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Chem. 35(2-3):179-88, 1990)03H-0 0 -1,2-0 000000000 O0DODODODOOOCD
OO0O0d3H-00-1,2-00000D0OD0O0OCOCOOO0OOOOCI)(Oswald et al., Res. Com
mun. Chem. Pathol. Pharmacol. 64(1):41 -58, 1989)0 0 0 0 000 O0oooonoan(ep
A 296321)0 0O OO0O-(,1)-1,2-00000000DODOD0O ODOODOOOODODDDODOODRO
OO (WyrickO O O Chaney, J. Labelled Compd. Radiopharm. 25(4):349-57, 1988)0 O
0o0oo0ooogoooooooooDoDoDoDOoOOoO0O0OO0O0O0oO0ggdKitov et al., Eur. J.
Med. Chem. 23(4):381-3, 1988)0 000 CO0O0O0OO0OO0OOOOODODODOODDODDODDDODODODRO
OO0 0JdM400 O OO O (Schroyen et al., Eur. J. Cancer Clin. Oncol. 24(8):1309-12,
1988), 00O O ODODODODODOODODOODOOODOGO O (Orbell et al., Inorg. Chim. Acta
152(2):125-34, 1988)0 O O (11), OO (1v)(LiuD O O Wang, Shandong Yike Daxue Xue
bao 24(1):35-41, 1986)0 0 0 -0 000 (L,1-000D0DO0DODOOOOCOOOO-)adc(rn
(CooobooDoOoO,dM8)D 0000000000 -CcOO0OOOC)EIN4a0)(Begg et al.,
Radiother. Oncol. 9(2):157-65, 1987), JM8O O O JM9O O OO O O O O O (Harstrick e
t al., Int. J. Androl. 10(1); 139-45, 1987)0 (NPr4)2((PtCL4).0O0 O -(PtCI2-(NH2Me
)2))(Brammer et al., J. Chem. Soc., Chem. Commun. 6:443-5, 1987)0 0 000 OO O
00000000 (EPA 185225)000-0000(0O0O00O)(tert-000OOO)OOCCID)
O 00 (Pasinil O O Bersanetti, Inorg. Chim. Acta 107(4):259-67, 1985); 4-00 O
000000000000 O0Oad ((Ballard et al., Cancer Chemother. Pharmacol. 26(6):
397-402, 1990)0 00000000 ODOOOOOOOOOOAO (Zakerinia et al., Helv
Chim. Acta 73(4):912-15, 1990), 1,3,2-0 000 -00000000O0DODODODODOCOGO
OO0O0O0oO0ooo0oo0ooao(Yang et al., Tetrahedron 44(20):6305-14, 1988)0 C5-0 0 O O
O0O0O0OO0O00000Odd(Spada, University of Rhode Island Dissertation, 1987)0 0O O
000000000 ODOO0ODODOO0ODODOoOO0DOaOoadValente, University of Rochester Dis
sertation, 1988)0 0 000000 ODODODODODODOORDO (Hales et al., Teratolo
gy 39(1):31-7, 1989)0 0 000 0O0DODODDODODO OOOODODDDODOOG ODADO (Ludeman
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Evans et al., Int. J. Cancer 34(6):883-90, 1984)0 3-(1-0 00O -2,2,6,6-00 00
Oo0-4-0D0000CCOHY)YODODDODDDDDOO (Tsui et al., J. Med. Chem. 25(9):1106-10,
1982)02-0 0000 (2-p-00pOooooo0O)-4-,6-0000 -1,3,2-000000
0000 OO0O0OOO0O0OOOao(Carpenter et al., Phosphorus Sulfur 12(3):287-93, 19
82)05-0 00 0-0005-0 00000000000 (Foster et al., J. Med. Chem. 24
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1., J. Med. Chem. 23(4):372-5, 1980)05-0 0000 O0DODDODOODO, 3,5-00000
00000000 (Ludeman et al., J. Med. Chem. 22(2):1 51-8, 1979)04-00 0 0O O
0000 ODoOOoOOOOO0OO0oOoQgddd((Foster, J. Pharm. Sci. 67(5):709-10, 1978)0 O
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Med. Chem. 18(11):J1106-10, 1975), 4-0 00 C0C0O0OO0OO0OO0OOOOOOe-000O0O
00000000000 C(Cox et al., Biochem. Pharmacol. 24(5):J599-606, 1975); FC
E 237620 00O 0O0OODOOO (Quaglia et al., J. Liqg. Chromatogr. 17(18):3911-3923
, 1994)0 0000000 (Zou et al., J. Pharm. Sci. 82(11):1151-1154, 1993)0 0O O
0O O O (Rapoport et al., J. Controlled Release 58(2):153-162, 1999)0 0 00O 0O O O
00000 O0OOO0OD0ODOO0D0OO0Od (Pratesi et al., Clin. Cancer Res. 4(11):2833-283
9, 1998)0 N-(DOODODODUODUODOOO) OOODODDODODUODODUOUO4"-0-O0DO00DO-N-(DOOO
0O0o0Oo0oOooO)oOooOoooao(BerubeOl O O Lepage, Synth. Commun. 28(6):1109-1116,
1998), 2-0 0000000000 (Nagy et al., Proc. Nat"l Acad. Sci. U.S.A. 95(4)
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st. 89(16):1217-1223, 1997)04-0 0000 -7-0-[2,6-00 000 -4-0-(2,3,6-00 0O
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S. A. 94(2):652-656, 1997)0 0 00000 00O0OD0ODDDODOOO (Duran et al., Canc
er Chemother. Pharmacol. 38(3):210-216, 1996)0 0 0000 DOOCO-B-000000
OO0O0O00000C(Seitz et al., Tetrahedron Lett. 36(9):1413-16, 1995)0 00 O O
0000 DDODO0ODO0OO0OO0OO0ODO0O0OOC(rudhula et al., J. Med. Chem. 38(8):1380-5, 1995)
O0O0O0oDO0O0O0OO0O00add (Solary et al., Int. J. Cancer 58(1):85-94, 1994)d0 0 O O O
00000 O0DOO0O0DO0O00O0d(Kuhl et al., Cancer Chemother. Pharmacol. 33(1):
10-16, 1993)0(6-0 0 0 00000000000 ODOOOODOOOOO(Willner et
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000000 (CherifO O O Farquhar, J. Med. Chem. 35(17):3208-14, 1992), FCE 2376
2 0000000000 OCODODOODODOODO0OAO0O(Ripamonti et al., Br. J. Cancer 65(5
):703-7, 1992)N-00000000O0ODODODDODODO OOOODODODODGDODRDO (bPemant e
t al., Biochim. Biophys. Acta 1118(1):83-90, 1991)0 0000 O0O0O0OO0OOOOO O
000000000 (Ruggiero et al., Biochim. Biophys. Acta 1129(3):294-302, 1991
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00O 0O0Od (Krapcho et al., J. Med. Chem. 34(8):2373-80. 1991)0AD 198 DO DO OO O
O OO0 (Traganos et al., Cancer Res. 51(14):3682-9, 1991)04-0 0 00 O -3"-N-
0000000000 O0D0OO0OO0D0O0OAOd (Horton et al., Drug Des. Delivery 6(2):123-9,
1990)0 4"-0 000 00O0CODO (Drzewoski et al., Pol. J. Pharmacol. Pharm. 40(2):
159-65, 1988; Weenen et al., Eur. J. Cancer Clin. Oncol. 20(7):919-26, 1984)0 O
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O000O0000O-4"-0o-00000000O0O3C((Giuliani et al., Proc. Int. Congr. Chem
other. 16:285-70-285-77, 1983), 3"-0 0 0 0 -3"-00000D0D0ODODO0O0OOQO (Horton
et al., J. Antibiot. 37(8):853-8, 1984), 4-0 0 00000 0O0O0O0OOO0O0O(Barbie
ri et al., Drugs Exp. Clin. Res. 10(2):85-90, 1984), N-L-O0 00O OCOCOOOOOOd
O 00 (Trouet et al., Anthracyclines (Proc. Int. Symp. Tumor Pharmacother.), 179
-81 , 1983)03"-00DO0O-3"-4-00D0D-1-000000O0)H))Y O0OoOooooooao4,s:
4,054)03"-0 000 -3"-(4-0 00000 00000 O0O0ooOooOoao(4,301,277), 4°-00
0o0oDOo0o0ooDOoooDoooD4"-o-0000D00O0O0O0OC(Giuliani et al., Int. J. Cance
r 27(1):5-13, 1981) 0 0 0 0 000O0OO0O0O0O00O00OO(Chand O O Watson, J. Pharm.
Sci. 67(12):1748-52, 1978)0
SM 5887 (Pharma Japan 1468:20, 1995)0 MX-2(Pharma Japan 1420: 19, 1994)0 40 O
00-13(S)-0000-4"-0000000000(CEP 275966)0 0000 000D0O0OD0OO0OAO
0O 0O0O0O (EPA 434960)0 3"-00DO00O-3"-4-0000-1-000000O0)coooood
000 (4,314,054), OO0 0OO0O0O0O-14-00000O0DDDODDOOCOCOODODOOO (5,004
,606)0 3"-00O00-3"-3"-000-4"-0D0D0D0DDOOOOODODODO; 3"-0D00D0O-3"-
3"-oogd-4"-00oooo0o)-13-0o0gogooooooob; 3"-O00C0Q0O-3"-(3"-00
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,301 ,277);4,5-0 000000000300 (Born et al., Biochem. Pharmacol. 43(6):133
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., Immunopharmacology 23(3):199-204, 1992)0 0 0 0000000 OoooooooOoan
O O 0O (Guguva et al., Pharmazie 46(8):603, 1991)0 000 00O O0OO0OOOOOOOAO
O000DO00D0DO0OO0o0DOoOooDoOooOon0o (Chiang et al., Zhonghua Yaozue Zazhi 43(5):401-6
,1991) 0 0 0000000 googogad(Zhang et al., Cancer Commun. 3(4):119-26, 19
91), 1,3-bis(2-0 0000 0)-1-000 000 (August et al., Cancer Res. 51(6):15
86-90, 1991)0 2,2,6,6-tetramethyl-1-0 0 0 000 0000COCOCOOO0OOOO0O (U.S.
S.R. 1261253)02-0 0 04-0000000C0COC0O0O0O0O0OC4,9%2,79)00o0o0ooodd
OO0O0O0O0O000@U.S.S.R. 1336489)0 000 0000 (fotemustine)(Boutin et al., E
ur. J. Cancer Clin. Oncol. 25(9):1311-16, 1989)0 OO ODODO MNHOODODODODOOO
O (Wei et al., Chung-hua Yao Hsueh Tsa Chih 41(1):19-26, 1989)0 CGP 6809(Schiew
eck et al., Cancer Chemother. Pharmacol. 23(6):341-7, 1989), B-3839(Prajda et al
., In Vivo 2(2):151-4, 1988)05-0 0 0 0 000 00O0DODODODODOOOQO (Chiangd OO
Tseng, Tai-wan Yao Hsueh Tsa Chih 38(1):37-43, 1986), 1-(2-0 00 0O 0O 0O )-3-00
oood-3-(B-0O0O0O0O0)-1-000000(Fujimotod O O Ogawa, J. Pharmacobio-Dyn.

