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W S EA0Y YEES) BT Amshe
el AT, Ao WUE oF WaRAL Ao A (DS HTE FEFE Fold A% E
g, Aene o FAelA, et (Do) shtze

o FxE 7HAM, A7 AelA, R, R, Ry B Ris FHEASE O = (L),-Dolar;

L& o]F7]s7d #7iolar;

m 0 H= vhghA sl oF 1 WA of 10018 H& nhgrasiAls 191 ol Agolal; B

ne sk oF 28 WA oF 341, B% HhHASHIE oF 14 WA o 227, b miAsAE oF 2279

o] Aol aL;

Ri, Ry, Ry @ R,&= E5F OHE= ofyrtt.

v 54 wel A, AW olske] 58t (1D 33t
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<#sH4 11>

Folsl & o 0.3 mg/n AWH/18) Fol WA o 90 mg/n’ AWH/18 Felel WAL & Ak, U v
FASA, Folslt G oF 0.9 ng/m AWH/13] Fol WA oF 30 mg/n AWH/13] Felojth, B W
2L 9iste], Folwe Tolst wia A Fol ohyl T F-10-5SHAFEHN FE olusHe A
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o2 HolA, £ e slsh ()9 StES olE "a= & EfaRd dlsty HaXAd HZF AR
&3 oJokg Az A% FEE LTS

A FeAE 28

2 gAoA 7led S5Ee] uEA Fe oA PEG'sE X3, oHEAIE PEG'sw 2 W AIA oA
AzxE3 oz F3E NOF Corp. Drug Delivery System catalog, Ver. 8, April 20069 7]&%o] Q&=
AEoltt. st 53] vigA ek oA 3 PEGE

OH OH

o P25 74NN, 47] el A ne Fe| Holrt.

wgof] w2 wlgE e A FAldA, ZEAY FFEm)= oF 28 WA ¢F 3410]ar ool wEl, ¢F 5,000 Da
WAl oF 60,000 Da2l F EAFS zte nEAS AFsia, wiEHsAE oF 114 R oF 2279 SRR of
20,000 Da WA <F 40,000 Da2] F ¥AFS Zte LEAE A|F3o),

B

2 oddgol wE vl 54 WelA, o|F7sAd HAE ofvxAbs stk FXE HA L-opr|xAtE
5 NE 2 Z9o, d&d(alanine), ¥¥(valine), F4l(leucine), ©]AFAl
(glycine), Al Eg| 2 (threonine), WE 2 (methionine), AlZ=H|S!
(cysteine), #FHd<ad(phenylalanine), E]ZAl(tyrosine), EHER(tryptophan), o}23te}714k(aspartic
acid), FFE2k(glutamic acid), #Al(lysine), °}E27]d(arginine), 3|2EW(histidine), ZZ(proline)
/s o5 E£3Ee|rt.  dIjhHRl WollA, L FEE Y = vk, qEHEE dF 5o, 1L A7)
oF 2 YA ¢F 109 olmAt 2715 HYd & ).

Z

e
—~
»
@
=
=
@
-

(isoleucine),

FTAY AT oA EE L), A EE 0A5Y B oheh MY obulwdt FEA R AAANE =
oo MFE Ul gt oz ueHth  Bed a2, oblmit FAA ¥ FEAE 2-ohv] ol

AA4k(2-aminoadipic acid), 3-o}u]i=o}t]FAiH(3-aminoadipic acid), HWEF-LEHd(beta-alanine), HE-o}H] =
olt] At (beta—aminopropionic  acid),  2-o}F]x=XE]EAF(2-aminobutyric  acid), 4-o}n|x=FE]EAM(4-
aminobutyric acid), | Z YA piperidinic acid), 6-o}n]:=7}=Z EAF(6-aminocaproic acid), 2-o}7] x| gkak
(2-aminoheptanoic acid), 2-o}m] o] A F-E2F(2-aminoisobutyric acid), 3-obr] o] AFEIAH(3-
aminoisobutyric acid), 2-°}7|:=3]@eX2H(2-aminopimelic acid), 2,4-°}v]=}{-E1XH(2,4-aminobutyric acid),
) A% Al (desmosine), 2,2-t)o}u] =T A 2H(2, 2-diaminopimelic acid), 2,3-toln| = Z 23] & AH(2 3-
diaminopropionic acid), n-ol&=&4l(n-ethylglycine), N-o|€o}x5}2}71(N-ethylasparagine), 3-3]=FA|X
= (3-hydroxyproline), 4-3|=FA|ZE & (4-hydroxyproline), ©]AH~RAl(isodesmosine), YZE-°]2F4l

(allo-isoleucine), N-w€=2]Al(N-methylglycine) % A}E32(sarcosine), N-WE-0]2FA(N-methyl-

&
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[0047]

[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]

[0071]

ZIHES 10-2015-0005721

isoleucine), 6-N-t|&-2]Al1(6-N-methyl-lysine), N-vwl&@& (N-methylvaline), =%%(norvaline), =EF23I
(norleucine), 2EZYE (ornithine), ¥ ¥ WAoo FZxE3 oz ¥3% 63 Fed. Reg., 29620, 29622 <A

Mol Qi ThFR thE AEL TV wHEE L 1 2¢(elyeine), Fehd(alanine), HElSH
= AlEadl(sarcosine) & ZHAT. B vigrelt, B owyel sgEe 94 150)°

(methionine) T
24 FPA e xgsi),

~[C(=0) 1.(CRuR3)

-[C(=0) 1, (CRz3R23) —0-,

-[C(=0) ], (CRo2R23) ~NRyg—,

-[C(=0) J,O(CRy2R23) —,

-[C(=0) ],0(CRo2R23) {0,

-[C(=0) 1,0(CRy2R23) NRys~,

-[C(=0) 1\NRy1 (CRezR23) +—,

~[C(=0) 1\NRy1 (CRz2R23) :0-,

=[C(=0) I\NR1 (CR2R25) {NR2s~,
=[C(=0) 1, (CR2sR230) —,

-[C(=0) 1,0(CRz2R250)—,

—[C(=0) I\NR1 (CR22R250) ¢~

-[C(=0) ], (CR22R230)  (CRo4R25 )y~
-[C(=0) ],0(CR5R230) ( (CR24R25)—,
=[C(=0) J\NR21 (CR22R250)  (CR24R25)y—,
-[C(=0) 1, (CR22R250) (CR24R35),0-,
=[C(=0) J,(CR22R23)  (CR24R250)—,
-[C(=0) J,0(CR22R230) { (CR24R35),0-,
-[C(=0) 1,0(CR5R23)  (CR24R550)—,
=[C(=0) J\NR21 (CR22R250)+ (CR24R25) 40—,
=[C(=0) J\NR21 (CR22Rz5)  (CR24R250)y—,
—[C(=0) I, (CR23R25) 0~ (CRygR20 ) —,
—[C(=0) ], (CRe2Rg3) {NR26—(CResRa9) ¢ —,

