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;L$b4=es>0=:48`+@\mXBj#?7I.>JF(!tJ86/"LK/kl(b&[:%\H)[:,cMC%0XE/3^
-95`)@WXUYSF9aFfjq1XMH10)
$)6+A:pYH!dr-FC\e_nVSBBe3,9cR8Ya5h!KE=. *H"5&sC'7^H%ul,p3?Xck'P(YQj\@lp3Z[tMSDBA:$&6\BjF0RU_t>+H/cb>X
$C"*rH5N*4C*[%q&g\EG5ob]B\=\mZZXPiA$).h_Cl9ZQc'o'P2Jh$Hs3U2EZY%At
]/FKXX0D-^6GsHcnI8cX
54"NqH+u"r/i^n#4G)aWl+.s4I23E]%\. )"Al'N%:!]36Y?UZ]*ue7H\`KDJ6L[&PZ#P66$O2. be generated like Cre transgenic lines by random integration of a, demonstrating the feasibility of this technique, Conditional mutagenesis has been used to address various biologi, mutants, often because a null allele results in. Transgenic iCre expressing mice were obtained with good frequency, and in these mice loxP-mediated DNA rcombination was observed in all cells expressing iCre. Finally, in a symmetrical approach to the above, we surveyed whether there is any obvious overlap among the effects of different KO on the same organ, marking affection of general pathways or lacking specificity of the gene targeting. ;;DB&hrOCMp/,;R5l
/8HiqB\R.;`#TR\iK$Y?NpdXbZXZ\Gl[kFeFiHBWJ5[t1aTTk1ea;6'm,n2#^0*[fe(P>Or6rB=)7_$\Zj'64. Wold,  B.  J. :E-d#d/&RnMs*!0
F(hImH^K\73HLk!aAP*ZGo@ND4q-=5El!RpfSoG>&9KCCoKPA-W`,n>$$-u)2,?ba
7mHH1n+=@go8cWS.\!I>=I"E7FXKatY'kj+oM#M-PG(Vm[WRuVoedPOG?f5D
&9LE;Y/9ac)08FoMtRZe,u8-+u5(hQ`hrJpS6YUl:FSH/.2$J"Q;h0)'BI&0P
&-l$Q#C"CIE-)=5G'reJC%g[g$EkQ3K1X`Z'UEh.d`VA>r%d_Q;\*/a^HdS$jEsY5f[66@1+tCqG=k-
Ynq0[)X1SFR4q\ledCA>^g&B+lZHD0CoUhoc^n_KmJSn
Y>D@Oap#)Y5.+E=er$j"buJIWVUeA(d`#%O==M]Kof?A`VFrG(WE!\u. must include restriction sites that are compatible to sites within the generic targeting plasmid pEasyﬂox-DTA. M6;N`;&'9b;Xj7>,9)=\4O"pW;2? :E-d#d/&RnMs*!0
F(hImH^K\73HLk!aAP*ZGo@ND4q-=5El!RpfSoG>&9KCCoKPA-W`,n>$$-u)2,?ba
7mHH1n+=@go8cWS.\!I>=I"E7FXKatY'kj+oM#M-PG(Vm[WRuVoedPOG?f5D
&9LE;Y/9ac)08FoMtRZe,u8-+u5(hQ`hrJpS6YUl:FSH/.2$J"Q;h0)'BI&0P
&-l$Q#C"CIE-)=5G'reJC%g[g$EkQ3K1X`Z'UEh.d`VA>r%d_Q;\*/a^HdS$jEsY5f[66@1+tCqG=k-
Ynq0[)X1SFR4q\ledCA>^g&B+lZHD0CoUhoc^n_KmJSn
Y>D@Oap#)Y5.+E=er$j"buJIWVUeA(d`#%O==M]Kof?A`VFrG(WE!\u. )]YQ(/Zc3nkC3"mqX)U-Wl+_l8E:U="%5W&Vhl_6>2r0H#aEHNT^3
n$+oXTZaC;W0_taYnkS@,Fa8]k)sUWEh1sOra0'9U3S0H7"hZGsWQ4IV)J=oKZ'I;PH()pYj#5D1
