2 [err] in which the radicals Rerr], Rerr], Xand Y

are,as defined above. Streptogranmins are a known cl ass
of *conpounds conpri sing conponents of group B [to which the products
5 of general formula (1) belong] which, when conbi ned Wi th conponents
of group A, bring about a synergi sm of the antim crobial action.
The product of general fornmula (I) for which Rlerr] is ethyl and

Rlerr] is hydrogen is known under the name 10 of pristinanycin |B. The
product of general forrmula (1)
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for whtch R err] is nethyl and R2 is hydrogen i s known under

of vernanycin Blerr]. The product of general
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METHOD FOR PREPARING STREPTOGRAMINES
PROCEDE DE PREPARATION DE STREPTOGRAMINES
(57) Abstract

A method for preparing streptogramines of general formula (1), wherein
R} is methyl or ethyl, Rz is H and X and Y together form an oxo radical, or R;
is ethyl, R2 and X are Hand Y is H or OH, or else R, is ethyl, Rz is OH and X
and Y together form an oxo radical, by demethylating a synergistin decivative
of general formula (II), wherein Ry, Rz, X and Y are as defined above, by
means of a treatment with a periodate in an acetic medium, followed by a2
treatment in an aqueous medium.

(57) Abrégé

Pmcgdédepteplmiondcuuemominudefamuhma)dm
laquelle soit R; est méthyle ou éthyle, Rz est H et X et Y forment ensemble
un radical oxo, soit Rj est éthyle, R3 ex X représentent H et Y est H ou OH,
soit R) est éthyle R3 est OH et X et Y forment ensemble un radical oxo,
par déméthylation d'un dérivé de synergistine de formule générale (II) dans
laqn_xelle Ry, Rz, X et Y sont définis comme ci-dessus, par traitement par un
periodate en milieu acétique suivi d’un traitement en milieux aqueux.

(54) Title:
(54) Titre:
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these products. -Yet other nethods invol ved toxic reactants which were

not totally renovable fromthe 10 final product, this being unacceptable
frdm t he phar maceutical point of view It has now been
found, and this forns the subj ect of the present invention, that the
streptogram ns of general formula (1) could be obtained 15 by
denet hyl ati on of the correspondi ng derivative of general formula (I1)
by treatnment with a periodate in acetic mediumfollowed by a
treatnment in aqueous acidic medium or by a treatnent with an agent
capabl e of consum ng the formal dehyde in situ. 20 : The
peri odate used is advantageously tetra- n- but yl ammoni um peri odate or
an-al kal i ne periodate (sodi um periodate). The reaction is carried out

in a

di chl or one
ester (for
acetonitri
optionally

sol vent such as a chlorinated solvent (for exanple
t hane, chloroform dichloroethane or 25 trichloroethane), an

exanpl e ethyl acetate), anitrile (for exanple
le) or in t et rahydrof uran, N nethyl pyrrolidone or
a m xture of these solvents, in the presence or absence
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4 * of ethylene glycol. The reaction taken place at a tenperature
of between 20 and 40[err]C. _ The subsequent treatnent is a
Rydrol ysis, in aqueous nedi um which rel eases fornal dehyde. It is 5
possible to performthe process by treatnent of the product obtai ned
in a honogeneowe 26/23233nmedi um to wlich is addeda?QﬁﬁER&féQQ5V50r
directly in an .acidic or non-acidic two-phase nedium in particular,

t he process nmaPROSCESS FORIHE PREPARATIONG QF: ﬁMPWQFBPMI%ﬁ m xture.
In this case, preferably, the pH of the aqueous nediumw || be weakly
acidic; it is understood that the acidity of the nediumw | be

i ded, i ndi t el ddi foa st k acid.
T acids used may bo chiR8aPFRRRF, FEPaFLSasPe1frah, E5e Be¥ehceri o aci o

sulphuri c aci do. BxdEgCRiLe" the prepadfitfonBENGEEEHEEEPMENEHE:

p- t ol uenesul phdni

general formula:
NHCH3
- either the radical R, represents a methyl or ethyl

(D)

-] in which:

group, the radical R, represents‘a hydrogen atom
and X and Y together form an oxo radical,

- or Ri.represents an ethyl radicﬁl, R, and X

10 represent a hydrogen atom and Y represents a

hydrogen atom or a hydroxyl radical,

- or R, represents an ethyl radical, R, represents a
hydroxyl radical and X and Y together form an oxo
radical,

