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L. — P APUARF c 5 I AR R, FURFEAE T+, AR BF AR N BT e 85 A rh , s B FH AR
Kabatgi5 R T4 I 22907 BB 23 10V  EE236/43/ « 552437 58311437 < 5535507+ 55396
DLVA N BB A28/ S LR AL B I AL P 1 — DAL A7 B 2 SRR i 5 B AR S SE R AN RN O 1)
Jilaw

2 ARPEARNELR BTk [ AUARE e S5 A A A, FURFIEAE T+, A0 50k F FHC229R\A231V
G236A.G236W-F243L.Q31 1RR355LP396LLL MMA28LAL AL [0 P —/ DA 1 S SRR AR

3 ARPEALHN ZR TR I ADUAF e 5 A3 AR A, FURFIEAE T, F1 75 G236A Q31 1R\ P396L
DL MA28LIF) S FEFRHNAR o

4 FRPEAR ER AR ) ADUARF e A2z A, FURFIEAE T+, 6957 C229R \G236A Q31 1R,
P396LLA MMA28LAY S IER HLAK o

5 ARFEAHER PR I A BUAF e 85I AR A, HURHIEAE T, 05 A231V.G236W . F243L
Q311R-R355LP396LLL M MA28LIK) S LR HNAL .

6 AR FEAHN ER AT (1) ADURF c G52 p , FURFIEAE T, S EF AR A DU e 25 A3
AL, A B SFc y RIalgs & /]

7 ARIEACH LR TR () A PURF e S5 A3 A2 R, FURFIEAE T, 59 AFe y RITbAREL , e
VeSS 5 AFe y RITaf45 &1 .

8 ARFEAHN ER ATk (1) ADURF e G5 A AR p , FURFIEAE T, B AR A DU e 25 435
AALL , BRI AN A R E R SRR T

9 ARPEAHN ER PR [ ADUARF e G5 A AR, FURFIEAE T, B AR A DU IRF e 25 A3
AAEE , AEpHT . 07 . 8IS FeRn RIS &2 M /T

10 AR PR BRI N PUARF ¢ 25 A3 AR A, HARRIEAE T, 58P AE T A PriRFe gy
SAALE , 7EpH5 . 6256 . S ATFeRngR B H = 45 5 25 A1 T

11 ARPEACF BRI NP UARF e 25 A3 AR A, HARRIEAE T, SHFAE T A PriRFe gy
SARLE , B IR N -

12— Mokl H B AT o i e B, FURFIEAE T, AT B S AR R L BTk (R F e 854
AR PRIFC y 2R AR RE

13 ARPEACR R 12 frk O Bopk sl BAT s im PR B B, FLRRFIEAE T, S AR A
PAEEL , B AR -

14— PR 2 IR S, HRFIEAE T, ACR 223K LT i\ PTAARF ¢ 45 A AR 4k
FIAEDIE P2 IR &S G B AT B DN AR N 2= 0]

15 AR PEACR EOR VAT R [ A WiE VE 2 IR &1, FURFIEAE T, AT R 2 e A F A
AR VA RKMEB RO R VEREER B TR RSN 1 BN & R
YE 4R A 2252 0 P VA TNF 32 0 ) 2 o i i 4 aais f ERL 1 E g 4 i K B4
(1PN ) 1PN R R Y = U WU 52 1l [P R R 0 2 7 2 e = = IR N S N5 ) LU 2
PRI R A N - R A 2R KA - o THUBRER T 8 1 #UIR B 1 -E VIR 2 i 2k
25 B LR AT 4RI A A% 2 R VI IR R F-VI T T Iy PR - TX L 2148 1 vAT
AR SRR 1) PR TR e 25 1 C - C- SN B 1 B 25 il 391 e T o 741 R S A sk
il 8 2 I AT A A K A R AR T Ol A K AT ETEAS R AR AR5 = R
B3R VB AT AR TR U 2R B U SR AR - 1O s IR RS S S R - A AE A 2 A
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BHRSHFc v Rl lafE &R F MR AFcZE K

AR T

[0001] AL YD J— Pt A pHI i 77 2 S FeRn gl & DR ES 1 R A $8 e
FERARR R X LeGhu AR R AN DA K 53 -0/ E H (phagocytosis) ) AFc y RI1a
gE 5 TP AR,

EREA

[0002]  Hhy T4 1 IR 7 DN s S bR I HH A v s S DA S ARG FH M e, TR b
PR AR RS e S ia R T 2 N IR, HAE T TIm R
FLBG YT A, 3 SR S AR 7 I ANSUARF c X W F el &8 R TT 71« ST ARG
FZ9WAHLL , T63T BTN AR B = R e , AN AR FLEIPE RN, e A
293 S S R 0, DR s R s e A SR TR T T Th 2 — R BRI
KI5 25 TIA S FE T IEAE SO T Al o e e PR 4G T Al 20 IR 22 N3 4 i
FIABAH K ENTIETT PUAR J65T PR LT Al B S 045 2 B 2k ok VHERS |
I SEhE DT (BMS) il 254 w], LR, B IR Ar 20 1 24l o AR i TPty
HIRFEEIT (Herceptin) Bl ELIIT (Avastin) «FZH B (Rituxan) S5 = M5y BT
KT SR 195{0 T oA A, AMLOE T E SR, 8 5190 BRI STk 259
Py IR R, H R DT E BT (Remi cade) A5 AR 2N w0 DN £ 2 BR UK T £
FR R AR, I ELERS LR EIN SEhE T (BMS) 25l 2528w B 2 Rl T R e B B
IaST TR L S BN G5 RS, B8 i SR 2 e e 1 LRI R 78T i
(A= 25 AT DR AR DAy - 29 o 4 2 AU 2 BRI 25T 3« DU R B A o e |
GG e AR Ge 2 IR, HUARIIFabDX AR BIPT , 1 F e 85 A3/ 5 16 PRI B e i
T VEAHI A AR R An e TR (REERER 1) (32K (FeSZ AR EFeR) 456, 1 HAR
WP ES A BN R A F kW Fe v RIGMES I A AFIALE]  FUAFc X 1 Fe 32 R4
G SAE_Fesz ik (FeR) 256 , W Y puiaid FeX 54k _F NP R g5 &,
fih Az ARG A A M A BRI RoR - IHER 00 2 5 W Tl 2R A 4t it S ok B FE 4
I G e iE - SO ghfife 2214, antibody -dependent cell-mediated cytotoxicity
BADCC) BB ARAE AT 5T R AT RS DA R AT G5 3R 11 177 A AR PN IR 22 R 2 A I
(Deo,Y.M.et al.,Immunol.Today 18(3) :127-135(1997)) 51X A, Felh Fylairr G s 4 it
M SEEE CADCC LA M ik 4k it 4 s &5 /E ) (antibody dependent cellular
phagocytosis,ADCP) FUAHFESCEENE ], JUH  /E PRI F-LIfE (effector function)
[FJADCCLA S ADCP IR B H - 5 f-AE T4l S i W Fe S AR AR ELAE o PRI, AT DA 2218
PR ER RE M S e R e A 76 T AU IR H 2. AZRIF e 24k sy 5, 5 A 250 32
FFe y RPIAPI TS SRR S R AE N, Fe y R IT b3 So el slibi R S, i 15
SR TR N A B SR TP SME—BhE e S2 A (BIan, So eS¢ /4 :Fe y RT.\Fc y RII
a\Fc y RIla/ R pfilvEsz & . Fe y RILb) 4565, I 22U B i oA 15 AR g 5 S e e 41 i
TEIR T QUBAER T2 H AT, HrARlE o 25 e et B i 7 X, Halat 59 455 )
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U IOE T, AR 8 Al (1 28 05 4 B it ) (TRl KRBt o =X, bk
RN A R SRS G PRI Fe v #3508 DA Fe y 524k (Fe gamma receptor,FCGR) o fE
T IEAER Z IPUARIG T IR &0 T, 8 ADCCH LR i 25 IR, H P - S5
g5 S P VE R F O 4 IR BB TiRIMFe v S0 1 T80t LA SRR « e
o e 2 G R BR TR T T T, s HUAR A ADCP 75 5 Uk M R e A 250 DA K ik
SRR FE, AR T A R Anie (0. T- 40 B- 40 NK4i) , B A S HNE
g4 (macrophage) 7E &M Fe y R alfi#ikFe y RI\Fe y RIlla, KA TR S S EE
W 40 2 1 FB P e y R ILaff) s A 1 F IR I PR HAEGS PR Fe v RIS & 77, LA RGY
g 85 DA SN o T L, T HUAR I Fe 85 M908 S T R F e v RESATNEE T (A) SR
Fef g 5 EFe y RITbES & 1MEE T (D WELB (A/T ratio) ks BRI H A F1ADCC
PAMADCPE S8E ), IR SRS SN2 AR F e y RIbAYSE & JIAHEL , JRH 10 DI 55k
BV S I M s AR 1 45 & 7 (Boruchov et al,] Clin Invest,115(10) :2914-23,
2005) ,{HHTFe y REFIE 2 TR A S 5 R A8, S BN T AR 5 AR 48
SHGIIA/TEE (ratio) MEHIES S AR BT Z 2B .