=[C(=0) ], (CRa2R23) (S—(CRygR29) =,

_15_



[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]

[0095]

[0096]

=[C(=0) ],0(CR22R23) {0~ (CRasR29) ¢ —,
-[C(=0) J,O(CRy2R23) {NRg6—(CRzsRe9) ¢ =,
=[C(=0) 1,O0(CR23R23) (S—(CRygR29) -,
=[C(=0) J,;NR1 (CR25R23) {0~ (CRogR29) ¢ —,
=[C(=0) I\NR21(CR22R23) {NR26= (CRasRa9) ¢ =,
=[C(=0) J,\NR1 (CR25R25) {S—(CRogR29) ¢ =,
=[C(=0) ], (CRa2R25CR2gR200) (NRo6—,

=[C(=0) 1, (CR2:R25CR2sR200) =,

=[C(=0) ],0(CR22R23CR25R260) {NRos—,

-[C(=0) 1,0(CR22R23CR2sR260)  —,

=[C(=0) 1,NR2; (CR22R23CR25R290) {NR26—,
=[C(=0) J\NR1 (CR22R25CRgR260)  —,

=[C(=0) ], (CR22R25CR2sR290) { (CR24R25)y—,
=[C(=0) ],0(CR22R23CR28R290)  (CR24R35) 4,
=[C(=0) J\NR21 (CR35R25CR98R260 )  (CRo4R25) =,
-[C(=0) ], (CR22R23CR25R290)  (CR24R25),0-,
-[C(=0) ]y (CRy2R23) (CR24R25CRogR200)
-[C(=0) 1y (CRy2R23) (CR24R25CR25R200) {NR26—,
-[C(=0) J,0(CR2R23CR25R290) { (CR24R55),0-,
-[C(=0) I,O(CR2R23)  (CR24R25CR25R200)
-[C(=0) 1,0(CR2R23) : (CR24CR25CR2sR200)\NRos—,
=[C(=0) J\NR21 (CR22R25CR28R200) { (CR24R25),0—,
=[C(=0) J\NR1 (CR95R23) { (CR24R25CR25R290) =,
—[C(=0) I\NRg1(CR22Rz3) : (CR94R25CR25R290) NRos—,

By

_\_
'[C(zoj]vo(CRQEREEJy@(CR24R25:'tNR26' ’

Rz

S
'[C(zoj]vo(CRﬂRB)y@(CR24R25:'tO' :

_16_
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[0097]
[0098]

[0099]

[0100]

[0101]

[0102]

[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]

[0116]

[0117]

Ry

s
{CEC) RHE (CRaRa3) y‘@* (CRayRoshtTBe- | B

Ry

_\_
-[C<=O)L,NR21cCRzszg)y@(CRMst)tO—

SIE3 10-2015-0005721

71 AEA R - Ry FHALRE 4, oy, AZE o, ofA Lk, FFEEAl Alojk, R, JEFH

, OFEME, AghE oldmttE, AdH (s EAE

s A S AlolFE A, ofd, A ke ofd, dH 2o}

g, A#8 R, O B2, X3E C6 AEHZLY, Cs EFA, olEEA], Cp HAHZLEFA], 3
HEOASA, G €7t=, olHFtER, (o SFATIERY, oFHSATIZRY, Gy EIH=YSA], ofd7)

BERIEA], Cp AE S7hed, ASE ofd7tERd, G A8 dIt=dSA], A ghE ol SA7tERd,

vhgra e Q TAdA, Le
~[C(=0)1,(CH) -
-[C(=0)1,(CHz) ~0-,
-[C(=0)1,(CH2)~NRx,
-[C(=0)],0(CH) -,
-[C(=0)1,0(CH)0-,
~[C(=0)1,0(CH) NH-,
~[C(=0) TAH(CH), -,
-[C(=0) ],NH(CH,) 0-,
-[C(=0) ],NH(CH) NH-,
-[C(=0) 1.(CH0)—,
~[C(=0)1,0(CH0) -,
~[C(=0) L NH(CH0).
-[C(=0)1,(CH0) (CHy)y—,

_[C(:O) ]\'O(CHZO)lHQ)y_y

—[C(:O) ]\YNH(CHZO)L(CHZ:S))"_;

_17_
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[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]

[0147]

-[C(=0)1,(CH:0) (CH2),0-,
-[C(=0) 1, (CHz) (CH0)y~,
-[C(=0) ],0(CH0) (CHz),0-,
-[C(=0)1,0(CH,) (CH,0),~,
-[C(=0) I \NH(CH.0) (CHz),0-,
-[C(=0) I,NH(CR2:R23)  (CH:0)—,
-[C(=0)1,(CH2)0-(CHy), -,
-[C(=0)1,(CHz) NH-(CHz) -,
-[C(=0) 1,(CHz)S-(CHy) -,
-[C(=0)1,0(CH3):0-(CHz) -,
-[C(=0) 1,0(CH,) {NH-(CHy) —,

_[C(:O) ]\YO(CHz)IS_(CHz)t'_,

~[C(=0) J,NH(CR2:R53) 0~ (CHz) =,

~[C(=0) 1,NH(CH,) NH-(CH,) , -,
-[C(=0) ],NH(CH,),S—(CH), -,
-[C(=0) ], (CH,CH50) NRgs~,
~[C(=0)1,(CH,CH,0), -,
~[€(=0)1,0(CH,CH;0) NH-,
-[C(=0) J,0(CH,CH0) -,
-[C(=0) J,NH(CH,CH:0) NH-,
~[C(=0) J,NH(CH,CH,0) -,
~[C(=0)1,(CH,CH,0), (CH, )y,
~[C(=0)1,0(CH,CH,0), (CHy )~
~[C(=0) 1,NH(CH,CH,0)  (CH,), -,
-[C(=0) 1,(CH,CH,0)  (CH2),0-,
-[C(=0)1, (CHy)(CH,CH0),~,
~[C(=0)], (CHy) (CH,CH,0),NH-,
~[C(=0)1,0(CH,CH;0), (CHy),0-,
-[C(=0)1,0(CH) (CH,CH20)y~,