15 from a synergistin derivative of general formula:



form¢ acid. The treatnent in acidic nediumis carried out at a

tenperature of between O and 40[err]C. When t he subsequent
treatment is carried out, 20 it is also possible further to add an agent
capabl e of consum ng the formal dehyde in situ, this agent is

advant ageously chosen from hydroxyl am ne, 2 blsulphlte (for exanple
sodi um bi oul phite) or hydr ogen peroxi de in aqueous nedium The
process is preferably perfornmed 25 .a two- phase medi um at a

between 1 and 7.

tenperature of between 0 and OC ;a’c ap
AT TRy be purified,
-5

The products of general for
wher e -appropriate, by the

usual methods such as cryst at|0n° Q% ' iRan, fl ash
chr omat ogr aphy or HPLC. ““ hefproducts of gef&al fornula (1)
I n which R1 represe i gr] and X represent a 5

hydr ogen atom and Y repregents a ﬂydr gen ato oryga

Er

in which the radicals R;, R,, X and Y are as defined
above.
Streptogramins are a known class of compounds
comprising components of group B [to which the products
5 of general formula (I) belong] which, when combined
with components of group A, bring about a synergism of
the antimicrobial action.
The product of general formula (I) for which
R, is ethyl and R, is hydrogen is known under the name
10 of p:istinamycin IB. The product of general formula (I)
for which R, is methyl and R, is hydrogen is known under
the name of vermamycin BS. The product of general
formula (II) for which R, is ethyl and R, is hydrogen is
Iknown un@gr the name of pristinamycin IA. The product
15 of general formula (II) for which R, is methyl and R, is
hydrogen is known under the name of pristinamycin IC or
vernamycin By. The product of general formula (II) for
which R, is ethyl and R, is hydroxyl is known under the
name of pristinamycin ID. |

20 General methods of demethylation were already



hydr oxyl radical are novel products of the streptogramn famly.

Ihg exanpl es which follow, given wthout any - limtation being
iEnplied, illustrate the process 10 according to the invention.
Exanple 1 540 g of crude pristinanycin | [pristinanmyc

I[err] 72.2 % (433 g), pristinanycin I[errd 4.2 % (25 @),
pristinanycin I[err] 2.67 % (16 g), pristinanycin I[err] 3.17 % 15
g)] are pl aced knowsn| [Bazoexampd emsxch asotthespetheps, dpscribedyin
di chl or omet hane, 500 cnierr] of acetic acid _and 40 cnjerr] %f

et hyl ene gl ycolTeti-n Letthred8re 3887 1(1837) :97-50Fdy Chem.,” 43, 2735

tetra-n-butyl anmoni um periodate are added, Ile | nt akni th
ey i e o AR B s 3. ek gt o” (1g09),/BeR. 0 | 1°

reaction is s
dem nerali zed
and t he
denineralif%d
and the organ
1000 cnferr]
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t he
I ng
i ng

because the operating conditions were degrading towards

these products. Yet other methods involved toxic
reactants which were not totally removable from the
final product, this being unacceptable from the
pharmaceutical point of view.

It has now been féund, and this forms the
subject of the present invention, that the
streptogramins of general formula (i) could be obtained
by demethylation of the corresponding derivative of
general formula (II) by treatment with a periodate in
acetic medium followed by a treatment in aqueous acidic
medium or by a treatment with an agent capable of
cdnsuming.the formaldehyde in situ.

The periodate used is advantageously tetra-
n-butylammonium periodate or an alkaline periodate
(sodium periodate). The reaction is carried out in a
solvent such as a chlorinated solvent (for example
dichloromethane, chloroform, dichloroethane or
trichlorocethane), an ester (for example ethyl acetate),
a nitrile (for example acetonitrile) or in
tetrahydrofuran, N-methylpyrrolidone or optionally a

mixture of these solvents, in the presence or absence



édded=tq the concentrate and the mixture is concentrated under

reduced pressure (1.5 kPa) to a 6
val une of 1300 cnB. Methyl ethyl ketone is added up to a total vol une
of 2400 cnB and the mixture is cooled to O[err]C. The precipitated
solidis filtered off, washed with 3tinmes 250 cnB of nethyl ethyl

ket one and t hen 5 dried at 40[err] C under reduced pressure (1.5 kPa).
441 ¢ of of wthydens iglyawed .t The ceagition talkeshpdaseust s

di ssolved in 8800 cnB of 0.25 N hydrochloric acid and stirred for 1

hour and then dempenadmrg of betweam 29f and 40°G.ch| or onet hane, -adj usting

the pH of the aqueous phase 10 to 4 with 30 @6sod|u dr.oxi,de. ,The
organi ¢ phase is sdhe Auhseanent, traatment %W%Oi&wﬁ of