10(7):341-5, 1987)0 0 0000 O0OO0ODO (Tang et al., Yaoxue Xuebao 21(7):502-9
, 1986) 0 000 00d0d6-((((2-000O0O0OH)yoooooo-HYyooooo)ood)-6-
OoooooooogINs-10O0o0o0e6"-((((2-0000o0O0H)Y00ooooOo)oooog)
Oogd)-6"-0000C0000O0O(NS-1D) oooooDbDDODO (Tanoh et al. , Chemothe
rapy (Tokyo) 33(11):969-77, 1985)0 CNCC, RFCNUD O O OO O O O O O (Mena et al.,
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Chemotherapy (Basel) 32(2):131-7, 1986), CNUA (Edanami et al., Chemotherapy (Tok
yo) 33(5):455-61 , 1985), 1-(2-000O00C0O)3-0O0OODO-3-(B-0000O00O)-1-0O
OO0odgd (FujimotoO O O Ogawa, Jpn. J. Cancer Res. (Gann) 76(7):651-6, 1985)0O
O0DO0O0O00O0O0O0O00O0O0OODO(Belyaev et al., lzv. Akad. NAUK SSSR, Ser. Khim. 3:
553-7, 1985)0 0000000 ODOOO O0OO0O(@JIP 842193 00)J 0 0D 00 DOOODOOOnO
O 00 (Chiang et al., Proc. Nat"l Sci. Counc., Repub. China, PartA 8(1):18-22, 1
984)0 DONU (Asanuma et al., J. Jpn. Soc. Cancer ther. 17(8):2035-43, 1982), N,N"
-bis(N-(2-00000D0)-N-O000D0O0O0DODO0OODOOODOOAOC(CNCC)(Blazsek et al. ,
Toxicol. Appl. Pharmacol. 74(2):250-7, 1984)0 00000 O 0O OO (Krutova et al
., lzv. Akad. NAUK SSSR, Ser. Biol. 3:439-45, 1984)0 GANU (Saval O O Giraldi, Ca
ncer Chemother. Pharmacol. 10(3):167-9, 1983), CCNU(Capelli et al., Med., Biol.,
Environ. 11(1):111-16, 1983), 5-0 0 0 000 -2"-00000CDODO0OOO0CODOOOOO
O O (Shiau, Shih Ta Hsueh Pao (TaiPei) 27:681-9, 1982)0 TA-077(Fujimotol O O Oga
wa, Cancer Chemother. Pharmacol. 9(3):134-9, 1982)0 0 0 0O O O O (gentianose)d
OD0DO0O0OO0OO0O0OO0 (JP 82 80396)0 CNCCO RFCNUORPCNUO D D OO D OO OO (CZT)(Marz
in et al. INSERM Symp., 19(Nitrosoureas Cancer Treat.):165-74, 1981)0 0 00 0O O
000000000000 (George, Shih Ta Hsueh Pao (TaiPei) 25:355-62, 1980)0 2-0O
O000O00-000000 (ZellerO O O Eisenbrand, Oncology 38(1):39-42, 1981)0 AC
NUO (1-(4-000-2-000-5-000000)000-3-(2-000000)-3-000000
O00OO) (Shibuya et al., Gan To Kagaku Ryoho 7(8):1393-401, 1980), N-O O O O
0000000 o0oDoDOoooDooooooog (Lin et al., J. Med. Chem. 23(12):1440-
2, 1980)0 00D 0O0D0DO0DO0ODO0OO0ODOODOODODOODOGOC(Crider et al., J. Med. Chem
23(8):848-51, 1980)0 O O O -CCNU(ZimberO O O Perk, Refu. Vet. 35(1):28, 1978)
0000000 o0oDOoooDoooDoOgoCrider et al., J. Med. Chem. 23(3):324-6, 1
gy D0 ODoDOoOoDOoOoDO OO0OC(Crider et al., J. Med. Chem. 22(1):32-5, 197
U000 O0oo0DoD0DU0ooooDooooDOog @P 78 95917)01-(2-0 000 00O)-3-00O
0oooo-1-00000d (Farmer et al. , J. Med. Chem. 21(6):514-20, 1978), 4-(
3-(2-00000O0)-3-00000000)-00-000000000O000O0AO(DPrewinko et
al., Cancer Treat. Rep. 61(8):J1513-18, 1977)0 RPCNU (ICIG 1163) (Larnicol et a
I., Biomedicine 26(3):J176-81, 1977)0 10B-252 (Sorodoc et al., Rev. Roum. Med. V
irol. 28(1):J55-61, 1977), 1,3-0 0 (2-000000)-1-00 0000 (BCNU)(Siebert
O 0O 0O Eisenbrand, Mutat. Res. 42(1)..J45-50 , 1977), -0 000 O0OOOOOOOO
000-3-0000-3-(2-000000)-000 (4,039,578)0d-1-1-(B -0 00000 -3
(2-000-3-00000000000)-1-000000(3,859,277) 00noOoooo0Od
O0O0o0oO0OooDoOoooao(JdP 57080396); 6-S-0 00000000 OOODOOOOOOOO
O 0O 0O (Harada et al., Chem. Pharm. Bull. 43(10):793-6, 1995), 6-0 0 0000 OO
(6-MP) (Kashida et ai., Biol. Pharm. Bull. 18(11):1492-7, 1995)07,8-0 00 0 0O
ooooo-1,3,2-00000000(Nilov et al., Mendeleev Commun. 2:67, 1995),
O0O000O00O0d((Chifotides et al., J. Inorg. Biochem. 56(4):249-64, 1994), 00O 0O
-D-0 000000000 DOD0DO0DODO0OO0ODOOO(Pa Silva et al., Eur. J. Med. Chem. 29
(2):149-52, 1994)0 0 0s-00000O0D0OO0ODODOODOOO0O (Ratsino et al., Khim.
-Farm. Zh. 15(8):65-7, 1981); 00O ODODODOODODODUOODODODODODOODODODODODOOO
0o0oo0ooooooooooon (Matsuoka et al., Chem. Pharm. Bull. 45(7):1146-11
50, 1997) 000000000 ODOOCOOO0DODOOODODOOODODOGOAO (Matsuoka et al.
, Chem. Pharm. Bull. 44(12):2287-2293, 1996)0 0 000000 O0ODOOOOOODOOAO
0o0oo0ooDoooDoooooood (Matsuoka et al., J. Med. Chem. 40(1):105-111,
1997)010-0 00000000 0ODO0OO (beGraw et al., J. Med. Chem. 40(3):370-376
, 1997)05-0 000 00000DOO0ODOD0OS,10- 000000000 O0DDOD0ODO0DODOOooOOoaOg
000 (Piper et al., J. Med. Chem. 40(3):377-384, 1997)0 0 0000000000
OD0D0DO0OO0OO0O000D0DO0O0O (Matsuoka et al., Chem. Pharm. Bull. 44(7):1332-1337, 1996
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YOOODOoOODODOoOOoDOoOOoDOooDoad Pignatello et al., World Meet. Pharm., Bio
pharm. Pharm. Technol., 563-4, 1995)0 L-O00 0O -(25,48)-4-0000C0O0O0O0OO0OO0OO
gobL-3,3-0 0000000000000 ODOoOoOoDoODDODDODOO (Hart et al., J. Med.
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ooood, 0O00-4-0000000000O0O00ODO (McGuire et al., Biochem. Pharmacol
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et al., Chem. Biol. Pteridines, Pteridines Folid Acid Deriv., Proc. Int. Symp. P
teridines Folid Acid Deriv.: Chem., Biol. Clin. Aspects: 659-62, 1986)0 O O 0O O
O000DO0O00oDOoOooDOooooooaod belcamp et al., Chem, Biol. Pteridines, Pteri
dines Folid Acid Deriv., Proc. Int. Symp. Pteridines Folid Acid Deriv.: Chem., B
iol. Clin. Aspects: 807-9, 1986), w-0000OCOCOO0OODOOOOOOOOOOOO
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00-1-000000([4.2.0]000-2-00-2-00]100000-0S8,5-000000(6R-
0 O )-[CAS]O L-659286(0 0 0 OO O1-[[7-0000 -8-00 0 -3-[[(1,2,5,6-00 00
0O0-2-000-5,6-0000-1,2,4-00000-3-00)00]10007-5-00-1-000
0DO00[4.2.0]1000-2-00-2-00]00000-0S8,5-0000 00 (6R-00)-[CAS]O
L-680833(0 00000 04-[[3,3-0000-1-[[[1-(4-0000000)000]1000]
000O00]1-4-000-2-00000070007-0([S-(R™,S$)]-[CAS]))D 0O OOOO
DO0O0O00O00O0O000

