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5 starting with a product of general formula:

(an

In the general férmulae (I) and (II):
R, represents a hydrogen atom or an alkoxy radical
containing 1 to 4 carbon atdﬁs, an'aikoxyacetoxy
radical in which the alkyl paft contains 1 to 4 carbon
10 atoms or an alkanoyléxy fadical'containing 1l to 4
| carbon atoms, and
Z represents a hydrogen atom or a radical of general

formula:



The present invention relates to a process for the preparation of
7- hydr oxyt axanes of general fornula: OH [err] 5 starting with a product
of =general fornula: [err] In the general formulae (1) and (11): [err]
represents a hydrogen atom or an al koxy radical containing 1 to 4 carbon
btons, an al koxyacetoxy radical in which thé al kyl part contains 1 to-4
carbon 10 atons or an al kanoyl oxy radical containing 1 to 4 carbon atons,
and Z represents a hydrogen atonRgiﬁglg di cal of general formul a: 2

2z oyl

[errr] in which: R2 represents a be radi cal lch is optionally
substituted wth one or nore atons _g{_ rzadjcals, wh may be identical or
different, chosen 5 from hal ogenRgt ony and al kyl radicals containing 1 to 4

carbon atons, al koxy radicals containigpg_ 1 to 4 carbon atons and
trifluoronethyl radicals, or a radica

in which:

R, represents a benzoyl radical which is
optionally substituted ﬁith one or more atoms or
radicals, which may be identical or different, chosen

5 from halogen atoms and alkyl radicals containing 1 to 4
carbon atoms, alkoxy radicals containing i to 4 éarbon
atoms and trifluoromethyl radicais, or a radical
R',-0-CO- in which R', represents an alkyl radical
containing 1 to 8 carbon atoms, an alkenyl radical

10 containing 2 to é carbon atoms, an alkynyl radical
containing 3 to 8 carbon atoms, a cycloalkyl radical
containing 3 to 6 carbon atoms, a cycloalkenyl radical
containing 4 to 6 carbon atoms, or a bicycloalkyl
radical containing 7 to 10 carbon atoms, these radicals

15 optionally being substituted with one or more

substituents chosen from halogen atoms and hydroxyl
radicals, alkoxy radicals containing 1 to 4 carbon
atoms, dialkylamino radicals in which each alkyl parf
contains 1 to 4 carbon atoms, piperidino or morpholino

20 radicals, l-piperazinyl radicals (optionally

| substituted-at -4 with an alkyl radical containing 1 to
4 carbon atoms or with a phenylalkyl radical in which

the alkyl part contains 1 to 4 carbon atoms),

cycloalkyl radicals containing 3 to 6 carbon atoms,



[err] in which [err] represents an al kyl radical containing 1 to 8 carbon
atons, an al kenyl radical 10 containing 2 to 8 carbon atons, an al kynyl

radi cal containing 3 to 8 carbon atons, a cycl oal kyl radical containing 3
to 6 carbon atonms, a cycl oal kenyl radical cgntaining 4 to 6 carbon atons,
or a bicycl oal kyl radical containing 7 to car bon atons, t hese radicals
15 optionally beln tuents _chpsen from

hal ogen at ons anﬁy gg??y ;ﬁggg%grsafﬁﬁgﬁl?éﬁgcglg nfafh?ﬁga OEP8’4
car bon at ors, d'ghéxﬁ%&a;&&ﬂaCgagtﬁgnwaghrggsblguéxé BALh ggntgEns 1 to.

4 carbon atons I 'dino or I'no I ca p1 perazrny

radical s (optiongbiy akbgki byt dadbard YhbReaNeebiivhaisgbhohtoalt ghal ng 1

to 4 carbon atons or wth a phenyl al kyl radi cal the al kyl part

contains 1 to 4 Sﬁkgﬂnraaﬂgﬁis g¥Rtadhkng 1aébcal éaEBBhabEbﬂS 8rt @1Ro&kr bon
at ons, 3 cycl oal kenyl radicals containing 4 to 6 carbon atons, phenyl

radi cal s (op§i onghdycalhseébhvaeAingtd e6€408aPPOR ataﬁs)prcyaﬂbcaks chosen
from hal ogen atons and al kyl radicals containing 1 to 4 carbon atons or

al koxy 5 radi cal sagbakgl ntadidale drcalkoryeapbenrylcyadicalscanbekyth
radi cal s or al koxycarbonyl radicals in which

the alkyl part contains 1 to 4 carbon atoms,

- a phenyl or a- or f-naphthyl radical which is

optionally substituted with one of more atoms or

10 radicals chosen from halcgen atoms and alkyl radicals

! containing 1 to 4 carbon atoms or alkoxy radicals
containing 1 to 4 carbon atoms or a 5-membered aromatic
heterocyclic radical preferably chosen from furyl and

thienyl radicals,

15 - or a saturated nitrogen-containing heterocyclic

radical containing 4 to 6 carbon atoms which is
optionally substituted with one or more alkyl radicals
- containing 1 to 4 carbon atoms, and
R, represents a straight or branched alkyl
20 radical containing 1 to 8 carbon atoms, a straight or |
| branched alkenyl radical cohtainiﬁg 2 to 8 carbon |
atoms, a straight or branched alkynyl radical

containing 2 to 8 carbon atoms, a cycloalkyl radical

containing 3 to 6 carbon atoms, a phenyl or a- or §-

25 naphthyl radical which is optionally substituted with
one or more atoms or radicéls chosen from halogen atoms
and alkyl, alkenyl, alkynyl, aryl, aralkyl, alkoxy,

alkylthio, aryloxy, arylthio, hydroxyl, hydroxyalkyl,



the al kyl part contains 1 to 4 carbon atons, - a phenyl or [err]- or
err]-naphthyl radical which is optionally substituted with one or nore
tems or 10 radi cal s chosen from hal ogen atons and al kyl radicals
ontaining 1 to .4 carbon atons or al koxy raiicals containing 1 to 4 carbon
atons or a 5-nenbered aromatic heterocyclic™adical preferably chosen from
furyl and thienyl radigals a satgrated nitrogen:containing

15 . -
het er ocyclic r adPE5FaR ﬂfafﬂfﬂﬁlﬂ ?§§%’03?% A™APB s WRY ﬁmf§°bptionally
bstituted with ' L ni 1 t ,
and RS 1 epr esent SRoxpbafBRfy Sutithor ChERLY, EPRETLHIRD, Jal 12y TBhpa8, Ot 0T,
8 b t : LNt o Pko | Kk ' Rl to 8
carbon ators, & Srrarere o The s R eeay B T PR R A ey,

carbon atons, a-&ﬂ&iﬁ?i&&fbaﬁéyra!c 20621 BiPPo3ahd ErifidePombenF1L a phenyl
or a- or 25 napht hyl radi cal which is optionally substituted wth one or

nore atons 05 I apaddt&18N06LNaf 5 OiebiBe gE NaRbRAEi8NHeBekytycRikenyl
al kynyl, aryl, aral kyl, al koxy, alkylthio, aryloxy, arylthio, hydroxyl,
hydr oxyal kyl , cdntRining ooné o6 VhorécChétensyatomnsp, whick| maynbe -

identical or different, chosen from nitrogen, oxygen or
sulphur atoms and optionally substituted with one or
more substituents, which may be.ideptical or different,