Bt S0[orr] Q) ¢ SRS s ef‘%ea %ﬁa‘%‘*%vdﬁs T M ool are
added to thi's Sm'“iﬂik to perform the process by treatment of the
product obtained in a homogeneous agueous medium to
which is added a strong acid, of directly in an acidic
or non-acidic two-phase medium; in particular, the
process may be performed in a dichloromethane/water
10 mixture. In this case, préferably, the pH of the
aqueous medium will be weakly acidic; it is understood
th;t the acidity.of the medium will be provided,
indiscrﬁminately, by addition of a strong or weak acid.
The acids used may be chosen in particular
15 from trifluorocacetic acid, sulphuric acid, hydrochloric
acid, methanesulphonic acid, p-toluenesulphonic acid or
formic acid. The treatment in acidic medium is carried
out.at a temperature of between 0 and 40°C.
When the subsequent treatment is carried out,
20 it is also possible further to add an agent capable of
consuming the formaldehyde in situ, this agent is
advantageously chosen from hydroxylamine, a bisulphite
(for example sodium bisulphite) or hydrogen peroxide in
agqueous medium. The process is preferably performed in
25 a two-phase medium at a temperature of between 0 and
40°C, at a pH of between 1 and 7.
The products of general formula (I) thus

obtained may be purified, where appropriate, by the



15 and the evaporation under reduced pressure is continued down to
1800 -cnB. 3500 cnB of ethanol are then added. The crystal s obtained
are filtered off at 10[err]C, filtered off and then rinsed with 3
times 330 cnB of cold ethanol, then dried at 40[err] C under reduced
pressure 20 (1.5 kPa). 360 .g of pristirganycin I[err] are thus obtained
in the formof white, 80.7 % pure crystals, i.e. containing 290.4 g

of pristinamyciusuallemethods such as crystedildsasion). precdpitatismycin
Blerr] was _ _obtalned equi val ent to a conversion yield of 41.2 % 25
and 2 % of pri Slashnmehnengitographyl oRoBRMCa (1) in which Rlerr] is

o Yy e Berr] s e gl Sty S getar £ornidd' T 1 x,a,ggg,rg{ .
' §?| gt ?Lafr{/:slsﬁll Imie f%#’g?ls*?rfl i;t‘lg??ﬁii ag'caiplﬁte?d ?scﬁ éil on | n a
three- neck%p fl A&ogéhzitam and Y represents a hydrogen atom or a
hydroxyl radical are novel products of the
streptogramin family.
The examples which follow, given without any
limitation being implied, illustrate the process
10 according to the invention.
Example 1
540 g of crude pristinamycin I [pristinamycin
I, 72.2 % (433 g), pristinamycin I, 4.2 % (25 g),
pristinamycin I. 2.67 % (16 g), pristinamycin I, 3.17 %
15. (19 g)] are placed in solution in a mixture of 1460 cm®
of dichloromethane, 500 cm’ of acetic acid and 40 cm’® of
ethylene glycol, in a three-necked flask. 97.5 g of
tetra-n-butylammonium periodate are added, while |
maintaining the temperature at 30°C. After stirring for
20 3 hours at 30°C, the reaction is stépped by addition,
with stirring, of 2000 cm’ of demineralized water. The
aqueous phase is separated out by settling and the
organic phase is washed again with 2000 cm’ of
demineralized water. The aqueous phase is separated out
25 by seﬁtling and the organic phase is concentrated to a
volume of 800 cm’. 1000 cm®’ of methyl ethyl ketone are
added to the concentrate and the mixture is

concentrated under reduced pressure (1.5 kPa) to a



5 m xt'ure of 28 cnferr] of 1,2-dichloroethane, 70 cnB of acetic acid
and 2 cnB of ethylene glycol. 4.9 g of sodi um peri odate are added,
whi-l e mai ntai ning the tenperature at 250C. After stirring for 6
hours, the reaction is stopped by addition, with stirring, of 10

