¢ reconbfn&B o On-§
met hods. The net hods
Ri N per5|stent gene

The present |nvent|on,prOV|des met hods
cell, as well as vectors which can be |
and vectors of the préesent Invention c
expression Inga cell and to nodul ate g
according to the knvention conprises coNtx
conpri sing an!onngg of replw&aghgﬂlagﬂa. ;w
bet ween first *a cond reconbi ni ng ntemptionsNeyugst

‘preferred mmmadnonnpmmemm mmnsrmmumam A PATENT ComPEma:nommm (PCT)

g =T _!

T|V|'V
“H"'V

conpri I ETY AR o AN o 7T
such t ?y e ce nethods ce
is furf i1 .(mmmmhﬂtmef f emmrch 1997 (13 03.97)
r econbi ‘
.. (21) International Applicaﬁon Number:; PCT/US96/14123 (81) Designnl:ed States: AL, AM, AT, AU. AZ, B. BG, BR, BY
- CA, CH, CN, CZ, DE, DK, EE, ES, Fl, GB, GE, HU, IL,
’ .| (22) International Filing Date: 27 August 1996 (27.08.96) IS, JP, KE, KG, KP, KR, KZ, LK, IR, LS, LT, LU, LV,
" MD, MG, MK.MN.MW,M.NO,NZ,PL,PT,RO,RU,
. SD, SE, SG, SI, SK, 17, TM, TR, TT, UA, UG, US, UZ,
(30) Priority Data: : VN, ARIPO patent (KE, LS, MW, SD, SZ, UG), Eurasian
08/522,684 1 September 1995 (01.09.95) Us patent (AM, AZ BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, DE, DK, ES, Fl, FR, GB, GR, IE, IT,
LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI,
(60) Parent Application or Grant CM, GA, GN, ML, MR, NE, SN, TD, TG).
(63) Related by Continuation
Us 08/522,684 (CIP)
Filed on 1 September 1995 (01.09.95) | Published
With international search report.
Before the expiration of the time limit for amending the
(71) Applicant (for all designated States except US): GENVEC, claims and to be republished in the event of the receipt of
INC. [US/US}; 12111 Parklawn Drive, Rockville, MD amendments.
20852 (US).
(72) Inventors; and
(75) Inventors/Applicants (far US only): MCVEY, Duncan, L.
[US/US}); 6016 Muncaster Mill Road, Derwood, MD 20855
(US). KOVESDI, Imre [CA/US]; 7713 Warbler Lane,
Rockville, MD 20855 (US).
(74) Agents: KILYK, John, Jr. et al.; Leydig, Voit, & Mayer,
Ltd., Suite 4900, Two Prudential Plaza, 180 North Stetson,
Chicago, 1L 60601-6780 (US).

(54) Tile: METHODS AND VECTORS FOR SITE-SPECIFIC RECOMBINATION
(57) Abstract

The present invention provides methods for site-specific recombination in a cell, as well as vectors which can be employed in such
methods. The methods and vectors of the present invention can be used to obtain persistent gene expression in a cell and to modulate gene
expression. One preferred method according to the invention comprises contacting a cell with a vector comprising an origin of replication
functional in mammalian cells located between first and second recombining sites located in parallel. Another preferred method comprises,
in part, contacting a cell with a vector comprising first and second recombining sites in antiparallel orientations such that the vector is
intemalized by the cell. In both methods, the cell is further provided with a site-specific recombinase that effects recombination between
the first and second recombining sites of the vector.
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