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di ssol ved (54 eﬂeereét vet Q}%‘ @BbRp.) kaE 1288240 m). e QHbO)
pyri di ne (10 nt. 53’6@ . ?"ﬁioe .r, gém {780, L80! ebgidlidos
wor ked up as 6rr/g|ot anEt J_ 73@}‘,)t escr.l
Exanpl e 12. Thecs E’ 40x. m'xture vvas diluted with iced
water was fi

precipitated oI &g&' ;ﬁg rre%noveﬂ%;{?%r n. et%y'lz %ﬁé’fﬁ "’gﬂ’xyand
the 100 - filtration, diExssgdd i n et her and &g@asg ﬁ}e&n 3,0|_Ufigél(Bera- 110
mat er i al recryst%ll-iﬁ‘?m y%eﬂﬁoﬂb‘rﬂlﬁthzqur fmdﬂta@netv Zal-mmlate) (20
g.). Crystallisati éﬁ'@ﬁ‘ﬁ T f 9 tg]yﬁé% !L Xy - 15-3Df

© dioel 9003 "ﬁ’tﬁ%‘“ e

the eluted nageri. al17f r}%an@ct er bﬂ@ﬁ ne-  praiieQ
11-113[err]C 45 pet—rmhmmlﬁmherdamwxy helﬁﬁetd‘lehﬂpﬁsmﬁdteumnqi I chlofidbC.899A)5

[err] EtOH err] ¢ AEYpregna has@?@m&mxk@mgs
£e; Py on onaLe ;E?%nl)‘%gs E{?? gS)l)llllélix[der 3@”@ ;E Rﬁo mﬂiéﬁgﬂm

[err] + (Found: C requires

65.5[err] ([err] 10d|oxan) [err] EtOH [err] [err] C 67.7, H 7.89%.
([err] .14,600) (Found: C, 66.4; H, 7.65. EXAMPLE 15
50 C[err]H[err]FQerr] requires C, 66.1; H, 7.2%. 9lerr] - Fluoro -
11[err] - hydroxy - 16[err] - methyl - )

77 AR BASNI ' A 7~



5 requires C, 67.7; H 7.8%. EXAMPLE 19
17[err] - Butyryloxy - 9[err]- fluoro - 11[err] - hydroxy-

EXAMPLE 16 16[err] - methyl - 21 -

val eryl oxypregna- 65 21 - Acetoxy - 17[err] - butyryl oxy - 9[err]-
fluoro- 1,4 - diene - 3,20 - dione (-Betanethasone li[err] -

hydr oxy, - 16[err] - methyl pregna- ©° 17 - butyrate 21 - val erate)
14-d|ene-320-d|one Bet angt 17[err] - Butyryloxy. - 9[err] -
_fluoro = 13[err] 21- 10 ( mioaﬂfl\grarp ?1[- a!:p;atp\y Y ys [ ]
di dl‘OX)he&xasﬂxﬁ[ avrpio mmtmyﬂwplae K890 -

Bu'lt)%l%yl 0g.)- mP} @141215°G |( .)- [ofd | Jerr o,?!; é(f;?%i% r)rg@ in dry
pyri di neséi<0(c 391, dwxaﬁ},l hiFb 230 mwl(ﬁ[ 6? g"J;l He di ene-

m.) was % Ics 633 , 20 - drone(700rrg) in
dry pyir {i&s C1@77 81%}, C. or 110 m nut es aﬁd\ lk‘:éd up L) wa
treated with acetyl chl ori de (0 14 d% SEYI? ﬁ f’é?’d?QY' Toe product

vas 15 ol hohl 3 ry 06 2RghAOT Ked, + URerk &é ostioblaspe O

et her -pe [A@ug E methyljizszd-i- bed 17DbEé§'ﬁEEpile Yderatéy ySt al | i sation of

af ford bet amth&w&azol?dadnumetamtthas&t va17er-aB'éyryl¢5r S - tﬂh@oerhlréaél-product from

et her -Bet r ol buwehal - At g& 7[ &),tr ygregng 1d-(djens-c 0 g,
e . PE B Tern)

gave bet oxy
[err] ([gfz{ &e fﬂym Op¢allipe (107 I‘nll)'ht M¢eﬂsrr} ﬁxmil and w{:&anb (420
i%ﬁ