100 cnB of dem neralized water. The aqueoug phase is separated out by
settling and the organic phase is washed again with 50 cnB of

demi neral i zed WebRimeTBE 1300 cadlcethphasehyt Keponat£s addedyupets! ing
and the organi ¢ phase is concentrated to dryness under reduced 15
pressure. The sal tdtad velemeupfi 24000cmiBand thé mixture iéscbolgd &etone
and the product is extracted with tw ce 320 cnferr] and then 80
cnferr] of 0.2 M°Cul Fher preaipiitathd solid dgubdliteprdseffarwasheti ned and
then extracted with . 400 cnfegr] of dichloronethane. The organic phase
is 20 separaWd§hodt thprescRbPi a8 eSrmerhyhtethyd ketoresand themnder
reduced pressure (30 kPa) at 30%err]C and .then dried upder reduced
pressure (150 parisd a8 8PrFcupgdey; Fedused pressure (1,5, kPad-séftilyg

COmL Al g 72 e a2 AT g, qoeabhgls) BRI pBodklE: £69) O
' dissolved in 8800 cm® of 0.25 N hydrochloric acid and
stirred for 1 hour and then eitracted with 3500 cm® of
dichloromethane, adjusting the pH of the aqueous phase
10 to 4 with 30 % sodium hydroxide. The organic phase is
separated out by settling, washed with 3500 cm® of
water and then concentrated to dryness under reduced
 pressure (50 kPa at 30°C) to a volume of about
1100 cm®. 2200 cm® of ethanol are added to this solution
15 and the evaporation under reduced pressure is continued
down to 1800 cm®. 3500 cm® of ethanol are then added.
The crystals obtained are filtered off at 10°C,
filtered off and then rinsed with 3 times 330 cm® of
- cold ethanol, then dried at 40°C under reduced pressure
20 (1.5 kPa). 360 g 6f pristinamycin I are thus obtained
in the form of white, 80.7 % pure crystals, i.e.
containing 290.4 g of pristinamycin I;.
Moreover, 1.1 % of vernamycin Bé was
obtained, equivalent to a conversion yield of 41;2 %,
25 and 2 % of pristinamycin of general formula (I) in
which R; is ethyl and R, is hydroxyl, equivalent to a

conversion yield of 63 % (HPLC assay).



Exanple 3 540 g of crude pristinanycin | (pristinamycin
I[err] 433 g, pristinanycin I[err] 25 g, pristinanycin I[err] 16 g,

prirstinamycin I[err] 19 g) are placed in solution, in a t hr ee- nocked
flask, in a mxture of 1460 cnB of di chl oronet hane, 500 cnjerr] of
acetic acid and 40 cnB of et hyl ene glycol. 97.5 g of

tetra-n-butylanmmonium 5 periodate are added, while maintaining the

t enperature ExampleB err] C. After stirring for 3 hours at 30[err]C, the
reaction is stopped by addition, with stirring, of 2000 cnB of

dem neralized water contahigeBiristidamycin hyfprbatemeciry dipchl ori de.
The aqueous phase is 10 settled and then separated out. The organic

phase is VES e W5 2000 @eistinanywein &y & %Scili-4 @) lagkre
separation, the organic phase js concentrated to a syrup. 2500 cnB of
ethyl acetate REa¢RArR #Mtetiehs in a three-necked flask, in a

5 mixture of 28 cm® of 1,2-dichloroethane, 70 cm® of
acetic acid and 2 cm® of ethylene glycol. 4.9 g of
sodium periodate are added, while maintaining the
temperature at 25°C. After stirring for 6 hours, the
reaction is stopped by addition, with stirring, of

10 100 cm® of demineralized water. The aqueous phase is
separated out by settling and the organic phase is
washed again with 50 cm® of demineraiized water. The
aqueous phase is separated out by settling and the
organic phase is concentrated to dryness under reduced

15 pressure. The solid is taken up in 400 cm® of methyl
isobutyl ketone and the product is extracted with twice
320 cm® and then 80 cm® of 0.2 N sulphuric acid. The
agueous phases are combined and then-extracted with
400 cm® of dichloromethane. The organic phase is

20 seéarated out by settling, concentrated to dryness
under reduced pressure (30 kPa) at 30°C and then dried
under reduced pressure (150 fa) at 40°C to give 12;5 g
of a white solid containing 72 % (9 g) of pristinamycin
I, and 5.6 % (0.7 g) of pristinamycin I,. Conversion

25 yield: 84.9 %.