10 chosen from halogen atoms and alkyl, aryl, amino, -
alkylamino, dialkylamino, alkoxycarbonylamino, acyl,
arylcarbonyl,.cyano, carboxyl, carbamoyl,
aikylcarbamoyl,'dialkylcarbamoyi-or alkoxycarbonyl
radicals, it being understood that, in.the substituents

15 for the phenyl, «- or S-naphthyl radicals and aromatic.
heterocyclic radicals, the alkyl radicals and the alkyl
portions of the other radicals contain i to 4 carbon
atoms and that the alkenyl ana alkynyl radicals contain
2 to 8 carbon atoms and that the aryi radicals are

20 phenyl or a- or fS-naphthyl radicals, and
- either R, represents a hydroéen.atom and R, repfesents
a hydrogen atom or a protecting group for the hydroxyl
function, or R, and R, together form a 5- or 6-membered
saturated heterocycle.

25 In the general formula (II), the symbols R,
which may be identical or different, each represent a -
straight or branched alkyl radical containing 1 to 4

. carbon atoms which is optionally substituted with a



al koxycar bonyl am no, am no, al kyl am no, di al kyl am no, carboxyl, .

al koxycar bonyl, carbanmoyl, al kyl carbanoyl, dial kyl carbanoyl, cyano, nitro
and trifluoronmethyl 5 radicals, or a 5-nmenbered aromati c heterocycl e
contai ning one or nore hetero atons, which may be identical or different,
chosen from nitrogen, oxygen or sul phur atoms and optionally substituted
with one or nore gubs itu%nts1 whi ch may be identical or different, 10
chosen fron1hanB fi¥to afa al kyl, aryl, am no, alkylam no, dialkylam no,

al koxycar bonyl am no, acyl,g§%§;%g%?ggpég§§¥anghec§5?§§¥I,.ﬁ@g?@ggé:hg

al kyl car banmoyl , di al kyl car ar bony I'cal’s,

under st ood that’rhﬁaE & %Bbat%EB%QEQ 3r tEQrgkggagQ§E$h1o%‘t & 7

[err]-naphthyl radicals and afonmatic heterocy adi cal s, the arkyl

radi cal s and theh?h%ﬁky@ﬁk&hﬁﬁsoﬁfgbh@rﬁhhibrhﬁ§50§&§_iﬂ”hﬁh@hln&o 4 carbon
atons and that the al kenyl and al kynyl radicals contain 2 to 8 carbon atons

and that thesarykepgeibeats ar Byd@ogeBhabiin 8k an alkbsy” kagaeathy!
radicals, and - either R4 represents a hydrogen atomand [err] represents a

hydrogen at om or cenpaghéfli 0gter auparbbnt Aohgdr anxy hci/lbsii fadieallerr] and
[err] together forma 5- or 6-nenbered saturated heterocycle. 25

I'n the general foonbhinihg)l tbe4syairbbn Rtomsi olr mmyal¥oxgaceitoxy or
different, each represent a straight or branched al kyl radical containing 1
to 4 carbon atonradirelh in whicbngheyadkydt paytegontafing 1 to 4 carbon

i atoms, Z represents a hydrogen atom or a radical of
E ' 10 general formula (IIi) in thch R, represents a benzoyl
| radical or a radical R',-0-CO- in which R’, represents a
tert-butyl radical and R; represents én alkyl radical
containing 1 to 6 carbon.atoms,'an alkenyl radical
containing 2 to 6 carbon atqms; a cycioalkyl radical
15 containing 3 to 6 carbon atoms, a phenyl radical which.
is optionally substituted with one or more atoms or
radicals, which may be identical or different, chosen
from halogen atoms (fluorine or chlorine) and alkyl
{(methyl), alko#y (methoxy), dialkylamino
20 (dimethylamino), aéylamino (acetylanino),
alkoxycarbonylamino (tert-butoxycarbonylamino) or
trifluoromethyl radicals or a 2- or 3-furyl, 2- or 3-
thienyl or 2-, 4- or 5-thiazolyl radical, and, either R,
represents a hydrogen atom and R; represents a hydrogen
25 | atom or a methoxymethyl, l-ethoxyethyl, benzyloxymethyl
or tetrahydropyranyl radical, or R, and R, together form
an oxazolidine iing which is mono-substituted or gem-

disubstituted in position -2.



6 5 or 10 5-thiazolyl radical and [err] and [err] taogether form an
oxazolidine ring which is substituted in position 2 mﬁﬁ?;ar,f .

radi cal . Application EP 0,336,840 descri bes the prepafja rﬁﬁ%ﬂ%'ﬁ%&%BEEN i
si mul t aneous deprotection of a 15 protected ester oftthe SEREACRRI n ar{éﬂ
Pn t he taxane ri-ng, using hydrochloric acid Tn an al cohol such as ethanol . -
According to the inventiong.the Q%P“Cté-Of eneral_.fornul a

1), are. .
obtained by treating a product - BREGATHET drﬁﬁ%&ﬂﬁﬁ%ﬁ%ﬁiﬁ?vent1°n
trifluoroacetic hd .l basic .G 150l S i.di_ne whiLh is
optionally subst ?t%t}tqé:&%w%toh%%ﬁep%;eg%?ra%l%?h\ﬁ%n%g& f?%?lﬁc%a%an%gesl °tfg 4
carbon atons, opty I lyne | s sl E | | ygn S
acetonitrile, atb§%£&E§yF§%g§%§tgﬁgﬁEghaggﬁﬂhggaﬁ%gfgégfﬁgl%ﬁi%ceéyigx?
particul arly advaagageaays zt ¢eptsents0dU hydioge dtdm o Riradildar A¥ENDED
SHEET AMENDED SHEET _ _

