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tylamine. Other tertiary amines that can be used include pyridine, lutidine, collidine, quinoline and the like.
The preferred tertiary amine hydrohalide is triethylamine hydrochloride. The molar ratio of the compound of
Formula Il to trialkkyamine hydrohalide is about one to one, although a large excess of tertiary amine
aminehydrohalide would not be harmful. The reaction is immediate at room temperature.
65 In step (c), the monoamide of Formula | is recovered from the reaction mixture by conventional
processes such as extraction, evaporation, crystallization and combinations thereof. The preferred method
of recovery involves extraction with tertiary butanol followed by vacuum evaporation.
The process for utilizing the compound of Formula | to prepare the water soluble esters of the
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then tr es?u?r? as {I]m? gdsﬁr (3 X 110 ml). The aqueous layer was then treated with 18 g Na
Cl, and the pH lowered from 327 to 2.03 with concentrated hydrochloric acid. This solution was then
extracted with t-butanol (4 x 240 ml; the pH was readjusted from approximately 2.5 to 2.0 after each
50 extraction). The extracts were then concentrated in vacuo to leave a white semi-solid residue, which was
taken up in 100 ml acetone and stirred at room temperature for one hour. Some inorganic material (21.678
g) was then filtered off, and the filtrate concentrated in vacuo to leave a viscous oil (weight: 39.91 g)
containing 34595 g (87.24 mmoles, 92.6% recovery) 8-oxo0-8-[(2-sulfoethy)methylamino]octanoic
triethylamine salt (suleptanic acid triethyl-ammonium sait).
56 13C-NMR (CD2CI2); 175.74(S); 173.56(S); 49.89(t) and 48.92(t); 46.58(t); 46.35(t) and 44.78(t); 36.24(q) and
33.31(q); 34.22(t); 33.48(t) and 32.80(t); 29.08(t); 28.93(t); 25.01(t); 24.94(t); 8.75(q). The absorptions at 46.58
and 8.75 ppm reveal the presence of the triethylammonium cation.




triethylanm ne, pivaloyl chloride, the corticosteroid of Formula V, and

4-di met hyl am no-pyridine. The reaction 5 is conducted at a tenperature of
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treé?eg‘ow 18 g Na O, and the pHlowered from3.27 to 2.03 with
concentrat ed hydrochl ori c acid. This solution was then extracted with

t - but ag@%é)g(gﬁz)gé@)_mm»é@g%ﬁm%ﬂﬁzqsdj ugted fromapproximately 2.5 to 2.0

after eac racti on e extracts were then concentrated in vacuo to

| eagp 8100} EHIES00)-AM, LH.E8:809Me, whi ch was taken up in 100 M acetone and
stirred at roomtenperature for one hour. Sone inorganic material (21.678

55



g) was then filtered off, and the filtrate concentrated in vacuo to |eave a

viscous oil (weight: 39.91

g) containing 34.595 g (87.24 mmles, 92.6%

recovery) 8-o0xo-8[(2-sulfoethy) mEPo/37ame8@1oct anoi c triethyl am ne salt

(sul eptanic acid triethyl-amoniumsalt).

55 13C-NVR (CD2ClI 2); 175.74(S):

173.56(S); 49.89(t) and 48.92(t); 46.58(t); 46.35(t) and 44.78(t); 36.24(q)
and 33.31(q); 34.22(t); 33.48(tLHARINI32. 80(t); 29.08(t); 28.93(t); 25.01
(t); 24.94(t); 8.75(q). The absorptions at 46.58 and 8. 75 ppmreveal the

presence of the triethylanmoni um cati on.

of Water Sol uble Esters of

5 EP 0 374 166 Bl Preparation
Corticosteroids Exanple 3 5 Met hyl pr edni sol one

Subeptanate Triethylamonium Salt Triethyl ammoni um sul eptanate (2.34 g,
5.38 Mol es). in 10 m nethylene chloride was treated with triethyl am ne
(1.10 g, 10.84 mmoles); the resulting colorless solution was treated

dropwi se with o] L
and the thin WE??Q gﬁﬁ??yd
suspensi on of nethyl predni
chloride was then added, fd
di met hyl am nopyri di ne; the
tenperature for five hours,
sul eptsanat e, triethyl am ne
Met hyl pr edni sol one Sodi um {
Exanpl e 3 was evaporated tq