-[C(=0) 1,0(CH,)  (CH2CHz0) ,NH-,

_18_
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[0148]
[0149]

[0150]

[0151]

[0152]

[0153]

[0154]
[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

[0164]

[0165]

ZIHEdl 10-2015-0005721

_[C(:O) ]vNH(CHZCHzO)t(CHz)yO_,
-[C(=0) J,NH(CHz)  (CHoCH50)y~,

~[C(=0) 1.NH(CHs)  (CH,CH,0) NH-,

-[C(—O)]VO(CHZ)},—@(LH )0
-[C(())]\,NH((THQ)‘IA@*((“H %O
-[(?(—O)]\,O(CHZ)\@((Hq)tNH .
e ())]\NH((“Ha)‘@((“HZ)tNH

A7) AEAdAM (1), (1), 2 (NE SHHo2 0 2t g9 A5, ahggsAs o 1 A of 10025 A9

shEe 10 99l(umit) 7AAe] oF75A YAS TAW oS

A,
A 1 @37 TeE 3, wehA, ne& 10},

TR BASE

YA FREHoRZ ¥FH Greenwald et al. (Biofr7] & Medicinal Chemistry,
1998, 6:551-562) ] o)

B r‘ru:
o

2

i

o

Bl

¥

o

C. A7=9 A

D 7bed 20-8|=5A71E Egets T-old-10-8s| ESAREHA 197 ® 7bed el Ve xgehs
°|%715d B 19%F ol & Aleshe @A

2) DOM(®= DNF, ER2F, 55 Ex o9 &3=)3 &2 =94 &ujolA, 1,(3-tud o=z ) 3-
olgl k2 Ht]oln =(1,(3-dimethyl amlnopropyl) 3-ethyl carbodiimide)(EDC), (i 1,3-Tjo]AX2AIl=H
tjo]ul=(1,3-diisopropylcarbodiimide)(DIPC), t©}& HZA3 Iz Jt=2HTon|= FJlolofu} Ak
(Mukaiyama reagents)(ﬂﬂé 5o}, 2-g2-1-4Zd-9gty gdgto]=(2-halo-1-alkyl-pyridinium halides)) I

= Iy IAYFA 1283 Y42 (propane phosphonic acid cyclic anhydride)(PPACA), $)3 7S AZHY
AleF 2 DMAPS} 22 AAg 7] EAStolA, 7T-AB-10-3 =FAIFEHA-o|FY 5 HA FHAE P45
71 f3ke] 47 F abSEES wRSA = @A

3) 0 C WA 22 T ALoA, Azzu} AwA(Sigma Chemical)¥ 2 Y2 AXYAZEE o] &7bsstAY
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[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

ZIHEdl 10-2015-0005721

el 7lEs olgstel A= 1,6-UHE o) 3-old ZhE R el =(EDC) Hi= PPAC(E 1,3~
Holazzaztemroln=(DIPC), HAd Hdd st2Hon=, Frtojoput AJek(dE S0, 2-F2-1-47-
s Fetols) e TRy EAXEak 123 P (PPACA) S 22 AET Ak, B ODIAPSE £ A
A A71e] EAsel, DM(E: DNF, SR2XE, &7 Ev o9 )7 28 =24 &vielr, PGt
I 2e fAskd A 1 %%H% o7& THA= *J 1 2)9 AaEd FHAY Zzte] A %9 1 FF o
BN A, 2 Bl A& WAl

= ’

SR
-

]

oy o) 2~
29E 4 Q).

vt sl o pEA oA, T-AE-10-3| A G EE A 10-3]|=2A7)E WA 1) o]Hd BT HET},

7-olE-10-S EEAREAL FHAE Boh e SRS 2w, 584 9 mndon nene A" 5 9
7] wEel 7-old-10-51 == A 7EH A el 10- -c'ﬂ cE2A72 9% WRY wE/t AxAT. o2 =
TBDPSC1, TBDMSClI % TMSClE st A™H-¥3 H3I7|= 7-dE€-10-3| =SA T EHZ Yo 10-3|==A7]=

Hosly] 98] AHSE 4

T A AR A
olo 433}
2217} xﬂ}_

ohe} &

i rlr 3%
Y
Y

i)
oE
Lo 4
>
>
2,
0
[\
S
N
E)
s
2
%o -
Rl
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[0175]

[0176]

[0177]

[0178]
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[0179]

[0180]
[0181]

[0182]

[0183]
[0184]

[0185]

[0186]

[0187]

[0188]

ZIHEd 10-2015-0005721

=1]

=
(7] gEtaol A, BE 4 /]9 nEA BAEL =S B3l 7o E-10-3 =FAITEH A HEY, 1
AP S o 40,000 EES] EAFE 7H)
o 25 Zte gES FAste AS xgeg
D. ZRAE/AF
2 dEe 1@z JEAE 2T = FEAH 2AHES dE 5o, FPAA & 4Ex £ (nixing), &3l
(dissolving), ¥ H3}(granulating), Z7|(levigating), -F+3FH emulsifying), #1&3}(encapsulating), X33}
(entrapping) =& 7%t 271 %38H(lyophilizing) T4 £ Tl 2 Led FA4< 9d Ax"E
Qul. AV ZABL B4 HFES oo o]8E 4 Q= oz AFIE FAS EAsE= HAvlx 2
HEAE x3she st o]de AYstdoz s87tsst g9 37 AdE 5 ok, A AP e

Fol Aol oE@nt.  wFT Folsl ¥ owne] we ZuelM uigh s,

A 28 U 2 I3 FAE Edsiy oldl A A R FAMe AS-, 2 ddge] IdFPES FEYez v
A A d4 =8N = I d(pyrrolidone) v UWEAZEAo] = (dimethylsul foxide) S ¥
Shuf olof] SAHHA = FA Sulel ZS Ao R 53Ut 9 SN0 E AYPE 5 Ut

_22_



[0189]

[0190]

[0191]

[0192]

[0193]