Dooooao

8. xaOD 0 O OO

0000000000000 D0O0D0O0D0O00O00XaDOOOO(OOOOCY-2220000
OD0O00D0OO0 (fondaparinux)D O OODO(a -D-00000000O00D0O00-2-0000
-6-0-000-2-(000000)-a-D-00000000-(1-4)-0-B-D-000O0000O
000-(1-4)-0-2-0000-3,6-0-0-000-2-(000000)-a-D-00000000
-(1-4)-0-2-0-0 00 -0 -L-0000000000-(1-4)-2-0000-2-(000000)-
de-(00O00D0OO0OD0OODOO)[CASHDOODOODOODOOODORDO (danaparoid sodium))
0000000000000 D0O0D0O00

DOooooao

9. 00000D0O0D0O0D0O0ODODODOD

0000000000000 D0O0DO0DO0O0O00O00O0O0O0DO0ODO0DOOoOoDOooooao
(000000000000 00(,4-0000-5-[4-(3,4-00000000000)-3-
DO00O00O00]-6-00000000)0B-5810B-956(N-[8(R)-0 0 0 -2(S)-00 00 -5
($)-00D000D0-9-000000-3(2),6(E)-00000007]-L-000 00 )0O0SI1-754
0000000000 @@-0000000-1-0000004-(1-0000000)-[CAS]O
RPR-1143340 0 0 0 0 0 O O (ionafarnib)(1-0 00000000000 O 4-[2-[4-[(11R
)-3,10-0000-8-000-6,11-0000-5H-000([5,6]000000T([1,2-b]0000
-11-00)-1-0000007]1-2-0000 00 ]-[CAS])O Sch-487550 Sch-2263740 (7,8-0
0O00-5H-00 00 [b,e][1,4]00000-11-00)-0000-3-000000000J-1
041260 L-6397490 L-731734(0 00000 O 2-[[2-[(2-000-3-000000000)0
0O0]1-3-0000000]000]1-3-000-N(000000-2-000-3-0000)-07
3S-[3R [2R [2R"(S7),3571,3R"111-[CAS]) O L-744832(0 0 0 O O 2-((2-((2-((2-0 0 O -
3-000000000)000)-3-0000000)000)-1-000-3-0000000
0)I00)-4-(000000D0D0)-01-00000000000(25-(1(R (R7)),2R" (5))
,3R7))-[CAS])O L-745631(1-0 0 00000000 D0O000OR-000-2-(2-00000
00)-4-(1-00000000000)-0(B R,25)-[CAS]ON-O00O00O-N-00O00O00O
-2(9)-[(1-(4-0000000)-1H-000000-5-00)0000]000-3(S)-000
000000 (a)-2-00000-24,25-0000000000-8-00-3-00 OBMS-316
8100 UCF-1-C(2,4-0 0 000O0000N-(5-00000-5-(7-((2-00000-5-000 -
1-0000000-1-00)0100-000-1,3,5-000000000)-2-000-7-00
00000 (4.1.0)000-3-00-3-00)-2,4,6-00 000 -0 (1S-(la ,3(2E,4E,65")
0 5a O 5(1E,3E,5E)0 6a ))-[CAS])O UCF-116-B) 0 0 0 000000000000 O0OO
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Dooooao
10. 0000000000000 00

0000000000000 O000O000D000D0O00O0O00OO0O0OOO0OOoOOoGoO(OaO
002(S-)-[(p-000000O000)I00]-3-[[[5.6,7,8,-000000-4-000-5-[
2-(00000-4-00)000]-44-00 00 -[1,5-a][1,4]00000-2-00]10000
0D]-000]0000000000000000(QO000(@OO00O0)0O00000-[CA
spOD 000000 (@MOO0ON(@OODOO)DOO0-[CAS))DO0DONONDONONODONONDOOO
0000000000000 000O000O000O0(heberkinase)DOOOOOOOOO
0000000000 D0-000000000000(1,3-0000000000000 4-
DO0O0DO0-N,N-00(@3-00000000)-[CAS])0D0D0D0D0O0O0D0DD0NON0DONONO0DOOOn
O

oooooao

11. 0000000000000

00000000000 000000000000000000000000(@O00
000000-5-0000000(-00000001,4:3,6-000000-05-0000
O0[CAS])) 00O0OCODODDOOODODODOOOODO

oooooao

12. 0000000000900000000

00000000000 0000D000000D0000000000090000000

(000000000000 ;NSC-33050(17-00000000000000)000000
O@MOO0DO0D0O0O0OXIVD01,4-00000-1-0000-1,4-0000-5"-(2-000000
0)-1-000-[CAS])017AAG)0 000000 O0O0DOODOODODOD

DOooooao

13. HMGCoAD 0O DO OO DO

D0000O000000O0O0O0O0O0O0OD0ODOODOHMGCoOAD DD O DODODODODO (O OO OBCP
-6710BB-4760 0 000000 (-0000O0D07-[3-(4-00000000)-1-(1-000
000)-1H-00000-2-00171-3,5-000000-000000000 ([R,S -(E)]-(
)-[CASDO O OODOODO(H-000-2-0006-(2-(2-(2-(4-0000-3-000000
0)-4,4,6,6-000000-1-0000000-1-00)0000)000000)-4-000
00-0 (4a ,6B (E)-(+/-)-[CAS])D 0O DO DOODOO(2H-000 -2-00 0 6-[2-[4-(4-
DO00O00000)-2-(1-000000)-6-0000-3-00000]10000]100000
0-4-00 000 -0 (4R-[4a ,6p (E)]1-[CAS])D S-24680 N-(1-0 0000 DO O )-4a O 10
-00O00-8-00-0000-000-3-00000000000000000 (1H-00
00-1-0000002-(4-00000000)-B,8-000000-5-(1-000000)-
3-0000-4-[(0000000)I0O000]-0 000000 I[R-(R ,R)]-[CAS])O CP-
83101(6,8-0 0 000 003,5-000000-9,9-00000-,0000000,[R .S -(
E)]-(+/-)-[CASDOCOOOODOOO(-0000000O0O0D0O00O1,2,6,7,8,8a-00000
O-p.d ,6-0000000-2-000-8-(2-000-1-0000000)-0000000
OO [1S-[1a (B S ,8 S ),2a ,6a ,8B (R ),8aa ]]-[CAS]O U-206850 0 00O OO O (6-
000O0007-[2-0000000-4-(4-00000000)-3-0000017-3,5-000
D00-0000000(2:1)0[S-[R .S -(E)]11-[CAS])ON-((1-000D0O000)000
00)-8-[2-(000000-4-00000-6-000-2H-000-2-00)00071-0000
0D-0000000000000000(@O0OO0002-000-01,2,3,4,4a,7,8,8a-00
0DO000-3,7-0000-8-[2-(000000-4-00000-6-000-2H-000-2-00)
00O0]1-1-0000000000 [la (R),3a ,4aa ,7B ,8B (25 ,457),8ap 11-[CAS])D
HBS-1070 0 00 O0DO0O0DO0O0DO(ODOOODO2-000-01,2,3,4,4a,7,8,8a-000000 -
3,7-0000-8-[2-(000000-4-00000-6-000-2H-000-2-00)0007-1
-0 000000000 [la (R)),3a ,4aa ,7B ,8B (25 ,457),8ap 11-[CAS])D L-669262(
ooooo2,2-0000-01,2,6,7,8,8a-000000-3,7-0000-6-000-8-[2-(
D000000-4-00000-6-000-2-000-2-00)000171-1-000000[1S-[1
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a ,7B ,8B (25 ,457),8ap 1]-[CAS])0 0O ODODODDO(OODDODODO2,2-0000-01,2,3
,7,8,8a-0 00 000O0-3,7-0000-8-[2-(00D00O00O0DO-4-00000-6-000-2H-0
00-2-00)0001]-1-0000000000O0[1S-[1a ,3a ,7B ,8B (257 ,457),8aB 11
-[cASHDOO0O0D0DDDDDOO0OO0O0OO0D(-0000007-(4-(4-00000000)-6-(1-
OO00DD0DD00)-2-(000(0O0D000000)000)-5-000000)-3,5-010000
0O-000000(2:1)(S-(R,S -(E)))[cASPDO O O0O0O0O0O0(R-00000-2-000-1,
3-doboo0ooooogo)yooooooo(@oooge2-0oo-01,2,3,7,8,8a-00 00
oo-3,7-00o00fd-8-[2-(00O0000O0-4-00000-6-000-2-000-2-00)00
0]1-1-0000000000[1S-[1.a .(R),3a ,7B ,8B (2SS ,457),8ap 1]1-[CAS]))O O
oooobooobooboboooano

