Raf H-Ras M 4 KR F32 4k (ECF-R) %1, 1%
31 THERATOPE ™28 1 1 38 [R5 92<9% T, 9 21 ALLOVECTIN ™% 77 . LEUVECTIN ™% T #il VAXID ™
FET WD S AUEE 1 3015 (4901 LURTOTECAN™) srmRH ( 481 201 ABARELTX™) sBAY439006 ( &
$idEJe (sorafenib) ;Bayer) ;SU-11248 (Pfizer) ;WE V.48 ¥ (perifosine) . COX—2 ]Il 7]
(BlZERFEH (celecoxib) BUKIEE AR (etoricoxib)) & FAMFNGIF] (41 PS341) £
Bk (bortezomib) (VELCADE™) ;CCI-779 ;ML )E (tipifarnib) (Rl 1577) ;orafenib.
ABT510 ;Be1-2 #1703 i B ER Z- 4 (oblimersen sodium) (GENASENSE™) ;pixantrone ;
EGFR 58] ( W F 3008 ) s BR BB HR (W T S0E ) s SATAT iR B 124 5]
Pz £h CIREAT AN s LSRR ERTE 2 Bh B B 2 A, i 0 CHOP ( BRI i . 2 2R EL &
KBRS R AT A4S ) R FOLFOX ( BB 151 (ELOXATIN™) B4 5-FU AINE
MR EIVERIT T R85 ) o

[0149] %58 SOAAKEAE F A i 1 B 2 00 It /6 iz 01, v tn B AT VR A 103
T/ FEHURIRESL R BUMER R AR 25 (tamoxifen) (NOLVADEX™) \4- B Ath 55 # 2% |
FEI K 25 (toremifene) (FARESTON™) | 3 % 2% (idoxifene) | & & % (droloxifene) .
HIE 4 (raloxifene) (BVISTA™) | HIK 25 (trioxifene) & #H 45 (keoxifene) . Flik
PRI MR AR AT 728 (SERM) % 41 SERM3 + VA s 774 1k 1) 2l M e 2%, i A 4 )
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B (fulvestrant) (FASLODEX™) . 1 EMS00 ( b2 2557 m] LA PH Wi i 25 224k (BR) %1k
il DNA & & $& 1 ER JE % R0/ SRR A ER 7K1 ) 5 2% 2 00 ) 591, /0, 4% A8 [ It 2 4 I 40 ol
FE 4E EHE (formestane) FK FH2E 48 (exemestane) (AROMASIN™) | i1 3k 2 [ 2 55 2% Iy
Uk 7038 o B B e (anastrazole) (ARITMIDEX™) (ki (1etrozole) (FEMARA™) Fl& &
K4 (aminoglutethimide) < F T 75 2 BE 1 61 55, B35 R 2 e (vorozole) (RIVISOR™) |
B i PR M Z2 i (megestrol acetate) (MEGASE™) . VE{E M (fadrozole) . WK M o i 25 44 4
2R TR R 3N ), 0 4G T R 5 TR B AR (Leuprolide) (LUPRON™FH ELIGARD ™) | &
%= ¥ AR (goserelin) A & i MK (buserelin) « F1 il 3 55 AR (triptorelin) ;1 25 [# B,
AFEUE YR & (progestines) i WIHH R FF Hb 22 i (megestrol acetate) FITE R FY ¥4 24 i
(medroxyprogesterone acetate) WER R W CMGEHERY (diethylstilbestrol) Ff%53E 7
(premarin) FIREEIZ / R E B TS A9 2B . 42 AL BE R (transretionic acid) F1%5
4k A iz (fenretinide) ;BHSA]EA (onapristone) sHUZAHEA s #EBEEE 24K T 5] (ERD) Pk
R NEMIZ (flutamide)  JBEEAK4F (nilutamide) LR K4F (bicalutamide) ;22N
e (testolactone) s SATAT IR (924 5 nl 252 6 BR BT AE A s LA S PhERCE 2 |-
X IR