[0194]
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2 HAANA VEd SFF/EES TS dF 5o, EF2=(bolus) FAF BE A4 Q1A (infusion) &9
H 4G Fojgoz APgd 4 U, FAE AFL dF B0, WZ(ampoule) TE 3 AL 7l 87
(multi-dose container) 59 ©¢ Foz FEHZ AT, FE&F 2ES 4 B 24 FHAAA &
gl &H = odEd(emulsion)E EFFe ool A ko, Fd WAA, A L/HEE FAAI
e Brbge] 234 4 3l H A Fol g ofshr 2AES &4 sigtEe d0Edih s 22 +84
Feje] 4 8AS Egheht o]d A HA LT FrHR o, A7) B4 e dede A sy
BEAZ AzxE ¢ Ak Ak A A FEAe 27EH 2 AN o, dE&H o E(Ethyl
Oleate) ¥ EZlZg M =(triglyceride)9} 2 A AWt ol~H2 T 2¥xFy 22 248 193,
FA FA "l JtEEAYEYAE R Q AU EF(sodium carboxymethyl cellulose), €H|E T dWAEdy)
2 dgde] AX(viscosity) S T7MA7IE B2HS X8 5 Ut wgh, e oz dgd AHg <k
A F/EE AxEe §HS Axer] i e &AEE AV EEE TEE S o bijke
2, 24 A BAAAZFS(pyrogen-free water) ¢ ZA3k a9t 37

T2 ARE Aol Aud dadd

AT Fog&oR, IS e & &Exl Ao FErtes wA &4 sgEs AgTozA A
FE g k. A7 HAe 2 D sgkEe] At o A AHESE, GAl(tablet), FHeF(pill), vk
ERE AA(lozenge), 3oH(dragee), < (capsule), HA(liquid), HA(gel), AlHA(syrup), F|o]2E
(paste), € (slurry), &9, dEH, FHH, 2 3] FEFo] A3 A dgqoz AFd +
ok ATE g 2AES BHEY e =gkA Zo](dragee core)E F53H7] fste], Hadh FS oE A
A3 BEAS HUbe 3, 1y H7kAY AMg, AElHor Ay E3E(grinding resulting mixture)d] 4
2 " Y (granule)e] £3F FAo| st Ax"E F U, F83 HA7HAlE gEQ =(lactose), TFARZE
(sucrose), TrYyE(mannitol) T+ £H]E(sorbitol)S ¥33t= D3 22 =AA(filler), 54 HAE, H

JhE AR A AR 2 2z AR 2o AEZ 0% ZAFE(cellulose preparation), @ A} El(gelatin), A

EYAN~(gum  tragacanth), WY AZSEQ Z(methyl cellulose), 3JEEAZEY HEMAEZOZE
(hydroxypropyl methylcellulose), YEFH 7t28A] #HEAZZ @ Z(sodium carboxy methylcellulose) %/Xi=
49 &= (polyvinylpyrrolidone; PVP)¥ #e 7|e}t Ed& x3heitt, 488 49, 7tnds

(cross-linked) ZEH|DIEE =, oF7F(agar), T LAAiH(alginic acid)® 22 F3lAl(disintegrating
agent)7} A7FE 4 Ao}, I AU EH(sodium alginate) T 72 o] ALg=E S Q).

&9 (inhalation)oll 2|3t Fo& s, 2 wro] 3552 7lds (pressurized pack) S o] &3t oo=E
atod A3k FZ A (propellant)e] FElZ &olaiA AdH & 3

)

Y

dlo](aerosol spray), 57](nebulizer)

n

w3k, 3gES T30} WE|(cocoa butter) T 7]EF SEAME=(glyceride) S ©]&3F F2F(suppository)

= A (retention enema) o} B A Fo] RAER AFE 4 Ar}.

i

il

F71 71AE Aol FrrHoz, IFES ulE(depot) AAZA AFH 4 k. oldA FAIE A4 A
(long acting formulation) o] (d& £¢], Tz e &F UW=E) e

o 2 e SRES dF B TR §8rted 2ds T fFAlol A LA (polymeric) &
2/3 (hydrophobic) &&=, o] ud FA =, & 2

Fo ARgoz A¥HE 5 Yr}.

il

il

)

n

Tk, 2la2F(liposome) E fFAl(emulsion) 9} £ o2 A A|xHo] o] 8= 4 ),
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=

=

H

el

o] g3}of

[e)

=

(sustained release system)

2~ El
—

3 Al

(semi-permeable matrix)e} & A4k

[0195]

"

an, FgAlA & gEA i

0]
AN

Fopy

[0196]

|==A GRS

-3

7-91€-10

™
N

[0197]

)l
~

o
00

ot

S

o4 gol

o)
P

o

ol

w
=0
N

_—

W

o2 FaS Fe AA A(in vitro) B 2K

[0198]

=
=

9l (circulating concentration range)

o]

¢

r

[0199]

w

XV

"

ok
=4

2

HAA A 7 SHEES °F 0.3 mg/m AWA/13] Fo] A

(systemic delivery)

=4

=3
Al oF 2 U1X] 60 mg/kg/F A = AT}

23]
=
=

2+ z]
=
e

o x

g
90 mg/m2 AHA /18] Folo

1

=]
=

£

T-A el A,

1 WA 100 mg/kg/F 4 4 ow, n}
=

)]

[0200]

~

ol
fro!
23]

o
w
B|A]

piy
o

-

50

o,

A

30 mg/ mz

ok
2F

2

o] 2 oF 0.9 mg/m AAH/13] Fo] UH

o]

2]

[0201]

wjr
~
=
wt

7K

L

o

L

q2d x

2

o oF 1 mg/m AWH/13] Fol WA °F 16 mg/m AW /13|
weba] ) ke ¢k 0.1 mg/kg AF/13] Fo] A oF

ok 0.3 mg/kg WA °F 10 mg/kg®] WlolT}.

p

L

HA

5 AA(H53] Fo)lA 10 mg/kg EE @ FoJoA] 30 mg/kgst 2

_24_

A<
= =
223

W 3 Y FolHiE e ok 1.95 mg/m AWA/13] Fo] WA oF 45 mg/m AWH/13] Fof

totow, Rojse gEe AZd wel o
30 mg/kg AZF/18] FoJo] WAL & i, v

=
21e.