i

Y hd@sRicxbychl oride in 5 m nmethytene chloride
1Tred at roomtenperature for 10 45 mnutes. A
olone (1.01 g, 2.70 moles) in 10 nm nethyl ene
|l owed by 26.1 ng (0.21 nmol es)

resulting white slurry was stirred at room

at which tinme conversion to nethyl predni sol one
salt was conplete by LC. 15 Exanpk 4

bul e NHR-EH26M28%3 8¢t i on mixture g{ ai ned in

a colorless oil, which was taken up in 20 20

m of water. The resulting
nqol es) sodi um hydrogen s
20 ml “portions of ethyl

ag!at e.

times with 20 nl sec-but anol

clear solution was treated with 3.59 g (26
at e nonohydrate and extracted three tines with
The aqueous | ayer was extracted three
and the conbi ned sec-butanol extracts washed

with two 30 m por Na@ote) ofckh ) S<iioy-NIRgpIHECHSVM0di UM bi car borfat e- 8% sodi um

sulfate, then with two 30
conbi ped sec- butanol | ayer
20 M nethanol. After evapd
foamwas taken up in 3 ni
2.0 M nethanol). The filtr
met hanol . The resulting pal
ice-cdld acetonitrile and t

m .

et hanol

portions of 10% aqueous sodi um sul fate. The
wer e evaporated, and the residue taken up 25 in
ration at reduced pressure, the resulting white
and filtered (the cake was washed with
ates were evaporated and then dissolved in 2 n
e yell ow sol uti on was added dropwi se to 60 ni.
he resulting white slurry stirred at [err] for

1.5 hr. The precipitate wag

acetonitrile, and dried t
sul eptanate, 30 as a free-
The conpounds, 8-o0xo0-8-[(2-

-filtered off, washed with 10 m . ice-cold

ield 1.46 g (80.4% nethyl predni sol one sodi um
fl ow ng white powder (99% pure by LC anal ysis).
sul f oet hyl ) net hyl am no] oct anoi ¢ aci d,

triet®yl ani ne SHOG(OANEHRL-GEPPINERY) 1FHgCHSAe Sul t@Bapds e tri et hyl anmoni um

sal t,

and processes for preparing them and nmethods of using themto prepare

the water soluble esters and salts of the nethyl predni sol one represent the

best node of carrying out t

40
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he invention known at present 35 FORMULAS [err]



40° [err] [err] 55 EP 0 374 166 B1 5 [err] |

10 15 [err] . ‘ 11 20 [err] IV 25 30 35
[err] | 40 45 E003M 66 B1 EP O 374 166 B1 CHART |1 [err]

| 10 St CH V 15 20 [err]

VI 25 30 - [err] VIl 35 Cainms 1. A conpound havi ng
the Formula | 40 [err] cHARTWMErein [err] is selected fromthe group

consi sting of hydrogen, [err] al kyl and phenyl; [err] alkyl or [err] when
taken together with the nitrogen atomis pyridinyl; and n is an integer of

from4 to
\/5
HOC(0) - (CH2),-C(0) -N(R;) -CHyCH9SO3 ~ + HN(R2)3 I
10 '
StCH v
15
- St0-C(0) - (CHy)~C(0) -N(Ry ) -CHpCH2803 ~ + HN(R3)3 Vi
25
i v
$t0-C(0) - (CHp),-C(0) -N(Ry ) -CHpCH9SO3Na VI1
35
Claims
=4 A compound having the Formula |
40
HOC(0)-(CHz)s-C(O)-N(R1)-CH2CH2805 ~ * HN(Re)s |
wherein R is selected from the group consisting of hydrogen, Ci1-Cs alkyl and phenyl; Rz is C1-Cs
alkyl or (Rz2)s when taken together with the nitrogen atom is pyridinyl; and n is an integer of from 4 to
45 20.