[0150]  4rAR ST A FH 1K), AR HE “EGFR %L1 254 "4 45 & EGFR AT Hb I EGFR ¥E L1
BITH. MSRAFIH T EHELS A EGER BIPUEF/N G+ 454 EGFR BT iA HI 4]+ 45 B
H1 579 (ATCC CRL HB 8506) . Bif7 455 (ATCC CRL HB8507) . B 225 (ATCC CRL 8508) . Hif
528 (ATCC CRL 8509) ( WL.ZE [ %) No. 4, 943, 533, Mendelsohn %5 ) % HARE, i ik &4k
225 (€225 B PG Z 1 B 41 (Cetuximab) sERBITUX™) FIEE M) A 225 (H225) ( W, WO 96,/40210,
Imclone Svstems Inc.) ;%454 11 BU98AR{A EGFR B34k ( EEEF) No. 5, 212, 290) ;454
EGER [ A VR AL I AT ik & B 44, 2138 [ 5 ) No. 5, 891, 996 1 FIr i ) ; A4S & EGER [ A
P, 1 01 ABX-EGF ( It W098/50433, Abgenix) . it EGFR i LLS M5 HI &, WA
FRAREZAY (WL EP-A-659439, Merck Patent GmbH) . 454 EGER [/NaF 45 F45,
}5 7D1839 B FH JE# JE (Gefitinib) (IRESSA™;Astra Zeneca) .CP-358774 BELIR)EI& 5 JE
(Erlotinib HC1) (TARCEVA™ Genentech/Roche/0SI) H1 AG1478,AG1571 (SU 5271 ;Sugen) »
[0151] % B i I 101 1) 3510 i DAt b Rt 10T o T 4 IR SRR 1 40 HER 52 4% 1) T8 S PR I8
BESEPE R o D20 H 7)) 55 _E — B g 50 BGER 4214 254 K /N 43 F HER2
% S TR T8 Bl 00 1) 571 3 0 P 3R B Takeda [ TAK1 654 5% 45 4 EGFR {H 4114 HER2 A1 EGFR
T ik A I U X EE HER 14 7 3% f1 EKB-569 ( B] 3K [ Wyeth) . GW572016 ( 7] 3k
Glaxo) , — A 1 it HER2 M1 EGFR & 2 8 ¥ i 4171 1] 771 A PKI-166 ( 7] 3K [ Novartis) ;32
HER (pan-HER) #I1 #i] 7 % @1 & 45 # JE (canertinib) (CI-1033 ;Pharmacia) ;Raf—1 1 #i
7, W @A) 3R { 1SS Pharmaceuticals ) #1 il Raf-1 15 5 4% ‘T ) Jx X 5f] 1S1S-5132 5
JF HER # () TK #1157, & W 7] 3% 3 Novartis H IR & # JE (Imatinib mesylate)
(Gleevec™) sMAPK Jfd &b i =75 Ml T #0146 57) CT-1040 ( 7] 38 [ Pharmacia) ;I M Ibk 25, 1%
WIPD 153035, 4- (3~ GUAIG AL ) WM bk 5 ILE I I 0 g SIS 5 Wk e e g g 24 5 M g 1 e 2K,
% W1 CGP 59326, CGP 60261 1 CGP 62706 5 MLk W% i 35, 4— ( R & L ) —7H- kg [2,
3—d] WEWE s LR (P B BE BT, 4,5- X (4- FOR G HE ) — BRI % ) 5 7% i 25 e Wiy A
Ht [ tyrphostines ;PD-0183805 (Warner—Larnber) 5 & X 4+ F (4 1 JB £ 45 & HER %
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P A% PR B e X a3 ) R Mk & (35 [ % A No. 5, 804, 396) :tryphostins (3% [ & F
No. 5, 804, 396) ;7ZD6474 (Astra Zeneca) ;PTK-787 (Novartis/Schering AG) ; ¥Z HER ]I il
A, ¥ W C1-1033 (Pfizer) ;Affinitac (ISTS 3521 ;1sis/Lilly) ;PKI 166 (Novartis) ;
GW2016 (Glaxo SmithKline) ;CI-1033 (Pfizer) ;EKB-569 (Wyeth) ;&) & ¥ & (Semaxinib)
(Sugen) ;ZD6474 (AstraZeneca) ;PTK-787 (Novartis/Schering AG) ;INC-IC11 (Imclone) ;
BCAE AR 40 T A R R b AR B0 < 35 | % R No. 5, 804, 396 ;W099/09016 (American
Cyanamid) ;W098/43960 (American Cyanamid) ;W097/38983 (Wamer Lambert) ;
W099,/06378 (Wamer Lambert) ;W099/06396 (Wamer Lambert) ;W096/30347 (Pfizer, Inc) ;
W096,/33978 (Zeneca) ;W096,/3397 (Zeneca) ;2 W096,/33980 (Zeneca) -