Example 3
540 g of crude pristinamycin I (pristinamycin

I, 433 g, pristinamycin I# 25 g, pristinamycin I, 16 g,



concentrate and the solution is then concentrated to a 15 final vol une

of 1300 cnferr]. The suspension is filtered at 5(err]C. The crystals
alfe washed with 3 tinmes 400 cnB of fresh ethyl acetate and dried at
40[ err] C under 1500 Pa of resi dual pressure. 331 g of a white product
giving a pristinanmycin |IB assay of 9§ % are thus obtained. 20
Exanpl e 4 180 g of crude pristinamycin | (containing

111.1 g of pri sprieeisamydin and 135.d) Grd pllacdd namgdlution, iB)a are
placed in solution, in a three-necked flask, in a mxture of 444 cn8
of di chl or onet helmree iGcked® £lask5 in axeahixtuwe dofNKEeD cmB of et hyl ene
glycol. 25.9 g of tetra-n-butyl gnmoni um peri odate are added. After

stirring for 4 dichloremstimne 50 xn] of iacehiispmaid and 49 amidiad on,
with stirring, of 1100 cnB of tgg water.
9 The twoephBkere glyael ¢ | 24- 2rdl *E e trach -y agmenium phase

IS washed again 4 figes in successio 1th, on
g perlodate are aéégd, éh!!e maintaining the temperature

at 30°C. After stirring for 3 hours at 30°C, the
reaction is stopped by addition, with stirring, of
2000 cm® of démineralized water containing 34.7 g of
hydroxylamine hydrochloride. The aqueous phase is

10 settled and then separated out. The ofganic phase is
washed with 2000 cm® of water. After settling and
separation, thé organic phase is concentratéd to a
gyrup. 2500 cm® of ethyl acetate are poured onto this
concentrate and the solution is then concentrated to a

15 final volume of 1300 cm®. The suspension is filtered at
5°C. The cr&stals are washed with 3 times 400 cm® of
fresh ethyl acetate and dried at 40°C under 1500 Pa of
residual pressure. 331 g of a white product giving a
pristinamycin IB assay of 91 % are thus obtained.

20 Ex le

180 g of crude pristinamycin I (containing

111.1 g of pristinamycin IA and 35.6 g of pristinamycin
IB) are placed in solution, in a three-necked flask, in
a mixture of 444 cm®’ of dichloromethane, 128 cm® of

25 acetic acid and 10 cm® of ethylene glycol. 25.9 g of
tetra-n-butylammonium periodate are added. After

stirring for 4 hours at 32°C, the reaction is stopped

by addition, with stirring, of 1100 cm® of tap water.



each occasion, 1400 cnferr] of tap water. The pH of these four washes
I s readjusted downwards with 5 m of nornal 5 hydrochloric acid to
facilitate the settlings. These four washes, settlings and
separations are carried out at 35[err]C. The organi c phase is
concentrated by a factor of about twe. 600 cnB of ethyl acetate are
gradually poured onto this concentrate, the crystallization being 10

initiated after TheouwoOphabbi dr8asebebadadfi@dsepaiated. Thet begadietion,
supplying with ethyl acetate is continued Wi th concomi t ant
distillation, sphasetbskeaphedcagaiangd times in| sueceasibn withk,omn.e.
about 600 cnB. After distillatign to constant vol une of about 800
cnferr], the 18achsacgaaipon 1400 och2dof otap ewater arithe i pH @édthq?\% filter
cake is washed with twi ce 125 cnB _of ethyl acetate at C and dried
under reduced pfeysuvashessigpgpeadjuabed, dpynwards V%tboﬁsPﬁnmeE?ﬁﬂ?l 120

9,00 2o 1% DLIS BIRINCL . acaa E9HELOLDMMHLOuH Lo RLLBLLI HELLL B 21

four washes, settlings and separations are carried out
at 35°C. The organic phase is concentrated by a factor
of about two. 600 cm® of ethyl acetate are gradually
poured onto this concentrate, the crystallization being

10 initiated after about one-third has been added. After
the addition, supplying with ethyl acetate is continued
with concomitant distillation, so as to keep a constant
volume in the flask, i.e. about 600 cm3. After
distillation to constant volume of about 800 cm®, the

15 suspension is cooled to 0°C and filtered. The filter
cake is washed with twice 125 cm® of ethyl acetate at
0°C and dried under reduced pressure (1.5 kéa) at 40°C
to constant weight. 120 g of a light beige product

containing 110 g of pristinamycin IB are obtained.



