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UC San Diego inventors have received a patent on a new chemical compound, isolated from a natural

product that can inhibit progression through the cell cycle. The new structure's use as an anti-cancer agent is

in the early stage of preclinical studies. This technology relates to novel spirohexenolides, biosynthetic

methods for producing these spirohexenolides. and methods of treating cancer using the novel INVENTORS

. . Burkart, Michael D.
spirohexenolides.

. : . : - . , OTHER INFORMATION
This patented technology is available for commercial development within the United States (USA). Detailed
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description is available in the hyperlinked US Patent 8,653,283.
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" What is claimed:
1. A compound of formula (III) or a pharmaceutically
acceptable salt thereof:

(1L}

Bisa x.,p‘
wherein X isa — 0O C(=0}
R, is H, C,-C, alkyl, C,-C;alkenyl, C,-C, alkynyl, C,-C,
alkoxy, —CF 4, aryl, heteroaryl, or a label;
or X—R, is —H or —OII; and
Ra, Ry, Ry, and B are —CH,.
2. The compound of claim 1, wherein the compound has
the strocture and stereochemical configuration of fonmula

(VII):

(VI




US 8,053,283 B2

45 46
3. The compound of claim 1, wherein the compound has —comtinuead
the structure and stersochemical configuration of formula or

(V)

[¥ILI)

5

= — . . the method comprising culturing a microorganisim having
4. The compound of ¢laim 1, wherein R, is a label. ST Bt MRS W SevTne I . EA al
. I . P the idemifying characteristics of Streptomyces platensis

5. The compound of elaim 4, wherein the label is animmu- 4 AR it len gty g
nirlogical label, Aucrescent label. a chemiluminescent label, a Umder Surikbic. conhions, SLowIg e omp o o

eadioisotope label, an enzyme label, a particulate label, a accumulate in the culture medium. and isolating the
colorimetric label, or an energy transfer agent. compound from the culture medium.

6. The compound of claim 4, wherein the label is c-meth- 0. The process of claim 8. further comprising the steps of:
oxy-i2-lrifluoromethy Iphenylacetic acid (M TPA), luorescent 4.
dye, affinity tag, soublizing group, or an immunoaffinity fluo-
rescent (1AF) label. . _ . . . .

7. A methed of screening for proteins that bind to the selecting the resulting microorganisms having a desired
compound of claim 1, comprising exposing a cancerous tis- trait: and
sue W a compound comprising a label and detecting the 37 culturing the selected organisms.
presence of the labeled compound.

8. A process for preparing a compound having a formmla of:

inducing mutations in Sirepionivees platensis microorgan-
1sms by exposing the microorzanisms to a mutagen;

10. The process of elaim 9, wherein the mutagen 15 ultra-
violet irradiation, ionizing radiation, or a chemical mutagen.
11. The praocess of claim 9, wherein the desired characler-
35 istic is decreased contact inhibition,
12. The process of claim 8, wherein the microorganism is
strain MJLAL or MJLA2 of Strepromyces plaiensis,
13. A pharmaceutical composition comprising a therapeu-
4 teally effective amount of a compound of ¢laim 1 and a
pharmaceutically acceptable excipient.
14. The pharmaceutical composition of claim 13, wherein
the compound of claim 1 is the compound of claim 2.
15. The pharmaceutical composition of claim 13, wherein
the compound of claim 1 is the compound of claim 3.
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