[0152]  “Hi 8 A B ” 48 DAL RORE B2 PR B4 ML TR A& o 9 2, 0 0 A8 AR
DK 7] DA 45 6 A P AR o ML R A ) AR A DR BOAE K DR 52 AR ) /N o B AR o AR S
M BB A AR R R 45 A 1A P B2 AR K IR (VEGE) (b dds, 8 i DUARSR BT (AVASTIN™) .
[0153]  RAE “ LA & HH— Fh4n B AR B 1 g 4 [B] A 3 00t s — 4 e 1 HH
(R85 BT IR o IS4 i DR R 9] =2 bk L DR - BB DR RS S 1 22 ik . 4T A
FrEFEERKEREMAE KRR N- FRAB N A KR AEEKEERFRF R
ORI R VR B R R B R R st 3R s R R R B BB R UV iER (FSH) V(2 /R
REEEER (TSH) M A s R O FERKEF gt KN 7 R AR IR FL
B IR 5 o A1 B Mullerian #1951 /N R PERR IR AHIC IR A6 2= s BUS &
M8 A B AR BRI R A /MR AERCER (TPO)  Fl e AR KPR 1% T NGF- B /MR
RN T KN F (TGF) 3 31 TGF-a I TGP- B il & FAEAE KN F -1 F1 -11. 4040
MAE iz (EPO) vEE TR s IR IEWTIER —a -8B M -y AERERBEHAF (CSF) 1#
W B 2 —CSF (M-CSF) i 4 A — B &1 g —CSF (GM—CSF) « FLRE 41 i —CSF (G-CSF) « A4
# (IL) ¥ 1L-1, IL-1a, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-11,
TL-12, ISR FE R 718 11 TNF- a BE INF- B, S He 2 kPR, A4& LIF F kit Fifk (KL) .
QA ST BT ASE G, A 40 DR A ok R SRR IR R B B L A i B SR 0 1 B2 B BRI R
SR FNAH ML R B A e i T S R

[0154]  RiE“HUE” fRIRMIHBERMCRIE . AERC B R Wk B A8 B )33 B T 1
B IR 0, A AR S BN T Jy 2 36 i A Bt HER2 BuAA 59 - ORI U, 44547t HER2
sk ge LRI A RO VR L FFE R E, 10 FSCT R R . AEZ 2 B RS e, 8 2
PR A RO TT B E TP RIPIR RS . TR S REAE R L, 29 A R AT DARR G
SN E B s BB R/ i CEDRAEAAR g2z B0 e e i 1k ) e 240 MV i N R [
A E A CRIRAIE MR R g2z HARIE AT 1) IioBg 5642 s DA AR 40 ied AR G o
/ BRCAFERAR LR — M 2 A IR RE A S HUAER o mEZ99mT DARRLLIE A KA/ BORBEAFAE
(P98 40 B O RE BT 5, ‘e ] A A B f | o ofn / BRAn s e . A R ] DUE K Tt A7
T, PR AR WA S (ARG 43 W B PR BYCSE AR R CR) , M IS ARAE TS I 8], R0/ B —
B2 P REREAR o

[0155] Ak AE A A BHEC il A DLk 2 A B4y, HHEE R A BRI ( RI A5 4t
PEER AT 5, r oA A A R A R B B4 TG A 70 o ) 128 B JBR TR ISR I A 2 4K HELAR B () Bt HER2
Boya IR G E AR ) o “REAR AR Pk SR A S 2024 90% (HEE) L