gooogoad

4. 000 O0DO0obOO0oO0obOooDooooooad

0 I I e 1 I 0 A O A O N A MV A B A
d((ooooooooDo@¢-0oo0o0o0ooDoooDoooDoOoOooos5-000-N-[4-(0000
Oo0oOoo)oooOo]-[CAS]JUDO0O0DOO0@@-000D0000D00O022-000-3-000000
00-3-00000-N-(3-000-4000000000)0000)-0(2)-[CAS]))D OO
godoooooooobobbobanb

gooood

15. 1KK2O0 O O

000000000 OO0DDOOO0DDOOO0ODOODOIKK20 00 (OO 0O O MLN-120B0O SPC-839
YOO OODDoDOoooDOoooDooooooao

gooogoad

16. IL-10 ICED D OO IRAKD D OO OGOGOOQ
oodooooooooooooooooooooIL-10ICEbooo)yooooooao
O0O00O0)OODOOIRAKO OO OODOOO@DDOOAOVX-765(Vertex Pharmaceuticals Inc.
, Cambridge, MA)O VX-740(Vertex Pharmaceuticals Inc.)0 E-5090(2-0 0 O O O O 3-(5
-000-4-00000-3-0000-1-000000)-2-000-0(Z)-[CAS])D CH-1640C
H-1720 CH-4900 AMG-7190 0 O O O O O O (iguratimod)(N-[3-(0 00000 O )-4-00
O0-6-00000-4H-0000-7-00J0000000O000O)OAV94-8800 00 00O
O (pralnacasan)(6H-0 0 0 OO (1,2-a)(l,2) 0 0000O0-1-00o0O000O0d ,N-((2R,3S)-
2-0000O0DbOO0DO0obOo-5-000-3-0000)I00O0DOO-9-((1-000OCODOOOGO
0OO00)JOO-6,10-00 00 -,(18,9S8)-[CAS])0 (2s-00)-5-[0 0 000O0DODOO0
oooo-1,2,4,5,6,7-0 00 000-4-(00000OCODOT[3,2,1-00]J00000-2-00
000)-000]-4-00000000AVE-94880 Esonarimod(D 0 00O ODOOOa [(O
oooog)oboo]-4-000-y -O00O0-[CAS]O Taisho Pharmaceutical Co., Ltd., Ja
pan)d0 OO OO 0OODO (pralnacasan)(6H-0 0 0 00O (1,2-a)(1,2) 00000 -1-0000
000 ,N-((2R,38)-2-0000000000-5-000-3-0000)000000-9-((1-
00000000000 D)DDO0O-6,10-0000-,(1S,98)-[CASDO OO ODOOD (D
0o0oOo0o0ooDOoooDOoooD4-(00D0O0O00)-,0000-[CAS]H)OWIn-720520 00 000
0 (Ro-31-3948)(0 00000 2-[[2-(4-0000000)-4-000-5-0000001700
0 0 ]-2-0 00 -[CAS])O PD-1635940 SDZ-224-015(L-0 000000 N-((UDODOODO
O0)DO0O0O00O-L-000-N-((18)-3-((2,6-000000000)000-1-(2-0000
-2-000000)-2-0000000)-[CAS]OL-709049(L-00000000ON-0000D0
-l-0000-L-000-N-(2-00000-1-0000000)-0(S)-[CAS])D TA-383(1H-
oooooooz2-(4-0000000O0)-4,5-0000-4,5-0 0000 -0000000O0OO-
[CAS])D E1-1507-1(6a,12a-0 0 0 0 DO 0O [a]JD OO0 D0DOO-1,12(2H,7H)-0 0 0O ,3,4-0
oo0o-3,7-000000-8-0000-3-000-[CAS]HODOO 4-@3,4-000 00003
oo)-6,7-00000-2-(1,2,4-000000-1-00000)0000-3-0000000
O000EI-1941-10TJ-1140 00000 (anakinra)(OC OO0 OODOO1000O0O0OOO
0O0@DODOO0D0DO0O00DO0OxOO)daN2-L-0000O00O0-[CAS]))) 00 D0OO0ODODOODODOOOOO
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0Do0o0o0
Do0oooao

17. IL-40 0000

0000000000000 O000O000000IL-400000(@QO000000000
O (glatiramir)D 000 O0O(L-0000000L-00000L-0000000L-0000
D0000D0O00D0)00O0(0)[CAS]))D 00000 DOO0NONDONONDONONDOOO

oooooad

18. 0 OooOaQOano
cooooooooobooOoooooooooooobOoooo@obpoooooooooOoOd
ODODOODOABT-5780 0 000000D00O03-2-000000000)-2-[[(OCOO0O0DOO)
OoOoOoojljooco]ljooooooOooooOogoao(sirolimus)0ccl-779(0 000004

2-(3-00000-2(00000000)-2-0000000000)[CAS])D LF-15-01950
NPC15669(L-0 0 O O ON-[[(2,7-0000-9H-00000-9-00)0000]100000]
-[CAS])O NPC-15670(L-0 0 O O ON-[[(4,5-0 00 0-9H-0 0000 -9-00)00 00O ]
000 O]-[CAS])O NPC-16570(4-[2-(0 000 0-9-00)000000-00000]0
00000)00O000O00O0 (sufosfamide)(0 0 0000 2-[[3-(2-000000)0
0000-2H-1,3,2-000000000-2-00]1000]1-0000000000(@00
0)OP-0O0DODOI[CAS])D O OO OOODO (tresperinus)(2-[N-[4-(3-00 000000
0)DOOD]0O00O0O0O0O000]-N-(6-000000000)000000)04-[2-(0
000-9-00)000000000000]-000-00000000000000 (la
quinimod)O PBI-14110 0 00000 O (6-[(1-000-4-000-1H-0000O00-5-00
YO O ]-1H-0 O O )0 PB100320 MDL-28842(9H-0 0 0 -6-0 00 0 9-(5-0 00 O -5-00 O
0-p-D-000-000-4-0000000)-0(Z)-[CAS])D FK-7880 AVE-17260 ZK-90695
0 ZK-906950 Ro-548640 0 0 D 0O -BO0 DD OO (D D0OODOAON-[1-(2-00000 -1-
000O0O000)-L-00007-0(S)-[CAS])D SDZ-62-826(0 00000 OO0 2-[[00DO
OO0[[1-[(0000D00000)00000]-3-000000]10000]10000001]0
O
O