50

585

2. A compound according to claim 1 wherein Rz is C1-Cs alkyl and n is 4 to 8.
3. A compound according to claim 2 wherein R; is methyl, Rz is sthyl and n is 6.
4. A process for the preparation of compound having the Formula |
HOC(0)~(CHz2),-C(0)-N(R1 )-CH2CH280; ~ * HN(Rz)s l
wherein R; is selected from the group consisting of hydrogen, C1-Cs alkyl and phenyl and Rz is C1-Cs

alkyl or (R2)s when taken together with the nitrogen atom is pyridiny! which comprises (a) contacting a
solution of the compound having the Formula 1i



45 20. 2. A conpound according to claim 1l wherein [erlhﬂalkyl and n is

4to 8 3. A conpound according to claim2 wherein [err] Wﬂj"ﬂﬂmﬂ
g

is ethyl and nis 6. 50 4. A pEBO&7d 166B1t he preparation

the Formula | [err] 55 wherein [err] is selected from t he gr'o

consi sting of hydrogen, [err] al kyl and phenyl and is [err] aIkyI or [err]
when taken together with thecHARE.Aen atomis pyridinyl which conprises (a)
contacting a solution of the conmpound having the Formula Il 8 EP 0 374
166 B1 CHART I [err] | 10 StOH

V.15 [err] VI 25 30 [err] VIl 35 Cainms 1. A conpound

havfng the Formula | 40 [err] wherein [err] is selected fromthe group
consisting of hydrogen, [err] alkyl and phenyl; [err] alkyl or [err] _when
t aken toget t [ pyﬂ1§h and n isian integer of
from4 to 4§Ek($$égn g‘ %ggggﬂnd gg%b?dlng tém%?aln11 wherein [err] alkyl
andyn is 4 to 8 3. A conpound according to claim2 wherein [err] is
methyl, [err] is ethyl ang n is 6. 50 4. A process for the preparation of
conpound havi ng the Fornu I [err] . 1 55 wherein [err] is selected
fromthe group consisting of hydrog [err] al kyl and phenyb and [err]

al kyl or [err] when taken]toget h&t %Ath the nitrogen atomis pyridinyl
whish conprises (a) conta¢ting a solution of the conpound having the
Formula 11 8

» 4
¥ 20
S€0-C(0) - (CHp)-C(0) -N(Ry) -CHyCH2803 ~ * HN(Rj)3 \'21
25
30 v
§t0-C(0) - (CHy)-C(0) -N(Ry ) -CHaCH2S03Na Vi1
85
Claims
1. A compound having the Formula |
40

HOC(O)-(CH2)n-C(O)-N(R:)-CH2CH2S03 = * HN(Rz)s |

wherein R, is selected from the group consisting of hydrogen, Ci-Cs alkyl and phenyl; Rz is C1-Cs
alkyl or (Rz2)s when taken together with the nitrogen atom is pyridinyl; and n is an integer of from 4 to
45 20.

2. A compound according to claim 1 wherein Rz is C1-Cs alkyl and nis 4 to 8.
3. A compound according to claim 2 wherein Ry is methyl, Rz is ethyl and n is 6.
® 4. A process for the preparation of compound having the Formula |
HOG(O)-(CHz)a-C(O)-N(R1)-CH2CH280z = * HN(Rz)s |
s5 - wherein R; is selected from the group consisting of hydrogen, C1-Cg alkyl and phenyl and Rz is C1-Cs

alkyl or (Rz2)s when taken together with the nitrogen atom is pyridinyl which comprises (a) contacting a
solution of the compound having the Formula Il



[err] '11 wherein Ris selected fromthe group consisting of
[err] al koxy, and substituted phenyl in a water-inmscible m["h m HMIIII
with a water solution of the amER0G?4 t66Btornula 111 5 [er

prepare a conpound of Fornula IV; 10 [err] IV (b) treatrrent of an

aqueous sol ution of the c?&)ound of Formula IV with a trialkylam ne
hydr ohal i dBCEhSCIEHERGOMREPRe, tand (c) recovery of the conpound of

Formula | fromthe reactlon mxturefor 1)
di ng Yigral A s fplcieghEm.ing Ofopp.cop ﬂ“‘ﬁf'g 8 s"@g"?r?u?"é{' ip
g N e e

t hen ®Bvapo extract.. 6. A process accordl ng to claim5 wherein
t he al kaneﬁ%&'h?%é% glh?l cxlrém d is suleptanic acid and the water 20