29



CN 105168125 A i B B 26/57 7

Wb 202 95% (FHEEI) Mk (RTAHAEYRNEES) AW, “FEAR LFRFEK”
SRS R4 99% (EE) MitE (BRTHSYRNEEE) MAEGY.
[0156] A/ WA 2 B DL SEji 5] 245 21 56 S BE A M . SR, "B AT DAS SR 9 B Al AR
RIATERE o Jm I3 S B A SCERAN & R 5] FHRONAR 32

[0157] [ EIfRTIA

[0158] 13k B Bl dt— 2040 Zn St 9], B P Jl s DA S 36 45

[0159] & | :hidit K/NEERE -HPLC K tH R 7F & (LMW) Fhim s sl A Z F(ILF
1) 1E8 G RIRRE . kB B SR, /£ T 30°CIEAE G, PS20 BCi 1) ALC A1 E bk
PS80 FC 75 Bo D Al F R 8BS AT (K Fa i P o

[o160] & 2 i K/DHERE -HPLC R M s = (HMW) RS S ECkIA A Z FCILR
R 1) AE 8 AR E M. Wk B BT R, B R T A S I S A EC R A
A1 B 7E 8 JAW A7 4] J5 S m e/ INME) HMW 34 1

[o161] &1 3 :Eiyh M 578 8 JAJG ARG E M. Witk B v BT s 140, & W i b PR T Al 771 A
A B BRI 1S A NaCl ISR C 2 F Wonmf3 2 Mk, &8 M I NaCl 1
BCil ) E A F o R R . AERCAF 8 Ji E e MBI W& 1 o

[o162] P& 4 VRARBECHIFA A 2= FCIL N SCER 1) WM, anad ik T & BRI 2 4 A AR — 4t
(plate—cone) i E LI E K o A BCHl L2 VE R VST AL 2 JE

L f51

[0163] {3 201~ SCH A ()36 FH ) 45 A0 23 A 77 V2R 5 v, T30 R ST h R SR 30 45
TRFF R MR AR R B Ak Bz 71 it FH 1B HER2 e i 551 o

[0164]  A) il 2P il S5 2 75

[o165] i — MO T AR EH & A EAR kG & th Z 5ht. B BR40 R Wi
EP-B-590058 H Firfii i ity 8 A fhll 2% () 8 et A R st A o [ 6 B O B4 i (CHO) R AE4T A
B . BB YRR it 2 s v B LA, IR EEAR I A A SR
JEHT PHE A8 28T (Bl SP-Sepharose FF) | Fbf2295 2575 2L Bk 38 5 B8 (51 41 PVDF Jig
(HHMilipore PAZ#R Viresolve JEAREH ) ) , Bem AT Bl B +<C #e 24 (1101 Q-Sepharose
FF) FOHEE / B8P BRAib . T il 28 ik BRI L St 4] FETTRC 1l 771 75 20mM 20 2 R 2% Pl
(pH 7 6. 0) HLAZ) 100mg/ml 3R FZ $ AL il 22 3

[ote6] L — M DA T A B H & B B ARG rHuPH20, %7775 VL TAESH M %
(WCB) BBFANMLEE (MCB) Bb AN 46, I 48 AR — RV P A s 32k 78, BB 1R
VIR B 78 B 5ERAE =M B » IRk 1 A 4 oS- AR V8 SR I VA ) / 25
FALIE DM 55 K0G . SRS, I — RPHEH L 2ok 4ib & 8 B LARR & T 20N i Al 5%
Fi %@Fakﬁ**ﬁﬂﬂﬂjﬁ%%&WMﬁmﬁkﬁ%M%ﬁﬁZMML%@i
i /HCL 223, pH 6. 5.130mM NaCl1.0.05% (w/v) B ILFLES 80 H1AY 10mg/mL rHuPH20. ¥
rHuPH20 B{GRI7E -70°C.2 FIAF .