5 general formula (III) in which R, represents a benzoyl

E

radical or a radical R',-0-CO- in which R’, represents a
tert-butyl radical, R, represents an isobutyl,
isobutenyl, cyclohexyl, phenyl, 2-furyl, 3-furyl,
2-thienyl, 3-thienyl, 2-thiazolyl, 4-thiazolyl or
10- 5-thiazolyl radical and R, and R, together form an
oxazolidine ring which is substituted in position 2
with a 4-methoxyphenyl radical.
. According to the invention, the pro&ucts of
general formula (I) are obtained by treating a product
15 of general formula (II) with trifluorocacetic acid in a
basic organic solvent, such as pyridine which is
optionally substituted with one or more alkyl radicals
containing 1 to 4 carbon atoms, optionally combined
with an inert organic solvent, such as acetonitrile, at
20 a temperature between 20 and 80°C. It is particularly
advantageous t§ use a product of general formula (II)
in which the symbols R each represent an ethyl radical.
In particular, by working under the
conditions of the process according to the invéntion,
- 25 the replacement of the trialkylsilyloxy radical with a
| hydroxyl radical is carriéd out'wiﬁhout'touching the
‘rest of the molecule and in particular, when Z

represents a radical of general formula (III), without

This Sheet Has Been Replaced

i



7 fn whi ch the symbols R each.represent an ethyl, ' a—pa-tFgul ar, by
wor ki ng under the conditions of the process acc%[dHﬁgsmEEﬁﬁeSEﬁEEntion, t he

repl acement of the trialkylsilyloxy radical withia 5 RERLALED radi gal is
carried out wthout touching the rest of t2§1nnl tie amd 11 particul ar,
when Z represents a radical of general for a (I1l), wthout touching the
protecting group,r esented by RS or,_w thout touching.t ring formed by
[err] and [err].tfﬁghlns Eﬁe %¥°fﬁ§%%nggEP?PbFeggﬁgﬁatengXH%E ?f) are

particularly useggkﬁkgg QFgggﬁhgggh%er&% olgds. rggsggg%%&g%%p t he gener al

formulae: [err] in I'ch are-deri ne _ y passing via
15 an internedi ate prOduﬁheOErBQﬁ%&§|oE0§GHb?é1[%BE#u1al3}5”&#@ ch and

Z are defined as above. The products of general tormula ( may be

obt ai ned by the gakhaaugsrag Aozl EB&aErQ?h&dﬁg(%ﬁéi%Ek@hb%ridE, sodi um
| odi de, or potassiumfluoride) AVENDED SHEE

5 corresponding to the general formulae:

in which R, and Z are defined as above, by passing via

an intermediate product of general formula:

(VD

in which R, and Z are def;ned as above.
The products'of géneral'férmnla (IV) may bé

10 obtained by the action of an alkali metal halide

(sodium chloride, sodiuﬁ iodide, or potassium fluoride)

or an alkali metal azide (sodium azide) or a quatefnary

ammonium salt or an alkali metal phosphate on a product

of general formula (VI), in aﬁ organic solvent chosen
15 from ethers (tetrahydrofuran,.diisopropyl'ether or

methyl tert-butyi ether) and nitriles (acetonitrile)

This Sheet Has Been Reﬂlaced _

(L




AMENDED SHEET taken alone or as a mxture, at a tenperature between
%err] and the boiling point of the reaction m xtu

eneral fornula (V) may be obtained by treating af prR&ISEECHHASHREN
ormula (VI) 5 with a base chosen from basig¢ orgni c_SRREHED suchllas
pyridine, pyridines substituted with one or re alkyl radicals containing
1 to 4 carbon at n I.naline, _at .a.tenperature between 30,and [err].
The products of g:g%ee?‘a%]%%renu ragﬁ/ﬁ mr%ﬁ‘fuﬁe’lﬁ‘% oA s uff"et ﬁ’eeq; Stron of
a trifluoromet haggsu bonishentidl 1dely KRLRLE oF Hhe?3ldt il le N aci d
fluoride or the phenyl'tritluoronmethanesul phonim de, working 1n an inert
organi ¢ solvent (aromatic Bl Qs UF Yenead! P aRl1R09RAt afhyaHePhat i c
15 hydrocarbons), in the presénce of an organi c base such as an™aliphatic
tertiary am ne (lobtaiibedBytreditipy alipiddudic 3£ YERRTANUFR AR VT)S0
and [err]. The products o%enerall%rrml ae (I1V) and (V), in whi cheg
represents asradwith af baeeecichiosled Fbh Pasic( biriganid \Wdlelen tst wulchiad
[err] being defined as above, [err] and R5 each represent a hydrogen atom
exhi bit not ewor t pyrddine;apysridinesasubsitditiored arithopae! ors motiee adlkylpl es
which followillustrate the
radicals containing 1 to 4 carbon atoms and quinoline,

at a temperature between 30 and 80°C.
The.products of general formula (VI) may be
10 obtained by the action of a trifluoromethanesulphonic
acid derivative such as the anhydride, the acid
fluoride or the N-phenyltrifluoromethanesulphonimide,
working in an inert organic solvent (aromatic
hydrocarbons or optionally halogenated aliphatic
15 hydrocarbons), in the presence of an organic base such
as an aliphatic tertiary amine (triethylamine) or
pyridine, at a temperature between -50 and +20°C.
The products of general formulae (IV) and |
(V), in which Z represents a radical of general formula
20 (I_II) in 'whi.ch, R, and R; being defined as above, R, and
R, each represent a hydrogen.atom, exhibit noteworthy
anti-cancer and anti-leukaemia properties. |
The examples which follow illustrate the
present invention.
| 25 EXAMPLE 1
To a solution of 25 g of 4a-,l108-diacetoxy-
2a-benzoyloxy—5§,20-epoxy-7ﬁ-triéthylsilyloxy—9-oxo-lﬁ—

hydroxy-1ll-taxen-13a-yl (2R,4S,5R)-3-tert-butoxy-

"l



present invention. 25 EXAMPLE 1 To a solution of 25 g of [err] [err]
[err] (2R 4S,5R)-3-tert-butoxy- This Sheet Has Been R | aced 9

carbonyl - 2- (4- net hoxyphenyl ) - 4- phenyl - 5- oxazol i di ne- carboxylate in 125
[err] of acetonitrile and 111 [err] of pyridine, cooled to [err] are added
h03.6 g of trifluoroacetic acid over 45 min#tes. The nmixture is 5 stirred

f 15 h t A f th 2 : i di d 25.9 f
Lo oo i barhboyy 40 Ao meFRokphbpy Ly Pi phegy1s Pogxazp1iginenr s at
A furth 28 f L di d.25.9 f prifl ti id
LSt and T he’m earpacytae DA ads08ns Ss Sacedhfirile qnl L S0at A1 0 T
1 Xt i | y i h d_i i f i -wat .
s uepenst on | BrEiaugly] cBRlel® cbN8IchOUERIadEd 05, K/ §ooB' | oo V300"