soluble a and the conpound formed is sul eptanic
aci d, mn?g%%%r%a%rﬁ&h@&%%%wnd having the Forrmula VI [err] P W
25 rein Chi i@ e group consisting of hydrogen err
al kw‘aand Nier(l?l)l( %Zé(lgisﬁ(gh@? 2nmlis an integer of from4 to 20; gand [St |]s
the resi dug) datnfent & dni ﬁ@é‘bh@édmtldn GMAb Ebnipdundivf FoHnAIBaV will a 4ialkglardite hydirohlide
conmpound  aga®yétbgdf hbidle,Cand (oY rebovdtyeut the[cBinpdund 6f Fomiuld | fevirkilie reaction mixtugs f6rme80 9.
A conpoundinggcording to claim8 wherein [err] is nethyl and St is the
resi dge of nethyl predni sol one (nethyl predni sol one sul eptanate

t ri et hylsanhpricess sadrting tol BlaimAd whereie sthe faspvetyhef the epmpaund oh Foulg Iceompiisend
havi ng t heexFaationiéfshe\rixturg Forfiest in ptep (b)/with thtamhafwmrwww‘{ﬂaq the et ng a
solution of the conmpound having the Formula |

non- pol & & pigeask ecoowing dmelaimibicyhereln thegliane-§ ﬂlcgmxe@ta@e iy w@nﬁar'ﬁec'% water
cOnsi At i ngsoPleagine dhlsmethdtaprine ande compaingiimed is sulprignicjacidy meppesodiimpsal-r | ywhen
t aken together with the nrtro&en atomis pyridinyl and n is an integer of
from 4 ffo AeomrRpidhayng,hie BMUR K| ori de and ti et hyl amine fol | owed by the

o br gpar 652 %@AE%@(%%&@%%@ Yl W " hertin S re the

resi dile of o cop SR bl Mok 85§ ATATHA BheRf; FEO5 B !
with a SOd#:q@agf ?Lffrorsﬁ Baﬂ ﬁ é;&;& %tﬁ&e rotd%n& & 4N %Qﬁ@hd‘h
conmpound o s e su eptanlc ac

8. A compound according to claim 7 where R, is C1-Cg alkyl and n is 6.

30
9. A compound according to claim 8 wherein R; is methyl and St is the residue of methylprednisolone

(methylprednisolone suleptanate triethylammonium salt).

10. A process for the preparation of a compound having the Formula VI

35
8t0-C(0)-(CHz),-C(O)-N(R¢)-CH2CH2803Na VI

which comprises (a) treating a solution of the compound having the Formula |
%0 HOC(O)-(CHz2),-C(O)-N(R1)-CH2CH2803 = * HN(RR)s |

in a non-polar organic solvent wherein R, is selected from the group consisting of hydrogen Ci1-Cs .

alkyl and phenyl; Rz is Ci -Cs alkyl or (R2)s when taken together with the nitrogen atom is pyridinyl and

n is an integer of from 4 to 20; with pivaloyl chioride and triethylamine followed by the compound
45 having the Formula V

StOH V
and 4-dimethylaminopyridine to prepare a compound of Formula VI
StO-C(O)-(CH2)s-C(O)-N(R1)-CH2CH280s = * HN(Rz)s VI

wherein St is the residue of a corticosteroid and (b) reacting the compound of Formula VI with a
sodium salt. '
55
11. A process according to claim 10 wherein the compound of Formula VI is the suleptanic acid
triethylammonium salt of methylprednisolone and the compound of Formula VIl is suleptanic acid
sodium salt of methylprednisolone.



tri et hyl ammoni um salt of met hyl predni sol one and t he conpound of Fornmula VII .
i s suleptanic acid sbdiumsalt of nethyl prednisol one. 9 ”“l’m)mm“mm IHIII
Pat ent anspriche 1. Verbi ndung &er0o 3mi1geBden Fornel |: 25 . .

HOO(O) - (CH2) r- C( O) - N(R) - CH2CH2SCa-  HN(R2)3 | worin bedeufen’ R " °
Wasserstoff, Cl -Ce-Alkyl oder Phenyl; R2 Cl-Ca -A kyl oder (R2)s zusammen
mt dePatentanspaiche f at om Pyri di nyl und 10 n ei ne ganze Zahl von 4 bis 20.