[0167] Ak R AR S BH 1 TEC ) 90 1 G e ROTE FRAE S e b T2 A, L2 AR B AR A SR B
. R, AT AR BRI EA.

[o168] G R A MK HE AR R BH ARk R T it FH 0B 254207 e B A 771 o
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[0169]  SEHEH 1 BT i 77 i il %
[0170] A T il &R AAREC R, 1 2 B BT 65 A T 1 22 h i 2EL R K015 0 e VR B AT
ZRIPRAS B, 3 HAE TR B, I B U8R S ) 150mg/m] [IHUARIRIE o 5B IEEE S,
MR (A0 Qg 5 0  rHuPH20) DA A VA A IN B BRI W . 85, DL 50 & 200 F5 il #51%
A IR TS TR o B, PSR PRk 82 A TR FE T 2249 110mg/m1 120mg/m] B 130mg/
ml ) 2 M2 B HTIR BT, 1R SO 20 (R i R R R e Y
[0171]  EFrAEHIFILELIEEDT 0. 22 um (KEA RS S IES, HELEEZFE THEREA
T eml BEIEE I, FHE ETRE ( 2@ MU 206 B R ) AR ZER Alucrimp
e 25 3. EFRARFEZ 3. Oml o RFIX LEPC i I AEAS RS2 (5°CL25°CHI 30°C ) WAEA
[ s 1) 1) B, FE 3t #2530 (T 5°C M 25°C LA 200min— ARSI RS | B ) FIAE - Bk
JE DR . AERFH I 70 2 B A 2 S R B T T VR TR
[0172] DUV 36
[0173]  2) R/NHERRZHT (SEC) 5
[0174]  3) @I B FACH)ZHr (TEC) ;
[0175]  4) JHEIEVEW AR 5
[0176]  5) fER] WARKL T [ /¢
[0177]  6) £ rHuPH20 ¥& P71
[0178]  fE Perkin Elmer A 35 UV 3606 TH 1 BA 240nm %2 400nm f 3 4 91 F6] 22 it A T 00
SE SIS B UV AR o HAH S TG 3 77 G2 R 20 0 28 1 TR i A RE 222 0. Bmg/ml .
IESE L TR B PUIRE

AR~ A0 BNERST

§ Yo \\ ;
[o179] %A1 S o)

X

Eahtz=

[0180] 41X} 320nm FEHUSHZ IE 280nm [ UV JEIRUA, FF3l LARRRE R+ ( H: [ 2lide St A0
BT R AL A LT ) o AR DAL M ER AT d AE G RE ¢ W3k
o

[o181] 31 A K/NEEREZ BT (SEC) kAl Be il 77 R R T M r F 2 P08 (R&E4E ) FIIK
ST EKEY) M) o 7/EBA Waters W2487 YUK E R MY F 25 & H 2 MT N TosoHaas
TSK BEEAR SuperSW3000, 4, 6x300mm 4[] Waters Alliance 2695HPLC X FSEjiiz iz 14 H
50mM TR EN  420mM /= EREN, pH 7. 0 1NV sl AH 8 S B B i B 00 R 40 5 B 1 B A 5%
SRR A=W, 3T 280nm ¥ KAG I .

[0182] S & AC ¥ /A (TEC) DA I P i) 571) Hh 5 A2 it 22 B 1) 1 R AT 1 £ 2 B i ™
Yo T B 1, B IKEE B Y AL it 2 5 o i VAT 25 2 UV RS A ORI K 214nm)
M Dionex ProPac™ WCX—10 4047 FH FH & A2 #eht (4x250mm) [403& [ HPLC 4% . 4354 FH
H,0 HH ) 10mM B BRAAZE P pH 7. 5 F1 10mM T FRENZ2 PR pH 7. 5 AT 100mM NaCl {E N3
FH AR B, I BlE 2 0. 8ml/ 43

[0183] N7 ilsE R, T 2 i # H HACH 2100AN Y& i+ A FTU (3 sahr ) I&EFok.
[0184]  JHILfF A Seidenader V9O-T B LKL AE i 4 B Al WA o