[0003]  JEdiil , ToREERER 1 (Ui AE iy b /AR N ) A S R S AR AR B E R
T1gGLE GliAR 2 —1I3 A JLFc /K (neonatal Fc receptor,FcRn) 5Fci4s &, FeRn B
PN (endothelial) 4iIPA K b RZ (epithelial) 4if Rk , it SHifAFclX [1ICH2-CH3
DS R R FHA N T AR FEIORSAS , i B 2h 2 40 i PN SRR 1 2 b i R
IR AR SR B A AR - o B, S e Bk M I F ¢ v B ik A EARE e 1 4 i Wi
PE T PN B 445X (uptake) |, Bl 51 NBRIE N R FH o FeRnAE AR AR R 1 pH (<6 5)
AT SRR E 45 AR ERRMEpH O7 . 4) £ MR BBk 1 - A, FeRn L
VA g PR PR g 12 v RIS e e BR BRI o 2 LT SR BRER /KD INy, TR A i ok ) I BE 22 11
FeRngy 3T P05 BRER 1 45 55 SR 9 D0 0 BE BRER Y O it o AT, 2 I T S0 BR AR 7K BT
Iy, P LA NP F e RV 601 1 28 A 1) 40 i W Wi 1) e B BR AR 1 IR LB B (Ghetie kA M Ward,
Annu.Rev. Tmmunol . 18:739-766,2000) o B[l AR M iR - R LA SR SRR KRR FE 1+ X
T HURIF A S5 1eGE5 S lic ik 2 — 1T JLFe %244 (neonatal Fc receptor,FcRn) [
G5 HUARIIFCERNZNC y 2DL L C y 3E5 R 2 [RIIERAL , HA St 5 B s 1A 4 sl I i #h
PRy (1T BB RS PR Wi 4H i sl A 4n i S A 5 1 i, /- 5842 )L (neonatal) 5244
FeRnfIAHEAER, AT S AN APt M & (endosome) A1 (bloodstream)
IR (Raghavan et al.,1996,Annu Rev Cell Dev Biol 12:181-220;Ghetie et al.,
2000,Annu Rev Immunol 18:739-766) . H1 T4+ 1 E KNS S BOE € (kidney
filtration) 2 2P, A ax — ok % HAT 1R 2 3 5578 FE 10 A8 R B ek i i - 25 0]
(antibody serum half-life) .3f H ,FeRnSFcigs GAEDUA 1 &1 E T 3E/E .
I, Fedfshr i 4ulfs N iz (intracellular trafficking) DA FEEMILEMEHTATEIR
LR K- s Frait: (prolonged serum persistence) Jy T A E B EA/EH, KN
i S FeRnpHER T R 5 5 7, PASGE DA i -2 .

BRI
[0004] Al
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[0005] AL I ILE T, SR —FHT R A DiikF e 4 M2
[0006]  Ff FL, AR F 7L T, SRAE—Fiot Fe y 2 (kB R b o e L LA e
WEMEI R BE

[0007)  J HL, A& I F (076 T, 28— Fhgis b iR Pe 4 Myl 2 fhoke_ ik kit B A
GGV BHARERSS T- 028 FBmss FI0 Bk bl R 8 kAR R 4mi
[0008]  Ff L, AR FIRAE T, SRk — 0= Wi v 2 kA A, EE B A B v e - 5
1],

(0009 Ff L, A& WA FI 076 T, 34— T e a7 et 254 50«

[0010] I F, ACK BN I I7E T, SR A B UpARR A3l 25 it i 5 75 1«

(0111 FFH., AR FIOTE T BRI Fe v SRR AR STRI I o 7 i
[0012] I H, A% B 1 (07 T, 2Bt — P bl L FLAT S e VI B e bl
7R i -

(00131 FF H., A BN H AT, Bt — Rt sl A e B M i oy B E BB 5y
JEERE P

[0014]  L4h, AL BRI H AT, S —MssiEiad 7 o ik, ik ik ek 2457 L AR
AT B e b PRIy Bedh 25 2 B R E I MR P 3R

[0015] HiARJ 2

[0016] [ fifgpie Bk [AIR, A & WIHR e —Fhog A HUARE ¢ A I A, LA G N 44
WA ZEIDA SIS I SR EFe v SRR B SE S T

[0017] I FL, AL WHEE ft—Fhdipd sl B B e el e (0 Be, B o B A BifkFe
SERITAZIAR

[0018]  Jf H , A A TRt —FhAEUNEVEZ IR G, LS FiR M ADiAF e &5 itk 4z
(NS

[0019]  Jf H., Ak B Mgty |- iR Fe 25 Mg Az ok Bk pophkok H R A Tz im i A
EEHRZIR S R oy IR A M B8 FaR B 1 S 4mi

[0020]  Jf H , A LW HE—Fh T WP G T e (N 25 A 5, B2y FaRFe gy g
AR E RV EZ RS S Pk R el B A e ) B A 3oy -
[00211  Jf H , A LW t—Fh A PUAF c S AR 1) i 25 5 1

[0022]  Jf H., AR &R BE—FINFe v SR AT R PR T AR & T ik

[0023]  Jf H, AR W ft— A& IR RpT iR sl e B o e i e i i BeA e sl e BB 77 74
HRIR T -

[0024]  Jf H, AR W ft— A2 B BTkl B S e e (0 o B TR s is T 7 9
HRIR T -

[0025] AN, A LRI —FieiEiad T Uik, LRy EE s 255 AR A R T
iRk H B e R BeA 29 B B E R MR D 3R

[0026] G WIZCR

[0027] 7R & HHII TR HUIARE e S5 AL AR (A g i I rp - e T KA A A, L i A= A
NGURFEEAIUL M IRAT P IE A BT A6 7 I B UAAEEL , BRI SR e il
PESZARIIFe y ROBIES 7, 0 H AT S I S E MBS 2 AR P e y RITafy 45 /7 (A/1
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EBISEIN , I A B R S UADCP S S RE V), FF R L S R pH - e B EF cRn &l A LA M
frs g1, R AT A AR N S5 B I R DL R AR I TRITR A 22 IR 26T 7 125 15 VA
G IALRC P R R IN TR 2558, I L AT ABETR T F 2 B 20 e e/ I LA ok
1, P AT A HI I RRscs fuA 2510 «

Ft (=52 R

[0028] &1 AR IADL M alifbhFe y RITa-131H-5E75 55 M1 2 -His hFe y RITa-131R- 5%
R Z -His hFe y RIIb-5 5% M2 -His hFcFe y RITa-131H-GST hFcFc y RITa-131R-
GST,hFcFe y RIb-GSTPA KhFeRn-GST)E 3 TSDS - PAGE A AT 4 SR 1A

[00291 K2 g7~ 100 e A2 = pHIR B EF cRn g 5 J1 A K Fe y R aZh 65 71/ 45
PEBRPEF AR PR [ B s Sl e B I

[0030]  [E 327~ HH A FHFACS K e B J o S idEA 747 126 (sorting) HUAFHEAlexab4 748 &Y
Z21K (conjugated tetrameric)Fc y R as oY EPUZEKFe ¥ RIIbLA M Alexad8848 525 FHA
(Protein A) IR EEDLAPE] ] (gating) SRM& I

[0031]  [&4 ko= H FFACSA3 Ml o BRI B): (Saccharomyces cerevisiae) 4B e Rtk
1T EEFE I L (sub) CPESFe v R a-Alexab4745 5 5o (A) ALK S T2
Fc v R bf#ilk (masking) MIIRAS FHJFe y RILa-Alexab64 745 & 02 YtomEE (B, XfFc y Rl a
MBS SR D) (B) AR

[0032]  [E5 N R Fek DA K Al B F e BRI Hh 22 Bk B piF e A2 Ak 5 E A TSDS - PAGE /3 AT 114
ZERMIE.

[0033] K16 yafi i ELTSAS; A7 (0 & F e AR AR i Z BR L PTF c AR A pH6 . OVA K 7. 41 f¥JF cRn
RS WALINES

[0034] K7 hiHad ELTSAZ AT B S Fe AR Ze Bk B TR R AN Fe y RIS &5 11
[0035] KIS AMIA G A F e AR AT -2 BRI c AR [ ADCPRIER 1A 6

[0036]  Z & WA St 1y X

[0037] DL I, K M EE AL A SISk 4t A BH - SR10, St N ik o mBiIfE
A AZRAIA B, 24 W ARSI ) B B R DL HIP R A M Z5 A 1 AR T BE A A28
HIBIA L IR 32 B I, v RAA I 4l B, I AR WIASIR T 1 AR B AT DA Je ki
R IEDRORAFERIN 1 2L S FHIE AR S [l E FE N A T 5 A T2 DA KR ] o

[0038]  JfH., AU 5 T IO ARGE (terminology) S T18 24 Fek A & B {3k 52
TN, AT DUAR S50 20 452 1 s R sl A & H B JE &S 13 4 e 2z « PRl 7
B AR B2 SN A T AR EIEATE X o AR BEH] o, 2 300y “B4s” e —
SER BRI BRAE S A RERIAE R TE A, 75 WA G AT LA G A S5 A 22 2R A2 HERR
HASE T ZR .

[00391  FEA R WIrh, BRAE DA & X, 75 W T A BORARIE Y BAA 5 AR AN
SR B RN D AR AR 5 S T H AU B i A e iy ki, B S
FAM A S5 Pt B4R A AR A WY FE N o AEAS IR 5 PR Ao 2228 STk 80 A FIPm
AN LI 6

[0040]  FpHEAN AL R AU BT R SRAE AR (1 B R R 1 18 5 11 B 7 DA S — AR

7
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A ANALD (a- 255 T HR) «Sar (N- FHELH 248 (N-methylglycine) ) 25 HAh S L g 1%
W52 1 =AM I HL A IR E R 46 542 M P 28 A FRAR YR TUPAC- TUBfy 2475 41 B id
=

[0041]  PRSARR : AVKS SR : RN : N R ZATR : D VSR : C A8 24AR - B v S ez «
Q H 2R : G AL SR : Hy 30 iR T S0 2R « L AR « K R SR : M RPN SR F I 2R «
P25« S VTR « T (0 2R « W R SR : YDA SR : Vo

[0042]  fE— 5], ACE AP Mo —Fh NPT e 5 A A FEAE P A (Wild type) ADifk
Fegb#glai i, 106 H iR JEKabat 45 2% (Kabat numbering system) HH1 74515822947
23107 EBE 23607 5524307 B 311437 553550 553964 DA M B 42817 S LB 4H s i 2H R i)
—ANUA A B S R 5 B AR RS SR AN R 1 P A HUR

[0043] S5 AL A A DUARF e 5 A A AT LA A 510 FI FHC229R \A231V . G236A
G236W.F243L.Q311R.R355LP396LIL MMA28LAL s 14l ) — DA _F S LR H .