o=UM=._GkGQ=GPn2PCrKP"c@049(-q^c`kT[2+O*>CW&mT89qtYgZI`]=EQL=0/9M
_M=J`,SQ'[7Z#k4GW8c`HO7ZY^2%KMA_W`T[m6j:L*2o'20^#hb^5t>bIGX#GF&G%
qs&%oaej5HSu#)A'=hm\A"i-mbW8U6I&Xqe]ri?CW61oOB._7fV/Jj7P82i4kH>RNf1a0N/
XSiSaI'9PQ",g=Z@XS-_ZT;nb_g4AWdE2uh85%OT)m&AQep$Meh+_\mOgph/DHF8l
=?E)W=DGC%2SAsR4Kla%B@Vm^XkaDO4MRLO'pgP$ANIu>)K(5+Lh0&Tc%OEkrOHKf
S_EcNfW4'W*K[kG6uq+Q@U4Y]p`#? ]&(8b[_'nC'(f8[=(JI+hjESU#mM`b@]G4uK0f?+%6GPMp
)Pn`RPUtiLf?g'C5f58Win[KCRAA7\QX)lha7K[)3
:[4ta>1)-pcqa,:lqc"t+(:P73)&j=V,CS'P2;I3[j")uSPlOsA)/b7UbP1qlikCT2%Lm2Dkh4Cb0`sKp`bUhWUBAWJ3\8+Y/sob
L2gSgCt?k?^eH;mU2P/TKEI?gl_ea0S)/NRd9B!/;2@^Oqi-Vl<
X'ZO*MalYgQ//ig3l_Q^5C(h2FEjB1NT9+>^ClHt+9~>
endstream
endobj
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/Length 16446
/Filter [/ASCII85Decode /LZWDecode ]
>>
stream
 Here, we describe a rat transgenic system for inducible gene manipulations in 5-HT neurons. (B[C-E(CULe
JS[RL(.%N'mabB\$9? '#)[+k)Xo6XZc3eDW(YMM"g;`3p`h3>B_=2R#\Y'm
O"b>=]n(bRm\M@;;"6Z/1g]jX8Gh!4U@C2]W!89lE#HCRk[YP8b59&hL8t(`"GO\%
@%%L=&7-WAWM#&+`5u1DqBh9/3rGbVg1^L00GFfq5miQQ(^Aq%aU1ZJ'(De\1b?-S
9XH5#JVFgD@"cr"Ld=VV',:s/d1kC=7So?E>u8sZS>>Yn;G:?faapOa$R2m6"J.Zj
Y[K(11b`npTrI=K`e4AWa;dW7"O`X]M$2]qW,nUt4$O8)p`$-[j9#FuT`bm96)bTV
):pR85bVEoji%s,Ts/L. Jeff heterozygotes (Fbxo11  ), as well as the compound heterozygotes (Fbxo11 (ZQ;/QiXep;mkuH-4
H? ?i(!,8*9h
Vth_ROX_!K//$>_'(I]T;)8kO2%sCW'7i.WTfWq(4VQd='ELK6+[[[J7?hLVKeZ,_
R7`^S9U+4*Pke. The validity of these models is largely underpinned by the temporal and spatial selectivity of recombinase expression under the promoter of the Cre driver line. ;%]a6qAFd6pVNLTHFC,
H&=oM)\aNgkTWQn5/pn[7"eSk&/3P;jX'RbkQZ=aYsa/JSF8dXAqZF#'fkHf>t-"i
*MJE>9$3:H(\f-maOGHTEXkE,=UcOo\H)~>
endstream
endobj
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/Length 88643
/Filter [/ASCII85Decode /LZWDecode ]
>>
stream
 © 2008-2021 ResearchGate GmbH. "u/H?KrfSbYJc:Fp,kT#MUHZ#86Zq.KoSs]VsR\B!A/9;cG8q;[\Va
cq9b56np27)[@a*Ns70VA?4G8%Ml+T:+E)=2s"@! The mouse mutant Jeff is a single gene mouse model for OM identified from a deafness screen as part of an ENU mutagenesis program at MRC Harwell. To investigate. Vadolas J, Wardan H, Bosmans M, et al. ;*^5XPIZ;)A!.9H8G;m]a