1‘*1017 Ox1d] (¢ dasgribediin Exgipiple) iR Theprod@t was H, 7. 9.

ng.)m

C[ err ]‘I’l[ é}# f'l'r f at g 6 UPfito Il t‘L ﬁ%gﬂ“—rffﬂaﬁmm_ ) tt’] kerr]

' ([err]qlﬁ, u& Sﬂ Jb]l umeﬂler( 6_3301763 o + 62° (c 0.8,
Aive | efh av ®(01-Ee@te H,

AL o ra]ti'ﬂi 71° gL, d‘°"“§” R e ke (o 15600

21 - Apeiamian,-» F P oi7—-238 | morce 15,239 grggd C’h?& é&” CouHsFO; requires

EXAMPLE ¥fousd: C, 66.8; H, 7.4, CyH;,FO, requires 1/[ €r' T obutyryl oxy - 16[err] -

met hyl pr €gs@ss; H741%jL7[err - Butyryl oxy - 9[erE}AMI'L1f P-QJOI‘O - 11[er89] -

- - - - 118 - _
hydroxy- .-1,4 - diene - . 720 di one %Bﬁ%ﬁg%w g b @?rr] met hy
- 21 - pro ’8 @3 -118- ﬂyaroxy'SOb'f yrd‘ﬂ:]n - go m sone ' 1,4 -
di ene 35 32055 BuE % DolopmahhaseRs 9[1renﬁs]obmyri%euomceta err] 21 -

di hydr oxy - 1,42dkner 3208-5hone (Betamethasdrf - Stgu{ - 85

i sobut yryI PIQP“H'@F)hy grﬁ - ryI oXy -
~9[err] %“tyrﬁ% ’?’éfle (1231 d} cino ofyn gry pyridine
- di hydrzox;a,enel di e(70mai d:ypmdagnavas kept aﬂH}°C( urs and: amdng acetyl

‘chl oride( GOmB) s, o &) with)ipeapignyl ri%i ne was
kept at al @ém 5.6 W“ eth::;p » teﬁfg S b Fosed Wi th

pr opi onyl P, ‘ﬁgt ssolug I i )Expp 1eci ys[t,]aIJ L I"§gdol on 90
(0.17 35l )solﬁfon (ﬁ&egéd)throﬂlglﬁaluknﬁw@s gr).dl‘hm r(gelcb jlgxg,g] qtﬂ@ﬁi 5@!@,{ meet her at

-

- 80[ er r] @uted geajeeial was regpystallisedy

bet anet h%ﬁ% Z’lﬁﬂ’ Y%; % tqg 665 H 217 % s 981 ved in

benzene and_ tr E@QH 'l:né‘ ecorrp err + 56:6[err] 35
_solutlon e 2 10d|oxan)[err]EtC]-I

[err] ¥ refl?r‘zs@; 672 'e"b ere%% rlgél‘ 11 %pg n et her -

([err] q ol é ét)her to gi ve bet alep_rmen 73.20 Yo 2-( [gund: C,

66.5; H, 7. CLGI’E}AN[PH’ 1§ Ferr] metb r it e @obumtapﬂonqtre m p. 145C,

[err] + 17% rDrﬂe@’ XYG ﬂ“°F¢ 711-‘;’4% WJS[ lerr 0.98, dioxin),

- 1,4- 9% -

[err] tO—I % %%g"" o lsobutyrylox > 15 00) (Found:

C, 67. ,215 fele EI( err] died¢ ers ugrg) m ile 105hydr oxy -

17[err] - 17eo-bm -~ O - ﬂnc |lr1|é,§lC(527m1 cos GBppionyl - Chlonde 024 OXy

il g 4’@ T e ot

_pr egnase- , )4ﬁ-ras h'but?:'r ﬂ;hydn (igéf-' s ;e tallised from ether-petroleum EXAVPLE

