-

L 'ttexﬂzim% bcvl_ PACLI TAXEL (TAXOL) ANALOGS [err]
2- O etyl paclitaxel, anti neopl asti c anal ogs t hegkltidan
i nt er nedi at eP@'E t aught, RLNATELLET UL T8 %:gmmmwmmm the conSRst

& i nt er medi at es rray be, USGSJQNSZOUZ

f or m phETERACSIONAR| ARPSEGYSRION| RS ISHED HngEarilfHE PADENREOPEERATION TREATY (RGBY |

t he SORROMAT l%llf'?t]@%ﬁc%ﬁé' ntermed at ¢ guf‘i‘%bé n%néﬁebq. i MeshaL: Cam%o‘%’rﬂuﬁz
appl | edf-}/gd?a}]r}sg :Il%:ﬁts &8761%#{1‘} by r’rﬁm SUCH as a pharnhaceuti cal

RBlor 3073
and internmediates. The conpound, aﬂ'éi"l’"é""%a' [

conpos (43) International Pubhcatxon Date: 8 July 1999 (08.07.99)
(21) Internationat Application Number: PCT/US98/27916 | (81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR,

BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB. GD,

(22) International Filing Date: 30 December 1998 (30.12.98) GE, GH, GM, HR, HU, ID, IL, IN, IS, IP, KE, KG, KP,

KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK,
MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG,
(30) Priority Data: SI, SK, SL, TJ, T™M, TR, TT, UA, UG, US, UZ, VN, YU,

60/070,234 31 December 1997 (31.1297) US ZW, ARIPO patent (GH, GM, KE, LS, MW, SD, SZ, UG,
ZW), Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ,
TM), European patent (AT, BE, CH, CY, DE, DK, ES, FI,

(71)(72) Applicants and Inventors: KINGSTON, David, George, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPI patent
lan {US/US); 1409 Locust Avenue, Blacksburg, VA (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE,
24060~5628 (US). CHORDIA, Mahendra, Devichand SN, TD, TG).

{IN/US); 307 Valley Road Extended, Charlottesville, VA
22093 (US). HIGGS, Paul, [an [NZ/US); 9894 N Kendall
Drive, Miami, FL 33176 (US). JAGTAP, Prakash, G. | Published

{IN/USY; 355 New Kent Road, Carriage Square, Blacksburg, With international search repori.
VA 24060 (US).

(74) Agents: O'SHAUGHNESSY, Brian, P. et al.; Bums, Doane,
Swecker & Mathis, L.L.P,, P.O. Box 1404, Ajexandria, VA

e WAMORIE

*G00002*
(54) Title: 2~-AROYL-4-ACYL PACLITAXEL (TAXOL) ANALOGS
(57) Abstract
. AcQ ’
2-debenzoyl-4-deacetyl paclitaxel, R o VLR 2 AcQ p oset,
antineoplastic analogs thereof and intermediates C-’*«c N"?’ Tedon B CH; ng\uj
are taught, as well as the formation of the R oH piw R cs L
compound, analogs and intermediates. The ococH, ! ““" OH
compound, analogs and intermediates may be ;_zas.‘aum, R'= SiE, nggSLp Taphosgene
yused to form pharmaceutical compositions having a9 ose, Pyndine/RT
‘anti~neoplastic activity. Further, the compound, C.mim o
analogs and intermediates may be used to treat o b
cancer when applied in an effective amount by ; oconr C'H'H::'i
means such as a pharmmaceutical composition. 0sBuMe, q?
4 APmCH,CH OsiBue, RCULtum
? l nexamethyt-
o Ry osiEY d:sblaz)de
X
CH,
.cl H o rll u"s NH
' os-‘aumo,H! R
. R,CO0 os.‘num,
8a R = CSSMe
SaR, xR, = m-CH,Cl. R, s Ac -
SR, x MTHN,, Ry2 COOMe, Ry = Ac sonCooka  |LOHTHFIHO
5¢ R, » Mo,C3CH, R, COOMe, Ry= Ac
SR, =P, Ry= Bu'0CO Ry=Ac ncumw:
Se R, Ph, R,= BU'OCO, R, = H
StR, » mCH,OMe, R, = 8u'0c0. Ry=Ac osiE,
»{
*162162* o AQ pon '2 wia
* OH|
CHamo 9 O5:BuMs, ; o
(<A Tq + H; OH
n  CHIOR 9a R = CSSH
s i 9b R = COOMe
ACQO

62R, = R, » m-CH,CL R, » Ac

68 R, = mCHMN,, Ry= COOMa, R, = Ac
€ R, = Ma,C=CH Rz COOMs R,= Ac
§d R, = Ph,R,= BUOCO, R, Ac

8¢ R, = Ph R,3 84'0CO. Ry=H

& R. = m-CH,OMe, R, = BuOCO R, = Ac

*(Referred 1o tn PCT Gazette No 39/1999 Section {1)