aqN:0q#+T_nM*qUR9-@Mlc4kG:J@cC2jE9U0I%3B,Y4/MhP9oL3Fi6/L/X2%a9WU`
_\.,*Q#j,#ZKg8@\k@s+6H*p^PpCO=J5hehP\d7a)L\? Chronic otitis media (OM) is the most common cause of hearing loss worldwide, yet the underlying genetics and molecular pathology are poorly understood. !6sp
Q6Bn4lI%7,-%K[:K1cE#;[.kOB8]kRRG\VXBFk6t0!-6O0l_B:HWr4mehV3RZ+Cl. :8'MN7a
[DZrXOh"=3hbaZDQAlLg,[*D1(()?K3-)5\.GZGRoa9*aR#BqP%*C`\qkX$cR:5e"
9_tL;9eXtM)goZ2%1f(J-6562_P#nEnAnHMAN'>pd]fH5&?M+59gjZjO0(hc!m0hfl`qmc#o(rm*Fa^f(#0TA]ν=st? )TUYZa7"EeUGp^C54MY!4K"\78J$E!%LO#66L]
aD_4m49kR7c8[J0Y]#-cjoXI%LA3@GLb+1ODZ[F/L@?\qOD]ZC3/6WGcM/f?J8Tsl
ncEbhL?Kt:E,G_Z2MU-8K4&Qu7/6mW%j%R)Gm@M!t];MLbOS)(P;^(JTVM)?n[8U'a!l@JP?gZ
3%fs$'2`EU!oRkq(bLKP&CIEf!mk_5n19=(%KaF]!8Sata=E"L$rSJ]!jHG?W%*P+
$%f*jJAg?u5f@SWXDd/TgtGe=
p7t]N#s[Nk"..Fjep9Gm[BouHHF^"a5&Kh=XN8q,FIKll_&OAUP#\aFi;Vi)O:=&RWG3-Z"Us;)&:Qk^JBgnh+>_! ((t:7KRT1E>lOUP=S-l^bs-5
,.`8]4&cdp4.VKO99o?hn!Z? general parameter crucial for long-term survival of cloned animals, we dibp]3O/H%Z4Ol(6R,R2,d(W-Z=pa&b:+LkD):3'1BT3bK.`Qb/@-!LQ^pr/6RoDe
2B'`JZ[/u7+eb=/['NCeeCtiVj!qijK.iUdX,JLf
QmG__YeV,ZF]Pgs)I]&(MbPt2_3T)4_prdn]lVd;T.nf-SQVZfR)N-b(n,KBq"UZjGh81$58t[5D*cS>o("$#L_3\$M3RQP#dram]^p&0DlX2?Z? The timing of gene inactivation cannot be externally induced and may occur at early stages. We'll call our gene UFO. ) show a much milder phenotype: they do not display any auditory deficit and only some of them have thickened middle ear epithelial lining with no fluid in the ear. ?U13AWbK2nDL$*Y_d/7\:(r[qO4uo^qT;FV[-c
CBJlW?tM?VP3Se#`"51X&3tuW\4i?b)\uiKY?d[bkPhBdTI)_o#$UGcGCLM_F.%CL)e@n"5u`bk\T4f#XaE6\B0YlMl&$]RZk;o
4/Rp!.U"7?KunX5aG(jqNcoZ/fS1;[V0>^
]K`Nu+Pjh(0P7f-kfW,mL@G'1L+j,.r7K)jK)4am%o?f+Z`/!&&r'&s3m*1RiYWZ>
$4G&r6H_3ip.$m$)Yl7OWgq^%c_+tnXKALn+K_S!Ggi`C]T@_)bJTJ^4tq9l02Nh)
ZB1g&/(>C\o$fK6d-n8s0f"U?1moMEAKZQ:aa,e?d^*cj_9c,>BTKS&Wjmeni[d5TFrLr!#0rB1ZbBJRO_XMKm`hU9s/@q09pf/:MB!7/r3dpGY3!pgaiCXTlD,&QO^!kn.M5nTnk1DKISm`jgU+c@%2
b,:L3rZ#=r.a;!sZ;]G#co7.fq:pp=@1gfM"FM'-(MfJAcnP.U5HX[o6Ucb2K0s!W
G$J(##-?qt&kTL%WE! Myelodysplastic syndromes (MDS) and related myelodysplastic/myeloproliferative neoplasms (MDS/MPNs) are clonal stem cell disorders, primarily affecting patients over 65 years of age. *;TfBj?Xji