R e e s e S
i sopropyl ether. g@irfed @brl €5" holiek’ ht(BRe¢S ARFuther 28 cm® of

pyridine and 25.9 g of trifluorocacetic acid are added
and the mixture is stirred for 10 hours at 50°C. A
further 28 cm® of pyridine and 25.9 g of trifluorocacetic
acid are added and the mixture is.stirred for 15 hours

10 at 50°C. The reaction mixture is cooled to 20°C and is
then poured into 4 litres of ice-water. The suspension
is filtered. The precipitate is washed with 10 times
200 cm® of distilled water, is air-dried and is then
washed with 140 cm® of isopropyl ether, drained and

15 finally washed with twice 46 cm® of isopropyl ether.
21.7 g of 4a,108-diacetoxy-2a-benzoyloxy-58,20-epoxy-
18,78-dihydroxy-9-oxo-11l-taxen-13a-yl (2R, 4S,5R)-3-
tert—butoxyéarbonyl-z-(4-methoxyphenyl)-4-pheny1-5-
oxazolidinecarboxylate are thus obtained in a yield of

20 97 %, the characterisgics of which are as follows:
- melting point: 178°C
- proton nuclear magnetic resonance spectrum: (400 MHz;
CDCl,; temperature of 323°K, & in ppm): 1.07 [s, 9H:
C{(CH,;),]l; 1.12 (s, 3H: CH,); 1.27 (s, 3H: CH,); 1.58

25 | (s, 3H: CH;); 1.66 (s, 3H: CH,); 1.85 and 2.50 (2 mt, 1H
each: CH, at 6); 1.86 (s, 5H: COCH,); 2.13 and 2.21
(2 dd, T = 16 and 9 Hz, 1H each: CH, at 14); 2.24

(s, 3H: COCH,); 3.72 (d, J = 7 Hz; 1H: H at 3); 3.82 (s,



tert-but oxycarbonyl - 2- (4- met hoxyphenyl ) - 4- phenyl - 5- oxazol i di necar boxyl at e
are thus obtained in a yield of 20 97 % the characterlstlcs of which are
as follows: - nelting point: [err] - proton nuclear magnetic resonance
pectrum (400 MHz; [err]; tenperature of [err] in ppm: 1.07 [s, 9H ,
ferr] 1.12 (s, 3H CH3) 1.27 (s, 3H [err}9; 1.58 25 (s; 3H CH3); 1.66
(s, 3H CH3); 1.85 and 50 (2 nmt,_ 1H each: CH2 at_ 6 1.86 (s, 3H [err]);
2.13 and 2.21 (23Bg, OGHH 71@% andiA .24 Bdn T [ord |Hau Jﬂ)eac}!zﬁ(zsatsH

4.24 %2d3 32 ‘e ;é)'lé 5% Iﬁéyaﬂg gtlg)?"g §2§;(dBH~JH 7?1 éng ](?i‘z 41%12 ﬁnd
7;458dJ:55Hz 9’ (dd d,3.5, Lz,

53; 5. 43 Ed 3= I%H Ht%g) %)"g ‘ég (ﬂ =110 38d 3,5 g, ¥ 2?

6. 14 J =09 1 1 b oH. 40 3 1H H

5) ; 6. 03 (d, J zg E' 45‘ B ‘BB Bomer 20 ?he& é f]? 8308035 8 70" L)
(n, e (6ig] a3 sad {aeaglzgeta ig yhe &eub)kgz e od 128 Setin 20

err H at neta 03|t|on ar a
[ ] p p

position); 8.03 (d, Iur B Pofiz, 6258 ksﬂssstat1ﬁttﬁ05posst99n)(d, J =
4[err],10[err]- Emacetoxy 2[err]-benzoy|oxy 5[err] 20- epoxy-

8.5 Hz, 2H: C.H, H ortho to the OCH,;); from 7.30 to 7.50

(mt, 7H: C,H; at 3 and C/,H, meta to the OCH,); 7.48 (t, J

= 8.5 Hz, 2H: -OCOCH; H at meta position); 7.62 (t, J =
10 8.5 Hz, 1H: -OCOC,H; H at para position); 8.03 (d, J =

8.5 Hz, 2H: -OCOCH, H at ortho position).

40,108-Diacetoxy-2a-benzoyloxy-58,20-epoxy-
- 7ﬁ-triethylsilyloxy-S-oxo-lﬁ-hyﬁroxy-11-taxeh-13a-y1

(2R, 48,5R) -3-tert-butoxycarbonyl-2- (4-methoxyphenyl) -4-
15 phenyl-5-oxazolidinecarboxylate may be prepared in the.

following way:

To a solution'éf 147-9 of-7-triethylsi1yl-
baccatin III and 100 g of 3-£ert-butoxycarbonyl-2-(4-
methoxyphenyl) -4-phenyl-5-oxazolidinecarboxylic acid in

20 720 cm® of ethyl acetate, cooled to a temperature in the
region of 5°C, are successiveiy added 64.7 g of'1,3-di-
- eyclohexylcarbodiimide and 5.6 g of 4-dimethylamino-
pyridine.

The suspension thus obtained is stirred for 4

25 hours at 20°é and then filtered. The filtrate is washed
with twice 500 cm® of halffsaturated équeous sodium
hydrogen carbonate solution, twice 500 cm® of distilled

water and twice 500 cm® of saturated aqueous sodium



7[err]-triethylsilyl oxy-9-oxo-1[err]-hydroxy-11-taxen-13[err]-yl

(2R, 4S,5R) - 3-tert - but oxycar banyl - 2- (4- net hoxyphenyl )-4- 15

phenyl - 5- oxazol i di necar boxyl ate may be prepared in the follow ng way: To a
solution of 147 g of 7-triethylsilyl- baccatin Ill and 100 g of
3-tert-butoxycarbonyl -2- (4- net hoxyphenyl )-8l phenyl - 5- oxazol i di necar boxyl i c
acid in 20 720 cnB of ethyl acetate, cooled to a tenperature in the
regi on of [err],°B1%r%@Ec§§¥PVéP9°added 64.7 g of 1, 3-di-

cycl ohexyl carbodiim de and 5.6 g of,4-dinethzlanino- ridine. The
suspensi on thus obtai ned | SR8t PFFRYLE phasesis dried §¥efé???n%ﬂﬂ“?hen

fil d. The fil ' hed_w th ] 500 f half- d
aqueous. Sodi um hYBBREHE o A BORE ELLGT At R, 20 CESPOC TR OF B ciFTRBne

t d tw | . L d | ution.
The-or gani ¢ phasiie® or rEalhe SPHURRMEG, CONE M Rcd0dt Wheat APLECE 07

concentratiog to s Linde d h ) 0 ijjed is 5
crystalli zedgf ro?n %ggfgﬁfgo?”ﬁ’g?ﬂgf ?’Eep; &Sﬁ;ut y hyte]’t ﬁ:ee%,r‘pan fZ%%léglqof :
4[err], 10[ err] - dingeifEyo 2heoE] 4RE16QYPXY e PORY L 2 Meanzoyloxy-58,20-