[0202]
[0204]

[0203]



[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]
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A AFAE FojHs B oy ®
7-oE-10-3| =E2A L EE A9 %o 7%

F. H|ZX714 9=F9 X5

2 g e gdxFe] AsWyS ATse. abgEs A FAjdel A, B e uEX g JEF 3ixle] X
SUHS AFst. B ¥y RAS §5te, "As"ge A4S X5 g5 o]Fo Al A JoA, TF
A, T EAF L Aol A, A, UM L Bx], T &3 e T AW 1A H/EE A F
ol A WUAE gusteE AL o&E & Un

ARHE XN FZHE Aol (fast—growing) FE] E YW (slow-growing) FElES E3Hak 4= g}
tetom, WEANA WZFES BAE B TAE NLS 2E 5 Ak BAE NLS £RE HE ¥xF
HTHd A E B-cell HZF, ¥4 HZF, AYoEA gAE HZF, AFA B-HZ3Ad H=ZF, e
AT AzE, vy 9ma MEW(CLL)/AYE T DxESLL), AU Y dxzge] waR p A guE

[s}
(extranodal marginal zone B-cell lymphoma—mucosa-associated lymphoid tissue(MALT) lymphoma), H3Zd ¥
AKX BAIE HEF(nodal marginal zone B-cell lymphoma), H]7 WY BAIE ¥ X F(splenic marginal zone
B-cell lymphoma), T <$2% BA¥ HX=(primary mediastinal B-cell Ilymphoma), HZFAA HIZ=
(lymphoplasmocytic lymphoma), =24 ME ¥ (hairy cell leukimia) ¥ ¥ Ju}=(CNS) HZE(primary
central nervous system lymphoma)& ¥318}} ofo] d4¥ = AL ofyrty. TAIXE NHLS #74 45F, b4
gAE HZF, FAAolNEAd THAE HZF, HZAe HA ZY/TAE HEZF(extranodal natural
killer/T-cell lymphoma), &4 TAIE ¥ ZZ(enteropathy type T-cell lymphoma), H|3tA|W&Ud THE H=ZE
(subcutaneous panniculitis-like T-cell lymphoma), A7 THZ A VX FS ¥t F71HEQA H]|& X
204 gxFe B oo HEyo ¥, RS A Ryt

derHel WMol A, M@ BAE NIL3 go] ¥4 Et FVAE olfo] Mt YuFH d@s vy YrE
& wgan
[A]

olgle] AAdEL £ Wyge] By U2 o E AFstr] f3 Ao, oujgt WHoww K dtyjo] gy H
A& AT Zev. 4 AAYEdA VA" H#e SAAY 2AES B 1 BE 204 BmAE A
RIS
gt dx}
RE WMEELS Ax dAh EE o2 A F AT A A FIUHAED AA dAl glol AF
LAt BE PEG FHFEESL ALY 7] Ao AFTAXRHAY e EZQoZHE FH|ZEF(azeotropic

distillation)ol] ¢&lo] AZEHS C NMR 29EgS gy 7|&%% ¥ 3, Varian Mercury 300 NMR
TFAE AHESta, SulEA F5astd 222% 9 WSS AMESY 75,46 MHzolAl AISEHIY. 3}shA
ol 5(d)2 HEGHEAI(TMS) ZH-E =y SEHDZ A (ppm) 22 RA|H Y,

n
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e 23 E 2 S £ 2 HE A E2S Beckman Coulter System Gold” HPLC Aol ¢|3te] RUEH S

o, A7 AR = gsadd IV ZAE7]E e 70BAX" 300SB C8 A% (150 x 4.6 mm) T+ Phenomenex

®

Jupiter 300A C18 SAZA# (150 x 4.6 mm)S AFE3taL, §% 1 nl/EolA] 0.05 ¢ EZZE 2 oA EAHTFA)
el A 10~90 %2] ofAE UEY FujS AL-&3T),

<AAd 1>

40k

4B A B-PEG-tBu J2El2 (FFE 2):

40k =

4E-AF-PEG-0H (12.5 g, 1 eq.)E= EFA/E 35 nLs AAsH7] Yste] EF< 220 nLé}t 37 28] 235
o 7] EFES 30 CoA ¥AEAL, FEE(3.75 ml, 3eq x 4 =12 eq) *u 1.OM t-%=A Z+
(potassium t-butoxide)©] FH7F=E Ak, 7] EFEL 30 CTolA 30 £3F witE A3, 7§ HIHAHE
t-5-El(t-butyl bromoacetate)(0.975 g, 4 eq. x 4 = 16 eq.)°] FH7}E 3}, 2o 30 ColA 1 A7kzse
FAHEJIL, 1 F, 25 CE F4HA.  ALES JAAA717] AAste] 150 nLe] olel27F 8] H7FE At
A2 degde 17 ColA B¥Z4=EYaL, 30 w59 17 TollA FAHATE.  AAd AHES AHFHJL, dE
Alo)Z(wet cake)= CHZe] oJste] 2 3] AFH TH2 x 125 nl). ®FE AE AolaE 50 mL DCMIA &
A, AAELS 350 mLe) olElZelA HHw HEATt. AE Aol dEH = oste] 2 3] A5

o
ATHE x 125 nL).  AAEE 40 CollA] AZAZEATHES: 98%, 12.25 g).  C MR (75.4 MHz, CDCly):

rf ool 3R

A
5
d 27.71, 68.48-70.71 (PEG), 80.94, 168.97.

<HAl4 2>

40k

4%AH-PEG 4t (SHFE 3):

WA H-PEG-tBu I A~HZ (3E 2, 12 g)& 120 mLe] DMAlA &3l=8 i, 7 3, 60 mLe] TFAZ} 7}
ATk, EFEL oA 3 AZHEd wukE L %, gl 35 ColA AFzAAA AAHAJG. A
H 718 WA= 37.5 mLe] DOMell A &3 i, lZ M%L 375 mLe] o 2ox FHHAY.  HdE A
o] =% 30 mLe] 0.5 % NalCO;ol A &&= %Act. Mj% DOMe= 2 3] FEHATH2 x150mL) .  =FE f7]
2 2.5 g9 MgS0, sloll A AxHAG. fuls A2olA IF@ANA AAFAT.  AdE J7]= 37.5 ml
o] DOMAIA] E31E AT, AAEL 300 nle] oEZA AAHT AL,  YE AoAE oHER 2 3

A H QT2 x 125mL) . W 2o 40 TolH AET AZHAH(EE: 90%, 10.75 g). € MR (75.4 MHz,
CDCly): d 67.93 -71.6 (PEG), 170.83.