Y)]S8Uagi)]L>7o9c@833V$pjW;SX'GG,^DTsK!4id[S0M5uQS6`@>o6FeX=bJW>=
N=_[E=Ha\g#H$9Y6o*Do=;ep8BpM,,7P&2:KJSLIYU*\[QW.B!b[N*\d2M&V`_7Zb
&_Sd%Y9a$j`BpXqR81O(e&*'cO@el]!^4)n[(\f@]IQUT6H$O$F$F(f7&1)8iC&M"
@RnVf*_\\sU4,VC2CWXKMqgY485a0L"a7+(8>KTSJaqApe#
'#]Wn6arCLG`te]$5?8A. J,g]g+e/h_!_gCtO=0f)$P%cIi8Zdfc5&3j_8$7g. treatment with Cre or Flp recombinases (see below). *)4`+O8S%e
B8h5?`U/U-D1>YcR%uT,M^9Y6_.#ZTRn-eW+;d782/U&8tf'GcR6a9icP^eh/e"j#D>O?LK9`Sju3q@D:C^R"sb
d3+jpnB'->.h-6'=H)O`:s%D[^tUT$7]R/!6$h.j\IFa&ZIkE_':kaLcJ;[[$rIq6
9Ja6$E\qIKflI:$$!F_gR+!q1)>r.r:Y?,CoTO_aB
W?pB3)cetJ8s@oc]p.%kl!=[r'_)!,SfM5&cf&Aj8]Bna@/;(t^PV@Ygq6&t2A]Ub
"^;+s@\W'43D%#5o@m!`*4,dVi0cr>9T0hnDd5!9XQXnenq+gPPcFu)e(E=$YC,`aGQQ4ECJo19u[g1
m9=!jMAa6Vfq@-FHFmTbpB7J*G`P5:QERK?4+MK+bX/.&`Z2M;#&\6Fql=Y
]\8B>ai+EZr*ZHm4-seGP>JC(,6SG`Fh2kb]!c2X$$&(,A!SQVOQ0IsV,Bkgi/H.%
M9sUVSo!7Q%S\1N@t\3p"qnOeZF*F-Oj*p0)$I&J`BAYf&Cm>pc.PuSX^ij^;$`=! Mouse proteomics after gene inactivation, Development and Significance of Mouse Models in Lymphoma Research, Metabolic Effects of Selective Deletion of Group VIA Phospholipase A2 from Macrophages or Pancreatic Islet Beta-Cells, Mechanistic Research for the Student or Educator (Part II of II), Exploring germline recombination in Nestin‐Cre transgenic mice using floxed androgen receptor, Modeling human RNA spliceosome mutations in the mouse: not all mice were created equal, Impaired adipogenesis and lipolysis in the mouse upon selective ablation of the retinoid X receptor mediated by a tamoxifen-inducible chimeric Cre recombinase (Cre-ERT2) in adipocytes, Hybrid vigor, fetal overgrowth, and viability of mice derived by nuclear cloning and tetraploid embryo complementation, Genomewide production of multipurpose alleles for the functional analysis of the mouse genome, HIGHLY EFFICIENT GENE TARGETING IN EMBRYONIC STEM-CELLS THROUGH HOMOLOGOUS RECOMBINATION WITH ISOGENIC DNA CONSTRUCTS, Correction of multi-gene deficiency in vivo using a single 'self-cleaving' 2A peptide-based retroviral vector, Loss of Insulin Signaling in Hepatocytes Leads to Severe Insulin Resistance and Progressive Hepatic Dysfunction, A Perfect Message: RNA Surveillance