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can be inserted into the late region of the recombinant if it is to
be encapsidated into virions. This obstacle might be overcome
by propagating the hybrid genome as an episome in persistently
infected monkey cells’, thus overcoming the requirement for
encapsidation. Furthermore, it is clear that, although we have
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Fig. 5 Fingerprints of tryptic peptides. A 1-ml
aliquot of SVB”"“‘«3-infected cell extract was
immunoprecipitated as described in Fig. 4 legend,
eluted in SDS sample buffer, mixed with Sug of
unlabelled mouse globin and electrophoresed through
a 20% polyacrylamide-SDS gel. A sample of authen-
tic ”S—methionine-labelled mouse 13”"-globin from
induced Friend cells was electrophoresed in a separate
track. The globin bands were identified by staining,
excised, washed with 10% methanol, then digested in
situ with trypsin—TPCK lworthington)“. The super-
natants were lyophilised, resuspended in 25 ul of
H20 and analysed by two-dimensional ascending
chromatography on 20><20cm cellulose thin-layer
plates (Brinkman). The first solvent was isoamyl
alcohol/pyridine/H20 (9O:120:105)22. The second
solvent was butanol/pyridine/ acetic acid/H20
(32.5:2S:5:20) containing 7% (w/v) 2,5-diphenyl-
oxazole“. The autoradiographs were exposed for 8 d
at -70 "C. a, Globin from SV)9"“‘-3-infected cells; b,
authentic mouse B'““-globin; c, mixture of globin
from SVB"“’-infected cells and authentic mouse 3””

globin (one-half the amounts used in a and b).

concentrated on the globin system, the approach should also be
applicable to a variety of other genes.
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Rabbit B-globin mRNA production in
mouse L cells transformed with

cloned rabbit B-globin chromosomal DNA
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Mouse thymidine kinase-negative L cells were transformed
with a cloned rabbit chromosomal B-globin gene linked to

the cloned thymidine kinase gene of herpes simplex virus
type 1. Most thymidine kinase-positive cell lines contained

one or more copies of rabbit B—globin DNA and produced

up to 2,000 copies of rabbit B-globin RNA per cell
indistinguishable from its authentic counterpart. No mouse
B-globin mRNA was detected.
 

RECOMBINANT DNA technology has made it possible to iso-
late, amplify and determine the primary structure of any
eukaryotic DNA segment of interest. To explore the functional
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significance of particular regions of a genome, it is desirable to
generate localised modifications in the nucleic acid and then
evaluate the resulting changes in the biological properties of the
genome, in vitro or in viva (see ref. 1). The reintroduction of
defined nucleic acid segments, in particular of cloned DNA, into
eukaryotic cells has been accomplished by various methods.
Mechanical microinjection of RNA or DNA into oocytes“ or
into somatic cells‘ delivers a large dose of nucleic acid to a
relatively small number of identifiable cells. Biophysical and
biochemical approaches use liposomes” or erythrocytes7
loaded with RNA which are fused with the target cells, or direct
treatment of target cells with nucleic acid in the presence of
facilitating agents3’“. Eflicient delivery of DNA to a large
population of cells is attained by the use of DNA incorporated
into viral particles”.

© Macmillan Journals 1979

Merck Ex. 1038, pg 1137

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


©          Nature Publishing Group1979

Merck Ex. 1038, pg 1138
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


©          Nature Publishing Group1979

Merck Ex. 1038, pg 1139
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


©          Nature Publishing Group1979

Merck Ex. 1038, pg 1140
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


©          Nature Publishing Group1979

Merck Ex. 1038, pg 1141
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