2. Verbindung nach Anspruch 1, worin R2 fUr Cl-Co -Al kyl steht und n gleich
4 bis B IVewindung deciplgendenFAMeldich Anspruch 2, worin RL fir Methyl und R2 flr

Et hyl steht und.n ej | 15 4 Verfahren zur Herstellurg einer
Ver i ndurr@cwg%r%éméﬁ-q@a¢%§?s | O -(CH2)n-C(O)-N(Ri ) - CH2CH2SC: -
HN( R2) a | (% _ worin bedeuten: R Wasserstoff, C -Ce-Al kyl oder Phenyl
und R2 CgXB=ARYE ader (qPbRpgisammen mit dem Stickstof fatom Pyridinyl
1 sersto yl ; )
unt assend, fol déq O, ;uggamﬁﬁmem rebblub PR a0 | ngen el ner Losung
der ,Verbi E’g" hi ,&gg\ en Formel 11 RC(O) - O-(C2)n-C(O-0(OR
11 worin aus der Guppe G -Cs -A kyl, C-C8 -Al koxy und substituiertes
Pheny| 2 auRamatHyl dach AlspruchQl, worin Re filr T s AR stBhi und\d GRRA 4Bis@ét. M schbar en
organi schen L6sungsmttel mt einer wassrigen Losung des Am ns der
f ol genglenvelidimRy nath Ansprudi(2vorintfi @AfettiNad R: Kir Eth@iSteht und n gleich Bliger st el | ung
el ngg Ver bi ndung der fol genden Fornel 1V: NaOC(O-(CH2)n-C(O - N Ri
) - CH2 Citi2 S‘erdtiven zull Néretdéllung einer Veriindultpdem fotbehden Eommell: waBr i gen Losung der
Ver bi ndung der Fornmel IV nmt einem Trialkyl am nhydroha- |ogenid und el nem
Hal 0genweHOsO)ICI)FCIORR()CH2C80n e HiNfRRds Vdr bi ndung der Formel | aus demin
(b). gebil deten Reaktionsgem sch. 5. Verfahren nach Anspruch 4, worin die
GeWizanungvodebededteryi ndung der Formel | durch Extraktion des in 45 St uf e
(b) gebi I%éﬂ@#fwgﬁh@gﬂ pder Phesylund Byt anol und anschl i eBendes Ei ndanpf en
des Ext r dhetGCsiyinden (Re)pzusipupenpil o Sfigkstotfatam Byidiyl. 5 \worin die
Al kan- 1- H"¥a$p996 flaR0TaSeA®: Sul ept ansaure, das wasserl osliche Amin aus
N-Met hyl taurin und die gebildete Verhindu y onatriunsal z der
sul épt ansal® g‘bﬂg'gi"@ﬂrgﬁ?'g?'ﬂfr Lgs"%?%igﬁrg'ﬂ%uag g% rfoqqeﬁfeg'?rg}gggm%r mel VI :
StO-C(O-( g@@)_,o-_&g))c_%)chymo)&(g)—gogsm - HN(R2)s ‘ Vi
worin R aus der Gruppe Ci-Cs-Alkyl, C1-Cs-Alkoxy und substituiertes Phenyl ausgew&hlt ist,
30 in einem mit Wasser nicht mischbaren organischen L&sungsmittel mit einer wéssrigen L&sung des
Amins der folgenden Formel 1l
RiN(H)-CH2CH2S0z2Na  llI

35 zur Herstellung einer Verbindung der folgenden Formel IV:

NaOC(0)-(CHz),-C(0)-N(R1)-CH2CH.803Na IV

40 (b) Behandeln einer wiBrigen L&sung der Verbindung der Formel IV mit einem Trialkylaminhydroha-
logenid und einem Halogenwasserstoff und
(c) Gewinnen der Verbindung der Formel | aus dem in (b) gebildeten Reaktionsgemisch.
5. Verfahren nach Anspruch 4, worin die Gewinnung der Verbindung der Formel | durch Extraktion des in
45 Stufe (b) gebildeten Gemisches mit tert.-Butanol und anschlieBendes Eindampfen des Extraktes erfolgt.
6. Verfahren nach Anspruch 5, worin die Alkan-1-dicarbonsiure aus Suleptansiure, das wasserlSsliche
Amin aus N-Methyltaurin und die gebildete Verbindung aus dem Mononatriumsalz der Suleptanséure
bestehen. '
50
7. Verbindung der folgenden Formel VI:
StO-C(O)-(CH2)a-C(O)-N(R1)-CH2CH2805 ~ * HN(Re)s VI
5 worin bedeuten:
R: Wasserstoff, C1-Cg-Alkyl oder Phenyl;
Rz Ethyl;

n eine ganze Zahl von 4 bis 20 und

10



55 Wworin bedeuten: Rl Wasserstoff, Cl-Ca-Al kyl oder Phenyl; R2 Ethyl; n
ei ne ganze Zahl von 4 bis 20 und 10 *C L rl S &t g IT _
Corticosteroids und n eine ganzecEFQIsr4164BL bis 20. a Ver ﬂl“ mﬂ lﬂmm‘”“‘