<AA o 3>
TBDPS-(10)-(7-9 8-10-3| =Z A A EHA) (33E 5):

100 mLY F= DM W9o] 7-o12-10-3|=E2ATEHA(FE 4, 2.0 g, 5.10 mmol, 1 eq.) A )3}
Et:N (4.3 mL, 30.58 mmol, 6 eq.) 2 TBDPSCI (7.8 mL, 30.58 mmol, 6 eq.)7} H7FE At HkE ZE o

WA 7kt @RAZ A, %, 0.2 N HCL &9 (2 x 50 mL), &5 NaHCO; &< (100 mL) % 29 (10

(]

)2 MG, F7152 MgSOslolA AxzFa, oduE & AFdAea SEHAY. 7= F4 DM
oA galEar, A Frtd oate] HAHAT. DA/ IS HAL F}wE TBIPSCLS A ASF7] ¢l8ke] Wk
2y, nYES oz ATAZRH] 2.09 go] ATl MEHATHES % ). H NIR (300 Miz,
CDCly): d 0.90 (3 J=76H2), 1.0l 3H, t, J =7.3H), 1.17 (9H, s), 1.83-1.92 (2H, m), 2.64
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(2H, q, 6.9 Hz), 3.89 (1 H, s, OH), 5.11 (2H, s), 5.27 (1H, d, J = 16.1 Hz), 5.72 (11, d, J = 16.4
Hz), 7.07 (2 H, d, J =2.63 Hz), 7.36-7.49 (7 H, m), 7.58 (1 H, s), 7.75-7.79 (4H, m), 8.05 (1 H, d, J
= 9.4 Hz). “C MR (75.4 MHz, CDCly): d 7.82, 13.28, 19.52, 22.86, 26.48, 31.52, 49.23, 66.25,

72.69, 97.25, 110.09, 117.57, 125.67, 126.57, 127.65, 127.81, 130.02, 131.69, 131.97, 135.26, 143.51,
145.05, 147.12, 149.55, 149.92, 154.73, 157.43, 173.72.

<A A4 4>

TBDPS-(10)-(7-9l &-10-3] = E AL E H A1)-(20)-Gly-Boc (FFE 6):

TBDPS-(10)-(7-o18-10-3| =2 A A EHA) (BFE 5, 3.78 g, 5.99 mmol, 1 eq.) ¥ 100 mL F<= DCM 2]
Boc-Gly-OH (1.57 g, 8,99 mmol, 1.5 eq.)9 0 C &M (1.72 g, 8.99 mmol, 1.5 eq.) % DMAP (329 mg,

2.69 mmol, 0.45 eq.)7} H7FEArt. whE EFELS HPLCZF JHA] B2 93 A4S BAE w7 (¢ 1
AZE 458)0 Cold RWHE AT, 7% 0.5% NaHCO; 89(2 x 50 mL), & (1 x 50 mL), 0.1 N HCl &<
(2 x 50 mL) B A4 (1 x 50 mL) = AFHEJL; B NS0, stell Al AxH AT, o3} 5 1F S o] 5o,
4.94 go| AAA AAE] DAAHAZFA &), AAW nPYEE golde AAA glo] v wAe] ut
So AFgETH. H NMR (300 MHz, CDCly): d 0.89 (3 H, t, J = 7.6 Hz), 0.96 (3 H, t, J = 7.5 Hz),

1.18 (9H, s), 1.40 (9H, s), 2.07-2.29 (3H, m), 2.64 (2H, q, 7.5 Hz), 4.01-4.22 (2H, m), 5.00 (1 H, br
s), 5.01 (2H, s), 5.37 (I1H, d, J = 17.0 Hz), 5.66 (1H, d, J = 17.0 Hz), 7.08 (1 H, d, J = 2.34 Hz)

7.16 (11, s), 7.37-7.50 (7 H, m), 7.77 (40, d, J = 7.6 Hz), 8.05 (1 H, d, J = 9.4 Hz). e MR (75.4
MHz, CDCly): d 7.52, 13.30, 19.50, 22.86, 26.45, 28.21, 31.64, 42.28, 49.14, 67.00, 76.65, 79.96,

95.31, 110.13, 118.98, 125.75, 126.45, 127.68, 127.81, 130.03, 131.54, 131.92, 135.25, 143.65, 144.91,
145.19, 147.08, 149.27, 154.75, 155.14, 157.10, 166.98, 169.17.

<A A4 5>

TBDPS-(10)-(7-1€-10-3| =Z A Z EH A1 )-(20)Gly - HC1 (FFE 7):

5 mL T4 t]=AF Ule] TBDPS-(10)-(7-o €l-10-3]| =2 A ZFEH A1)-(20)-Gly-Boc (FFE 6, 1 g, 1.27 mmol)Y]
Lo oA o] HCL 4 M &4 5 mL7F H7FE AT, 9k8 E3HES HPLCZL Al 229 e A4S 1o
= W7 (1 AZH) A2oA wRkEdek, Wk EEL 50 pLo oY dE e HrlEAa, A4 ndES
A=A, 7] 2P ELS 50 ml DMl &3|E AL, AAF(pHE FF NaHC0; &HS H7hshel 93ted 2.5=2
2AFAZ) N sl A AT 7152 NSO, 3tellA] AxEJa, o2 & AFFAAA TEHHA
2715 5 mLe] DOMell &=L, 50 mL olE oHZ9] M7l osle] HAHJT. JF= 770 mg(84 %
$)9] HE PYHES AFaT. HNR (300 Miz, CDCla): d 0.84 (3 H, t, J =7.6 Hz), 1.05 (3 H, t, J =

1

7.3 Hz), 1.16 (9H, s), 2.15-2.30 (3H, m), 2.59 (2H, q, 7.6 Hz), 4.16 (1H, d, J = 17.9 Hz), 4.26 (1H,
d, J =17.9 Hz), 5.13 (2H, s), 5.46 (1H, d, J = 17.0 Hz), 5.60 (1H, d, J = 17.0 Hz), 7.11 (1 H, d, J =
2.34 Hz), 7.30 (1H, s), 7.40-7.51 (6 H, m), 7.56 (1H, dd, J = 2.34, 9.4 Hz), 7.77 (4H, dd, J = 7.6,

1.6 Hz), 7.98 (1 H, d, J = 9.1 Hz). e MR (75.4 MHz, CDCls): d 8.09, 13.72, 20.26, 23.61, 26.94,

31.83, 41.01, 50.71, 67.62, 79.51, 97.03, 111.65, 119.69, 127.13, 128.97, 128.99, 129.11, 131.43,
131.96, 133.00, 133.03,136.51, 145.62, 145.81, 147.24, 148.29, 150.58, 156.27, 158.68, 167.81, 168.34.