epoxy-7[err]-triethylsilyloxy-9-oxo-1[err]-hydroxy-11-taxen-"13[err]-yl
(2R, 4S, 5R) - 3- t er épbxy OXFcer DOty 21191 6RY N9X¥x0-18-hydroxy-11-taxen-
| 13-yl (2R,4S8,5R)-3-tert-butoxycarbonyl-2-(4-methoxy-
phenyl) -4-phenyl-5-oxazolidinecarboxylate are obtained,
10 the characteristics of which are as follows:
- melting point: 174°C
- proton nuclear magnetic resonance spectrum: (400 MHz;
CDCl,; & in ppm): 0.58 (ll;.tt, 6H: CH,); 0.92 (t, J =
7.5 Hz, 9H: CH,); 1.02 (s, 3H: CH); 1.18 (s, 3H: CH,);
15 1.68 (s, 3H: CH;); 1.75 (broad s, 1H: OH at 1); 1.87 and
2.53 (2 mt, 1H each: CH, at 6); 2.18 (s, 6H: CH, and
COCH,); 2.27 (mt, 2H: CH, at 14); 2.28 (s, 3H: COCH,);
2.47 (broad s, 1H: OH at 13); 3.88 (d, J = 7 Hz, 1H: H
“at 3); 4.13 and 4.30 (2d, J = 8.5 Hz, 1H each: CH, at
20 20); 4.50 (dd, J = 11 and 7 Hz, 1H: H 7); 4.81 (mt, 1H:
H at 13); 4.95 (broad d, J = 10 Hz, 1H: H at 5); 5.63
(d, J = 7 Hz, 1H: H 2); 6.46 (s, 1H: H at 10); 7.46 (t,

J = 8.5 Hz, 2H: -OCOCH; H at meta position); 7.60 (t, J

= 8.5 Hz, 1H: -OCOCH; H at para position); 8.10 (d, J
25 | 8.5 Hz, 2H: OCOCH; H at ortho position).
7-Triethyls'ily1baccatin III may be prepared
in the following way:

To a solution of 293.9 g of l0-deacetyl-



phényl)-4-pheny|-5-oxazolidinecarboxylate are obtained, 10 the

characteristics of which are as follows: - nelting point: [err] - proton
nucl ear magnetic resonance spectrum (400 MHz; [err]; [err] in ppm: O0.58
(nt, 6H: [err]); 0.92 (t, J = 7.5 Hz, 9H [err]): 1.02 (s, 3H [err]); 1.18
(s, ‘lerr]); 15 1.68 (s, 3H [err]); 1. 732(broad s, 1H CH at 1) 1 87

and 2 53 (2 m, 1H each: %err at 6); . 2.18 (s, 6H CH3 and [err]);

(mt, 2H: [err] aPaEﬂ?uE gI(in §H7 FéFFFf of nyresﬁaadase mdeéﬁlaﬁ $3)
3:88 (d, J = F 1eFL¥& i c i 13 90 ( dh ug, 2 inytes gh G
at 20 20): 456(85 ﬂxﬁd PEEFPH”? aglnP&ﬁeH 13)
4.95 (broad d, t,

e R Yy sﬂ;u%% °11>?am§3 i) se3paa For 48 Polip,Ab 856230 £,

gh’ ferr? i ;% otho p05|t|o #d9$a$r89§h§rgﬁ??Fﬁgéga%g%elFfiaﬁalgengrepéred
inthe fOllOgﬁnggﬂgyF ?e?aﬁ?&gthensea 29Re9 gggggnégoﬂeﬂ§€EXhed

baccatin 111 es of pyridine are a trleth;FsinI

chloride over 1 Qeﬁfrgﬁ EbBULBShokbS ﬁQ'beé”aﬂﬁtEhaﬁdpbﬁrEH'Ehﬁé hor 40
hours at [err].

lltres of ice-water. The precipitate obtained is
isol;ted by filtration and then washed with 8 times 2
litres of water and finally dissolved in 3 litres of

10 | ethyl acetate. The organic phase is dried over
magnesium sulphate. Aftei filtration and concentration
under reduced pressure, the product obtained is
crystallized from isopropyl ether. 7-Triethy1§ilyl-
baccatin IIT is thus obtained in a yield of 77 %, the

15 characterisﬁics of which are as follows:
- melting point: 254°C
- proton nuclear magnetic fesonange spectrum: (400 MHz;
CDCl,, & in ppm); 0.58 (mt, 6H: CH, ethyl); 0.92 (t, J =
7.5 Hz, 9H: CH, ethyl); 1.02 (s, 3H: CH,); 1.18 (s, 3H:

20 CH,);.1.68 (s, 3H: CH)); 1.75 (broad s, 1H: OH at 1);
1.87 and 2.53 (2 mt, 1H each: CH, at 6); 2.18 (s, GH:-
CH, and COCH,); 2.27 (mt, 2H: CH, at 14); 2.28 (s, 3H:
COCH,); 2.47 (broad s, 1H: OH at 13); 3.88 (d, J = 7 Hz,
1H: H 3); 4.13 and 4.30 (24, J = 8.5 Hz, 1H each: CH, at

- 25 20); 4.50 (dd, J = 11 and 7 Hz, 1lH: H at 7); 4.81 (mt,

1H: H at 13); 4.95 (broad 4, J = 10 Hz, 1H: H at 5);
5.63 (d, J = 7 Hz, 1H: H 2); 6.46 (s, 1H: H at 10);

7.46 (t, J = 8.5 Hz, 2H: -OCOC,H; H at meta position);



of acetic anhydride are then added while maintaining 5 the tenperature. at
[err]. The suspension obtained is stirred for 48 hours at [err] and then
poured into 40 litres of ice-water. The precipitate obtained is isolated by
filtration and then washed with 8 tines 2 Iigres of water and finally
dissolved in 3 litres of 10 et hyl acetater“The organic phase is dried

over magnesi um syl phate. After filtratio Lration under reduced
pressure, the przdggt&gbtérneé % hEryQParrﬁggﬁ%gr sgﬁfgpFPs %ﬁg ?
7-Triethylsilyl- b caji ngl LI gl us,ghbt a n | 9 e 15
characteristics ofi§h?§h are asgfgpr 28 b@Sﬂl& H?a¥ QFQh? P?Fié5° on
nucl ear magneti c resonance spectrum (400 VHz ; [err] [err] in ppm; 0 58
(m, 6H CH2 ethyl); 0.92 (t, J= 7.5 Hz, 9H CH3 ethyl); 1.02 (s, 3H CH3);
1.18 (s, 3H 20 Exgﬁpﬁh)g 1.68 (s,. 3H [err]); 1.75 (broad s, 1H OH at 1);
1.87 and 2.53 (2 ni, 1H each: CH2 at 6); 2.18 (s, 6H [err] and [err]);