O0Ooo0oooao

O0]-N,N,N-O00O0OD0O-0000([CAS]O D 00O DO (argyrin)B((4S,7S,13R,22R)-13-0

0-4-(1H-000D00-3-00000)-7-(4-0000-1H-00000-3-00000)18,
22-0000-16-000-00-24-00 -3,6,9,12,15,18,21,26-0 000000 00 [21.2.
1]1-000 00 -1(25),23(26)-0 0 0 -2,5,8,11,14,17,20-0 0 0 00 [CAS])D OO OO O
DO(OOD0O0D0O0D042-0-(2-00000000)-[CAS])DO SAR-9430 L-6877950 6-[(4-0 O
OO0DO00D0D)D0O0O0D0O0]-2,3-0000-2-(4-0000-0000)-5-000-3-000 -
4-0 00000000000 091Y78(IH-0 000 [4,5-c]00O000-4-00001-B -D-
DO00O00O00-[CASDOO0DDOODODODODON(MO@@-00-B-D-00000000 2,3,4,6-
D000DO00D0-S)(000000O00D00)-[CAS])027-0-000000000000
0000 (tipredane)(00O0O0O00O-1,4-000-3-00,17-(00000)-9-0000-11
-00000-17-(00000)-,(11B ,17a )-[CAS])DO Al-4020 LY-178002(4-0 0 0 O O
0,5-[[3,5-00(1,1-0000000)-4-0000000007]-[CAS])D SM-8849(2-0
D000O00004-[1-(2-0000([1,1°-00000171-4-00)000)-N-000 -[CAS])
DO0O00DDO00DO (piceatannol)J 0000000000000 ODODOODOOO (O
00-1,4-000-3,20-000,9-0000-11,21-000000-16,17-[(1-000 00
0DO0)00(000)}-,(11B ,16a )-[CAS])D O OO0 OO O (ciclosporin)(0 0000
OA-[CAS])O0ODODOODOD(15,19-0000-3H-000 (2,1-¢)(1,4) 00000000
0Doo0Go-1,7,20,21(4H,234)-0 000 ,5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,
26a-0 0 00000D0-5,19-000000-3-(2-(4-00000-3-00000000000
0)-1-0000000)-14,16-0 000 0-4,10,12,18-0 00000 -8-(2-000 00 )-
,(3S-(3R"(E(1S ,35 ,457)),4S" ,5R ,8S ,9E,12R",14R ,15S ,16R ,18S ,19S ,26aR ))-[
CAS))O0DDODOODDO(DO0O0DODOD7-(000O00D0O000)000]-N-[2-[[4-[(3-0
0D00O000)I0DO0]000]000]1-1-00000-2-0000007-,(+/-)-[CAS])T
00000000 (tixocortol)DOODOO(ODOODO-4-00-3,20--000,21-[(2,2-0

O 0Ooo0oooao
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D00-1-0000000)007]-11,17-000000 -0 (11p )-[CAS])D OO0 OO0 O0OO
(1-92 LFA-3(00)00O00O000GI(0O0 D00 -CH2-CH3y 1-0)0 000 (0O)000
0000),00000(dinmer))0 0000000000000 O00(IO0O0-1,4-00
0-3,20-,21-000-6,9-00000-11-00000-16-000-17-(1-00000000
)-,(6a ,11p ,16p )-[CAS])0 00 OO O0OOOOOODOO(OOOOOOS-[000O00
0-5-00000-4-(3-00000-4-000-1-0000-6-000)-2(1H)-000000O
0DO0]-[CAS]))D00O0O0O0OO0@H-000O00O0([b]OODODO-5-0000,2,3,3a,8b-
000000-2-00000-1-(3-00000-4-000-1-0000-6-000)-[CAS])O
000000 (rimexolone)(00O0OO0O-1,4-000-3-00,11-0000016,17-00
00-17-(1-0000000)-,(11B ,16a ,17a )-[CAS])D DO OO0 OO(ODODOO-1,4
-000-3,20-000,9-0000-11,17,21-0000000-16-0 00 -,(11p ,16a )-[C
ASDOODODO(OO-5-0000-2-000-1-[(p-000000000)I0O0000]
0000-3-00)000000000@H-00000-3-00,1-(4-00000000)-5
-J0DO00-2-000-,2-(4-(3-((4-(00D0O0D0O0D0O0)-5-(000D0O0000-1,5-00
D00O000)IDO)O0OO00)-1-000000)0000000,(+/-)-[CAS])DO0OO
0000000000000 (OO0O0O0-1,4-000-3,20-000,7-000-11-0000
0-16-000-17,21-00 (1-0000000)-,(7a ,11p ,16a )-[CAS])D OO0 OO OO
0 (15,19-0 000 -3H-00 0 (2,1-¢)(1,4)0 000000000000 -1,7,20,21(4H,2
3H)-0000,3-(2-(4-000-3-00000000000)-1-0000000)-8-000
-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a-0 0 0 0000 0 -5,19-0 00 0 O
0-14,16-0 0 00 0 -4,10,12,18-0 000 0 O ,(35-(3R" (E(1S,3S ,4R")),4S ,5R™,8S"
,9E,12R" ,14R",15S",16R ,18S ,19S ,26aR" ))-[CAS])OD OO OO OO O O-17-00000D0O
(000D0-4-00-3,20-000,11,21-000000-17-(1-0000000)-,(11B )-[C
ASDOODOODOOODDO(9,10-0100000000,1,4-000000 -5,8-00[[2-[(2-
D00O00O000)I0OO0]000]000]-[CAS)DO0DOO0OH-000000-4-00
0DO0000,5-00000-1-B-D-0000000-[CASDODOOODOODODO(OOO
0-1,4-000-3,20-000,17-(000000000)000]-11-00000-21-(1-0
DO00O00O00)-,(11B )-[CAS])D0O0DO0O0O0C0O(IDODO2-[(2-00000000
0)IDOO]-4-000-[CASDOOOODOCOOO(M-00000,2-[[[1-4-0000000
0)-5-0000-2-000-1H-00000-3-00]1000070007-2-0000-[CAS])
0000000000000 (6o )-0000-16a0 -0000000-1,4-000-11B ,21
-0000-3,20-000)00000000000(Q0OO00-1,4-000-21-0,6-000
0-11-00000-16-000-3,20-0000-,0000000,(6a ,11B ,16a )-[CAS])
0000000000 O0OO00-1,4-000-3,20-000,21-(0000000)-6,9-0
0000-11-00000-17-(1-0000000)-,(6a ,11p )-[CAS)DO DO OO0 OODO
Doo(oo0O0-1,4-000-3,20-000,17,21-00(0000000)-6,9-00000
-11-0 0000 -16-000 -,(6a ,11p ,16B )-[CASDOI O OO0 OO ODOOODO(IOOO-
1,4-000-3,20-000,9-0000-11,21-000000-16-000-17-[(1-0000 O
0DO0)000O7]-,(11B ,16a )-[CAS])D DO O0OOCOOOOOODOODOODODO(MOOOO
0000-1,4-000-3,20-000,11-00000-17-(1-00000000)-,(11B )-[C
ASDOODODODO(L-00000,N-(2-00000-2-000-1-0000000)-[CAS]
yDOODODOoO(OoODOoD0OO,2-000-3-00000-,0000000,0000 [CAS]
YOO OOOOO@H-00O000-3-00),1-(4-00000000)-5-0000-2-000
-, 000000000000 ([CASD)D0DO0DONDODOONONONONDONONOONONDODOOOO
0000000000000 O000O000O000O000O0(0O00O0EP0184162B10 0 0 O
00006,258,8230 )00 0000000000000 0O00O0(IDOODOODOODOOS,6
65,7720 )00 0000000000000 0000O0O0O0O0OO0DOODOODOOODOOABT
-5780 O O
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5,247,076; 5,225,403; 5,221,625, 5,210,030; 5,208,241, 5,200,411, 5,198,421;
5,147,877, 5,140,018; 5,116,756; 5,109,112; 5,093,338; L 1" 5,091,389 %
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19. 0000000000000 000000O

0000000000000 0C0O000O00O0O0O00O00O0O0O00OoOoOO0OoOoooooO
O(@O00000D0D0D0O00O0D0O0D0O0OD0@@-00000,6-(1,3-0000-4-0000
0-6-0000-7-000-3-000-5-000000000)-4-000-,2-(4-00000
0)DOODODOO0ODODO(E)-[CAS)DO0D0DO0D0DO(1H-1,2,4-000000-3-0000000
,1-B -D-0000000-[CAS])000CODO0DN@-000000000000,2-B -D-0
D00O0D0O0O0-[CAS))00D0C0CO0D0C0OONDO0OODNDODNDONDNDONDNDONONDONONOOOO
0)D0DO0DO0O0D0DO0OO0DO0D0O0O0OO0OD0DO0D0O0OO0OD0O0D0O0O0O0D0O0O0O0O0O0O0O0000
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KIERFFS 5,536,747,

5,807,876; 5,932,600, 6,054,472, 6,128,582; 6,344,465; 6,395,763; 6,399,773;
6,420,403; 6,479,628, 6,498,178; 6,514,979; 6,518291; 6541496; 6,596,747,
6,617,323; and 6,624,184 75 , K[EH A #i3#5 2002/0040022A1,
2002/0052513A1, 2002/0055483A1, 2002/0068346A1, 2002/0111378A1,
2002/0111495A1, 2002/0123520A1, 2002/0143176A1, 2002/0147160A1,
2002/0161038A1, 2002/0173491A1, 2002/0183315A1, 2002/0193612A1,
2003/0027845A1, 2003/0068302A1, 2003/0105073A1, 2003/0130254A1,
2003/0143197A1, 2003/0144300A1, 2003/0166201A1, 2003/0181497A1,
2003/0186974A1, 2003/0186989A1, 55 L. U8 2003/0195202A1, 72 HTHZ