Anspruch 7, worin Rl flr Cl-Ca - AIkyI steht und n gleich 6 i*st.t a- 9"

Ver bi ndung_nach Anspruch 8, worin R fU_Methyl und St fU den Rest von
Met hyl pr edﬁ'i@bﬁ%”ﬂ%ﬁ'ﬁ?sﬁﬂ'@ﬂf‘%BP'B?\S%‘F%?F‘&W&t"tbPl"’Qt hyl anmoni unsal z) st eht.

50 X?S 2 gt %?ﬁﬁ{pe' *?%Eﬁéﬁéﬁ%ﬁw“%ﬁ?ﬁﬁé@ﬁ% ool Gende Schr i 1 e“’
1 uﬂg&,@ @;ner ?gd_ q&'rungf 418 GO Rt Sl ot preblscon
h 5 iSO eg na Wor iumsal )

organl sc ungsm aus r Gruppe Wasserstoff, Cl- C8-

A kyl und, Ghemh R Hsee Hher'vﬁrtbmd dngg&hen%nﬁél k! oder (R2)a zusammen mit
dem Stickstoffatom tUr I di nyl steht und n gleich einer ganzen Zahl von 4
bis 2f ist Stotﬁ(b)-(EHM,ﬁd:@)éh(hW@{zcﬂzswﬂa 20vii Tr| et hyl am n und anschli eBend

mt der Verbindung der folgenden Fornmel V StOH V und

4- Di met hy| anfasseqayiolgehdé Sehvite: Bi | dung el ner Ver bi ndung der fol genden For nel
VI: 26 St O Q4)Behdnddilz piner Chung biér Merbindunblaetiagsnaen- Forrdl(: R2) s VI worin St far
den Rest eines Corticosteroids steht, und (b) Unsetzen der Verbindung der
For meds VI mHOGO)(GHa)MN(D) NRIEH2CH2 880 ~ 11-|N(R£¢'srfdhren nach Anspruch 10, worin
di e Verbi ndung der Fornel VI aus dem Sul eptansauretriethyl ammp- niunsal z
von Met hyl prieginems dichirpolarer orjapischien bsueasmilteld werinFBr aus| dey/IGruppe Waeserstoff, C1-Cs-

Sul ept ansaurAyhend; Rheay ysggusihit P&btﬂqy‘l"pﬁ&!rﬁ“‘gb?deh(%ﬁ'%ﬁ'é\‘?" mitlemeSticksipfatami ons
1. ;Conpos6 d¥ Pyidiayl| deht uaghy @ingr) gangsncrahi\vem 4)bicPP dgtpmtyPivaloyighigrigoynd 1
40 dels | aquidiehdanin undanschlindp m'b%?ﬁé""f"@""@? geriloopdansioehMt | hydrogbne, des
groupes al ky en Cl & Ca et phdnyle ; R2 reprdsente un groupe alkyle en G
a Cs ou hie 'I122)¥ lorsqu'il est pris conjointement avec |'atonme d' azote,

repr~sent e Y, O guRe Bk AU Suuns bnd) VoG %@} ol RIRL g enti er de 4 a
e

20. 48 2. dﬁd 056 S va [ reveRdrear on oque h2 reprdsente un

groupe al kylsqo ga k)BHECHIES, YaLR a 8. a Conpos6 suivant |la
revendi cation %tb) ar?g"c@pg P Egcre 3r sentﬁé un groupe n6t hyl e, R2 represente
un worin St flir den Rest sines Corticosteroids steht, und

(b) Umsetzen der Verbindung der Formel VI mit einem Natriumsalz.

11. Verfahren nach Anspruch 10, worin die Verbindung der Formel VI aus dem Suleptanséuretriethylammo-
niumsalz von Methylprednisolon und die Verbindung der Formel VI aus dem Suleptanséurenatriumsalz
von Methylprednisolon bestehen.