[0044] - —SCABIFR AL A A DU IARF e S5 A3 AR (AT DA B 75 G236A.Q31 1R \P396LLA M
MA28LIM SR IR ADUARF c S5 AZ fRWHE ¢ 1, A\ PTIRFe S5 A3 AR RWHF e 1 7] DL 75
FITH SR 1, Hor] DL B & e B 200088 Fr S O IR 53 —F- 2EA T4mbs .

[0045]  fF—SBrh , AR A N PUARE ¢ 85 #3a A8 A v DA (95 C229R\G236A Q31 1R
P396LLA MMA28LI S FER AR I AP UARF c 5 F935 2 PAWHF e 2, A\ PTIRF c 253 A AWHF c 2 7]
PAELE 7 3R & B8 71, T DAL 25 e A4 T IRES Fr SAZ IR 7 F- 24 T4 o

[0046]  fF—SBrh, A& A N PUAKRE ¢ 85 3a A8 A v DL (05 A23 1V G236W. F243L
Q311R.R355L.P396LDA FM428SLIT) 2 EFREVAC I AP UARF c 5 A9 I AR RAWHE ¢ 5, AFifkFe 444
IAZRWHE ¢ 5 1] DL 5 7 A S I 28 AR - 41, AT DA 2 e A 6 PR S e R AZ R o3~ 0F
1T9mh .

[0047]  fF i, BP AR A\ PufRF e S5 4938 AT LA 3 1 TR S 55 R e S ARk, T AR P
HIBIIRZIR 334 T4 o

[0048]  fE—5fpilrh, S EF AT N HUARF e 5 A3diARLL , ARG I A\ PUAARF ¢ 45 AL 3 4 (R AT DA
HARRI SFe y RITaf 45577

[0049]  fr—sEppilr, P AE P e 5 A IAELEL , T AL I ABUIARF c S5 A3 ARk S5 7R
BUETESZ AR e y RITal g5 & 42, SEIHIE SR Fe y RIbINES & 1D, Al
5 A\Fc y RUbAALL, AT RAGEEEPERS S 5 AFe v RILafy4h 51k

[0050]  fE—5gilrh, S EF AT N\ HURF e 5 A3diAR L , ARG I A\ PUARF ¢ 5 AL 3 A (R AT DA
s PR F g i A /E ] (antibody dependent cellular phagocytosis,ADCP) 55
BESJ.

[0051]  YE—S8 v, AR B A BUAKRF e 45 403 A8 (ACRT DLEAS pHSURE: , SEF AT A fridk
Feg5 Attt , AT DAYEPHT . 027 . 8IN W FeRn B R 45 &2% A1 /T, #EpH5 . 6 26 . 5I X FcRn
T SRR .

[0052]  fE—5ifhilrh, 5B AR R G iy BREE I F e XAHLEE , AR BHAOF A4 AT LA pH5 . 6 %56 . 5
NN FeRn AT S 45 A= A 77, A DAAE AR AL T 99 MRS, nT LA pH5 . 856 0. 71 ik
pHYEHE N, 5 B AR P e S5 AL , A A B 1 pHBBUEEF c AR (A F e R [ 45 &2 A0 AT DA
m10% A F.20% DL F.30% DL F.40% VL F.50% VL F.60%PL F.70% DL F.80% VL F .

8
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90% LA Fikc100% LA, 5k, S AEBUF e S5 A BAHLE , rTARG N2 % DA B 365 DA 1 465 A
LB 65 DA TRE A B 8EE DA V9RFLA E L 10RE A E L2065 DA E 3065 DA F 4065 A
L 5065LA 16065 LA 1706504 18065 LA 1 90£5 A F k100650 I

[0053]  fE—sphilrpr, Sy AR U SR kAR I FeXAALL , A R B IR e A2 4 T LAAEpHT . 0427 . 8
I FeRnAILHARES & 3% A0 T, FT DA i A T E 5 pHYEIE, RT DA pHT . 2257 .6 . AF R pHys
BN, S AP e S5 IR , A IR F e AZ R MFcRnfi# 25 (dissociation) [AAERE AT DAAH
[l A R .

[0054]  fF—sphilrh, SBP AR N HUARF S5 A9 3iARLL , AR B A BURF e S5 Ry 3 A2 fA AT DA
HABIN RN -] (Half-1ife) o

[0055]  fF—sphilrh, S5 HP AR N HUARF e S5 ISARLE , AR B AN HUARF e S5 A S 22 (A 1) 2
TR DA IN10% DA F.20% DA 1.30% L F40% L 1.50% DL F.60% LA 1-.70% A |«
80% LA F\90% A Fic1009% LA -, 53, SR A TR S MgIaARLL , rT AR N2 (% LA B 350
Y 1% S oY 12 Nl Nl e 7 Nl w3 N s 77 W N 1 N i B (012 Nl it

[0056]  fE—sfplrf, ABoik (e ke 1) FIVA JyTgA TgM IgE . IgDukIgG, k& e IN{E
W, ATVA N TeG1 \1gG2 1gG3uk eG4, Lk yHtHERZG LR , BEALE -2 Bk BT HrikiB it K
JAER ARG EDE 2 FabZ5 Ik DA M N Fe &5 #9380, 75 N 18G4y - HY , FelX ARV U]
H|Cys 226[KN- Kim % (Deisenhofer,Biochemistry 20:2361-2370,1981) »

[0057]  AEA LW, AR &I ADTARF e X b A 5 Sl SRR I AR [ AR AR AR PR A B AR TR
FelX 2 BERRAZ MoK E 3, I HLIB Pk gn = A flikabat IEUZ 5 (Kabat et al.,
Sequence of proteins of immunological interest,5th Ed.,United States Public
Health Service,National Institutes of Health,Bethesda,1991) .

[0058] A& B AT T ARGE “Fe S5 Al AT LA “Fe AR pR™ Tt o

[00591 7 & B A FHOARGE “BF A: 20 (wild-type) 2K & 4aRa S i = AT AE )
IAABI AL 2K B AR R S IR RT A E AR S A IR ) 22 I ke AR S R B 22 IR T A4
BSOS DR B AR T OB IR 2 AR & 5 kB AR T 2 IR A1 S sk gm A L 1 24
FLR 4o I, A & W Hb R (58 AR o B AR AR 2 45 DN S SR A B 18 o 111 7 AT
VAR B TURZ IR EME A 5 | N RS 1 7 A= AT AE A B R I B UAR 2 IR
“SEA (parent) FTiR” ATV A ARTE B A5 H] .

[0060] 7 & W rp v (50 AR “GU SRR B MR / 98227 & i3 22 K7 A1 O 2 SERR I EBUA AN
A/ ek, et , 2 AR A B i P AR “SU R R sl “BUAR” S FR e i A=
UK c S5 M350 22 0K 7 A1 iR S 6 B v R 2 SRl At 2 SERR B 0 , S 1
AR Q3UIRIURINFe Az A, VR B AR BT IF ¢ S5 A3 ) 2 358 - 71 Hp 2 31 14 2 BE R Bk
B A BoRG 2 R EUA

[0061]  ZRAFEH A5 rp i (50 I ARTE “Fe ARAR” A& 48 5 B AR BB TR e 25 W SR EL B 5 — N DA
A BRI B

[0062] 55 AR AUFTIRF A Fgtek (Xak v Bo) AL , AR 2 BHRIF c R G 5 — A UL 2 55
B4, I S BRI R 7 A WP A AR 2 7 o A R I RIF c AR PRI S SRR 1) 5 B AR AT/ F e 45
M) S PR Py A1 S _E AR o B4, 55 8 A= U UARF ¢ S5 A 1) 2 S5 IR P SIAH L , A & Y
FeRARIM SR T I B A 2180 % LA I, ettt 2990 % LA L, s flididth, 2995 % DA _F1[A]

9
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P o S SEFRAS 1 W] LAR) F o3 2B 5 1 VAt A% 75 st A T, 5 T AR B skt~ 7
T

[0063] A BHIMF A A AT DAk A RIS 2 FIAT AR 5 K i) 25 o A5 — SR i, A
KA AP c A RAE Gt A0 5 8 S AR B I 2 T A1 e AR B S 3K, TR k)
T AN N vl SRk DA M IS UE FOAZ IR « F 11 B O 25 R B0 28T 3CEk (Molecular
Cloning-A Laboratory Manual,3rd Ed.,Maniatis,Cold Spring Harbor Laboratory