PCT B2 WO 00/24725A1, WO 00/25780A1, WO 00/26197A1, WO
00/51615A1, WO 0056331A1, WO 00/73288A1, WO 01/00622A1, WO
01/66706A1, WO 01/79246A2, WO 01/81340A2, WO 01/85952A2, WO

02/16382A1, WO 02/18369A2, WO 02/51814A1, WO 02/57287A2, WO
02/57425A2, WO 02/60875A1, WO 02/60896A1, WO 02/60898A1, WO

02/68058A2, WO 03/20298A1, WO 03/37349A1, WO 03/39548A1, WO
03/45901A2, WO 03/47512A2, WO 03/53958A1, WO 03/55447A2, WO
03/59269A2, WO 03/63573A2, WO 03/87071A1, WO 90/01545A1, WO

97/40028A1, WO 97/41211A1, WO 98/40381A1, F5 L 18 WO 99/55663A1

Dooooao

20. 00000000000

0000000000000 O0O00O0O0O0O0O0O0O0D0O0O0000000(0O00O0DTI-002
60 ONO-4057(0 000000000 ,2-(4-000000000)-6-[[6-(4-000000
00)-5-000007]10007-,(E)-[CAS])DONO-LB-4480 0 00000 1,8-00000
0-2(1H)-0004-00000-1-0000-3-(1-000 000 )-[CAS]O Sch-40120(0 O
O [b][1,8]0 0000 O-5(7H)-00 ,10-(3-0 0000 00)-6,8,9,10-000000-[C
AS])O L-656224(4-0 0000000 ,7-000-2-[(4-00000000)000]-3-00
0-5-0000-[CAS]DOMAFP(0 00000000 D00ODONO0DONDO0ODDON)IOO0OOOO
0(-000000000000,N-[2-0000000-1-(2-00000)0007-5-00
0-,(S)-[CASDO D0 D0ODDNO0ON(OOODDODN,((4-3-((4-(1-(4-000000000)-1-
000000)00000)O00)I000)I0O00)IO0O0)O0O0000)-0000
0 O O [CAS])D SB-201993(0 0 O O O 3-[[[[6-[(1E)-2-0 00000 00O ]-5-[[8-(4-
00O000000)D0O00]000]-2-00000]000]100710007-[CAS])OLY-20
3647(0 000 01-[2-00000-3-0000 -4-[4-[2-[4-(1H-00 0000 -5-00)0
00]-2H-000000-5-00]00007]00007]-[CAS])DO LY-2100730 LY-223982(0
00000000005-(3-0000000000)-2-[[6-(4-00000000)-5-00
000]0007-,(E)-[CAS]O LY-293111(0 0 O O ,2-[3-[3-[(5-0 00 -4"-000 O -2-
00O000([1,1"-00000]1-4-00)000]0000007-2-000007]-[CAS]O SM-
9064(0 000 O0DO1-[4,11-000000-13-(4-00000000)-1-0005,7,9-00
0000000 ]-(E,E,E)-[CAS])DO T-0757(2,6-0 0 0000000 ,N-(4-000 00 -3,
5-00000000)-3,7-0000-,(2E)-[CAS]))0 000000000000 OO0OO
O
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DOooooao
21. MCP-10 0D ODODO

00000000000 D0DO0O0OO0OD0OOO0ODOOOMCP-1000000D0(OOOO0ODDOOD
DO00O00(-0000000,6-0000-0-000 4-(000000)0000000(
o S)-[CAS])D 0D O0DO(Bindarit)(2-(1-000000000-3-000000)-2-0
D00O00O000)d1-0-2500000000000D,)00000000000000C
0Doo

DOooooao

22. MMPO O O

0000000000000 D0O0D0O0D0O00O00OMMPODO(ODOODOD-9120000000
O0(-00000000000004-(0000000)-1,4,4a,5,5a,6,11,12a-0 0
0o00o-3,5,10,12,12a-0 0000000 -6-000-1,11-00 0 O -[4S-(4a ,4aa ,5a
,5a0 ,6a ,12aa )]-[CAS])D BB-28270 BB-1101(2S-0 0 O -N1-O0 0D OO -3R-00 0 O
-N4-(1S-000000000-2-0000000)-00000000BB-298300000
00 (N"-[2,2-0000-1(8)-[N-(2-0000)000000]1000071-N4-00000
-2(R)-00D000-3(8)-00000000000)0BATIMASTAT(D OO DO OO ON4-0
0O00-N1-[2-(000000)-2-000-1-(0000000)100]-2-(2-00000
0)-3-[(2-000000)0007]-,[2R-[1(57),2R",35 11-[CAS];British Bioteck,UK)
CH-1380 CH-59020 D-19270 D-54100 EF-13(y -0 000000 O O O )O CMT-3(2-0 O
ooooooooo,1,4,4a,5,5a,6,11,12a-0 00000 -3,10,12,12a-0 0000 O
0-1,11-00 0 O -, (4aS,5aR,12aS)-[CAS]) O MARIMASTAT(N-[2,2-0 0 0 O -1(S)-(N-O
0DO00O00O00O0)IOOO0]-N,3(8)-000000-2(RR)-000000000O00O0, Br
itish Bioteck,UK)O TIMP"S,0N0-48170 0 000000 (L-00 00 O0ON-((28)-2-00
0D0O0-1-000-4-(3,4,4-00000-2,5-0000-1-00000000)000)-L-0
000-N,3-0000-[CAS])OPS-5080CH-7150 00 000(0 000000000 0ON-(
4-000-2-000000000)-[CAS]IOOO0O0O0D0O0N-2-[2(R)-[1(RS)-(0 0D ODO
D0O00D0)-4-0000000]1000007]-N-(2,2,6,6-000000-4-00000
)-3(S)-0 00000000000 0Rs-113-0800 R0o-11308300 0 0000 00O (1-0 0
0O000DO0O00O0OBR-(00O00D0O00D0O00)-N-00000-y -000 -a [(3,4,4-
0000-2,5-0000-1-00000000)0007-,(xR,B R)-[CAS])T 5-(4"-0 0O
0D0O0)-5-[N-(4-0000000)I00000]000000006-0000-1,2,3,4-
DO000D0D-000000-1-000 00 0R0-31-4724(L-00 0 0 ON-[2-[2-(0 D000
0DO00)-2-000000]1-4-000-1-0000000]-L-0000-,0000000T7
CAS])00D0O00OD0OD0DN(-000000000000000ON-00000-2,2-000
0-4-((4-(4-00000D000)00D0O0)I000DO0-0(3R)-[CAS]O AG-3433(1H-0 0O
0-3-0000001-(4"-000([1,1"-0000071-4-00)-b-[[[(3S)-000 00O -4,
4-0000-2-000-3-0000]1000]1000001-,00000000000,(bS)-[
CAS])O PNU-142769(2H-0 0 00000 -2-00000,1,3-0000-N-00000-a -[(
35)-3-(2-0000000)-2-000-1-(2-0000000)-3-0000007-1,3-00
00 -,(a R)-[CAS]O (S)-1-[2-[[[(4,5-0000-5-00000-1,3,4-0000000 -2
-jo)ooo]-00000]000]-1-000-3-(00000000000)0000]-4-
(2-00000)000000SU-5402(H-0000-3-0000002-[(1,2-0000-2-
O0O0-3H-00000-3-0000)000]-4-000-[CAS])O SC-779640 PNU-1718290 C
6S-27023A0N-0 0000 -2(R)-[(4-00000D00D0-00000)M@-0000)000]
-2-(2-0000000000)-0000000L-758354((1,1"-00000)-4-0000
OO0a-000-y -(((2,2-0000-1-((000000)00000)0000)I100)0
DO000-4"-0000-,Ca S-(a R,y S"(R")))-[CAS]O G1-155704A0 CPA-9260 0O 0 O O
0000000000000 O0O0O0O0D0O0DO0DO0DO0OoO0OoOooao
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[ K[EFF3F4 5,665,777; 5,985,911; 6,288,261; 5,952,320; 6,441,189; 6,235,786;
[ 6,294,573; 6,294,539; 6,563,002; 6,071,903; 6,358,980; 5,852,213; 6,124,502;
E 6,160,132; 6,197,791; 6,172,057 6,288,086; 6,342,508 6,228,869; 5,077,408;
. 5,929,097; 6,498,167; 6,534,491; 6,548,524; 5,962,481; 6,197,795; 6,162,814;
[ 6,441,023; 6,444,704; 6,462,073; 6,162,821; 6,444,639; 6,262,080; 6,486,193;
[ 6,329,550; 6,544,980; 6,352,976; 5,968,795; 5,789,434; 5,932,763; 6,500,847;
E 5,925,637; 6,225,314; 5,804,581; 5,863,015; 5,859,047; 5,861,428; 5,886,043;
. 6,288,063; 5,939,583, 6,166,082; 5,874,473; 5,886,022; 5,932 577; 5,854,277, 10
[ 5,886,024; 6,495,565; 6,642,255; 6,495,548; 6,479,502; 5,696,082; 5,700,838;
[ 6,444,639; 6,262,080; 6,486,193; 6,329,550; 6,544,980; 6,352,076; 5,968,795;
" 5,789,434; 5,932,763; 6,500,847; 5,925,637; 6,225,314; 5,804,581; 5,863,915
E 5,859,047; 5,861,428; 5,886,043; 6,288,063; 5,939,583; 6,166,082; 5,874,473;
© 5,886,022; 5,932,577; 5,854,277; 5,886,024; 6,495,565; 6,642,255; 6,495,548;
[ 6,479,502; 5,696,082; 5,700,838; 5,861,436: 5,691,382; 5,763,621; 5,866,717;
" 5,902,791; 5,962,529; 6,017,889; 6,022,873; 6,022,898; 6,103,739; 6,127,427:
E 6,258,851; 6,310,084; 6,358,987; 5,872,152; 5,917,090; 6,124,329; 6,329,373: 20
. 6,344,457; 5,698,706; 5,872,146; 5,853,623; 6,624,144; 6,462,042; 5,981,491;
[ 5,955,435; 6,090,840; 6,114,372; 6,566,384; 5,994,293; 6,063,786; 6,469,020;
" 6,118,001; 6,187,924; 6,310,088; 5,994,312; 6,180,611; 6,110,896; 6,380,253;
E 5,455,262; 5,470,834; 6,147,114; 6,333,324; 6,489,324; 6,362,183; 6,372,758;
. 6,448,250; 6,492,367; 6,380,258; 6,583,299; 5,239,078; 5,892,112; 5,773,438:
[ 5,606,147; 6,066,662; 6,600,057; 5,990,158; 5,731,293; 6,277,876; 6,521,606;
' 6,168,807; 6,506,414; 6,620,813; 5,684,152; 6,451,791; 6,476,027; 6,013,649;
E 6,503,892; 6,420,427; 6,300,514; 6,403,644; 6,177,466; 6,569,899; 5,594,006;
[ 6,417,229; 5,861,510; 6,156,798; 6,387,931; 6,350,907; 6,090,852; 6,458,822;
[ 6,509,337; 6,147,061; 6,114,568; 6,118,016; 5,804,593; 5,847,153; 5,859,061;
[ 6,194,451; 6,482,827; 6,638,052; 5,677,282; 6,365,630; 6,130,254; 6,455,569;
E 6,057,369; 6,576,628; 6,110,924; 6,472,396; 6,548,667; 5,618,844; 6,495,578;
 6,627.411; 5,514,716; 5,256,657; 5,773,428; 6,037,472; 6,579,890; 5,932,595,
[ 6,013,792; 6,420,415; 5,532,265; 5,691,381; 5,639,746; 5,672,598; 5,830,915:
[ 6,630,516; 5,324,634; 6,277,061; 6,140,099; 6,455,570; 5,595,885 6,093,398;
' 6,370,667; 5,641,636; 5,698,404; 6,448,058; 6,008,220; 6,265,432; 6,169,103;
E 6,133,304; 6,541,521; 6,624,196; 6,307,089; 6,239,288; 5,756,545; 6,020,366;
. 6,117,869; 6,294,674; 6,037,361; 6,399,612; 6,495,568; 6,624,177 5,948,780;
[ 6,620,835; 6,284,513; 5,977,141; 6,153,612; 6,297,247; 6,559,142; 6,555,535;
[ 6,350,885; 5,627,206; 5,665,764; 5,958,972; 6,420,408; 6,492,422; 6,340,709;
E 6,022,948; 6,274,703; 6,204,694; 6,531,499; 6,465,508; 6,437,177; 6,376,665;
 5,268,384; 5,183,000; 5,189,178; 6,511,993; 6,617,354; 6,331,563; 5,962,466;