) and the solution kept for 5 gt rhasuame eﬂh?r at -+ 8090LHoYaffard EbetdrhethasqdE @7~ 110
~ ~£L7[ erri; Z&npaaﬁrebuﬂwhgal melght @Pé@r]’he- ifo tE) 21-peqrfi ¢L663 mg.)pimpat e

e).
Whydroxy o ““drf%:n ggﬁd the1 93 dec°§f’ér[‘?‘]]°+ SEFU61LS °"1“i[err] 21 -
- di hydrgxw&,ﬁ% on mina (25 E).CRE -2 gtofLFbZ37—d380'ﬂﬁi Bﬁ@?gl

ISObutyI‘}d'y@:Xl;isaﬁonl elrer Eluted needrdeigl promgna™@* 1, 4- d| but yrat e)
di ene - 3 ég @}P ep;ﬁﬂ?ﬂ%’%& 18 502eHs, FO, req}!iTE[Sé‘r, 67-1;- Butyryl oxy
- 9lerr] } F‘B’ﬂ%‘e mfl fy. ey + 9%‘:‘12 ont ai ni hg propi onyl choride
(0.24 d| hydr oxy - 16[err] - ‘methylpregna - 1,4 - diene- m.) was kept
at -0C. for 1 hour. The solid’ 3,20 - dione(?OO ng.) in dry pyridine (10
. which was precipitated by the addition of 50 m.) was treated with butyric
anhydride (0.32 water was recrystallised from ether-petrol eum m.) and

the solution kept for 5 hours at room ether at - 80[err]C to afford
\bet anet hasone 17- 110 tenperature and then overnr ght at OC The

oy ~ A N - ~ SN . -



10 (12 m.) containing valeryl chloride (0.34 m.) (deconp), [err] +
98.0[err] ([err] 1.0, dioxan), 55 was kept for 30 mnutes at O[err]C
and t hen diluted with water. The precipitated solid was . [err]

EtOH err] [err] ([err] 15,990) (Found: C, 64.8; crystallised from
et her-petrol eum ether at - 80[err]C. to afford betanethasone
17-iso- H 7.0; C, 6.75. CJerr]Herr{d Q’err] requires C, 15 butyrate
21-val erate (935 rrg) mp. 98[err]C. 64.55; H 7.15; d, 6. 8%
(deconp.), [ea;r] + 68 5[err] ([err] 11047g5|m)xan)

EXAMPLE 25 ferri errJ mIerTT ([er ) (Feund, ”
177err], 21 - ac%thﬁ%%y \%T Xy - IM UQJOQ (1 i)ééoﬁl.mm pl%r:}yl j%ﬂ%n ((l)ng e

hydroxy - 16[erT |pyuryrylory D Xept Kt 09 80r 1 hour-and then at
Cerr]Herr]Fg erax}pmgmqw1r4esdﬁ;: 68,21_1 dmne droetnetempe@ tes. Dilution

Fgm:ﬂ:asme 17 lglb& ate 21- with water aff'orded a so id which, on crysnal— 50
(Bet anet hasdne 1 erate H 2. A lisation from acetone-ether at .—80°C.

di acetate 20 ~ Fluoro - 11821 - GXAMVBLE 28~ 9a - chloro - 118 - hydroxy - 16EClaawt hasone

21-acetate (7890?,%@”0;%31 'B- niéﬂaylprege-t axy 17«9[lerdi1}ropionyl oa - 1411 diene} -

hydr oxy- suspéxmdedS,Bm wéome éhe.) @0’ P&Flizle aﬁ@a ﬂF g), mp. 117 1G$° rks -
24t nf ity

met hyl - 17[18r {1f mb) gen 0‘%\:@3 8.9° {:‘oh?

per chl ori ¢ addued with wated The predbiiie sohdg: éO A'Etgﬂgmm,u (e 15 ,990) (Fouﬁ&O&“p 64(3 024

.) was addedcrystdiBeds Glo mtlethér-peu-olemn Qfher "™ oro - err], 21 - dihydroxy
- 16[err] was-88%G. ke chiferd pesespethatops il gf 034 g?c% 7| Tequings7[Cay ] -
pr opi onyl oxy5 - B ( %gﬂ"’ ergte A2 935 &Dx;jg‘ue Backi o | 'owed by thin-
diene - 3,20 -