Press,New York,2001;Current Protocols in Molecular Biology,John Wiley&Sons)
W

[0064] i A & W AR PR IMAZIR FT DA N\ 21 2k b F T8 B ek Rk i B &
R A s (regulatory) 741 o3 8 FRic W ATk & FEAR S/ 5 S B INER 25 AT 45
PEdERen I A oL, B A T IhReOC A O A T AE S RS N, ATV B o 5 5 P R
P E A0, D010 A b AR R WIF A R AZIR I Ak B Ak 5 S48 1 Rk iy s
PR IR AR A o W DAGE B AR LIS A 40 P B8 U A DA R B B TR ) 45 P
(4 A, (BRI RN HAZIR SN A 2 4T R ARNBOR AU A FIY , I FUR
AR I FH A A5 3= g o 22 o 0 e, AT LIRS AR P AR B ELP A FEANME = K A
RE A E AR IR ™ AR R B I F e A2k

[00651  [A| It , A I HOVE S Fh A& F e AR AR i 285 U5 1k, Bk iy i ddan AP 3R A
HEAREISM N, 55755 NGF c AR AZIR 1) 46 = 40 5 LA S 2tifb sl sy 2 A =41
JDE SN 1] ek NS

[0066] A AW AT P ARE “FeRn” sk “Brd: ) LFe 27 2 45 5 TeGHUAF X 45 5 e
Ji, Hz D555 fHFcRnFE A 4t o 1 iRFeRn AR T1H, ATDAUKRIR T (o Fif A ZE /N RBR
TVABIAE N BIAEART AP o« GRS R T 23 KA, DHREMEF cRn i 0079 18 R PR 2
BELL SR 2 2 IR 2B B -2- Tk 1 (B-2-microglobulin) , Hif FHFcRndE K g .
FEARBEIAB R, ERAE S AU, & FFeRnsk—NFeRnth 172 FRFcRnFLEE AR - 2- TR 1 1Y
EEW.

(00671 {E—J5 1, AR WIS K — ik sl B B ettt (0 v B, BN S AR & W Fe
ZERISARRINF e v S AREAT R

[0068]  fr—sfilrh, AL HIH AT LA S R RN Fe v S2ARIIEE 57T

[00691  fF—5firh, S AR AL , AR W ETA AT LU A B I AR ;N 2 0
[0070]  FF—Splrh, TR DA 2 sa TR B v EDUAR TR (minibody) , G54l
PR OBURE DA U B IR G DU BUAZ S (conjugate) - ABTRE ALK,
FLAT R R P BT DAy R34 FabJFd Fab’ (dAbF (ab’ ) \F (ab’ ) 2. Bk Al 45X
X (single chain fragment variable,scFv) JFv. B4R Fv R G BaMRE X Bk
BEEPTR (diabody) o

(00711 A —sfil, (S A & I RIF c S5 A AR AR BT A sl AT S e it PRI B AT DA
PSSR -1, IF H S8 AP e S5 I8AREL , T S MBas YESZARIFe y R aff) 45 &
ey, IR AT DL I A pie st 750 /7 H (antibody dependent cellular phagocytosis,
ADCP) «

[0072]  fE—sf5l, A0S A & I RIF c S5 A B AR AR I BT A sl AT S e il P B AT DA

10
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PSSR -PE T, O H S B A= IR e S5 IdALL , SFe y RO IS5 /1AHLL , SFe y RTTaf & &
S, SFEEAT R v R Dagh G B i S A/ TEO B s ORI, DR AT DA AN iAot
P /E ] (antibody dependent cellular phagocytosis,ADCP) o

[0073]  FEA W, A/TEE BN PRI F c 25 A S aE T F e v REE S IR T (1) SHTikmy
FeS5 i d SAfItEFe y RITbZS S IEE /T (D BILLHI (A/T ratio) ,A/TEEAFIEk =R H I
SIIADCCLA S ADCPEEFERE 77, PRI HE ) S Al S2 AR e y RITbES & AR e
VERR S AR S T

[0074] AT PLIH sk ASBOAR AR R & 05 700 B sl A bk A Al 7 ik (o4 a4
AR HL K TR DUTE BT i 8 IR A LA S 615 5 £E (chromatofocusing) HR . GUAKE K40
SPITHIR , ANZH PR 2R AL GUA SR LA SRR R P it S HUAR S, &, s A sl DA T4k
ool , AT AE R E RS R TAE .

[0075]  FIRHUAANE4ES (whole) PTii U, i BAFEH AT IO DIREME A B bt
HA252 KM (light chain) DA M 2552 KAUHE (heavy chain) FJ45#), FRacizbhu
o i (disulfide bond) HEREERE  HUAS FHIThREME T BOR IR AP S S DIRERY
FrB B Bl () B T AZ X (VL) VERER T AR X (VH) VBRI E X
(CL) VA S EE 55— TH 2 X (CHL) 4 Fab B s (1) FHVHLA M CHIZ5 Ak pl 1 Fd B 5
(i1i) H R —HUARNIVLEL S VHES A ZH B F B (iv) I VHES R IeH i dAb Jy B (Ward
ES et al.,Nature 341:544-546 (1989) ]; (v) 2 B IICDRIX I ; (vi) ME N0 R 11
Fab Jr B A BIF (ab’ ) 27 B 1l KB K2 S0 BEFv oy 1 (scFv) |, 25 & VHES A
FAVLEEM I DU bt &5 G A 5 (viii) BURE s kv R 54 (PCT/US92/09965) LA K
(ix) PE i BE Al 5 ) 25 1 A sl 22 e BRIRBUE DT (diabody) W094/13804) 45

[0076] 7 & WA s FA e e e i i BERT DAe I 1 sk IR ik S heii A
IRACPTAR  ABUAR LA KR B o et R o B2 A 2 rp o LR e i mT DA 1o H 41 e 15 i
Fork.

[0077] b alRHuiREl I HA G Belm i A BERT A IS4 43 B CFAE il Ao sk
KIRFLEIT (non-naturally occurring) , Bi4n, ATDAE & ek B 24H A .

[0078] AR R WIrR, “Prik” S48 AE e R o i Tt i = A ot , oMy
AR AP, AT LARSRERFE R AR (B, & sk 2 4) A3 2] i T HURALGEAAN , B 7F
PRNEHEF E BRI, DI R T R Rk DU A T H, TR i A %R
ik (dimer) 549, IR FLAT IR S 0SEA T (avidity) < S8 R0PUE M HAT 254 K (full
length) AR BELL S 245 2 KN E AR S5 , T ok ik B Bt o — it e e - DU 1E E
X3 W E A E X DL AR E X, R EE X BN (y) V2 (W WBT7R: (o) FEEES
(&) DAL PERE (o) B, FHEAMEL1 Cy D =2 (y 2) A3 (y 3) A4 (y 4) SRk
1 () PARBIZRE2 (02) VRS R EE R e E X HAA R Go DA Ak (1) 2

[0079]  AACL WP R “Hidgk (heavy chain) ™ RN (4E AT AZ S5 I VHDA M 3/ME
TEIX G IECHI  CH2 e CH3PA M85k (hinge) [ K EAEDASH v By, B B R DAt
R T RE SR AT AR X P S B TR - A1 o O HL, R GE “%i (1ight chain) " #7 R tuts
AR EERIRVLEL M GE X ZE IS CLIN 4 KR DA SR B, A AT DO U T4
SR AT IX P A R SR T 4 o

11
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[0080] A& B AUAIE “Fegiila”  “Fe B 5 “FelX” 5Fabgh iyla/ Fr Be—e 40 il
A, Fab&hFgil/ Fr Be R BER P AR X (VL) S FERERY RTARIX (VH) VBRI AE X (CL) DA M Hi gk
S8 —EE X (CH1) H A%, Fegh i/ Fr B p B4 I 28 —1H 2 X (CH2) A K 25 = JH E X (CH3)
Hilo

[0081]  fr—J5Ifl, AL HHIS M —Fhéd A % BRI F e S5 Az ok (o 5 ekl L 5 A7
TREEVER B BRI o f -

[0082]  YE— S, Zmbi A & BH P c AR R AZIR 43 - AT LA 5 T 4102 Ty A1 4 Bk 516 1R e
BRSSP

[0083]  YE—J5TA], AR IHP M —FhEd & FaAZIR o F IR AR B o R Ak 1 = 4.
[0084] R G HHRIAZIR 73— T LA 43 B sk FE A1 , M A 3G 555 DL MOBUSE TE 30O DNA M
RNA, I8 EIFEHER 0 B ANT A o 2453 B HIAZER S MR IR 2 AR5 43 B AL RN , A2 MR SR 7™
AR ESIIAZIR IO TS DL N, o3 B IAZER O MAFAE T3 B2 AR 1 VAR TR B PR 2 R ) ]
FBlBtA% P 911 93 S AR o A2 AR 1 BRI Bl AE 2715 B I AAPCR ™ « cDNAZY B A% TR
TERIRAITE DU | 1H X AR P = A AR P] DA R Al 20 B AR 53 F- « 70 S HORZ IR 4
FFoR B BOE U R SR AR A SR IR B 23 TR R 43 - o 24 5 HABAZIRR P41 DA
BE O R HE I AR AT 4R M B o 8 A, M 2 K DAE D 43 W 1 19 B 21 B R
(preprotein) FikiT, 4 FH /T 41 (1eader) AUDNA S 22 K HOUDNA ] B 4422
M A B F e TSN 2 I A L S, S YA A AT R B, Bl AR AR SS
SN A O PR I BRI, B g e A AT AR E R B AR B AR R B
DNAJTHIAL TARSBIONLEL , 73 Wi 7 A2 AR ARSI A7 AL TAR IR (P S AE o SR, P51
AT TR T AR SR 1 o 2% H 1 A 5 (PO BRI A7 S A A T R B o M X PPN A
FEAERT AR PR U5 B A i A B el ko