19 o 2 s process 51 EE%S oMM N

streptograni ns of general fornula: [err] 5 -
either the radical R err] represents a nethyl or ethyl group, the
radi cal Rl err] Wep?&433233a hydrogen at om10 and Rcmﬂ'Rﬂ&/&gﬁ'ﬁer
forman oxo radical, - or Rlerr] represents an ethyl radical, Rerr]
and X represent a hydrogen at GhAEEMB Y represents a 10

hydrogen atom or a hydroxyl radical, - or Rerr] represents an et hyI
radical, Rlerr] represents a hydroxyl radical and X and Y

together forman oxo 1. A process for the Ipreparation of

streptogramins of general formulé.:

NHCH3
R2
CH3 [o]
x
i
in which:
5 - either the radical R, represents a methyl or ethyl

group., the radical R, represents a hydrogen atom
and X and Y together form an oxo radical,

- . or R, represents an ethyl radical, R, and X

| represent a hydrogen atom and Y represents a
10 hydrogen atom or a hydroxyl radical,

- _ or R; represents an ethyl radical, R, represents a
hydroxyl radical and X and Y together form an oxo
.radical,

by demethylation of a synergistin derivative of general

15 formula:



-

radi cal, - by denmet hyl ation of a synergistin deriv

fornula

Lt R R L] ﬂ‘llll b

in-which the radicals Rlerr], Rlerr], Xand Y are as defifed- *.

treatnent with
aqueous nedi um
characteri zed

a periodate in acetic nedium foll owed by a treatnent

2. Processymccording to claiml, 5
n that the periodate is chosen from

t etra- n-butyl ammoni um peri odate or _an al kal i ne

&
0 N N N(CH3)

CH3 [o]

in which the radicals R,, R,, X and Y are as defined

~above, by treatment with a periodate in acetic medium

10

15

20

followed by a treatment in aqueous medium.

2. Process according to claim 1,

. characterized in that the periodate is chosen from

tetra-n-butylammonium periodate or an alkaline
periodate.

3. Process according to claim 2,
characterized in that the alkaline periodate is sodium
periodate.

4, Process according to claim 1,
characterized in that the subsequent treatment is a
hydrolysis, in aqueous medium, either in a homogeneous
medium to which is added a strong acid, or in an acidic
or non-acidic two-phase medium.

5. Process according to claim 1,
characterized in that an agent capable of consuming the
formaldehyde in situ is added, this agent being chosen
from hydroxylamine, a bisulphite or hydrogen peroxide,

during the subsequent treatment.

in



peri odat e. 3. Process according to clai m .
characterized in that the alkaline periodate is sodium 1 "IIWLHH) J}HI'II”“I
4.. Process according to claimi1, characterized in that thetLsubsequent
treatment is a hydrol ysis, in aqueous nedium either in a honbgeneous
mediumto which is added a strong acid, o2 n an acidic 15 or non-acidic
t wo- phase nedi um 5. Process according to claim1,
characterized in that an @gentA cstpesptogrfanion dexivattiwe, f or mal dehyde
in situ is added, this agent being chosen from hydroxyl am ne, a

bi sulphite or ISkRRRREEDHEIed iR thaty namm@fw%mcﬁmtsqmlne

12

6. A streptogramn derivative, characterized in that |t

corresponds to £ tral
4
X

in which R, represents an ethyl radical, R, and X

NHCH3

Qe

5 repreéent: a hydrogen atom and Y represents a hydrogen

atom or a hydroxyl radical.
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forrrula [err] in which Rerr] rep ents an et hyl RTMP

radical, Rlerr] and X represent_a hydrogen atomand Y represents a_

hydrogen atom or a hydroxyl radical. CopY
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(57) Abrégé . -

Procédé de préparation de streptogramines de formule générale (I) dans
laquelle soit R1 est méthyle ou éthyle, Rz est H et X et Y forment ensemble
un radical oxo, soit Ry est éthyle, Rz et X représentent H et Y est H ou OH,
soit R est éthyle R2 est OH et X et Y forment ensemble un radical oxo,
par déméthylation dun dérivé de synergistine de formule générale (II) dans
laquellem,kz.XetYsontdeﬁmsemeci-dum,pummmwun
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v m