Etﬂ ¥ 68?
: . ry pyridine | ayeExmhrzozmt ogr aph The
solution was 7((513 H238+23%mm<e )5,®O)mfaunm \Y) amll < Dige B@H da A flugo ni 13/3-

- 1

washed with sodj Ui um b| arb e so.l ut i op and

tenperature foffkg upégnﬁ% d¢’ &J ﬁ“:w?’? %ﬁﬂai%ed to dry-
and the sol upi Oh vvé themmmqlguzsed W th WaterBetametﬁsoneTtneacEtﬁ&(mmakngJ)rmh was
di ssol ved |n 301 - Ressxy st9al-| dilowmt- WA -diydotye mlg) | ang agsien& and
chr omat ogr aphed o Brre%ﬁlwla-lna m?‘?’@ﬁf”&‘é‘@fo?%‘? @8‘?{%‘1 21-
St

3,20 - d e
al um na (Grade lgl,T Chdﬁﬁmh B W gifyd,b@nzm;ee irred @€ € &i(yrempe&haer Sschi or o
- 11[err] zbydfem;qy. 172 1.6 rq?;dn loxy amgnberiﬂeneﬁmeb}ethe mpatien beﬁngrfsllowed by thin-

solutlon was 10

bet anet hasone  diene -As30hydione (407 dry prca M%ml%@i’% : i
11, 17, 21 truacé‘t t,at%;ooq;‘%e ﬁﬂﬁg %gﬂgmbswﬂj“ ared ﬁ:w eﬁgpgﬁx‘?on n

(290 ng.), mpee solun\s@%ass R widh iviatet. 2 Vi@,
219C. after ﬁl’ﬂl\ddrﬁtamsmbmbblthe a t&tpdr}m @4[bemn]a ang! rwrxmm be;em@tlh one

11, 21-di acet at gom _acg '6%’1" ﬂ‘erg;(%’e[ ‘fgé]?lm I

and bet amet has Q:“Eg 12 '?1C - 14— 1 17, Zl-macetate, a.nd then a fraction WthhTh
foll owi ng examgf |3|2 Sdidn@ mtm &ﬂd 217— s 56 ﬂinmetchﬁmatﬁ@aphﬁtoﬂel 7.1,
d. 7.0. forsulzaeConfer preelparse@rmga lal>c %&n@emgwlm fpetamethasone 11,21-diacetate

QerrlHerr]d q Ql’95,] CHCER Ui nﬁggl BB, Bp; (eHan%Zhe foll sonwgéfﬁafmatel Ebpﬁﬁ(:h
exanpl e the aCtlk Yod ﬁgtrm.e C, 63.754 I-ﬂ%l Cl. 7.0. formulations prepared in accordance with the
dient may for Q}gmﬁnj[@, RQui emmshaﬁpme, ay mvennon In each example EKNWIEEDQG%

17, 21- di prop| on&md, but it will, be appreci mag cfor ﬂ%ﬁ]ka P00 o5

- 11[ err] Wdroxy 161[1 dmx _ ylmethyj_h o ' °”1°“aﬁs},’,“ oth&pl aced
by ot her %ﬁe T dipr nylo Hpigmapl oy Q&wek@giaﬁdsus}dé-accoanidem the
corrpounds used i ndiaﬁecosdancﬁow t h the invention}j ene - syg—fb?" one

t : - 11884 1 follo ustra the Th
6o o o B )ﬂopw ) “ﬁi%?éé P s The

rr]

pr opi onyl oxypr egna - , Pr eparation of oint rrents . 90
Exanpl e a) ' Lok ve i ngredi endry ww 0.1% ww
Li quid paraffin BP. . ﬁ%ﬁg’aﬂ%ﬂmo 0% wW w 10.0% w;w . \White soft
paraffin to produce 100W1nars0fspdygﬂi!wepgﬁ‘!°e Y9 parts By |weighti || the steroid with a
little of the paraffin, mx and add the suspension to the liquid

paraffin untgsl tBm-gEArtd Glewidswirte ai ke eﬂd@ed)araﬁe.l medand/md es pensfy reaiftie n

