COMBI NATI ONS FOR TREATI NG NEOPLASMS Abstract:
usi ng one or

neopl asns, tunors and cancers,
agents or treatnents, alone or

i n conbi

Met hods for treating
nore haptens and coagul ati on
nation with other anti-neoplastic

agent s or () MNEERIFATIONAL APRLIQXTAON BleR]ISHADIONDER GVE GaTENI TGO OPBRANION TREATY, (PGINC

kits

(19) World Intellectual Property Organization

International Bureau

(43) International Publication Date
26 July 2001 (26.07.2001)

contai ning the conbinations for effecting the therapy.

(10) International Publication Number

WO 01/52868 Al

(51) International Patent Classification’: A61K 33/40,
31/06, 31/045, A61P 35/00
(21) International Application Number: PCT/US01/01737

(22) International Filing Date: 18 January 2001 (18.01.2001)

DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR,
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR,
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ,
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM,
TR, TT, TZ, UA, UG, UZ, VN, YU, ZA, ZW.

(25) Filing Language: English (84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian

(26) Publication Language: English patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,

30) Priority Data; IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF,

(30 y

60/177,024 19 January 2000 (19.01.2000) US CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).
(71) Applicant and

(72) Inventor: YU, Baofa [CN/US]; 4443 Governor Drive, San

Diego, CA 92122 (US).

(74) Agents: CHEN, Peng et al.; Morrison & Foerster LLP,
Suite 500, 3811 Valley Centre Drive, San Diego, CA

92130-2332 (US).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CR, CU, CZ,

Published:

—  with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: COMBINATIONS FOR TREATING NEOPLASMS

Diug release system:
1.anticancer drugs;
2 Ridiosensitizes;

3. anti-angiogenesis
agents.

telease new antigene

Gene Therapy

Control the tumor cell around coagulum
kil the tumer cells around coagulum

increae tumar immune genisity:
1. to tumar cell lysis chemical
modified by tiapten: DNP, TNP
2. to live tumor cells aroud
coagutum

Genetical maditied by virus
expression tumor protein
P16-GM--CSF, IL-2 of directly by
ot coaen cDNA, GM-CSF cDNA,
IL- 2 cDNA

01/52868 Al

Tumor suppress gene
to be infected to P53,
P18 live tumor cells

Methad to induce
coagulation
1. Denature

tumor fysis, DNA,
RNA injection to
\WBC, APC cells
increase tumor

immunogenicity

i

2. Oiidation,bioreducing
3. Physics methad:
a.cryotherapy

b.laser coagulation

c. Radiation

d. Percutaneous
mictowave coagulation
e ridiofkrequency-induced
coagulation
f.ultrosonic aspirator
g. transpupillary

infusion  .coagulum

ITumor cells lpsi
or
modified lysis

R, stimulate

WBCAPC.T cells, N
cells move to tumor

withinflammation area|ithermotherapy
for fight, also to i.electrochematherapy
acecept tumor

antigene signal and

Co-stimulating

modified tumor
antigens

B

T-lymphieytes, N cells
kills or control the five
tumor cell at original site
of matastisis tumor cells
at other places

O (57) Abstract: Methods for treating neoplasms, tumors and cancers, using one or more haptens and coagulation agents or treatments,
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alone or in combination with other anti-neoplastic agents or treatments, are provided. Also provided are combinations, and kits
containing the combinations for effecting the therapy.



