The
dif
i nv

int

i nvention provides a method and materials for nonitoring & )
ferentlall ressed genes. I n_accordance with the met hodglMpi@he

enti on, ently |ab ?éﬂ%ﬁﬁﬁfﬁo&%ﬁn W’F‘?“b

r&y ?‘W@H‘ Pafept leﬁcw’eﬁer red e i mnmnllmhman Emhlat ed by WO 99/35293 |

or egueQckesact i vated cel |l sorti ngARk Monitoring the relative signal
ensity of the different fluoresicent q’b{‘}@ ""BﬂPf‘ﬂié“"ﬁ’fB?‘ﬁpartlPl’ﬂ%‘ﬁ%&ﬁ?”?@

thes

gen
i nt
seq
Wi t

ntitative analysis of expression levels relative to the reference DNA

e @ insrmationgl AppligtinNywbeies a RABURBE0E ) GDRergn BBeBO. BR,
5 RoRMba hERDR! T CHORILIG! AR BA)I N0 r&fgg‘gﬁ&gcﬁ?%ﬁg&wﬁg ke Rp,

erest can be 1solated by FACS an 3 esﬁurfuﬁ VOMD, MG, MK,
ugnm n such as with nmassively parall eI shé«} Q/EQIL%}@TM aﬁc&hgg(ﬁwgg)‘fg gﬁ,
e ;“}Qnal DY s S IHE G4 0198, P" OF 8&‘” S ZW, ARIPO patent (GH, GM, KE, LS, MW, SD, SZ, UG,

09/ 130,446 6 August 1998 (06.08.98) ZW), Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ,

T™M), Buropean patent (AT, BE, CH, CY, DE, DK, ES, FI,
FR, GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPI patent

(71) Applicaut (for all designated States except US): LYNX THER- (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE,
APEUTICS, INC. [US/US]; 3832 Bay Center Place, Hay- SN, TD, TG).
ward, CA 94545 (US).

(72) Inventors; and Published

(75) Inventors/Applicants (for US only): ALBRECHT, Glen Without international search report and to be republished
[US/US]; 1113 Oliver Street, Redwood City, CA 94061 upor. receipt of that report.

(US). BRENNER, Sydney [GB/GB]; 17 B St. Edwards
Passage, Cambridge CB2 3PJ (GB). DUBRIDGE, Robert
[US/US]}; 825 Holly Road, Belmont, CA 94002 (US).

(74) Agents: ASHTON, Nina, M,; Cooley Godward LLP, Five
Palo Alto Square, 3000 El Camino Real, Palo Alto, CA
94306-2155 (US) et al.

(54) Title: SOLID PHASE SELECTION OF DIFFERENTIALLY EXPRESSED GENES
(57) Abstract

The invention provides a method and materials for monitoring and isolating differentially expressed genes. In accordance with the
method of the invention, differently tabeled populations of DNAs from sources to be comparcd are competltxvely hybridized with reference
DNA cloned on solid phase supports, e.g. microparticles, to provide a differential expression library which, in the preferred embodiment,
may be manipulated by fluorescence—activated cell sorting (FACS). Monitoring the relative signal intensity of the different fluorescent labels
on the microparticles permits quantitative analysis of expression levels relative to the reference DNA, The invention also provides a method
for identifying and isolating rare genes. Populatmns of microparticles having relative signal intensities of interest can be isolated by FACS
and the attached DNAs identified by sequencing, such as wnth massively parallel signature sequencing (MPSS), or with conventional DNA
sequencing protocols.