[ 5,861,427; 5,830,869; 6,087,359 =
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23. NFk BO O O
0000000000000 O000O000O0O0ONFK BOOO (ODOOOCelgene(SP100030
0 SP1002070 SP100393)0 AVE-05450 0xi-104(0 0 0000 04-00 0 -3-00 0 -N-(2-(
00O00000)IO00)-[CAS])DO0 000000 (dexlipotam)d INDRADR-0 0 OO0 O O
00O (Flurbiprofen)([1,1'-00000]-4-0002-0000-a 00O )0 SP100030(2-
0O0O0-N-[3,5-0(000000000)0000]-4-(000000000)00O000-5
-000000O0)0AVE05450 ViatrisO AVE-05470 Bay 11-70820 Bay 11-70850 150 O O
0D-0000000000J20000000(@0000I[(IR)-3-000-1-[[(28)-1-00O
0-3-0000-2-(0000000000)I000]0000]10001]000-[CAS]OO DO
00000000000 O0000

0Do0Oooo0o

24. NOO O DOOO

0000000000000 O000D000O000ONDOCOODO(O0ODOONCX-4016(0 0O
002-(0000000)-,3-((000000)000)00000000[CAS]IONCX-2216
0DL-00000000000000000000000

000000

25. P38 MAPO O OO OODO

0000000000000 O000O000O000P38 MAPOOODOODOO

( 121X, VX-745 (Vertex Pharmaceuticals, Inc.,

Cambridge, MA), GW-2286, SK86002, CGP-52411, BIRB-798, SB220025, RO-
320-1195, RWJ-67657, RWJ-68354, SCI0-469, SCI0-323, AMG-548, CMC-
146, SD-31145, CC-8866, Ro-320-1195, Roche (3853,4507, 6145, 8464,0945,
6257, 3391, 3470, 1151634,5274, 5161, 4194, 1195), BIX 983 (Boehringer
Ingelheim)

0 PD-98059(4H-1-0 0 0000 -4-00 ,2-(2-000-3-0000000 0 )-[CAS])O CGH-
24660 000 OO0 O (dramapimod)d SB-203580(0 0 O O ,4-[5-(4-0 0000000 )-2
-[4-(000000000)0000]-1H-000000 -4-00]-[CAS])DO SB-220025((5-(
2-000-4-000000)-4-(4-00000000)-1-(4-000000)000000))
0 SB-2818320 PD1693160 SB2021900 0 00 0O D0 O0D0DO0O0D0DO0O0ODODOOOOOOOO
000000000000
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KIERFT 6,300,347;
6,316,464; 6,316,466; 6,376,527; 6,444,696; 6,479,507; 6,509,361; 6,579,874

B L 6,630,485 %, KIEAHAE T 2001/0044538A1; 2002/0013354A1;
2002/0049220A1; 2002/0103245A1; 2002/0151491A1; 2002/0156114A1;

2003/0018051A1; 2003/0073832A1; 2003/0130257A1; 2003/0130273A1;
2003/0130319A1; 2003/0139388A1; 2003/0139462A1; 2003/0149031A1;

2003/0166647A1; 35 L O* 2003/0181411A1; 72 HL TN PCT ABA K WO
00/63204A2, WO 01/21591A1, WO 01/35959A1, WO 01/74811A2, WO
02/18379A2, WO 02/064594A2, WO 02/083622A2, WO 02/094842A2, WO
02/096426A1, WO 02/101015A2, WO 02/103000A2, WO 03/008413A1, WO
03/016248A2, WO 03/020715A1, WO 03/024899A2, WO 03/031431A1, WO
03/040103A1, WO 03/053940A1, WO 03/053941A2, WO 03/063799A2, WO
03/079986A2, WO 03/080024A2, WO 03/082287A1, WO 97/44467A1, WO
99/01449A1, 35 .1 WO 99/58523A1