[0085]  HHF25A0F [ fai - 1E (degeneracy) sk % B ] FbFF ik Hpg A B el i
F -, G A B F e S5 A AR Pkl B3 2 F M Hoi sl B e s VR I B o0 B A%
B 53 - AT LAAE A B MGt X ek I F e S5 Al A fAc ke 60 25 LI Bode sl B o Re s MR 1Y)
Fr B SRR ST BN , R i DX 05 T4 &, 7 BLAERR T 4aBIX DLANEIERSY, o r]
DATE AN SEM L DRI ) 218 (1Y B N 0B T & P A sl A8 24, I BRI 5 il B R ] PATR
G RO PR XM 4 2 R B AR A B YE I o B, AR AR 7 f-4ahs A 5
HARRPIEMERE A 5T, — DA EROAZIRDFEE 7] DA B B de RN B e T AL &1 &
AR XA AR AR BTSN o X BEAZ IR 43 119 7 41 AT LA A B lo0E , 7] DA DNA
45 F-ERRNA (mRNA) 45

[0086] 7R HHIP) 2 A & BHIVIF ¢ G5 AL 3 A7 R ol B0 5 L i Hpk sl H B o el MRV B
53 B HORZIR 73— T LA N B ek a8 b FH T 85 1 ik o Pk 8 R0 8 i 1 i 27 el
75 (regulatory) 741 43 e bric ¥ ARG PR B/ 2 5 B INPH 25 AT B Ede e a1 o
B, AL T DhRE S R IR L Bl AE GG RS T, AT DA 55 7% HIAZ R (L 0 18 £ 4, f
oA GRS AL I F e 5 A b A Al (0 2 FL ) pro ik sl F B i iE MR A B 0 Y
TRy - I AR 3 AR 5 88 1 Pk W 7 77 AR A R IR F e S5 AL 3 A pA kB0 2 FC i Ak
ol H B B R B AT DA B0 48 P2 AN 40 R B FR A DA MR REAE PR ) 25 b
B 7E A0, (HABR T R AN PEAZ R SN T S 4RI 75 R AR R A R, I

12
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FRE ARSI 6 PR 45 3= g o A2 o JC e, AT LUCKE AR P2 ARG ELP b A PR =k
AR e Aok A

[0087] 7R A& HAFR 28 (A B4 JooRr 23U RS A AR IOk TR AR B3 DA B s 28 A5, (EANPR T
BB T S EhF RS AR A R B R IR TR S S DA R R -SR]
P PAAN, S BRI A s T B A sl o A5 S e A sl 5 410, O EL AT AR 3
H LA 25 Bk 7 i & o B8R 0 )3 8 T LA S A e 8 sl s 5 28 2 1 2 IR 75 IS i s
(Escherichia sp.) PRI, FT AN HIPhoA S 5 F A1) Omp AT 5 e SIS, 27 42 0 2 h sl
J&& (Bacillus sp.) EARIN, ATUAR] Fo- SR RS 5 Fr 41 R R 88 RS 5 7 40 55, 4
FNEEEE (yeast) I, AT AR FIMFafs 5 241 SUC2AR 5 4145, 24 7 = shbpgnisisy, mT LA
PR ZE S a- TIRE S BUAS FE S5 N F R E S 74 HARR
Tt T HL, #UARTDLVE S T B A 2 ARk M 1 i e B rac , 78 AT il ARk A
GO MR E i .

[0088] A& W H AR T “B A S F8 7T DU NAZTIR 37 81 A 5 N BR B 2 HAZIR 1y 21 R 4t i
H A EEIa R AZFR AT UL ANIENE (eogenous) Bk 71 (heterologous) « 4K 1] DAL FE
JFORL RRL LA K 25 (12, I R AAS) , AHANBER T 1 o AU il SR 51 AT DA e AR
P AR KA 3R (Maniatis, et al. ,Molecular Cloning,A Laboratory Manual,Cold
Spring Harbor Press,Cold Spring Harbor,N.Y.,1988;LL & Ausubel et al.,In:
Current Protocols in Molecular Biology,John,Wiley&Sons,Inc,NY,1994%) ,

(00891 YE—SBirh, £EMI S FaR BRI AR 2E | RFe 4 M e Rkl fu 5 i dn i
sl HH A S B h I I R B 1 2 2m 28 A Yk B NS B (promoter) (¢ E
(terminator) J45E - (enhancer) SEFER A 741 T IEHE ) mlo o3 AR A1 55, I LT DA
AR LA R A &

[0090]  YEAC KW, ARTE SRk BR” JE 45 S b e sk I AR R P rh ) 2 /D — B3 1
TR e AP A AT —RE 1500 T, RNAGY - 4 R B 11 ot s 22 IR o Rk A AT LA
BB AR A o T AT i s DA S IR R P ST AN, B DA R ek sl pdkads v DL 2
SRt A DIRERAZIR 741 -

[0091]  FEZR R WIrh R TE “fiF A= gt S il EAZ A= W DA M ST AE W, s AaRe e 2 a3k
PR Bl R 8 3R H 3 G A 1 2k DXL R A T R A A A o i 2 2 i RT AR oS R e
(transfected) BRFEAY, (transformed) , XS FERINTAZIR T 1L 2655 N 18 40N At
o

[0092]  fF—spilrh, bR 3= 4 vT DA 4t sk shnam it , shPnfis & v] LA CHOAH |
HEK £t sNSOZHIE , £ b i LA R AHT A

[0093]  fr—J5 1], AL HHPS e — A Wis M 2 IR G, FOm A B A D AF e 45
M AR A P 1 2 IR S5 1 E A R IR N~ 2 300

[0094]  fE—sifil, AEppih M 22 RT DAk B F A ZE RO AE KGRI R R K3
FERUIK T4 2 R B RIBA - AN 2 TR ME A I RS2 AT TNE 324K A A
PRI i gk 200 e 7 A PRI 1« e 4 R BRI PR - TR PR~ 25 A S ot Bl A
S AU SERHER 1 B 2R R 3R R A SRR o R R R - A AR R R v
IPUBE A A8 A VBB 1 -E IR Z0 A AR B3R e EE A £ 4t i 2B pl 2R I iR A
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FVIT RN F-VITT MR PR TX EF 2R A I sk 711 PRI e Bl £ 1 € C- [
B VB AP e AR ) B S A R I IMRAT AR AR R A R AR
A E A KA v HIES K AEE D RS R RS 2R RS 207 24E Y s R 2 JB s i
BHZAENL-1 (Glucagon Like Peptide-1) O CE S A 4r a5 4 LA KR - e
R TR R S ORI BB RO 2R A AR R - RS IR 3R At 25 (e
VR R R FER AR VS PR UG IR AE 2 RN B I SRR
T 1R B TSR R FARBRIECR S22 sz RS S on  gifia R i H il s fg
PUAR 2 o HUAR Bui A B LLUSR B ERE B Pl il ak i dl i, A @ i S i i i vh
FREATAT A= M 20 IR AT DAV A PR Al il 1]

[0095] 1S5l AL A A DUIRF e S5k A A nT LA I PE Rk (carrier) , 3L
T I Es B T 2o S A TE VR 2 IR AR N T, B8 R AR AR TS R 2 IR A1)
RTLLTI AR PN -2 01 25 30 D S 25 il

[0096]  fr— i A A A A DU IARF e G5 A A A 5 A= Wil Ve 2 I T DLl i AR SR &
WYiEdz , v AL IR RS R G rl DAt B W28 & R VRN R O R AT i
LR RA LG L IUlE R CIGRE 2 A R R IR R C ALk R FLUIR (polylactic
acid,PLA) DA S ZRFLIR - CBERR (polylactic-glycolic acid,PLGA) 55 A AW RN SR &
Yy EBER A e BB B BTR LA A I AL S Al i dlih, e R & g AR R AN
A I E AT IIRT A2 DA M AT DAAE AR RGBS 7K B 5 2 BT A B FE A A K
HMTE R

[0097] & —3f5lrh B S AR B R AP UARF ¢ S5 A3 A R g AE Wi 1 2 IR S T LS
WSS, TR N PUR 25 i DU 2 Bk 54t (Trastzumab) P42 & FPT
(cetuximab) « DIREEHHT (bevacizumab) « F] ZEHHT (rituximab) A E g
(basiliximab) LR F]HE P (infliximab) HPVCAREEST (Ipilimumab) TR Bk ST
(Pembrolizumab) ZNEHHT (Nivolumab) Fr[ % Bk BT (Atezolizumab) Bk il 4 B dg
(Avelumab) .