50[err] C. Stir ligrid phrafimentil the partile sips 'B}gg e gt] 509Gy Jtigugtil H‘Eé’
A L oL

paste cold tot 1) e ou e mll with
t he remai ni ng Iag1 rnsabéut N Exanpl e b) - Active
i ngredi ent ' Examﬂe'g 2508/ w AI umi ni um st ear at e
3.2% ww 105 - . . Active ingle@ett d paraffin B)B%w/wto 7100 parts ww
1,047,519 : Aluminium stearate - 32% wf/w- - - Disperse the

al umi ni um stle%r at e i n theud peefiy BRyy the ud® B¥SH3 ing coils or concentric
cool - paraffin by vortex stirring and heat the suspen- ing rings to
produce a transparent solid gel. sion with continued stirring, at a
tenperature M| the active ingredient to produce mcro- 10 rise

rate of 2[err]C per nminute until 90[err]Cis fine particles of which not
| ess than 90% by 5 reached Mal ntaln t he tenperature at 90- nunber

— % ~r--r ~ r . .

TREREYS



Ball-m |l the steroid with a little of the alc
paraffin, nelted 25 liquid paraffin as
together by gentle warming. Stir until cold
with the remaining to give a honbgeneous mi Xx.

ohol, wool fat and white soft

in Exanple a) and add the
resulting paste, diluted
liquid paraffini, to

a mxture of cetostearyl , ) Exanpl e d)

Active ,i ngredi ent
Hydr ogenated | anolin e.g. Lanocerina. gold

Ltd. of London: WGC 2, England WA

0. 05% w' w 30
by Croda
7 qui d

par af f.i N’ BDperse the aluminium stearate in the hquld by tHedus® ¥ cooliM \boils or concentric cool-
Whi et sofmraﬁabﬁf'ohex]snmng and heat the suspen- tigg rings fo pB@uoezar transpareny solid gel.

Bal | -mi| |s'°tmth RS gt Pt ar %a@ge afqd tled
oget e LA nga%ﬁt wﬁ?%i;ﬁ“ﬂm%mg past e

ing. Sti 195°CIfok B mind dtleoQtthﬁis SontpltED ﬂﬁﬁ)uﬁthérgéland incorporateCthd sgingiek Wi t h t he

r emai ni ngnd ¢ geli isl fqyatdaﬁfmlmmcltlx; preferablye ifpkd cwging? dxaagpeas gdx.and f) illustrate
40 5 the m xture of hydrogenat ed lanolin and white the preparation of
wat er -Th sci bl e cr%ﬁ%’%’e £ o Exanpl e e) '

Active ingredi entwoovl'fatmgrediem 0.1% M’ va: _ Beeswax
15. 0% W w 45 Cetostearyl alcohol BPC_(Et ost eazw&q&aﬁ;mhol B.P.C 7.01% wW w
Ceto rogol 100 ~ 3..095.%06w/w . Li quid

par apﬁtﬁ’ E]t]e sof Pamﬂi“s 008° w AP0 pars w/w ~ Chl or ocr esol

0.11% w w Il - b
wei ght hqB%l _mil] th%ﬁﬁ ﬂiﬂﬁ lﬁlﬁpagi ke f%ﬂ%ﬁfa ﬂ%&nﬁﬁ&gﬂﬁéﬁ?&%dg?{gtz y

suspensi aesultisg hiduteds vach ﬂgedmnipm cto give ahomqgmeaiﬁhux:l as described in

Exanpl e diffvid g Fﬂea Wf’ﬁ FsYL i nsi ng. Add
avai | abl e ‘water t rr]C., add the chlorocr
chl or ocr esol aqu §&cat stir to dig
Mel t tapget her 65I-Iﬁi’r ed NgholSd k.5, Ladegitlaysoiahi | e

the steroid oily phase
esol at 60[err]Cto the
%z faand cool to 65[err]C
the emul si on cool s

t he beeswax, cet ospr&rodh Led. @bh@ﬂonamC@,eEnland oV2910% he/wgel | i ng poi nt