35 Revendications
1. Composé de formule |
i HOG(O)-(CH2)y~C(O)-N(R1)-CH2CH2S0s ~ * HN(Re)s |
dans laquelle Ry est choisi dans le groupe comprenant I'hydrogéne, des groupes alkyle en Ci & Cz et

phényle ; Rz représente un groupe alkyle en Cy & Cz ou bien (Rz)s, lorsqu'il est pris conjointement
avec I'atome d'azote, représente un groupe pyridinyle ; et n représente un nombre entier de 4 & 20.

45 2. Composé suivant la revendication 1, dans lequel Rz représente un groupe alkyle en Ci & Cs et n a une
valeur de 4 & 8.

8. Composé suivant la revendication 2, dans lequel Ry représente un groupe méthyle, Rz représente un
groupe éthyle et n est égal A 6.
50
4. Procédé de préparation d'un composé de formule | .

HOG(0)~(CHz)a-C(0)-N(R1)-CH2CH2805 ~ * HN(Re)s |
65 dans laquelle R; est choisi dans le groupe comprenant I'hydrogéne, des groupes alkyle en C; 4 Cs et
phényle, et R2 représente un groupe alkyle en C1 & Cs, ou bien (Rz)s, lorsqu'il est pris conjointement

avec I'atome d'azote, représente un groupe pyridinyle, qui consiste (a) & metire en contact une solution
du composé de formule Il

11



groupe ‘dthyle et n est 6gal a 6. 50 4. Proc~d6 de pr~paration

de formule | HOC(O)-{CH2),-C(O)-N(RL )-CH2CH2SOs . HN( R2) e ”lﬂlﬂﬂuawﬂﬂﬂ!mm

| aquel l e RL est choisi dans | e EgrooamacteeB1pr enant | ' hydr ogbne

alkyle en G & Ca et phé6nyle;’ et R2 repré6sente un groupe al kyle en C, & Cs

ou bien (R2)3, Iorsqu Il est prls conj oi ntenment  avec |'atone d' azote,

repr~sente un groupe p r| din qui consiste (a) a nettre en contact une

sol ut i on RAPX @6‘2)@8 ge W1 EP 0 374 166 Bl

I 11111 1L 11111 1111 1171 111 0 -( O ans
aquel | gl o ool P@’ed‘é?%% st B el Aol

CB._,ét ph§Hgfitue. cdanszun sqlvapl qrganiqys nag fpfEc AR Y8 Fuonqa&g U HETAnS %e] e a

| " eau av WAL sol ution aqueuse de |'anmne de fornule Il Rl
N( H) - CHZ(;E@@%EI% é@d pour la preparation d' un conpose de fornule
I'V: NaOC( ki 6) (R ) - CH2CH2SCaNa IV (b) a traiter une solution

aqueyse BBk 3de ko¥n@Y /RS uUn hal ogébnhydrate de trial kyl am ne 15
et Eﬁ hal glér nureﬁgwﬁ@({{ e,eeotm(c) a sdparer | e conpos6 de formule |I du

n6l ange rNi@éfd)—?m-Q?Jc(é)N(ﬁWcﬂ{CFé@daNa5 Proc6d6 suivant |a revendication 4,
dans |l equel |a separation du conpos6 de fornule | consiste a sounettre Ie
mel ange fe)rawitelang sblutioh afRudeltu cBmpdde de Xdrde 1M avec @/ iRalbgéliliydratd dé GiaRylamifieli S a
sounrgt t r &t ddhalogénute E@byidfogére, ét (¢) raesapavawoarpbﬁrue f@mulPl A Béahgs dactivniel foané

revendi canign 5, dans |oquel |'acide al cane-1-dicarboxylique est |'acide
sul ept ani que, |'am ne hydrosoluble est a NNmthyltaurine et |e conpose

f or Ml ®stPrdcédés siivantoa oeventiicglion 41'dansi ldaekla|séparation dweommss e fadpwip bsensigie ¥ or mul e
VI .St O C(s@mett@H2)mélangedformg mHS)I'é@PQ (tH23Mme eRtractiqangvep Py, t-butagpl, gyjs 3 sourpeiis