[o185] i ] rHuPH20 {E Ayidk B Joa R g () 44 AR I o V2 B s PN s v o N e A2 T
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CBEE R CGEU R ) 454 BHE U0 AR TE BRAE D IEY) . @it rHuPH20 5
LBGEWRRIEY — RIS, BN a HRAENILESEA (BIE) Vi RHELr ZBHEY
R D S VEPE . DA 640nm (RIS, FF HLIE B A ZB6d B o 1R iS4 B s PR )
Ioh A AR ARG R DU & A R rHUPH20 0 5 2 e b v ot IO RR R 7 A O A v il 2832 4T
IR, I B 2R e A v P

[o186]  SZjfEdk— D HISEIS, AFE NI .

[0187] - %J5.0 ££]6.0 [ pH A4,

[0188] — % 110mg/ml &%) 130mg/ml & AR S &AL

[0189]  — %7 0.02% E 4] 0. 06 % )2 T I 751451k

[0190] - %) 5mM £ 15mM (I ER ( FREAR ) &k

[0191] 30K | RAL T AR HER-2 2547 M BC il 37 (ISR A 2 X) A A sE
MM SR, P EH N4 -

[0192]  ffp : =¥ AWK seffp : =K AN swalp : = HA /DR

[0193]  F/T :=¥¥k / Btk sskg : =43 nd : =Rz

[0194]  FCHUERIBCHIFNE R T, A Al e FR (R A stk B I P Rl AS [R] £ 11 53 099 A4 T
bl P N b o B N N N0 T E S 3319 ) -5 o s P o A 2 o B K
Gy TR E, IR TR B R T4 (E&) (SR ). CaRM T, R 1.3 M4
HH R S (1) TR 1) 91906 A T TR ) 63 = 35 ) o B P A 11 2 23 MR B HER2 PR 1) oy BE MR 4 1 A
SEMZIEHIF . Bk, 75— J7 10, AR IR P K 2 A HUE (R4, {H & B = 3% U oL PRI I
L il 57 o

[0195]
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SCHR B AR T 1 RV B B — P I BT A RO 5o R R e T ek el o 0. 22 wom g8,
HAELEEAMF TUEESTALHE 20ml HIRERM T . BERIBHEAS TAR T LEH
fEFH %) ETFE ( MG RDYSR 20 S0 ) Bk FIRG IR 2E 30 oy %, IR AR 2 R R 1978
7 — TG RIR T

[0221] 3 2 UK - TIRIEFR

[0222]
B RERBE #Hie F Pt 1] A BRI
(°C) (°C/a4F) (24 ) (ubar)
A 5°C 0.0 60 -
=ik -40°C 1.0 120 | -
—RFBR -25°C 0.5 4560 80
SR +25°C 0.2 300 80

[0223]  HRKTFMEZEEAR I EL 5C (FAEN), ZE UL 1°C / 480 BRI Ad 2
T —A0CHATA G LT, B T 40 CHATRIF D IRE 2 /hI . T 2) -25°C BIMRIE R A1 £
80 wbar [ & SJSEHi S — DT RIA Y 76 /NF. BEJG, EH -25°CE 25°CLL0.2°C / &
BhEIR PRI AT D IR, BT 25 CIRFF AR LZ) 80 wbar =L A4S
b5 /NI

[0224] 4 Usifroid SMH-90 LN2 &% F1%s (Usifroid, Maurepas, France) BY LyoStar
11 A %1828 (FTS Systems, Stone Ridge,NY,USA) WLtk T A H TS T A
[FAESAE (5°CL25°CAI 30°C ) W AFASFIRT ()] R . FHYEST K (WP W3R T R E
B LARFN 2. 65ml, PP AE A2 120mg/ml HUAIKR FE K BC R A Y0 T 960 2
INFIA)SE 10 438 2245 o T8 Rl 2 A0 B R VR ASE (T 1) 24 /N iR 78 30 i St 6o 2 AR o 119 40
Bro

[0225] IS FSCRTHEAR T 2043 B 7V BRI RE i

[0226] 1)UV 73008V 5

[0227]  2) K/NHEFEJZ#T (SEO) 5

[0228]  3) BFACHZHT (IEC) ;