2.27 (mt, 2H CH2 at 14) :73.38ablutdbh berBbD;mg. 4% (beeadthylalnydH at
13); 3.88 (d, J = 7 Hz, 1H H 3); 4.13 and 4.30 (2d, J = 8.5 Hz, 1H each:

[err] at 25 5 ZObacéaEﬁ)n( gix dn=3lémhrsiE 7adiitorili1:r:l—1@taﬂd 2.448dm3( of, 1H H
at 13); 4.95 (broad d, J = 10 Hz, 1H Hat 5); 5.63 (d, J =7 Hz, 1H H 2);
6.46 (s, 1H H apytdiingé. dfe(addéd-2835gHef ztﬁf@gorpabbaicnac&dpofheion);
mixture is stirred for 48 hours at 50°C. After cooling,
the reaction mixture is taken uﬁ in 50 cm® of methylene
chloride, washed with twice 5 cm’ of distilled water, 10
10 cm® of 1N hydrochloric acid and twice 5 cm® of distillea
water, and dried over magnesium sulphate. After
filtration and concentration to dryness uﬁder ?educed
pressure, 330 mg of a product are obtained, which
product is purified by chromatography on 30 g of silica
15 contained in a column 2 cm in diameter, eluting with a
. methylene chloride/methanol mixture (93/1 by volume).
The first 300 cm’ eluted are discarded. The next 275 cm’
provide, after concentratibn to dryness, 235 mg of

baccatin III in the form of a white foam. The yield is

- 20 83 %.



13 7.60 (t, J = 8.5 Hz, 1H: [err] H at para position); 8.10 (d, J = 8.5 Hz,
2H: [err] H at ortho position). EXAMPLE 2 To a solution of 350 ng of .
7-triethylsilyl- 5 baccatin IIl in 3 [err] of acetonitrile and 2.4 [err] of
pyri di ne are added 2.? g of trifluoroacetic acid. The mxture is stirred
for 48 hours at Y@r?P/28863r cooling, the rdhction nixtur PFE/ TRI2A00420
50 cnB of nethylene chloride, washed with twice 5 [err] of distilled water,
10 10 [err] of 1IN hydrochloric acid and=kiE 5 [err] of distilled water,
and dried over nagnesiunlsglphaﬁe. Afteg fiL ration_an .conanzration to
dryness under reduced presStre, - 330% PTa %FOBEEPaﬁ? 8Bt 8&Fnéd, which

product is purif£§§%?%¥€Qégﬁg%Eggaggﬁeggﬁg?ﬁy Qiagilica 15 contained in a

colum 2 cmin di éné chl ori de/ nmet hanol m xture

err] provide, after concentration i ®aryRessr23s - of oiAIRMNINAIRII
the formof a white foam The yield is < WO 95/ 2696 + * s *

14 PCT/ FR95/ 00420 CLAI
_ | o

in which R, represents a hydrogen atom or.an alkoxy -
5 radical containing 1 to 4 carbon atoms, an

alkoxyacetoxy.radical in which the alkyl part contains

1 to 4 carbon atoms or an alkanoyloxj radical

containing 1 to 4 carbon atoms, and

Z represents a hydrogen atom or a radical of general

10 formula:

RZ\N’RA 0

: ()

in which:

R, represents a benzoyl radical which is
optionally substituted with one or more atoms or
radicals, which may be identical or different, chosen

15 from halogeh atoms and alkyl radicals containing 1 to 4
carbon atoms, ‘alkoxy radicals containing 1 to'4 carbon
atoms and trifluoromethyl radicais, or a radical

R',-0-CO- in which R’', represents represents



1. Process for the preparation of 7- hydroxytaxanes of—general formil a:

[err] in which [err] represents a hydrogen atom or an aI adi cal
containing 1 to 4 carbon atons, an al koxyacetoxy radi cal Em l:ﬂ'luﬂ Jﬁl
to

part contains 1
4 car bon atons,
formula: [err]

to 4 carbon atons or an alkanoyloxy r adi
and Z represents a hydrogent®tom or a radical of. general

in which; R2 represents a_benzoyl radical_ which is

optionally subst It 8ReBliwinrafdical AOREaiRiRg o teafli earbon Akememdnbe

i denti cal or d|ff

containing 1 to

atons and triflug

| di |
Fenresonts 1 opr caLRPEYL rabifal ine2intnl 8l £R, 4 fpRhon pEohS

ent sen_15 fromhalo
aTkeRyL FaLGE1 Sortaiarng, eaPe BoRSEPRANEEIRSS SRaar bon

|ch err]

radi ca

an al kenyl rad'C§§c28§iﬁ&T'PQd¥c£2 §o a?ﬁy 8! 8B F”cQLKXHthEﬁg'fg'6

containing 3 to

carbon atonsg a 5y8!8£9ﬂéﬁ§ﬂy£a&§9aiaéoﬁegiﬂiﬂbnﬂ ol 8 afBLAOREEMEBorOr

10

15

20

25

carbon” at ons contal ni ng

a bicycloalkyl radical containing 7 to 10 carbon atoms,
these radicals optionally being substituted with one or
more subétituents chosen from halogen atoms and
hydroxyl radicals, alkoxy radicalé containing 1 to 4
carbon atoms, dialkylamino radicals in which each alkyl
part contains 1 to 4 carbon atoms, piperidino or
morpholino radicals, l-piperazinyl radicals (optionally
substituted at -4 with an alkyl radical containing 1 to
4 carbon atoms or with a phenylalkyl radical in which
the alkyl part contains 1 to 4 carbon atoms),
cycloalkyl radicals containing 3 to 6 carbon atoms,
cycloalkenyl radicals containing 4 to 6 carbon atoms,
phenyl radicals (optionally substituted with one or
more atoms of radicals chosen from halogen atoms and
alkyl radicals contaiping 1l to 4 carbon atoms or alkoxy
radicals containing 1 to 4.carbon-atoms), cyano or
carboxyl radicals or alkoxycarbqnyl radicals in which
the alkyl part contains 1 to 4 carbon atoms,

