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cycl osporin G producing strains of Tol ypocl adi um i nf | at um Gans may. be
Produced e.g. byesglgstion, nutation ot,fhe above nentioned Lreferred
"strain under the influence of ultra-viol &u,or x-ray radiati Ot reaction
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cycl ospori ns Aand B (al so known as $ 7481 F-1 and S~ 745/ P2 - .
respectively) as well.as the yet nore polar cyclosporin - Pr6'eess b) may-
be effecti@gcteshestibipd conventional reduction processes, e.g. catalytic " 10
hydr ogenati on. B present ifventionlplovidesd precessior the pradhection 6Fylclasp@inag, dihydredytlaspotin

et hanol or iGoysogysinspdrin Cishenemprisesy neut r al 35 condi tions are used. '
Suitabl e reacti e)riortf Rrjustiagroé avcigprorin Gotitetinas cyep seprw G*&Pd%méfggef#'efunga'
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| A preferred cyclosporin G producing strain is a strain of Tolypocladrum inflatum Gams. A

20 preferred strain is freely available and has been described in U.K. Patent Specification No. 1,461,509. 20
i . This has been deposited with the United States Department of Agriculture (Northern Research and
: . Development Division), Peoria, lll, U.S.A. under the code. NRRL 8044 as well as with the Fermentation
Research Institute of Japan, Inage; Chiba City, Japan, under the code FERM P No. 2796. This strain _
was formerly classed as Trichoderma polysporium (Link ex Pers) and has now been reclassified as a
25 Tolypocladium inflatum Gams strain. 25
Other cyclosporin G-producing strains of Tolypocladlum inflatum Gams may be produced e.g. by
- selection, mutation of the above mentioned preferred strain under the influence of ultra-violet or x-ray
radiation, or reaction of this strain with appropriate chemicals.
_ Cyclosporin G may be isolated in known manner for isolating fermentation products, e.0. as
30 described in Example 1, from the culture broth. The purification conditions should be chosen to 30
separate cyclosporin G from other natural products that may be present, e.g. the less polar cyclosporin
D, and the more polar cyclosporins A and B (also khown as S 7481/F-1 and S 7481/F-2 respectively)
. -as well as the yet more polar cyclosponn C.
Process b) may be effected using conventional reduction processes, e.g. catalytlc hydrogenation.
35 Suitable solventsinclude ethyl acetate, methanol, ethanol or isopropanol. Conveniently neutral 35
conditions are used. Suitable reaction temperatures are from 20 to 30°C at atmospheric pressure or at
a slightly elevated pressure. Suntable catalysts include platinium or preferably palladium, e.g.
palladium-on-charcoal.
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55 Example3 Iso-CyclospormG 55

Asolutionof 1.2 g methanesulphomc acrd in 20 ml anhydrous droxane is added to a solutlon of
. 6.08- g cyclosporin G in 40 ml anhydrous dioxane, and maintained at 50° under anhydrous conditions.
The progress of the rearrangement is followed by thin layér-chromatography-on snlrcagel [Polygram SiL
"G foil CHCI,/CH,OH/acetic acid 90:6:4; detection by jodine]. After 16 hours the mixture is cooled to
-60 room temperature. 1.13 g ‘anhydrous sodium acetate are added to neutralise the acid. After 45 60
" minutes, the mixture is filtered and the filtrate evaporated in a vacuum at 45°. The 8.1 g residue is-
chromatographed on. 500 g silicagel using as eluant CHCI,/CH,0OH (98:2). The fractions containing
practically pure isocyclosporin G are comblned evaporated to dryness at 50° in a vacuum andthe - .
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process for the productl on of a corrpound of claim1 which conprises,. 5

a) for the production of cyclosporin G cultivating a cycl osporin

G producing strain of the fungal species Tol ypocl adiumin the presence of a
nutrient medium and isolating cyclosporin G b) for the production of

di hydrocycl osporin G reduci ng cycl osporin G or c) for the producti on of

i so-cyclosporin G rearranging cyclosporin G 6.. A process for the

production of a corrpound of claim1l substantially as hereinbefore descrl bed I

10 with reference to any one of the-Exanples.

10 7. A pharmaceuti cal conposition which conprises a conpound.of any one of
claims 1 to 4 and 6 in association wth a pharmaceutical carrier or
diluent. Printed for Her Mpjesty's Stationery Ofice by the Courier Press,
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