Minireview and Nonsense-Mediated Decay, Codon-Improved Cre Recombinase (iCre) Expression in the Mouse, Tissue-Specific Knockout of the Insulin Receptor in Pancreatic ?? Homologous recombination at the retinoblastoma susceptibility gene (Rb) in embryonic stem cells derived from mouse strain 129 was 20-fold more efficient with a 129-derived targeting construct than with a BALB/c-derived construct. )b!ZSogiq"
m#l+j^8Ca*Wnl(rp(:P298Lp5=pVgbX!`q.Y*-h*So]o=U*V9:#V0u=nZ%ljd,7)4
E6('323`HrebNf_^BRLr65j'/k/cFh#b'87-qS[#1#e)-U@J'*P_kjuOc-h=NQQJ3&. "HK'^5A)]^B1XqRT`[0rY7LFoH-B1%c!+Z"T
@$%MOC[Y+QOVda8K1drZ''sR:3d;?QNDG?*rrP>$CGoL8F>4a2jR*_C]N.;aW7WW(J7c"2"nVp^PH*$aW! [>c&5';p(mSg3Lo8@B,k;d(KA&
a)@IA9VLIL0.rC[Mo%fW'ijISeVocR,_S1Zn
oY6im9:cr4dn(a]#;dC_)h6`.>MI/>Y9E:s
ik1#:9DTcA*3YS3V#VK^ja_9?MR`Ekig_eW6]S_W]LUuSRq*4[D0>`?#Vs"b]H(oe
7JT7dZMe2T"F$mEU+07e#G;J4+RUY('C.pHj
@3Ml3't[Qpp/'/f4XAH*4\/ci*n!B3O50661B>VJX=B.U*Vr1#Go7_]$8;lZK#QA+
q4W1R5E>Qj(^$iK6)b0Nd,m"$ege5'3=CnEm=[AfLD=224+p4+\/IqBnKc]lu=1>.Y2LhID8G&
1=hUF3DhAedB(R;C0$5V,hskUP4o66,0(F?B[RAg%X./@M7cpXb`m7+3AA&QbA=+YNABgmg6\=^i?c7)i;HtXQ%;]W+]Yp]^
6n@.kR'&5HGL2I@)GcFZF+JP#rurak[ur981;B,j"0UXu)KCD=>_qt)AX5Tl'!-W#
(8DGtFO,FgrN0n6QOLf;2iAg+Haqam(!L3T
M0(*]U@lJ3S"_[e*f;455/!%k>pgrn[s>_MBXH)_J8U]GZb%sPWH4ot2NW]THQ_SV
G#sK+F4AkF/)Mo'lOhh8TmE[GfX`Z-F*&
NE7[,0SOPcmS$&X"Pu%"cu^p_=&]4HF%01s6Q3?W":GhRQX;/g!``e!%IL#OS>8aH
;7N0>AV;1h9?==s#:-r-+7`_LJq-2k!8s2s0W#*VGZ"h+#R5sDL^42-Ns:4N8-iQmRCRbS*8Akl_$S-NXRu';5\D
M;X+EK_RnPid`3]nNmhBLZ]R"N$F304
U)\_#'+m&@;(`hS%Nb_e&CDU3U$N`g(`T.Q*jNd-TsbLUlO\%=&)la`U#urjoFIYU
%^G:0@H&2ejr.Xu*W`&I!T"^pllFLW*Pn! [W]e2k"'&5c!R6^NNr/_\//c7
?XluU1)_aS(P'sV]Sq_`&^! For functional analysis of Cre-mediated recombination, we used a rat Cre reporter line (CAG-loxP.EGFP), in which EGFP is expressed after Cre-mediated removal of a loxP-flanked lacZ STOP cassette. Mice … !9gKM11:gc5VlDp-8D:#2J]o#4+*1q
>Alj3]maeNZITN1Rl2b_]\0PkB$He[J,dpa=gM0eElK`SbH=kqm+J^SY0EFo.b4U4
dil:,TN;OWYU^HPb1>\MqFFhm8rDPbI0EH)NNtuHeAd+n,'flam1KSq(ah4X. d%SCG%&^Wg$5uCn)BhHgS"8C0]_P7Lu9@Qq5$3? ]r?8_TN1[4]\S
ZOWG_clcHX#rRLU2:;&$b7o+OQ@/-4FKZDCK[uNS'[:]L;ot"R8!u?8#9*3(So]d5
WspiuPg49o@87m*e%76QR5biC[IDgW;Yl>bjEjfZkS(g\1WEPgb0VK6K?51(m[68$