- a phenyl or a- or B-naphthyl radical which is
optionally substituted with one or more atoms or
radicals chosen from halogén atoms and alkyl radicals
containing 1 to 4 carbon atoms or alkoxy radicals

containing 1 to 4 carbon atoms or a 5-membered aromatic

en_ato and. al kyl radicals

10

tafbon at ons,



a bicycloal kyl radical containing 7 to 10 carbon atons, these radicals
optionally being substituted with one or nore substltuents chosen from
hal-ogen atoms and hydroxyl radicals, alkoxy radicals containing 1 to 4 10
carbon atons, dialkylam no radicals in which each alkyl part contains 1 to
4 carbon atons, piperidino or norpholino rat®cals, 1-piperazinyl radicals.
(optionally substltuted at -4 wi.ith an al kyl radlcal containing 1.to

carbon atons or HFFﬁrﬁgﬁﬁ%hﬁlE?Q}Fa}dBFEQ?r?hlﬁhFEﬂsiﬁ fr?ﬂefHFK}laﬁért
contains 1 to 4 ﬁ rbon ato A cycl oal kyl radicals containing 3 to 6 carbon
atons, cycloal ke 6? ¥ £ éaﬂtalnlng 4 to 6 carbon atoms, phenyl

e oot ul Ly SRR B SRR o FholbAFR - 107

from hal ogen atons an ra al ni car

o FLAFLY 1 bR OR ok omiadg €8 pronabe oty UL 13720

radi cal s or al koxycar _ ylI' part ‘contains 1 to 4
carbon atonss - &g@ﬂ@ﬂﬂilfrsﬁbs?itﬁ@é&]wﬂ@ﬂhéﬁ¥lofaﬂbfél rehradidals

optionally substituted w one or nore atonms or radicals chosen from
hal ogen atons andodtX¥hihgdiCebsS4 COREBON Afoms) Oafidcar bon atons or al koxy

radicals containing 1 to 4.carbon atons or a 5-nenbered aromatic 16
R, represents a straight or branched alkyl
radical contaiﬁing_l to 8 carbon atoms, a straight or
branched alkenyl radical containing 2 to 8 carboﬁ

10 atoms, a straight or branched alkynyl radical
containing 2 to 8 carbon atoms, a cycloalkyl radical
containing 3 to 6 carbon atoms, a phenyl or a- or 8-
naphthyl radical which is optiohally substituted with
one or more atoms or radicals chosen from halogen atoms

15 and alkyl, alkenyl, alkynyl, aryl, aralkyl, alkoxy.
alkylthio, aryloxy, arylthio, hydroxyl, hydroxyalkyl,
mercapto, formyl, acyl,'écylamiho, aroylamino, |
alkoxycarbonylamino, amino, ﬁlkylamino, dialkylamino,
carboxyl, alkoxycarbonyl, carbamoyl, alkylcarbamoyl,

20 dialkylcarbamoyl, cyano, nitro and trifluoromethyl
radicals, or a 5-membered aroﬁatic heterocycle
containing one or more hetero atoms, which may be
identical or different, chosen from nitrogen, 6xygen_or
sulphur atoms and optionaliy substituted with one or

25 more substituents, which may be identical or different,
chosen frqm.halogen atomsgand alkyl, éryl, amino,
alkylamino, dialkylamino,. alkoxycarbonylamino, acyl,.

arylecarbonyl, cyano, carboxyl, carbamoyl,



heterocyclic radical preferably chosen fromfuryl and thLeny%*radTEETET’j—#f
or ‘a saturated nitrogen-containing heterocyclic radical co L ““WMW“N.
carbon atons which i-s 5 optionally substituted with one or&\‘ﬁ‘ﬂ\\w .
radicals containing 1 to 4 carbon atons, and [err] representsS a strat ght or
branched al kyl radical containing 1 to 8 catbon atons, a straight or

branched al kenyl r.adjcal, contai ni 0 carbon 10 atons,. a straight or

br anched aIkynylai§éﬂfﬁﬁbiﬂﬂ¥§1n#ﬂ%léyiﬁﬁ FBOYHO% 1 BHEOXECRTRPBES Ky |

radi cal containing.3 6 carbon at henyd or red- or (r] -

napht hyl radi cal® }%% 75 %gf?%ﬁ%SI§H§%E§¥$?§t%%a€ht Eo%%eogu%%E%E%.%%%-or
di cal h I t I I I . |,

el kyl - al Koxy, FSFIGRE PEsiyE; PO 00 o GREREhFY madl CRTH | and iipct @’y

mercapto, fornylhe@eYbeylLyd aPadea Pl OYERE 0Ky Bl KQAYEAT LOSNE 2ERE0a1RP1 NO,
al kyl am no, di al kyl am no, carboxyl, aIkoxycarbonyI, car banoyl ,

al kyl car banoy| , ticha! &¥| €Ré DERNT  r&dEQLs NebhLaBRULt £bT 4 USaLHBAR NYI
radicals, or a 5-nmenbered aromati c heterocycle contai ning one or nore
hetero atoms, wha€dmseyndethdienthée aalkényl fdnd ealkysyDseadicabs neéonegin,
oxygen or sul phur atonms and optionally substituted wth one or 25 nor e
substituents, w2 cto nycdxboncatoms|and thatctkbatarghosadi¢absn ase ogen
atons and al kyl, aryl, am no, alkylam no, dial kyl am no,

al koxycar bonyl arphenyhcgt o~ or ﬁ-naphthyl radicals, and

- either R, represents a hydrogen atom and R, represents
10 a hydrogen atom or a pro;écting group for the hydroxyl

function, or R, and R; together form a 5- or 6 -membered

saturated heterocycle, characterized in that a a

product of general formula:

{am

in which R, and Z are as defined above and the symbols

15 R, which may be jdentical or different, each represent
a straight or branched alkyl radical containing 1 to 4
carbon atoms which is optionally substituted with a
phenyl radical, is treated with trifluoroacetic acid,
working in a basic organic solvent.

20 2. Process according to claim 1,
characterized in that the basic organic solvent is

chosen from pyridine and pyridines substituted with one



ar;IcarbonyI, cyano, carboxyl, carbanoyl, 17 aIkyIcaLbanng_akjﬁﬂﬁ‘ﬁ+F§
di & kyl car banmoyl or al koxycar bonyl radicals, I t. bei ng under st oo

t he substituents for the phenyl, [err]- or [err]- naphthym ,MHﬂﬂF,

aromatic heterocyclic radicals, the aIkyI fglcals and t lﬂ ”ﬂﬂns
of the other radicals contain 1 to 4 carbon~8tons and that the hIHEny :
al kynyl radlcals cont ai n arbon ato and t radi cal s are
phenyl or a- Er?f ﬁaﬁﬁFKgIrF§698 Pscoﬁgglnlggtﬂ &° gr?fr¥8ﬁr8 ERts a
hydr ogen aton1and [err] regrese (o] o] | 09, group
for the hydroxyl function, Bor [g%g gﬁda ngﬁgﬁg @%hg}gkg?ngg %?3%#9 1

6- menber ed saturg%adzhe&ﬁg h@fzﬁﬁaiﬁc ﬁﬁhzﬁﬂe'ﬁrggglneéﬁ EEQQBE&le

general formula: [err] err] Z are as ove and the

symbol's 15 R, “hhﬁhanﬁ¥mB6rhéﬁﬂélBétweéndzbfﬁhan§0°260h represent a
straight or branched alkyl radical containing 1 to 4 carbon atoms which is

optionally sgbstituted with,a ppesgkssadcedrding toeahedofi tlaims 1 to
trifluoroacetic acid, working in a basic organic solvent. 20 2.