<A A 6>
40k

47-A ¥ -PEG-Gly-(20)-(7-1E-10-3| =E A ZE H41)-(10)-TBDPS (SIFE 8):

14 mLe] 22 DM o] ™ 432 8-PEGCOOH (3}E2 3, 1.4 g, 0.036 mmol, 1 eq.) &ho] TBOPS—(10)-(7-ol &
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-10-3| =EEZ A EHAD)-(20)-Gly - HC1 (& 7, 207 mg, 0.29 mmol, 2.0 eq. A H-<9%), DMAP (175 mg,
1.44 mmol, 10 eq.) 2 PPAC (EtOAc <] 0.85 mL 1 50% €<% 1.44 mmol, 10 eq.)o] H71EYPr}t. wrg =
FEL WA AdeelA wRkEAa, 7 5 JAFEAHAA FEEAYG. APE V) ELS DOMA Sl E A,
AAREL dEZdA IHE T AFHJATE. ZAV]EL DNF/IPAA AZAAE ] FAE(1.25 g)o] AAEUL}.

“COMIR (75.4 MHz, CDCly): d 7.45, 13.20. 19.39. 22.73. 26.42. 31.67. 40.21, 49.01. 66.83, 95.16,

110.02, 118.83, 125.58, 126.40, 127.53, 127.73, 129.96, 131.49, 131.76, 131.82, 135.12, 143.51,
144.78, 145.13, 146.95, 149.21, 154.61, 156.92, 166.70, 168.46, 170.30.

<AAd 7>
¥ 4B G-PEG-Gly(20)-(7-o1 D-10-S| EEA L EHAD) (3FE 9):

4%%16ﬂ—PEG—G1y—(20)—(7—oﬂ51—10—61EEAWEEﬂ 1)-(10)-TBDPS (Z3}HE 8, 1.25 g) 3haEo THFS} 0.05 M
HCl €9 (12.5 mL)9) 1:1 Z3%& ule] TBAF (122 mg, 0.46 mmol, 4 eq.) &Mo] H7lHAct. WFe ZIEL

O
4 ANZbset Aol A wrEa, 1 F DOMelA 2 3] FEFHUTE. Z3E {71742 MgS0, skl A
AzHA, A7y & JAFAAA SFHEdY. FA7|ES 7 Lo DNFel &slEar, 37 mLe IPAdA HA

HAk. nYPEL oFE T [PAR AHET. DMF/IPAOIA 9] HAo] whEmtt.  HEHog Y
] SR, 25 mle] AHZE HIbstdl st AAHGYY., 1P EL AFFHI, ¥ F
374 2 40 CollA AFXEACHEE0 mg). € NMMR (75.4 MHz, CDCly): d 7.48, 13.52, 22.91, 31.67, 40.22,

49.12, 66.95, 94.82, 105.03, 118.68, 122.54, 126.37, 128.20, 131.36, 142.92, 144.20, 144.98, 147.25,
148.29, 156.44, 156.98, 166.82, 168.49, 170.39. 77| NMR ©l°]El:= PEG-COOH #|ZL & Ho|X| ggomn, o]=
EE COOHZ} wHSEAeS vekltt. FF7AZ(fluorescence detection)ol o3te] AR == ule}l o] =Y

3.98 Vel o= R 4 22 7o) 7-o " -10-3|=EA P EHA Y RE 293 At ®Hu}t

KN =
2 2AdeN SR FAR AP MR F3HE ARE RelFU,

AEEH do|E]

<A A 8

=4 dolg

4-1A3 PEGE HFstes 7-od-10-3| =S A EH S A WA &%F(maximum tolerated dose; MID)&
np9-2Z o] gate] APt w22 Abg 2 o] A Fo EHOH 149 Bt mUHESIR, AT e

g A AT >20%d w3 AYAH T

19 18] 9 5 3 Sof Fo] wiol gl AR 9ol v

W gRe ndEg. 4
10 9 Fo AAR vpso] ATeHRL, ] 249 %

vhsg E o

B e
p
i

F 1
FE uhg-2dA MID do]E}
315t E Fo] =3 (mg/kg) AE /% 5 A
35tE 9 25 5/5
13] Eoksk 30 5/5
35 4/5 k-2 AE A Eo] >20%Y
SFEPALA]
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sl 3tE 9 10 5/5
T 3] FofE 15 3/5 up9-~E AT 7AaEo] >20%Y
QHERALAI A
20 0/5 wl-§- A %‘i%ol >20%%
OLP%” A A.
43X G -PEG-Gly-(7-° &-10- ]EEAVLEHW)(?}@% 9ol g NMDE 13 FogFoez AFTHAS u 30
mg/kgolal, 4= 3] T (q2d x 5) 22 ATHAS w 10 mg/kgd AL HA3A T,

<A Ao 9>

HIZAZA HZF ATMY ATEA

AZEGe 7 SgEe) AA Ain vitro) FEF 7FsAe) EAE AT PEGGly-(7-o H-10-8 =5 A7
EEA) (SR 9) L PT-119 A ¢ AZZALS MIS $4e AHgste] AFHAY.  ATES 37 ColA
72 ARbESE SFER wMFEAT. W T, NS AR7F FAEAR, M AE (formazan) S 490 mnol A =
4 E k.

2
>

FE 9 L CPT-119 1Cy el waw, 3E 971 CPT-117 vlmste] H2ER NIL HEZSdA By =2 A
A 9 JAHo] &S & 4 ATk, FAFE 99 10 Raji % Daudi MIAE HZE AFEA 2 WA 20
e ME ztx CPT-11x2t} <F 30 W% 50 #je] 7FsAdS Helr).

<A A4 10>

AA 9 A&

PEG-Gly—=(7-91E-10-3| E=FAIZEE ) A (FEE 92 AA 2 AEE2 RE hA|EA =T},
B3 9= pH 7.5 % 37 T FHA0NA 2 AzHEer AEL DAES A wFEATt. = 3olM ZAlE upe}
o], 7-9"9-10-3| ==ZA| ZFE H| A =2 7-9"9-10-3| ==ZA| ZFE H| A FFI2YE(7-ethyl-10-hydroxy-
camptothecin-G)7} #&EH F AEHo|dar, ol A QoA 7-od-10-3s|==AFEH A 4R a7
2o} g5k Ao},

3]

<AA 4 11>
PEG AgA9 EA
25 84 A9 &9 oA PEG-(7-oE€-10-3| =5 A ZEHA) A3A f=s vepdct.  IFE
S EFZAITEH A 4 mg/nl FFA] £ & =E KT ?%ﬂow 7-8-10-3| =5 A]
ZEHAL 22 WA 52 9] w7} AlZH(doubling time) 22 PEG # JzﬂiTEi Hapd oz FalEa, o3 2
=¥ vpel o], V] = pH 2 FXo| EdE Aoz Wl

# 2
PEG-7-"-10-3|EEAZEH A HEA S &4
§]’§}% /L}Og—’,‘—oﬂ}ﬂ eIz Q;g'oﬂ/ﬂ g;g_oﬂ/q HH7}‘ /‘]Zl'(mil’l)c
&= tl/g(min)b
(mg/uL)" o7k wpo A P E
IgFE 9 180 12.3 31.4 49.5 570
(Gly)
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a: 7-NE-10-3| EEFAILEH AL 2 A5 &3)4do] §lu}.
b: PEG H3HAl w7,

¢ AFARTE 7-oE-10-3| =5 AR EHA] G4 &=

o

CIE EE RIS

gl
4

PEG-Gly-7-o1E-10-3| =ESAI R gl A2olA 24 A7 A4 2 o
8e Bld.