(40-45[err]C) Co Hﬁé’m aF- 55 macrogol a

.the to stir at s onvﬁsp “Until the cream se

l%n‘t’faﬁn at 65[err]C. Add

Exanpl e f) Ball-mill the steroid with liquid parfifd he &y Wﬁj'nﬁmd together by gently warm- 0.1%w w

1000 B. P
6. 0% wW w

Cet ostﬁar%uExahpl@hp anBadd fhe resulting paéte,2 Yng .\Skiv\antil cobibx

o give a homogeneous mixCet onmacr ogol

ted with the remainfoggliguig/ peraffin, to Th following exampl¢ ie)yariddf) plistzete i 49 B. P.
e mixture of hydrogenated lanohn\mrli fvgltes dhs p%as[raép*gloﬁ wa?er—mﬂcxble creams: —_|_|5 0% W w

Chl or ocr esol S 0.1% ww Distilled

water to pr oduceAaaffﬂf),gkgths by wei ght 017 vmr Pr epar ed as described in

Exanpl e e), TheBéwlak OW Ng exanpl es gisa@pdepw illustrate repl aci ng

the beBswax wth&‘i‘?‘ﬁa’y °1 %fflnthbqér rati ons of |otions: _ in

tOMAaCro;

the oily phase. . yjgig pmﬂin 509 = 1,047,519
 Exanple g) . . Chlorocresol “Active ingrg ' .. 0.25% wv

Lanbritol wax*  Distilled water to prodiced 3100 puarty by weight Di et hyl ene

gl ycol _ nongst earate 0.651%wWyv 5

Cet ostearyl al. cohol B.P.C

0 - the steroid with a iqgn using the remaining| li
0. 651 / \Araﬂin as described in Example hﬂ%‘ gg aqteaql Pfﬁ-pigsxq:g Adg the snerol 3 A) W/ v
A ycerin avaulable water to 100°C., add the eﬁ L, e chlorocresol aqu Eﬁ - al cohol

50°C tsn‘gl
6. 5% v/ \stir to dissolve and cool to 65°C.NRRéI Wy, ﬁiﬂﬂ Hile the

Di stilLedh ax, {C

ébo]y\// \ 10

glsehol ar @etv-ol qu:regle gelling point ’40-—45°€.) [Comtinng t@® WAX i S

a non- #’gnl ¢ o‘?‘%’t‘%bﬁthﬁ? nGIEHA s SHsatlTspesd Ry the cream sets. of a

m xt ure of fatty &gg s with polyethylene gly
al cohol s sold bya gitgr Moore of Log

col ethers of fatty

wV C. 1., England.

(Lanbritol is a r@ges arﬂrmtho]'ilsm Mar k). 72%5v/w BaII-mII the steroid with
hal f t%%e gl yceri n‘-“eto ﬁ%ﬁﬁl di ssb¥¥eww Cool to 65[err]C. - Add as

in Exanple a) an | v

aqueous phase  at Chlom&e@él

opropyl alg e
ution and r@ﬂﬁl p

oily m'x at 60[err]Cto the
ur poses.” 65[err] C and

"‘al | ow t 0 c_ool whi Pigtilled wetei nep praduced| Y00 s by weightMe| t toget her the
‘Lanbritol’ vvax d| et hérene untl I the erml SI on gel s at 40-45[err]C, there-
d

| | 7°m)
\?\e?/f?m xq&’ tﬁiné;j o %’? c?arﬁtéﬁ"?t

suspensi on sl ovay to the | oti on base and stir

cs b nd IS|ibwkage  Add t he
% 60[err] C Heat the



avai l abl e water and remaining glycerin to to obtain a honogeneous m Xx.

95[err]C. Add the nethyl parahydroxy benzoate 30 Exanpl e h)

Active i nqredl ent 0.05% w v Tween

80 (Pol yoxyet hyl ene sorbitan nono-ol eate

sold by Atl as Povxder Co.) " 0.01%wv 35 Car bopol

934 (carboxy vinyl polynmers sold by .