[0098]  FEHTpRIATT UM, A FEFRETIE 28 5 -8 18 T s 4R AT LA by e BRI 2 —,
FH T HUARIIF e S5 A3 AE S e 4 1) 55 5 DA MADCP R AR SV E T, PRI AR BN Fe y 52
R BE I e B VR 55 TIIF A R IR Y P TR  JCH, ik ADCP DR E R
TE5AET 2R FYFe v 24k (Fe y R) BOATEAE R, 7F H AT Frss e n e g 4
FIRPRE TR 5 A MF e sz (R MR —FhF e 2R 25 &, I 2B i bR ilifs e
M5 R e AN AR TRy U A R L

[0099] AR BHEFEHE IS Fab AR BRI A DUIARE o 25 A3 AL i i JE L SR S W A
TR B YT Z R 2 RS 29I T ik

[0100] A K BHRII S 5 L P LAFE QNP B i AR FAA O A AR R S0kt
EWEYEZ IS NPUARF c 5 A3 AR PRI T AN Bl B2 s LA MK A M2 IR AR S R 5
PIVA S AR e 5 R Az e Fem sl B 28 St A T3 125

[0101]  fE—J5 1, AL WIS e — P TR s T e 29 A &9, A S A AT
NTUAF S5 38AR f  B B Uil - B A i im P i e Bl B 2 L AR 1 22 IR
FYHE AR
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(0102 S2{AIT, BT DU 4 B P R P T NN 1R
NI N SN 7 e N VN TN N S AN R N S RN R TN T SN N 7
/N B R O A e T R e 8 R BRI e S AN L A
(Hodgkin’ s disease) Eil s WRELEE b5 DS I 498« ) 0 e« FRCDR DR e  FHAR S5 ke
B PR A 2 RS PRI B 20 A s 1 P ol S e 1 IS AR A bk 2R
ol PR R B A s B Faes PR R R G IR A MR PR A 2 R ek LR A B
S T M JBURR LA S i AR DR A B A AR AT — e

[0103]  fF 5Ll , B E AR B IF e S5 MR R ik sk B B e e Be A =
Fe y RO ags & oe BTG A/ TER A3, BRI T DA S8 o 38 Dsse iy -1 SR B s e A
A AR R BH A e y R adh & 0 BEVE IR e 45 Myt 2R A iR Pk sl e B e i Mo
BT DA A5 E SR s 4 A R A LA AL

[0104]  FF—3pilrh, A% B 20 S Wik vl LA & e fie I AR R T 5 3, S e Itk 4
N T 5 S5 T LA st F F RS hu ) A2 B 2850057« HUEGFRATAK BRIl 18 B 5h 1
K (Bortezomib) 50 i (cardiac glycoside) ERREMENZ2SH 157 . GADD34 /PP 14
HI7  LV-tSMAC. ifZ (Measles) Ji 5 W22 2% (bleomycin) AHE AR (mitoxantrone) Bk,
B R0 (oxaliplatin) dH A R —Fh UL b, BOER R HUm A vl DL R 2GR
(daunorubicin) PEF 2 (doxorubicin) «Ffi2F 2 (epirubicin) kL & (idarubicin) «
VCAZ T (pixantrone) 7P EF 2 (sabarubicin) 8 %22 B (valrubicin) , A2 255007
RPN ERIZRT (paclitaxel) 5k Z PHfth 3% (docetaxel) o

[0105] AL W) FH T T sl 767 e M 25 A 510 S 7 huii 25 (Bt &6 —id
2525, T AT A8 8 40 2 05 38R SR B B AT T o AR 1R 7 ORI A 45 25 T LA
5 R e A RN SR R 2T o iR B I - £ 4% - DNAKE (L 57 (DNA alkylating
agents) , IS L% (mechloethamine) <K | FR%(S; (chlorambucil) 2K A 24 R
(phenylalanine) & 4 (mustard) EAEEMENY (cyclophosphamide) 5 B R ok Jl
(ifosfamide) . FE&La]7] (carmustine:BCNU) 3% 52 =]7] (lomustine: CONU) SENRVEE &
(streptozotocin) ~ A4 (busul fan) JWEFEIR (thiotepa) 4 (cisplatin) DA M F4A
(carboplatin) &5 HuEEdid: & (anti-cancer antibiotics) , WZEE 2D (dactinomycin:
actinomycin D) i K2 % (plicamycin) DA 222855 25C (mi tomycin C) %5 ; DL SAEYIAEY)
I (plant alkaloids) , W0K-FHFR (vincristine) « K- FHAIH (vinblastine) RFEITES
(etoposide) eI (teniposide) \IHFMEEEE (topotecan) VA AR v 75 (iridotecan)
L HABRT I

[0106]  FEAL WA RGE “Tips” f& FE ik 45 254 & W) 25 20 5 Wk AT sl A 2568 1Y
KA BUASE LT EIT .

[0107] G HHHR BTt RS “Vad T e F8 1 45 25 AL TN AL W (s 4r i T k£l
FERE IR O e oA 2 MBS T T A 1 T8 o HESEAZ AT R A1 5 1 B R G132 R] LA
Wk 22 [ R 25 s SRR I BERER T IR i 1 21 S W A R s (A )
Wi e AR TR .

[0108]  FEACL I, AR S5 FHIARE 697 A R0 A b a6 T EARI
ISP 2527 E Rl B b i, AR AL S a7 A 3808 AT DUR P s 2575 1
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EAREA B RS s o PRI, T A ARIN (R 26 245 0 W S st 241 DA R e e T
TE 18 Y o AT DAl R FH S 56 A E 1A U SR HEE T A S & o Y A 380N
K RE X T AR T 941, Hardman and Limbird,eds.,Goodman and Gilman’s The
Pharmacological Basis of Therapeutics,10th ed. (2001) ,Pergamon Press;PA M
E.W.Martin ed.,Remington’s Pharmaceutical Sciences,18th ed. (1990) ,Mack
Publishing Co.Hl.

[01091 AL WM Z5W A W LA 257 1 A 380 25 2 o A R W T (8 T RS “2527 F A3
B SRR PALART R R 538 7 1 S BRI 2 / U B SR TG 7 0 1A 5 RS B A
FEI 5, A R80T KO AT DA G i R A BRI e (R AP AR L 25
VE N 29I BURE V 45 2 T8 V4 29I TR 45 2ot ScHEIE 3 96 97 JUITR]  BDG 5 sl [l I {6t
(1 Z5WAE NI IR 32 DA S AR IR 400 2 RO BN 35 o A BRI AL A m] DAPE R B R 76 Y
FEh 25uk S A IGTT IS 45 25, T LA S EA IR T MR SRRl 465 24, AT LA IRk 22K
95255 ER FRFTA A R R A NIRRT IR ORSCR 1 38 B E I gt 145
25, X AT A ARGUS I m B 25 A RE

[0110] AWM 25W A Wik vl VAR & 2577 1 RS2 (R I, e e s 00 &, AT RAGE
VERT R TR Tt 2120 22 UM SR AR L A Sk TR S5 UM  H X I TR
BTRE AR I TR TE R « KGR R AR A2 2 RN AR A4 25 IR EEAR R S RRTE M M
EXL PRI 5 B IR BE B IRIR B IR 6 AR ISR EE A ISR 5 « F W 4 2 b L1 b
DA AR SR 25 1 AT RS2 (N IR o AN e 3, ARG T EaR 59, AL AN 255 |
AR S DA & &R0 . TE A R 90 F Ay (HANFR Tk

01111 AL A AL A Wik il LA 2 T+ AE Wil 7000 8 A B9 O A sl A A1
EATAH G - 255 1 AT RS B A B2 18 SR 4 5 i ik =2 A PN IR R RO PR
Ban, "I AR FMerck Index,13th ed.,Merck&Co. Inc. 11t #i 104 &9 h7K . o E 7K W AK
PSP IR 22 MR K R A WA TR 22 2P RRIPRS VA0  H i SRV SR X B s o0 LRR B oy
PAERTR S, H AT DIAR P8 T3 RIS IS 91 2% 1~ 300 79 S5 A B s I I
A, ATRL s e BN IR S 43 B0 T 7 1 75 R 5 7R AR 791 SR e 7l e 7Ky
A TR LR S S TR 2R L 200 TR ROk 8 7 S8, Afadetts, mT DA AR Ak )
Y 8k Remington’ s Pharmaceutical Science (Mack Publishing Company,Easton
PA, 18th, 1990) M1 T )5 AR IR 25 sl i o0 A TR o

(01121 AL W H ST LARSE I e 0 7 A T B AN 25 (0 an, T kN B2 1
JIE S PN e RO S V2R sl ARG 245, 46 25 5t ROV B U R85 O A B L A A1) L fE AR
AVIRE BRI TR] 25 245 T8 HEME R DL R i (R B AR B T AN A A I A S 0 — K
252518 90,0001 ~ 10mg/mL, Y6176 0. 0001 ~ 5mg/mL , AR e, AT LA —R—R el Bk 4y
2o

[01131 - T il 254 A W 0 20 5 W 10 v 4k 7610 770 G 4 TR 8591« PR PRI L 1) B 2 591
TP H R T KSR A I T B AR R DA AR AT DA Ay 1 SRR O Ay
FORAE 77055 25 FIRE A T T 11 5 Ahes 2510 170 0 15 0 I IR  FEKIE TR TR & AL
TS R AR .

[0114]  fF—J51f], AL IS K —Fh A\ FUARF e E Mgt 28 pR K il 56 1k, R 7 T A0 A
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a) IR S AR I LA, R IR AR AT AR AE IR ASTUARE ¢ S5A9 I3 A R HOAZ IR oy
T LAKCEERD) | R g ARk i 2K

[0118]  fe—J5 1, AR e — Rkt Fe v SR BATREA R TTRI S 65 75, Bk 75
fih D) R OO BRI T4, ER SRS A S AR B TR E A e
VER P BRIAZIER 531 LA BCLBRD) | Sl A 40k ik

[0116] S ilrh, HiR i Sl AE il LG I8 HPLC « B - A2 # s B 525 A2 88 e 300
Fea itk (HPLC) AN ikl e AL S Do i, TR IR HEE B A (Protein A) HOZEAIE
e

[0117] fE—J5 T, A Me— P S5 A IR e S A PR AT R e HAT S et
R B s e RTB 7 I

[o118]  fE—J5 T, AAHID M — P 0 S AR IR e S A PR AT R e HAT S et
) BAE T a7 e i i

(01191 fE—J7I0, AR Be— R iE iRy T i, sy R AR 205 B ORI
AR WIIF SR AR A A o i VR Bega 20 2 A e I MR 22 B