L e T e D e T e T e T e T e T s Y s Y e T e Y s O e O s T e T e T e B e B |

0

Dooooao

26. 0000000000000

0000000000000 D000D0O00DO0D0OODO0DOO0ODOoOOoDOoOoooo(@Oooaoc
DP-840(0 0 O O ,4-[(2R)-2-[3-(0 00000000 O0)-4-0000000017-2-000
00 OO0 ]-[CAS])O CH-36970 CT-28200 D-22888(0 0 O O [1,5-a]0 0 O [3,2-e]0 00 O
-6(5H)-00 ,9-000-2-0000-7-000-5-000 0-[CAS])O D-4418(8-0 0 0 O O
000-5-[N-(2,5-00000000-3-00)]0000000)01-(3-00000000
00-4-00000000)-2-(2,6-0000-4-0000)000000000D-43960 ON
0-61260 CDC-9980 CDC-8010 V-11294A(3-[3-(0 00000000 0)-4-0000000
0]1-6-(000000)-8-000000-34-000000)08,8"-0000-00 (2-(8-0
00D0D000-3-0000-6-(4-0000000000)-2-00-34H-000)) 00000
00000 (Q-000000,4-[3-(0000000000)-4-000000007-[CAS])
0 CP-2931210 CP-353164(5-(3-0 0 0 00000 O00-4-00000000)0000-2-
000000D0)IODOO0OOOOOO(G-0000000000,3,4-0000-1-(000
00O000)-5,7-0000-4-000,00000 00 [CAS])DPD-1687870 000000 (
1-00000,2-000-1-[2-(1-000000)0000([1,5-a]0 000 -3-00 ]-[CAS]
yloOooooooOo(-0000000000,3,4-0000-1-(00000000)-5,7
-0000-4-000,0000000[CAS])D OO0 OO (griseolic acid)(a -L-0 0 -0
00-4-00000000),1-(6-000-9H-000-9-00)-3,6-00000-6-C-000O
00-1,5-000 00 -[CAS]O KW-44900 KS-5060 T-4400 000 O0O0O0DO(DOOODOO,S3
(000000000 O00)-N-(3,5-0000-4-00000)-4-(000000000)-[
cASpDOOO0DODODCOODODCOODODCOODODOODOOODO(OOD,2-(000O0000)-4-(0
00O000O000)-[CAS))D0O00O0O00O0O00(0D00O0[2,1-b]0 000 0-2(3H)-0
0,6,7-0000-1,5-0000-,0000[CASDODOCODOOODRAH-00000,6-
[4-(1-0000000-1H-000000-5-00)00007-3,4-0000-[CAS]DO OO
0000000 @H-000-2,6-000,3,7-0000-3-000-1-(5-0000000)-7
-00D0O0-[CAS])0D0D0DO0NO0NDDNDNO0DDO((MOOD0D,1-(3-(4,7-0000-1-00
0-7-000-3-0000-1H-0000(4,3-d)00000-5-00)-4-00000000)
00O000)-4-000,2-00000-1,2,3-00000000000000-(1:1)[CAS])
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00000000 OoOO0O0(",2":1,6)000(3,4-b)000001,4-000 ,6-(1,3-00
00O00D000-5-00)-2,3,6,7,12,12a-0 00000 -2-000-,(6R-0 00 O )[CAS])
00000000 (@OO000,1-(3-(1,4-0000-5-000(-4-000-7-000000
00 (5,1-F)(1,2,4)-00000-2-00)-4-00000000)00000)-4-000-[C
AS]O0DOOD([3,4"-00000]-5-0000000,1,6-0000-2-000-6-00
-[cASDOO0O0ODO0OO0O@H-000000-2-00,1,3-0000-4-000 -5-[4-(00
00)DOOOO]-[CAS]ODO0O0O0O0O0O(IH-000-2,6-00003,7-0000 -1,3-
OO0O0-[cAS))ODO0D0C0O0D0O0(@Q-00000,2-000-1-02-(1-000000)000
[1,5-a]0000-3-000-[CAS])D0O0C0O0O0C0O(HK-000-2,6-000,3,7-00
0-1,3-0000-,00001,2-00000000000(2:1)-[CAS)HDODOOOO0OO
O(7H-000-7-00,1,2,3,6-000000-1,3-0000-2,6-0000-,00000
004-[[2-000-3,5-00000000)I100]1000]000000000(1:1)[CA
spOOO00O00D0OO(@MOONO0DDDND,2-(4-00000000)-2-000-N-[[(4-000
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Intematienal spplication Mo,

INTERNATIONAL SEARCH REPORT PCT/US ©3/41576

Box| Observations where cerlain claims were found unsearchable (Continuation of item 1 of first sheed)

This Infernalional Search Report has not besn established in respeet of certain claims under Articte 17(2)(a) forthe following reascns:

1. Claims Nos..:

because they relate to subject matter not required io be searched by this Authority, namely:

Atthough claims 154-184, 204-211, 233, 239 and 240 are directed to a method of
treatment and/or diagnosis of the human/animat body, the search has been
carried out and based on the alleged effects of the compounds ov compositions.

2. E Claims Nes,:

besauss thay relate to parte of tha Iitemational Applioatian that do not oomply with the presaribed requirernents to such
an axtent that e mesningful internationsl Bearch can be canied out, specifically.

see FURTHER INFORMATION sheet PCT/ISA/210

3, D Claime Nos.:
because they are depsndent claims and are not drafted in accertance with the second and third santences of Ruke 6.4(g).

Bax ([ Ohservalions where unity of inventior s lacking {Continuation of item 2 of first sheet)

This International Searching Authority found mukipls invetitions in this intemalionat application, as follows:

i. As al required additional search faes were fitaly paid by the applicant, this Interational Search Asport covers all
searchable slaims.

2 I:I Ae ab searchable sldims sould bs ssarched witheut effart justifying an addilional fee, this Autherity did not invite payment
of any additional fee.

2 D As anly some of the recuired additional search fees were timely paid by the applicant, this International Search Fepor
sovers oply these olaims for which fees were paid, spacifioally olaims Mos.:

4, D No recuired additional search foes ware Hmely paid by the applioant, Conseguenity, this intemational Search Repott is
restricied to the invention first menlioned in the daims ; il is covered by daims Nos.:

Remarican Protest D The edditional search fees were accompanied by the applicant's proteat.

D Mo protest aceompanied the payment of addiicnal search fees.

Form PCTASA/210 (eontinuation of firet sheet {13) July 1898) page 1 of 2
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International Application No, PCT/ US 0¥ 41576

FURTHER INFORMATION CONTINUED FROM  PCTASA! 21p

Continuation of Box I[.1

Although claims 154-184, 204-211, 233, 239 and 240 are directed to a
method .of treatment and/or diagnosis of the human/animal body, the
search has been carried out and based on the alleged effects of the
compounds or compositions.

Continuation of Box 1.2

Claims Wes.: -

Present claims 1-240 relate to an extremely large number of possible
compositions and methods. Suppert within the meaning of Article 6 PCT
and/er disclosure within the meaning of Article 5 PCT is to be found,
however, for only a very small proportion of the compounds/products and
methods claimed. In the present case, the claims so lack support, and.
the application so lacks disclosure, that a meaningful search over the
whale of the claimed scope is impossible. Consequently, the search has
been carried out for those parts of the claims which appear to be
supported and disclosed, namely those parts relating to the compositions
disclosed in the examples and closely related homologous compounds, and
thase mentioned in the figures (tetrafunctionally activated PEG
derivatives).

The applicant's attention is drawn te the fact that claims relating to
inventions in respect of which no international search report has heen
established need not be the subject of an international preliminary
examination (Rule 66.1{e) PCT). The applicant is advised that the EPQ
policy when acting as an International Preliminary Examining Authority is
normaily not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPQ, the applicant is reminded that a search may be carvied
out during examination before the EPD (see EPO Guideline C-VI, 8.5},
should the problems which Ted to the Article 17(2} declaration be
overcome,
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Patent document Publication Patent family Publieation
cited Jh search report dade membsi{s) date
Us 6851648 A 18-04-2000  US 5874500 A 23-02-1999
Us 2803110%85 Al 26-06-2003
us 6166130 A 26-12-2000
Us 2603149173 Al 67-bD8~-2003
Us 2001003126 Al 07-06-2601
Us 2004186231 Al 23-09-2004
US 2004185084 Al 23-09-2004
US 2004186230 Al 23-08-2004
Us 2802042473 Al 11-g4-2002
Us 2002013468 Al 31-01-2002
AU 717666 B2 30-03~2600
Al 1334497 A 14-97-1997
CA 2239775 Al 26-06-1997
EP 2870165 Al 11-11-1998
JP 200502380 T 29-02-~2060
JP 2004244639 A 02-09-2p04
W0 9722371 Al 26-06-1897
LS 6312725 Bl 66-11-2001 Al 4349700 A g2-11-20a0
JP 2002641923 T 10-12-2002
W0 0062827 AZ 26-10-20800
Us 2082165337 Al 07-11-268062
US 2601655615 Al 27-12-2001
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US 2004142858 Al 22-07-2004
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US 20041365947 Al 15-07-2004
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US 2081055615 Al 27-12-2001
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DE 69529075 D1 16-01-2003
BE 69525075 T2 13-11-2003
EP 0772464 Al 14-05-1997
ES 2186723 T3 16-05-20063
JP 18503102 T 24-03-1998
WO 2603159 Al 08-02-1995
us RE38158 E1 24-06-2003
WO B160335 A 23-98-2001 AU 3828401 A 27-08-2001
BR 0108471 A 29-10-2802
CA 2398668 Al 23-08-2001
CN 1400883 1 05-03-2003
EP 1257257 A2 20-11-2002
JP 2003522780 T 29-07-2803
Wo p16a335 AZ 23-08-2601
IS 2002009492 Al 24-91-2002
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Us 5308889 A 03-05-1994

Fomn PCTASA/ 10 (Dalent famlly annex) (January 200d)
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