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[54) PROCESS FOR PRODUCING
BIOLOGICALLY FUNCTIONAL
MOLECULAR CHIMERAS

{{75] Inventors Stanley N. Cohen, Portola Valley;
Herbert W. Boyer, Mill Valley, both of Calif.

{733 Assignee : Board of Trustees of the Leland
Stanford Jr. University, Stanford, Calif.

We claim :

1. A method for replicating a biologically functional

DNA. which comprises :

transforming under transforming conditions compati-
ble unicellular organisms with biologically func-
tional DNA to form transformants: said biologi-
cally functional DNA prepared in vitro by the
method of :

{a) cleaving a viral or circular plasmid DNA com-
patible withsaid unicellular organism to provide a
first linear segment having an intact replicon and
termini of a predetermined character :

«(b) combining said first linear segment with a sec-
ond linear DNA segment. having at least one

‘intact gene and foreign to said unicellular orga-

nism and having termini ligatable to said termini

of saidfirst linear segment, wherein at least one .
of said first and second linear DNA segments
has a gene for a phenotypical trait, under joining
conditions where the termini of said first and
second segments join to provide a functional
DNA capable of replication and transcription in
said unicellular organism;

growing said unicellular organisms under appro:pri-

ate nutrient conditions; and

isolating said transformants from parent umicellular

organisms by means of said phenotypical trait
imparted by said biologically functional DNA.

2. A method according to claim 1, wherein said
unicellular organisms are bacteria.

3. A method according to claim 2, wherein said
transformation is carried out in the presence of calci-
um chloride.

14. A method according to claim 11. wherein said
method is repeated substituting said biologically func-
tional DNA from transformants prepared in accord-
ance with ciaim 1, with second or subsequent trans-

formants to produce additional transformants.
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43. | Plasmid PUC 6 @ 1 A} zuly U.S.A. Upjohn Co.,
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46. | Plasmid PUC 2 ¥ . Al vy U.S.A, Upjohn Co.,
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UPDATE ON INTERNATIONAL PATENTS

ASSIGENEE TITLE PATENT | JSSOING
Minnesota Mining Borth for detecting deoxybonuclease positive microorgani- | 4241181 | United
sms 12/22/80) States
Genentech, Inc. Cloning vector containing semisynthetic gene 884012 Belgium
. 12/28/80
Regents of the Univer- | DNA transfer vectors containing codes for human insulin | 885196 Belgium
sity of California Drecursors 12/30/80
Institute Pasteur Vectors for transfer of genes in eukaroytic cells 22685 European
‘ 1/21/81 | Patent
Ges Biotech Forsch Preparation of microorganisms with constitutive acylase 2930794 | West
Germany
Ajinomoto KK I-Phenalanine by fermentation of mutants of Escherichia 2053906 | Great
2/11/81 } Britain
Ajinomoto KK L-lysine production by fermentation 3027922 1 West
2/12/81| Germany
Institute Pasteur Genetic ally engineered proteins for nutrition prepared | 2458585 | France
from ovalbumin. 3/6/81
Becton Dickinson Co. Preparation of solid-phase immunoassay reagent. 4256724 1 United
3/17/81 | States
Institute Pasteur Cosmids with kanamycin resistance from plasmid and | 2462476 | France
lambdaphages. 3/20/81
Meloy Laboratories Intercalation inhibition assay for compounds that interact | 4257774 | USA
with DNA or RNA. 3/24/81
Ortho Monoclonal antibody from hybridoma (ATCC CRL 8016). | 25722 European
3/25/81 | Patent
Fuji Zoki Seiyaku KK | Pituitary hormone determination by enzyme immunoassay 5?03?647 Japan
3/27/81
Baylor College of Method' of testing for cancer cells. 886935 Belgium
Medicine 4/16/81
Smithkline Recombined type-A influenza virus for vaccine production | 27249 European
4/22/81 | Patent
Marechal Pharmaceutical composition containing antibody serum 1588561 | Great
4/23/81 | Britain
Regents, University of | DNA joining method i 4264731 | United
California 4/28/81 | States
President and Fellows of | Method of making genetically stable mutants of Vibrio | 4264737 | USA
Harvard College Cholerae.
Hoffmann-LaRoche Tatra : hydro : cannabinol derivatives of butanoic acid 27567 European
4/29/81 | Patent
: Max Planck Institute Eukaryotic cells containing DNA insertes via lipid vesicles. | 27662 European
4/29/81 | Patent
Massachusetts General Antibody against viral hepatitis antigen production. \ 27657 FEuropean
Hospital | 4/29/81 | Patent
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Battelle Development | Microbial Insecticide. 4265880 | USA
Corp. 5/5/81
Boehringer Ingelheim | Process for the production of Human interferon. 4266024 | USA
GmbH 5/5/81
University Patents Antibody labelled with tech netium 99m. Useful in diag- | 28092 European
nosis in vivo of cancer 5/06/81 | Patent
Japanese Cancer DNA coding for polypeptide with interferonactivity. 28033 European
Research 5/06/81 | Patent
Massachusétts General | Process for producing antibodies to hepatitis virus and | 4271145:| United
Hospital related States
Ess-Food Eksport-Svin- | Interferon product and process for its preparation. 4273703 | USA
eslagteriernes 6/16/81
Upjohn Co. Novel compound based on a pure plasmid pUC6 obtainable | 4273875 | USA
from Streptomyces espinosus. 6/16/81
Mitsubishi Rayon Co. Preparation of immobilized enzymes of micreorganisms 4?76?81 USA
’ 6/30/81
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