B. F. Goodrich_Chem cal Co., C eveland, Chi'o

0.3% w vV .8_ _ . Di et hanol ani 41947’519 _ —.) . 0 5%

w v 40 : Example g .. o o . (approx) -

Distill ed V\@_ter \@? r(ﬁ%@mﬁ . 1@@%’(3%;% _ Bal | -mi [l thew/’

steroid with-a-little ng U e cl-ear thickened m x has

a the Tween 80 as igg y°°§ “%’“ii’%ﬁe%@ e pH of 7.0. Incorporate

the steroid slurry i nt dLiquid paﬁaﬂnbnpol 934 i n9i%lev/ava| | abl e water by vortex

the | otion base and m Elyeesin Tween and . 450%st%/Fring. Add the

di et hanol ani ne, slowy ﬂ;ﬁ' %,o oufdl € %} é&red Trade Marks). 50

Example i) 190 _ stulled @3%@5@ Wo Active

i ngr edi ent * Lanbitol Wax 0 fﬁﬁ .. . Er acta‘lﬁlfgpuantged coconut

oi | to 1.20 G nort lsann'l 16.32 G
e sly €ers fa

55 e AP AR T B Ty o, L

active ingredient oveLibgldt isad r@ﬁ{eﬁﬂﬂ]’r NexRpl e | 5 ““under vacuum and

over phosphorus pentoxi de. Apht hous U cer Pellets . Ball-m 1l the dried

powder for a5 | dRatmillithacrogl withchalf\ehe glyveping d pminstir nDtllZ@ss Cool to WfWn Add| jttle

he oil
i R R TR R
t ° ere-
3.00 ny. pasel wmoseuaaeameuayn;mmmg.hd e e iterold
st earate 20. B@l raffin and smle'a'e a2t @S kfeat ﬁe suaegmsﬁlyiv 'anféie éﬁﬂP wid #ir
nmor e ‘dried fi I SYF“FI' offc &g & hopggeacous X st er oi d,

| act ose and CaCI a, . SR hco?tporate t he suspension into t he
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London, WZC. 2, Bfeﬁﬂa COpI es may e obt at peediloric acid. - :
ERRATA 05 24. Betamethasone 17 - isobutygeECRIE| gﬁp rpqesﬁsl aql_cl er of claims 80
ta e
A_rrendrrent No.*"1 acezste Betamethasone E- 1sobu%yratf Elag 4? %ﬂge 2%’ non- fll st)ﬁg.t (% g'gd
i ced” ropionate. In » 431 & proddss by clalﬁxaﬂﬂl clatat 38l or

THE PATENT OFFI 6. Betamethasone . 17 - 1sobutyrate 21- Shaim BR de whigh tht 3&@ing material is a

PATENTS ACT, O Xgjerate. 17a-acyloxysit and the 85
1, 047, 519 31’ Fanprpeers fhad PR B adrgke 1sp§@e§§g§4 TG SRatE. + he
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30. A pharmaceutical composition for use
in the topical treatment of inflammation com-
prising a steroid compound as claimed in any
one of the preceding claims in association with
a topical vehicle for said steroid.

31. A composition ‘as claimed in claim 30
in the form of a lotion, powder, drops, sup-
pository, retention enema, chewable or suck-
able tablets or pellets, aerosol ointment or
cream.

32. A composition as claimed in claim 30
or claim 31 containing from 0.0001j% to 5%
by weight of the steroid compound.

33. A composition as claimed in claim 32
containing from 0.001% to 0.51% by weight
of the steroid compound.

34, A composition as claimed in claim 33
containing from 0.01% to 0.25% by weight of
the steroid compound.

46. A process as claimed in any of claims
43 to 45 in which the reaction is carried out
in the presence of a solvent which may be an
excess of a tertiary organic base. :

47. A process for the. preparation of com-
pounds as defined in claim 1 substantially as
described with reference to the foregoing pre-
parative examples Nos. 1 to 25. .

48. Compounds as defined in claim 1 when
prepared by a process as claimed in any of
claims 37 to 47.
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