[0220]  4) VEIRHIME s

[0230]  5) fER] WAKEL 7 1 -

[0231]  "F3CER 3 iRt TECHI A Y AR E TR &5 R, o TR R o4 s -

[0232]  ffp : =AWk ;

[0233]  effp : =JEA F¥A Wik

[0234]  nd :=RJE
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His

mg/ml | mM

tre

mM

NaCl

mM

mM

Meth

PS

20

80

%

%

rHu

U/ml

120 | 20

5.5

210

10

0.04 |

12°000

120 | 20

5.5

210

10

0.06

12’000

120 | 20

5.5

130

10

0.04

12°000

120 | 20

5.5

130

10

0.06

12000

120 | 20

5.5

105 |

65

10

0.04

12'000

120 | 20

5.5

105

65

10

0.06

12’000

120 | 20

5.5

210

10

0.04

110 | 20

5.0

210

0.02

2'000

110 | 20

6.0

210

0.02

2’000

110 | 20

5.0

210

0.06

2’000

110 | 20
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210

0.06

2'000

110 | 20

5.0

210

15

0.02

2'000

110 | 20
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210
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0.02
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110 | 20
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0.06 |
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110 | 20
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- 210

15

0.06

2'000

130 | 20
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210

0.02
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130 | 20
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210

0.02

130 | 20
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210

0.06

2’000

130 | 20
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0.06

2'000

HSlu| Qv o2 BRI~~~z o0 mTlo w >

130 | 20
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210
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2'000

e
N

130 | 20
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210

15

0.02

2'000

<

130 | 20

5.0
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15

0.06

2’000

=

130 | 20

6.0
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15

0.06

2'000

x<

120 | 20

5.5

210
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0.04

2’000

120 | 20

5.5
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10

0.04

12000
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[0240]  AHUWEW LTSI,

[0241] 1. 2423 MRSt HER2 Huddk i) vas ik 4 i R e B 25 Be il 7], Ay

[0242] a. £] 50 £ 350mg/ml $7{ HER2 FifA ;

[0243]  b. 9 1 % 100mM ZE 355, HA4E pH 5.54£2.0;

[0244]  c. 291 % 500mM £ e B A ERCE 2 Fids e RITR G

[0245]  d. £90.01 % 0. 08% AL B F ALK HEVEPER) 0

[0246]  e. ARLEMZ /D —FiE I R ERETIE .

[0247] 2. K BEBCRIZEE SR 1 0 1 Bk 46 I 8 e B9 254 0 HER2 HUAARTC il 7], 3 v Brid $t

HER2 #1044 ¥k & 43 5 /& 100 & 150mg/ml. 120+ 18mg/ml . %] 110mg/ml. £J 120mg/ml . B¢ £)
130mg/ml .

[0248] 3. MKREAUHIZER 1 B 2 1 iy FE IR 4 (WA 2 I 2551 HER2 HUARTEC 6157, H 4 milf 7&
KT 150 £Z5 167 000 D U/ml- 27 2° 000 4 U/ml BLZ) 127 000 4 U/ml 3% BH 3R TR NG I
[0240] 4. MKHBBCHIE SR 1 & 3 AE— T & e 4 1K A2 € I 25405t HER2 AR EC il 771, H
HBITIR 2 PRSI N 1 22 50mM

[0250] 5. MKHBBCHIE SR 1 & 4 AE— T & 4 1 A2 € I 25405t HER2 AR Ee il 771, 2
ik 22 o R AL pH 5. 5£0. 6.

[0251] 6. WKARACHIER | 2 5 FAF— T i FE IR A (1A 2 I 25405 HER2 HUAREC 1l 57), H
Hh ik 22 i 7 2 ZA R 2 PR, £ T 20mM ZH 2 e /HCT .