<HAld] 12>
X9} pli7h B WA= |F

HE}L HAoMol 584 kg B JieRs EAE
PEG-Gly-(7-o€-10-3| ==X ZEHA) H3A (FE

W3 U] PEG-7-o12-10-3| =E5AIFEH A HhA9] ehHAd-S pHol 9]5’5}@4 5 4v ohekgh AEolA 47
A8 PEG-Gly-(7-° €l-10-3] ==A ]?J'Eﬁﬂ/\])/] FAAl S Ho]FEL), % 5% PEG-Gly-(7-9€-10-3| =2 AT E
HAa) o 2HE e 7-o|d-10-3| =EEAZEHA 9 £ £X7} plle] F7to] wat S71ee HoFET.

<Al 13>

= FYd

Z9Fo] gl Balb/C w920 13] FAL9] 20 mg/kg %o 48X PEG-Gly-(7-°1€-10-3| == A A EH A1) HEHA
& FYselth. gk AlFCA, vk~ E s AYAFA L, S HPLCO <3 ]%4 A Jil 2 FelE 7"
103 =FA R EH Ao 3] A5 oFEFH A EA2 H|FE2% E2(non-compartmental analysis)

(WinNonlin)S ©]-&3te] =33}, AAlgE A2 % 7914 Amg i),

* 3
&2 53 olH
1 7] | 5= 3PE 9 sletE 924 e EEld 7-oE-10-
S| EFA T EH AL
AUC(h pg/nL) 124,000 98.3
HZ tyHr) 19.3 14.2
Cmax(ﬂg/mL) 20 s 500 13.2
CL(mL/hr/kg) 5.3 202
Vss(mL/kg) 131 3094

T 6o YERE wle} o], 7-oE-10-3| =FA R EE A 23 (pegylation)E &S] FAIZEe] =3 Wk
(circulation half life) @ 7]& FEQ 7-d-10-3| =ESAIZEH Al dg & =57} 7Fsstth. 424
Y PEG-Gly-(7-°18-10-3| =ESAIZEHA) A2l F7hEF(enterohepatic  circulation)e]  FHEEF AT,
wkg- 220 Al PEG-Gly-(7-°E-10-3| =F A T EE| A1) 9] okesedld] Zaatede 27] 2417 59 ©

144 84 =
gt =n} EujAF(biphasic showing rapid plasma distribution phase)o]Q1aL, Folo] 18 WA 22417 AEe] A

Ao tisk @t A4 ¥E7](terminal elimination half-life), ¥ BAlo] 18 WX 2641 AEo] 7-oEl-
10-3| =Z AT EE Ao v dek A w7 bt
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Bz o g 48 AF PEG-Gly-(7-9E-10-3| EEZ2A|ZEH A o8 Zudtsd ZTa2ule e PE A FAE AT
FE glojA], 3, 10 B 30 mg/kg(7-ANE-10-3| =EFAFEEH A FE) o Fobsg 0] AMEHAT. HEQ

A ek BESH TRsele vhgse] Zeudn AAHYT,

QA 4748 PEG-Gly-(7-o1E-10-3| EEA ZEH A E HEA 12 X 18 A|Zte] A4 w7 &
7= o2 XE o] A Al A (biphasic clearance)E HJth. 4848 PEG-Gly-7-9E-10-3] =F A EE|
A AFARREY Bejg 7-od-10-3| =FZA L EHAE 21 WA 22 A9 &4 w772 Jehyde. HE
A o 94 %= (maximum plasma concentration; Cn) R I o}2] W2 (area under curve; AUC) FoFsF
913}. -2 e HECA 472AF PEG-Gly HFAZFE € 7-dd-10-3 ==
W3k wpzky)E CPT-112%E Feld 7-dE-10-3=SA R EH e Buy Huld wzky] w)

| 5 EG—Gly—(7—°ﬂ%—10—‘3]E%’\V‘EH] DEREE ZE 7-dE-10-3| =2ZA| T EH 4 9
wEE (PI-1IENEH 2E 7-oE8-10-3| =S AREHA Y Bud =FRoh #93] o ¥, gEM =
(parent) 33&=9] 442 0.35 mL/hr/kgo]Att. HAENA B FEE9 GAdEddA] FAkE 2u) AF
(volume of distribution at steady state; Vss)< 5.49 mL/kgelth.  FAEA F2ld 7-o€-10- 5]‘351\]
ZEHA S 248 131 nl/hr/kgolith. AEAM ElE 7-oE-10-3| =S A HEH 2] F4kE Vssi= 2384
mL/kgolet.  EEE 7-oE-10-3| =S A EH A ¢ ik (Enterohepatic circulation)& Wk B HE
WOl A R E AT

=2

<AA 4 14>

A 9 HolE- Raji AU MAE YZFo] o|Fo|Yd vl Bdo|A 9] 7

AAjel 79 BEE 97F 2t FTYAY BT Raji HIZIE ©EF0] ofFolAyE vheiox ARG, A
ojFo]AH FTYL 2.5 x 10 AZF MAE HxZF AE(Raji)E SCID CB17 wh9-2of] AW G138 ol| ofsle]
ATk, L F, 7] vk AR 4 Agatel @R EdTH(EE 10 vk o] vhe-2). F3E 97 4
= ool diste] aFFol @l FAAEA 30 mg/kg(AF)e AFE 97F A FAR FHHJAT. (PT-11E
= vh-2olA, 60 mg/kg(AlF) el CPT-110] FARAAT. A J= AlES] FAF 5 1 do] F3Eal A
7R A1 ATt

oX,

5
5

=
=

X oo 0

9

853 Fol 44 AmolM, 10 me/ked) SHEHE O @ 40 mg/kg®] CPT-110] 7} 5] vlate] q2d x 5oI4 A
FAEYE. izl dstels 4957t FAEA.

BE Wold, Folyl AFE 99 F& 7-old-10-sERAREH A ol A 2F Aoln, T A 4
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