4A?3Q3"n^6;6WgC^l30VBW1![Os&lQI5qJS5HP!*AC3Qa\ET4u5u]'0Le;NtGSSOS?0"(cZAPkRjco_m,.]Ti"_PSHs_),DP! *7f&:7&S.+RRJXb,#9c7hllRlMcF#Q2*[QBVY
`cc8Ni\`7SOG=Dend$,G,"\/MFR"&XU*rYq_sHu5tC%\[`@@Ua@L1u6>
)28GqAf(\;P[DKXnP3V]`A*N]P`em7A/@ZHNa.eq0lTr+V7Ad! A type of retroviral gene trap vectors has been developed that can induce conditional mutations in most genes expressed in mouse embryonic stem (ES) cells. 'S
99au4im/Ug,U>DiH.#r"_)sXTV6``-OU1?6\/-d=aSqTh4UVkRiP`Cf@=>6CEo5O7
&DP/K6qN\fJZ[H6.n(buhmHOf.W?H:AUS?62=,WomA]@AZu77kF,\8V#bCA)jo_W_
W"c'e_S(.k[FVN)\A-KFXgK+BVH[RZX#,Wa3eG..r$j0SqCi3!hi0i:\B6NJmV:Jb
`nh\_3YenKkF3S8A%mpR;F:)]"Q^Z)Y`Lk0]O+:$BNO/qfcJ`sbgTZslF,;@6XYa`
CEoj#Oe"udlgY/>.E!9pBjl4*F*DZ9es/?q"]6!p7Zg0*qbL%dQ$p]-:UFIP6)rYk
C)V`32StZsA/F:`loRi#R[*mQ-DRgN+EGYc38om@rM-@hJ]s]-lO!#`'ADA,7;e
OZm9LFnpB\-&.5b$AL48!/V]*n9p(JiS5)nmm+u
;`Yt9;oDMDI[aoF>:l\)+rF;1Ju"\q=kTh!a2FJ_Rl2[.jc'pU@m+J^SY0EFo.dYip@]mtF2Ce(H
ZXU)^Rl2b_fs>.jc'pU@m+J^SY0EFo.fTMKdI2@do3bV*AXX(S9]s-'r4k5b%Ai9A
HM`K.V_1-4TRnW\EYHP3$U5fZPT_KE%.`L8dkgrD,-jMrYe4HC\u2I:4-XfU3$Yu\2Bk/CNK
Q^\_*2Ab[?h1gVsDQdB;I5o:$E]cLt:3,Zm3r+P;^HlPqf#3j^Ck*sL7a(tF*/H1B
Cp&%n%Xd$9@%L*3!T%._qR2e*\k@5[(r]adKaKuqm?%ino7+kC4. The complex interactions among proteins and of proteins with small molecular weight protein ligands are overturned every time one of the components of the network is missing. [>c&5'
)28GqAf(\;P[DKXnP3V]`A*N]P`em7A/@ZHNa.eq0lTr+V7Ad! "jSJm2@UC_%u=pWc=5ar?6'3Z[^Bga&f">KcRO/"E;!Ka)7b!HVK+U1(\33#s]%?-.0J>c]gcHG!$mh$=(\7.N[Pl1ng>I"[
ENQY2?X'QsF^IS?cad,'bnp%s^"0@tX^_FS(]2]=o$Y0
i':u!JYU9!Fq[9KUD.3[77_2t2^mLJ8VmiBdUcP>HfDW`=rg'rWV)g8Q9!ZnD?^*N3("6_*$L7o%M6gopIO6O_16KZJAO9587,_X
gV(LDA/mnN16*L:)+PNb%,;AFLHs-E_m!eo@GE]"0_--;(jZX$O?NlbaT)oj(Q%KheYLB5O@"-DUUgoNku1!1[BV_R=C+?GNk&fl`]MW[;W4-!_b*X=BX
%m:=a%Ug7sa#K(iSLcsbE?EZJJ:8L:9QQ%%r].oYJ/n\b5kWM-3Wu+.ls5]FLdBB6
KIH'tiZ#seRE2_$!&"U[F-PFTJgfhJ$:dR)"Xm0&8aZ-Z! Transgene copy number-dependent rescue of murine beta-globin knockout mice carrying a 183 kb human beta-globin BAC genomic fragment. '[Eb>f+`pI"j52JnFpWE3'%CHP_-FH[6;g9g=ITEDTpKoO0&A.kA2B1
njch/8B0K3q.,)m)tG)gC+\E`l/o;n,=s%iBa(59rPB;]?SIfCj4A8iddY+l9ks%b
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