Iaqtael | e I'Rytraibd unecdyaposationant re | ' hydr ogane des groupes alkyle en C, a Ca at
ph6ny|e , R2 reprdsente un grou e 6t e repr6sente | e rdsidu d' un

corti chst 1906%)%""%’1” eyopdicat 6?P£ﬂ°éi° “E‘?a'bﬂ’@’" 093] 'd%s”'e %
sui vant |'am'f'%\?é?{en°l9§?|°5h'a7" 'ﬁﬂ?“’l"ﬁcﬁxéﬂ cqgpo H’B%Sﬂt'% rf“ﬂpmﬁge e en
C, a CB étlepaniaup. 35 6gal a 6. 9. Conpos6 suivant |a revendication 8,

dan§5 g_ 8H‘P%R§|d8g°0émﬁ%g'|me un groupe mthyle et St repr~sente le r6sidu de

nmet hyl de tri 6t hyl ammoni um de sul ept anate de
nmdt hyl pr ~.d4 regaration d' un conpose de formula
Vil StO %b@@ig?)c(%; Hﬁﬂ"’ 2l - Egﬁz—gsal\la VIl qui consiste (a) a -
traiger 14 faGUeHd ROTbst EHRRP oM ﬁ@brxgms 05 G6UpSK- Byl Bn 91 2R1CE @ pRhyROTRPS 4 de
formul e lrggdsente un groupe éthyle ; St représents le résidu d'un corticostéroide et n représente un nombre

entier de 4 4 20.

8. Composé suivant la revendication 7, dans lequel Ry représente un groupe alkyle en Ci & Cs et n est
86 égal & 6.

9. Composé suivant la revendication 8, dans lequel R, représente un groupe méthyle et St représente le
résidu de méthylprednisolone (sel de triéthylammonium de suleptanate de méthylprednisolone).

40 10. Procédé de préparation d'un composé de formule VI
St0-C(0)-(CHz2)a-C(0)-N(R1 )-CH2CH2SOzNa Vi
qui consiste (a) A traiter une solution, dans un solvant organique non polaire, du composé de formule |
HOC(O)-(CHz2)-C(O)-N(R1 }-CH2CH280; ~ * HN(Rz)s |
dans laquelle R est choisi dans le groupe comprenant I'hydrogéne, des groupes alkyle en C1 2 Cs et
phényle ; Rz représente un groupe alkyle en C; & Cg, ou bien (Rz)s, lorsqu'il est pris conjointement
50 avec I'atome d'azote, représente un groupe pyridinyle et n est un nombre entier de 4 & 20 ; avec du
chiorure de pivaloyle et de la triéthylamine, puis avec le composé de formule V
StOH V
55 etdela 4-diméthylaminopyridine pour préparer un composé de formule Vi

StO-C(O)-(CHz2)a-C(O)-N(R1)}-CH2CH280z = * HN(Rz)s VI

12



HOC( Of -5(CH2) , - C(O) - N( Ri )-CHZCHZSOa 3 HN(R2)s 11 dans | aquell

choi si dans | e groupé conprenant |'hytrogrne, des groupes al Hm" Lﬂl"lﬂlﬁﬁ“l
et phinyle ; R2 repr~sente un grERp@74égBet en C, a Ca, ou b
lorsqu'il est pris conjointenent so ~avec |'atone d' azote, repr~sente un

groupe pyridinyle et n est un nonbre entler de 4 a 20 ; avec duy chlorure de
pi val oyl e €ans dagudlie St représanty) e isidle I'up pericosidralde. of (0) 3 f3a 8Rmt & FoBPRAS| 98 Trmup O
V 55 eVl ayee yngeldegpdiym-hy | am nopyrl di ne pour pr~parer un corrposd de

formula Vi tOCSOa)(CHZ 3 (]?HZCHZS \}\I(BR%s
374 1. 641 1Prf§d iyant la reveridication 10 sle uel le compose de formule VI est II
St epr dsefii® ;P y gm%f%tg YRR 5 SRS 8?%7 (Bye ¥ pei'e 5°' "'""mgq’ e

conpos4 de® *U°sel de sodium 11. Proced6 SU|vant Ia
revendi cation 10, dans quuel | e conpose de fornmule VI est |le sel de
tri6thylamo- 5 ni um de sul eptanate de ndt hyl predni sol one ot le
conpog4 de fornule Vil est le sel de sodiumde sul eptanate de

n6t hyl predni sol one. 10 15 20 25 30 35 40 45 50 55 13
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