BAEIiERRN

[0120]  Kgaise Nk St to) S A i B A R W - AR f, N R SERE I T SRR AL B,
AR WA Tt

(01211 a1 . Fek LA S e ot

[0122] 5 1 &R AR ENINFe v R alue et 45 & 1R AR /3 ArFe AR [F)Fe v Rs
VA M FeRnZh & 77, Rk T Al S8V ot o H AR, il %5 pMAZ-hFe y R Ta- 13 1H- 455K M % -
His.pMAZ-hFc y RIla-131R-5E75 35 M 25 -His . pMAZ-hFc y RIT b-%E 25 3E Fl1 & -His . pMAZ-hFc
yRIMa-131H-GST.pMAZ-hFc y RIla-131R-GST\pMAZ-hFc y Rl b-GSTLL . pMAZ-hFcRn-GST
M7 Rk 2k B3R 20 1% (PET, polyethylenimine,Polyscience,23966) F1 FiAFEik
WAAREL IR DL 4 1 EE PR & 7E30m1 [JFreestyle 29371k (expression) 575 (Gibco,
12338-018) AL N 57720409, SRR 22 DL 2 X 106N (cells) /ml %5 BERS 7%
fExpi293F SMI£mA , J7E37°C L 125rpmbl 18 % CO2/I S N B IR T K 15755, LL6000 X g
ELU6 BRI B B, HRF12 . 5m1 25 X PBSHI30mL (1Y _ iR 57 GRS e 0. 2um
MR T JEes (bottle top filter) (HE5* (Corning) ,430513) 1 . 7543 B AL Ged 8 fo 11
pMAZ-hFc y Rl a-131H- 57536 F1Z -His . pMAZ-hFc y RILa- 131R- 545 E M2 -His DL &
PMAZ-hFc y RITb-fE A5 3E F3R - Hi sPRE TR FP R I500p] (N1 -NTAR I (QTAGEN, 40724) Jf
FE4CIH M B M FE 16 /N, SR 5 3N (packing) —RMER ML (disposable
polyproplylene column) {1 DLEIA S 47K FH100m1 [JPBS (pHT7 . 4) « 25m1 [ #4 B 2] PBS 1
() 10mMIFJKIE (imidazole) ZZ il LA A 25m1 R ARE 2 PBS H ) 20mM P K e £ i 1 , I I
Am1 [PIFORE BIPBS HR 250mMI DRI 22 i e i (e lution) o F H., 7E 81143 51 5 AepMAZ -
hFc y RITa-131H-GST-pMAZ-hFc y RIla-131R-GSTpMAZ-hFc y RII b-GSTLL A pMAZ-hFcRn-
GSTHIEEFR I IN500u L [EIGSTH IS (Incospharm, 1101-3) 754 °C IR R HiHE16 /N,
SR HEN—IR MR AR AE A DL RN I - FH100m 171 X PBS (pH7 . 4) T , I FHAm1 [ Re 2
1 X PBSHI¥)50mMf¥) Tri s -HC1 LA A 10mMIF)GSHEZ iyt (pHS . 0) Hellii . 2R ) , A FAmicon Ultra-
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40 JERE Y (centrifugal filter units) 3K (BRTEZFRH (Merck Millipore),
UFC800324) RF 2% M 54ty 1 X PBS (pH7 . 4) , 45 ¢, 1k SDS - PAGE B A A B Eh4fifls e
fUhFc y RIMa-131H- 545555 Fl1 2 -His hFe y R a- 131R-5E 25 % fl 2 -His hFe y R b- 4555
SEMIZ -His hFc y RIla-131H-GST hFc y RIa-131R-GST hFc y RII b-GSTVA M hFcRn-GST
(K1) « Hrp BalifbihFe y Rl a- 131H-54 25 3% 12 -HisflhFc y RILa- 131R- 55 R 24 -
HisPA1: 119Eb IR &, TR FHAlexa FluorT™M 6474 FAkric it & (Protein Labeling
Kit) (AN a] (Imvitrogen) ,A20173) A5 HAlexab4 7 S THIVU S (tetrameric) [FJFc
yRIa.
[0123]  SjEI2 . H8s oy ve B A S = pHIE M FeRn g & J1A K Fe y R aZh 50
PERIF AR AR e B J RS
[0124] 5 7 A0 LelmliN BT = I pH RO FeRn £ 15 T A MW Fe y R T affy b Pk 45
H PR, A 5 INA T H S FeRn I pHIE A 45 5 1IQ3 1 1R/ M428LINHTAF e 741 Hh
i ZyHEPCR (error-prone PCR) il & LABEANFe L. 468 96 UM 51N AL FUDNA S/
W A Rk P ZE ALY (MicroPulser Electroporator) (14 (Bio-Rad) ,
[0125]  #1652100) [ ZE FLIRE IR 1 2 RO T i) 25 RO DNASC 2 A4pg (P i Db T Bk
JE R TR R4 i B i E 2 1 I Aga2 8 1 DA MR AL e R 3L A (Trpl) [ pCTCONEfA—iT
TB1E B400p ] IR RFPER Y %) (Saccharomyces cerevisiae) Ji52 45 (Competent) ZHfUHT,
SRIGAE500m] Y fik = 4 % (tryptophan) [FSDEF 55 [6. Tg/ 11D oo BE AL (Difco
Yeast nitrogen base) (BD,291940) .5.0g/ {4 E %5 [ 2452 (Bacto casamino acid)
(BD,223050) .5.4g/11JNa2HP04 (JUNSET, 7558-79-4) .8.56g/1{JNal2P04 .H20 (SAMCHUN,
10049-21-5) A & 20g/ 111 % (Glucose) (111 (DUKSAN) ,50-99-7) ], M fl#34
Ve BV LA TG LAY B B RS 1) 2% 5L 23 . 25 X 10T ANUIARF e [RRffR SR E PR I B f S0
(K2) »
[0126]  SjEf3 . LR AA TSI Fe v RITaff) 455 /1 Fe Az fk
[0127] Ry i (B RSO T1)5 . 5 X 10841 AE 100mL [k = (a2 R 1 SDEF 7R FL Hh DL 30
CI AR TR 167NN, SRIEHET X 1084 £F 100m ] Rk = (4 S B2 I SCRE I 5L (6. 7g/ 111
Difcoffl%( 3L (Difco Yeast nitrogen base) (BD,291940) .5.0g/ 1[40 F & && A 2 LM%
(Bacto casamino acid) (BD,223050) .5.4g/11Na2HP04 (JUNSET, 7558-79-4) .8.56g/1114
NaH2P04 . H20 (SAMCHUN, 10049-21-5) DA }.20g/ 111230 (Galactose) (Fi%Id A 75 (7
R BAEH 2 (Sigma-Aldrich)) ,59-23-4) 1FREA20 °C A S -5 7748/ N RS2 1 BT e 1)
Fe SRR & o AR PRI A, K1 X 10841 /E4 C il B PA14000 X gB.003040
& 2R IS, SRS FAIm1IPBSB (1 X PBS.0. 1 % 14513 H 45 H (bovine serum albumin)
(gibco,30063-572)) (pHT7.4) I ¥E, ARG A Im 1 G B AT 40nMAUAl exad 882 A K A
(conjugated Protein A) .20nM[tJAlexab64748 5 VUZEAFe v RITall M 40nMI Jez YU 28 44k
Fc y RILbIKPBSB (pH7 . 4) 575 1/ o 555755, FHIm1PBSB (pHT . 4) 15Uk, AR5 & T 1ml
({IPBSB (pHT . 4) 12K 5 5 Al exad884% S5 1A (Protein A) JAlexab472% 5 PUEE{AFc y Rl a
PLN TG Fe y RIU b ESs &, AR E i i N gi o /0 1961% (Bio-Rad S3 sorter,ff14k
(Bio-Rad) ,#1451029) [MIW Z I H = 2 G5 S A o RIS ) - SCZE PAARIAT ) 5 AR
Alexab4 7255 VU2 fRFc y R N affik B alchid i e VU SR MR Fe y R INbIRR I , 20 k4%
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155 % (sorting) 2, B (enrichment) /RGN Fe vy RIL a4 & TP AR {4
i (E3PAKIE4) |, 1 A5 i 2N e HR AL e 5, BA i 29RA5 1 B L3 FhpHAR 14
FeRnZh &8 JIFIFe v R I a2 &8 J1 /3 23 S F e 48 44 WHE ¢ 1 (G236A/Q311R/P396L/
M428L) JWHFc2 (C229R/G236A/Q311R/P396L/M428L) FIWHFc5 (A231V/G236W/F243L/Q311R/
R355L/P396L/M428L) (4Ll K1) .