Process accor di ng Eorchhenpiepahataehebfzadpradﬁbetofhgehasam fogmula
solvent s (I) in which R, represents a hydrogen atom or an alkoxy

radical containing 1 to 4 carbon atoms, an acyloxy
radical containing 1 to 4 carbon atoms or an

10 - alkoxyacetoxy radical in which the alkyl part contains
1l to 4 carbon atoms, Z represents a hydrogen atom oxr a
radical of general formula (III) in which R, represents
a benzoyl radical or a radical R!,-0-CO- in wﬁich R';
represents a tert-butyl radical and R, represents an

15 alkyl radical containing 1 to 6 carbon atoms, an
alkenyl radical containing 2 to 6 carbon atoms, a
cycloalkyl radical containing 3 to 6 carbon atoms, a
phenyl radical which is optionally substituted with one
or more atoms or radicals, which may be identical or

20 different, chosen from-halogen-atoms (£luorine or
chlorine) and alkyl (methyl), alkoxy (methoxy),
dialkylamino (dimethylamino), acylamino (acetylamino),
alkoxycarbonylamino (tert-butoxyéarbonylamino)'or
trifluoromethyl radicals or a 2- or 3-furyl, 2- or 3-

25 thienyl or 2-, 4- or 5-thiazolyl radical, and, either R,

| represents a_hydrogen atom and ﬁs répresents a hydrogen
atom or a methoxyméthyl, l-ethoxyethyl, benzyloxymethyl .

or tetrahydropyranyl radical, or R, and R, together form



chesen from pyridine and pyridines substituted with one I8 or nore al kyl
radicals containing 1 to 4 carbon atons. 3. Process accorg ] mﬂ“l
f-clainms 1 and 2, characterized in that the process is p r‘m“ﬁmclmnﬂ

t enperature between 20 and [err]. 5 4, Process accdrdifngst o

one of clains 1 to 3 for the preparation of 13 product of general formula

) in which hyd I di cal
Containing 1 o HhEFBERLSRUNE. TAHE AROE Ry PoRPER) SUBRESFHERG. S5 8°8 car bon
atons or an 10 deéBéXfE&EQéHﬁiﬂJﬁ%#ibﬂ %n ch the alkyl part contains 1

to 4 carbon atons, represents 0gen afom or a radical of general

formula (I'1'1) in which R2 gepr : LC Obfaaiasihgay L8rrl
in which [err] represents 501 te??? u??/? %ggégg#ngﬁgb[%?]érep_rggig%t% aﬁ_ 15
al kyl radical cogitgbpi fe lpt@pfraflER ot 21Brodhcf! k8NYbneRgL CRbrRGDAAI NI NG
2 to 6 carbon atoms, a cycloalkyl radical containing 3'to 6 carbon atons, a
phenyl radi cgl WityhihSwRpéhORAdepriddesitd Wrf hodtiyLlie a8yl af ons or
radi cal s, which may be identical or 20 di fferent., chosen from hal ogen
atons (fluorine peprésantecy Bypdrogéy| atomt byl d, radkexy ofegénsyal
di al kyl am no (di net hyl am no), acyl am no (acetyl am no),

formula (IIX) in which R, represents a benzoyl radical

or a radical R';-0-CO- in which R', represents a tert-

'buEYI radical, R, represents an isobutyl, isobutenyl,

g 10 cycloﬁexyl, phenyl, 2-furyl, 3-furyl, 2-thienyl.

| 3-thienyl, 2-thiazoly1, 4-thiazolyl or 5-thiazolyl
radical and R, and R; together form an oxazolidine ring
which is substituted in position 2 with a -4-mei:hoxy-

phenyl radical.



|

arkoxgcarbonylanino (tert-butoxycarbonylam no) or trifluoronethyl
or a 2-

iatom o

tetrah
oxazol

or 3-furyl, 2- or 3-.25 t hi enyl

ydr opyr anyl ﬁﬁﬁﬂﬁﬁhﬂLﬂﬁub@ﬁm}w
idine ring whic

radi-cal s

| . or 2-, 4- or 5-thiazolyl radical,
‘and, either [err] represents a hydrogen atom and R5 represents a hydrogen

r a met hoxymet hyl, 1-BTh@Ryp mg%%méﬁkz GTHAL tPROPERTO 1

TR e bREE CRpRartRrmRATY (P& an

| S_nobno-substituted gem. disubstituted in

‘posi t
prepaf a
repreg
of  gen
radi ¢
represg
i3-fur)
iradi cq
subst

Q{b ?nter?atwnﬂ LRGeS RsBReA6S Ng tp one

% uct of general f prawl

@i) frteRlafiBnall plbfi cadich QémbdrD Ewo 95/26961
a4d Inte('da)wnah pubiicatfon [dater 12 Octob;:r 1995

7 ab-es AH-S—a Ae oo ot oo L
er al fornula (L) in which [err esenthIUE;HzSLU“IUI A
| (21 e Frytgrogtipnal (fpRA At gy fupber: eﬁ‘?é'é % 'I[D @ Designes ,}taéﬁ , Jp &l @BRKC,:';Y %A o
ents an isobutyl, isobutenyl, 10  dycl oh&F., WpMs IMN PL. RO, R
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(57) Abstract

i Process for the prepmtion
of 7-hydroxy taxanes of general
formula (I from 7-trialkylsilyl
taxanes of genenu formula (1D,
wherein R; is hydrogen, alkoxy,
maﬂuuy or alkoxyacetoxy, and Z
is a hydrogen atom or a radical of
'genenl formula (IH), wherein Rz
is an optionally substituted benzyl
vadical or an R%2-0-CO- radical
wherein R’z is an alkyl, alkenyl,
alkynyl, cycloalkyl cycloalkanyl,
bicycloalkyl, optionally substi.uted
phenyl or hetemcyclyl radical, R3 is
an aromati¢ alkyl, alkenyl, alkynyl, .
: wthm phenyl, naphthyl or .
heterocyclyl radical and either Ry is
a hydrogen atom and Rs is 2 hydroxy
function protecting group, or R¢ and
Rs together form a saturated S- or
6-membered heterocyclic ring. In
general formula (II), each R, which

uetheumeordiffumt.umalkylndwnlophomﬂysubeynpbuMndmL