[0252] 7. MKHEBCHIESR 1 & 6 A — T 1 Pk 4 1 A2 8 I 25405t HER2 S e il 7], L
H TR AR E AL, g i — oK S o, o - R R,

[0253] 8. MKHEBCHIESR 1 & 7 FAE— T i FE R 4 1 A2 08 I 254905t HER2 S 44 e il 771), HL
B RS E RV FE 43 il 2 15 28 250mM B2 210mMs

[0254] 9. MKRRAURIZER 7 B 8 1 iy FE IR 4 A2 2 I 25450 HER2 HUARTEC 177, Horh 2
FRVE RS R A, ik B8 5 & 25mM.

[0255]  10. fRHEBUCRIEER 1 2 9 HE— T &1 2 4 FI R 08 I 2504t HER2 PuAA e i 741,
Horp prak BB AR v PR 2 2R L B4R, Hode B N A < ZRL B4R 20, R 1L B4R 80 AIER &
1% - BINEL R

[0256]  11. fRHEABURIEIR 10 1 1 FE IR A6 A 2 I 2530 HER2 JuAA B il 571, e A Bk 2811
RS IR E & 0. 02% (w/v).0.04% (w/v) 8L 0.06% (w/v) .

[0257] 12, AREEBCHIZE SR 1 2 11 W -— T /& BE A 4 I A2 E B9 2505t HER2 SuAA e i 741,
Horp Bk b HER2 ok 3 N AL - it 2 B hu i ZEREEHURT T-DML Btk Rtk A & .

[0258]  13. ARIEBCHIEIR 1 2 12 HhF— T ) /5 BE A 4 I AR 8 B9 255t HER2 SuAA e i 771,
HAEAURAEML f5 AR 1 .

[0259] 14, HRKIEBURIEIR 1 2 13 HAF— I /5 LR 4 (1) 8 e B 25040 HER2 B e il 5710,
Horb BTk 75 B T BRI I 2 rHuPH20.

[0260]  15. HKIEBCHIESR 1 22 13 HRT— T3 /5 S 4 I A2 B9 2540 Bt HER2 BruAA e il 71,
Hoh = Bk i OF 5T BRI o

60
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[0261] 16, AKEEGAURIZINR 1 & 14 P T — I = vk 4 11 R 1 25 9B HER2 AR L 1l 741 »
HAHT R TNENR AN

[0262]  17. AKEEAURIZR 1 & 16 T — I i 5 vk 4 1R 72 I 259 B HER2 AR T 1l 71 »
HomigR .

[0263]  18. AKHEAURIZINR 1 B 16 H T — I /e 5 vk 4 1Y £ I 25 9Bt HER2 AR T il 71 »
HoRHET R,

[0264]  19. AKEEAURIEIR 1 52 18 T — I 1)/ 2 ¥R 4 1R B g 1 29 0B HER2 AR TR 1l 71 »
HHTWHITEAS T H P HER2 FURIETT (795 B IE » 1 A6 e ik BB PR

[0265]  20. —FpyEgTEEE, HASKEBRIZR 1 2 19 PE—TU & R E R e g
Y4 HER2 HUARTC 7).

[0266]  21. fKAEBCRIZISR 1 & 19 T — T HIFIAH Tl & o H TR T 2l Hid s
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Abstract

This invention related to subcutaneous anti-HER2 antibody formulation. The
present invention relates to a highly concentrated, stable pharmaceutical
formulation of a pharmaceutically active anti-HER2 antibody, such as e.g.
Trastuzumab (HERCEPIN™), Pertuzumab or T-DM1, or a mixture of such
antibody molecules for subcutaneous injection. In particular, the present
invention relates to formulations comprising, in addition to a suitable amount of
the anti-HER2 antibody, an effective amount of at least one hyaluronidase
enzyme as a combined formulation or for use in form of a co-formulation. The
said formulations comprise additionally at least one buffering agent, such as
e.g. a histidine buffer, a stabilizer or a mixture of two or more stabilizers (e.g. a
saccharide, such as e.g. a,a-trehalose dihydrate or sucrose, and optionally
methionine as a second stabilizer), a nonionic surfactant and an effective
amount of at least one hyaluronidase enzyme. Methods for preparing such

formulations and their uses thereof are also provided.
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