[0128] %1
12 [ pk SINIZAE
WHFc1 G236A/Q311R/P396L/M428L
WHFc2 C229R/G236A/Q311R/P396L/M428L
WHFcb A231V/G236W/F243L/Q311R/R355L/P396L/M428L

[0130]  Sjiefhi4 . Ak DA R alifk BT =iFe v R Tagh & S -Z PR iR c A2k
[01311 Oy 1 Rk PA S At o3 Ak bR SSitefol3rh 43 eI F e A2 fAWHF ¢ 1 \WHF e 2L K WHE ¢ 5 Y
RO Z Bk 5T (Trastuzumab) Fe 4044, 25 pMAZ - i Z- Bk B hT (Trastuzumab) -HC-WHFc1 .
pMAZ - B Z BR B gt (Trastuzumab) -HC-WHFc2DA M pMAZ - B Z- Bk it (Trastuzumab) -HC-
WHE 51 E A 3R 22 Bk FPTF c A AR M) ARk 3k o 7 SR N Ak ) FE L DR DA M R e B AT A
LR S AE3ml[UFreestyle 293%%1k (expression) 5753 (Gibco, 12338-018) Fp, 7f:
PAPET: At SEIN = 4 : 1L PR A 5 A0 T N 0 5 2053 B, FHRE R 2 — K A2 X 10°4~41
il (cells) /mlf)5 BEALARET RN Expi 293F 40l . SR , 7ECO JRZ B3 A H A37°C L 125rpm
VA K8 % CO, B S5 1R 7T RIFLA6000 X g B L1573 B AN B HId . 2R, TR 5 30m 1 [ i
WA IR 7% 1 TE ORI 25m11¥)25 X PBSJi 1O . 2pmfFif Tt 1845 (387 (Corning) 430513) 1ot
BE A SR RS FRP AR N 100p 1 25 FI AR (Protein A resin) FEAE4 CHUIREE T ik
167N SR e N — IR 2R PR A b A TEIUSCR IS « FHHBm 11 X PBS (pH7 . 4) 5 3 FH3m 111
100mM H 4R (pH2. 7) L&t B, A M Tri s -HC1 (pH8. 0) HiA. FI] FiAmicon Ultra-4
BN IERE (centrifugal filter units) 3K (BRyeZ T (Merck Millipore) ,
UFC800324) ¥4 i 846 Ay 1 X PBS (pHT . 4) , J- 112 SDS - PAGEBE IR Aff A\ Jc I 4fi b, s 26 EE 1)
PUAR Z BT -Fe B ik (B15)
[0132]  Sfdil5 . 3 A 22 PR AT -Fe AR FcRn s &
[0133] I FHELTSAZ A3 B0 25 Lk S 54 rh ok DL K Ak IR c AR WHF ¢ 1 \WHF ¢ 2124 M
WHF ¢ 51 12 Bk Bt - Fe A8 R (K pHAR i A FeRn&h & 7 Bk, 7 P IR AR AR 45 5796
FLFLEN (flat bottom polystyrene High Bind 96well microplate) (#ajftik (Costar) ,
3590) HH453 BI50u1 1) A dpg/m1 {3 FEATRE 520 . 05MI)Na,C0, (pH9 . 6) FHfHER2 T4 C Ikt JiE
TR FR16/NN I [ E T, 100 ¥ 1 X PBS (pH7 . 4) FRe14 % I IS2E 0% (skim milk)
(GenomicBase, SKI400) 7E i N E A2/ 1501140 05%PBST (pHT7 . 4) 154K I , F
7EFHL X PBS (pH7 . 4) BB 1 % IR W5 DA 10pg/m L7k BRI 1 22 DR TR c 2 4R 1L 50
pL SRR R AL A H i B SO 1N o FH100p1 0. 05 % PBST (pH6 . 0/pH7 . 4) Ji {4k
J& , a1 X PBSHFSEI L % IS5 (pH6 . 0/pHT . 4) SRS B hFcRn-GSTRA50p ] [ 1
PR TR AL A B T SN /N o FH100p 110 05 % PBSTIS B4k , A FH50ul (AR T
JH1 X PBSHAEI1 9% NG5 (pH6 . 0/pHT . 4) HFI$iGST-HRPZE 54 (conjugate) (GEESSY
(GE Healthcare) ,RPN1236V) {F i N 45 BIZEAT 1/INN BT SR, - FH100p 1140 05 %
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PBST (pH6.0/pH7.4) 5 WE4K - 53 I IN50u1fJ1-Step Ultra TMB-ELISAJEIIA IR
(substrate solution) (FREK KH/RFHE /N =] (Thermo Fisher Scientific) ,34028) ik
e, 43 BIER N5 0p 1 Y 2MH, SO SR 26 1B S, I ) FEpo ch i ALAR 43 6 Ve FE 1 (Epoch
microplate spectrophotometer) (BioTek) 23k JCE . 45 5, i\ 2 5 5| ADEA (S239D/
[332E/G236A) AR Z 2R BT -Fe A ARAALL , 8 A B I F c AR Z 2R B bt - Fe AR ik
ShE R R I 45 5 5 pHT . 4N AR EL £ pH6 . OFN i 4 = (&6) 3 H., #iA 21 5 5] APFc29
(Q311R/MA428L) AR Z Bk Bt - Fe AR AR, 4371 €0 25 WHF e 1 \WHF c 2L A M WHF 511 i1 %
BREPT-FeA PR FE 5 B A= R Hh 2 BR P TAHEE (8 25 B s (I pHAR S EF cRn 2l 5 (96)

[0134]  SZJEH6 . 0 ATl 22 Bk SR -Fe B RO Fe v Rsf&s &

[0135]  JEATELISAZ#, DARIAS B0 & Fe AR 4AWHF ¢ 1 WWHF e 24 S WHE ¢ 511 i Z B Fi gt -Fe
TAKIIFCe y R &5 77 AN K3 51 50u1 [ LA 4pe/m1 IR A 220 . 05MNa,CO, (pH9 . 6) Hh
MHER2/E SRR O M e 45 5796 FL A LA (flat bottom polystyrene High Bind 96well
microplate) (fi[ff:ik (Costar) ,3590) FHYE4ACHIMEE N EEFE16/ NS5 € 5, FH100ul i
1 X PBS (pH7 . 4) #sBe 1194 % JBEIEAE W) (Genomi cBase , SKT400) 7E i N 35 P2/ N o 1 150p 17
0.05%PBST (1 X PBS.0.05 %117 20 (Tween 20) (PHARILEE{HEHZF (Sigma-Aldrich) ,P1379-
1L)) (pH7.4) {534k 5 , B 1 X PBS (pHT . 4) FoBm91 % B IS4 05 DL 1 0pg /m 1 (A3 B A
FER i Z Bk B PT-Fe AR A5 Op L 1 B B A B AL AR B B N 17N o FI 1001 1)
0.05%PBSIE YA i , Bt F1 X PBS (pHT7 . 4) FrRRItI 1 % [ Ns A U £ B hFe v Rs -
GST (hFc y RMa-131H-GST hFc y RITa- 131R-GSTEkhFc y R 11 b-GST) LL50u1 [tz fh T4541
PR TR N SR 1N o FH100p1 [0 . 05 9% PBST (pHT . 4) 15 447k e , R FH50u 1 [A31GST - HRP
285y (GEP=JY (GE Healthcare) ,RPN1236V) L P EAT1/INN HTMA S , I 1000111
0.05%PBST (pH7.4) 5 B4R 43 B IN50ulff)1-Step Ultra TMB-ELISAJEYIIA R
(substrate solution) (FREK KHH/RFHE /N =] (Thermo Fisher Scientific) ,34028) ik
a3 BIE N5 0p 1 2M 1,80 k26 1k S, SR 5 F) Epoc AL 73 Y661 (Epoch
microplate spectrophotometer) (BioTek) AN /E . 45 5, A2 5 5| APFc2948 44 1
HHZ BRI -Fe AR AAHEL , 43 B S A R B IF e A2 PRWHF e 1 WHF ¢ 2P0 S WHE e 5l Ze B FR 4 -
FedZ it hFe y RITa-131HukhFe y R M a-131RIES & /1252 m, H AT 59 5] ADEAZL /AT
HH Z BRI - Fe AR RAURR FE X hFe y RITa- 131HEkhFe y R a-131RIEES ) (KIT) o FF
H., CUAIDEA S5 By AR R Z2 Bk A TARLL (o 20 W VR A e e 4 s PR 2 AR Fe y RTT
b & E5 77, PFe29 e impH- (R A EF cRnZh 5 JIRIF AR 4, BV 554331 5| ADEALA X PFc2911)
I Z R -Fe R ARAHLE , 43 B S WHF e 51 HH 2Bk 54T - Fe AR PR SR B Hh Z Bk B bt -Fe AR fk
(1454 71 5DEARL K pFe29AHEL i 205/ DIfFe v RITb&E & 7 (ET) WA, #iiA S S DEAZE {4
AALE , AL AR cE R SFc v RITbAHELAOFC y R Made B 455 /1 &5 m .

[0136]  STJHEAT . 4 ATl 2 Bk BT - Fe AR R IFADCPRIEH

[0137] PP/t 53 Bl B S Fe AR RWHE ¢ 1LA S WHF e 21 il Ze Bk 550 - Fe AR R4S (in vitro)
ADCPZSL o FLAARHE , M APBMCH143 BSCD 14+ FAZ 4 fifd (monocyte) , 195515 %FBSPA & 50ng/
m1[FJGM-CSFIURPMI - 16403577 FAE37 C LA K5 % CO, [P 55 N EF 7R T KK 0 10 il B i 41 i
(macrophage) « F2uMIJPKHB7 XS SK-BR- 3RS TS0 45 HIPA2 X 10" FHE R T96 7LV
RUJEAUAR (R (Corning) , 3894) Fy, SRFEKL LAk HizeAnif sk IR M mffa bAAE 412 X 10°/
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ERER, 45 B IN500ng/m1 A A& BH R 2 BR PR - Fe 28 46 37 C HIIELIE PA M5 % CO,
NEEFR4/NN . HANI /i (Accutase) (Innovative Cell Technologies,AT104) 43 &4
e, 2R FH471CD 14 - APCHUAR LA K A71CD 1 1b - APCHU AN 7 Wik 4 o 2R 41 3 8 0 FH e =4 i X
(flow cytometry) H{T53Hr-

[0138]  &55%, VRN w4 i Ak (1 bb AR RIS s 4r i i e 451 (PKH6E7RH 12 41 fitw)
LU EADCPR A G5 R, 5 B A P ey Hh Z BR UL , A W I 22 2R BT - Fe AR fk
PRI & =ADCPRICR , I H AR 5 A S A IR c AR i 22 PR Tl B A 71
HOR (K18)
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