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Severe Combined ImmunoDeficient (SCID) mice in biomedical research

A.S. Tsingotjidou, DVM, PhD

Lab. of Anatomy and Histology, Faculty of Veterinary Medicine, University of Thessaloniki

O pveg pe fpagra ovvovaouévn avoosoaveraoxera (Severe Combined
ImmunoDeficient mice) otn proiatoixn €gevva.

A. X. Tovyrotidov, Aéxtopac Kmnviarowijc, DVM, PhD
Egyaotijoio Avarouxiic xat lotodoyiag, Krnpviatowrj Xyol, A.11L 6., Osdoatovixy

ABSTRACT. Mice have been used in cancer research since the last decade of the 19th century. In 1921 inbred strains, that were
predisposed to developing tumors, were bred and became available to cancer researchers. The nude mouse, a hairless mutant
discovered in 1962, is immunodeficient, and thus does not reject tumor transplantations from other species. It lacks a thymus,
which is essential for the production of T-cells, lymphocytes that are essential for cellular immunity. In 1983 mice with severe
combined immune deficiency (Prkdc™, commonly referred to as scid) were discovered. Scid mice are even more immunodeficient
than nude mice. Tumors from other species are transplanted into scid mice easier. In 1988 two groups of researchers almost
simultaneously succeeded in transplanting elements of the human immune system into scid mice. They had used totally different
approaches in creating their human-mouse chimeras. This chimera, named the hu-PBL- scid, was also able to produce human
tetanus antibodies when injected with tetanus toxin, further demonstrating that its immune system was functioning as though it
was naturally human. Severe Combined ImmunoDeficient (scid) mice are homozygous for the mutant autosomal recessive gene
"scid", which is located at the centromeric end of chromosome 16. Since these mice lack mature, functional lymphocytes, they are
highly susceptible to lethal opportunistic infections. For this reason, they should be maintained in a pathogen free environment. Some
scid mice, by an unexplained mechanism, eventually develop minute levels of B cells and a rudimentary antibody response and are
commonly referred to as "leaky". Different genetic manipulations are used to overcome this obstacle. The transfer of the scid
mutation onto the Non-Obese Diabetic (NOD), BEIGE (beige mutation results in cytotoxic T cell and macrophage defects as well
as selective impairment of NK cell functions) and other strains has led to better engraftment of transferred human cells. Lately,
mice with targeted mutations have been engineered, including animals with disruption of the recombination activating gene-1
(Rag-1) or (Rag-2), 2 microglobulin (B2m) and perforin (PRFI) genes. Any possible combination of the above mentioned mutants
has led to the development of humanized mouse models providing more straightforward assay systems for the study of the human
hematolymphoid system. Our personal experience on the use of scid mice in biomedical research relates to the development of
animal models to investigate cancer metastasis in human bone.
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IMEPIAHWYH. And v televtaio dexaetio tov 190v oudva ol pieg xonowomoovvray ot froiatownii €pgvva. To 1921 dnue-
ovey1Onxay ue evdoyauia (inbreeding) vroeidn pue SuvaTSTTO VL AVOTTTHO00VY GYROUG et Eyvay SLBETLIO OTOUS EQEVVITES
Tov roErivov. To 1929 dnuovoyritnxe 1 etaupeia Jackson Laboratory (Ban Harbor, Maine, USA), tov pdit Eexivnoe ™ dnui-
ovpYia oteheydv wudv. Meta&u outdv, oL abduxol pies (nude mice: Foxn 1™) B Onray po onpaviiky exovdotoon yuo my -
QEVVOL TOV ROQXIVOU, ETTELON ETETOETAY TV OVATTTUEN GYXMV UETA aItd XOQTYNON 0vOQOTVWV VEOTTAUOUOTIRWY KUTTAQWY OTOV 0Q-
yovious tovg. Ot abunol wieg, ov omoior Mutoveyitnxoy to 1962 petd amtd wic avtdpaty uetdAhagn, dev €xovv xaboiov Biuo
A€V TTOU EIVOIL ATTOQOITNTOS YLOL TV TTOQaY YT TV T AEUPORVTTAQMV TOU AVOOLAXOTU CUOTHUATOS. Z€ aUTOUS TOUS NUES EYLve
70 1969 1 e eMITULNS UETAUOOYEVON OVOQMITLVOU EVTEQLIROU 0LOEVORAQRIVOUATOS. To 1983 avomarigbnuoav oL uieg ue Bao-
oLd ouvdvaouév avoosoaverdoxela (BEA): opoluywrol yia myv Prkdc™, ov nahotvror ouvimg scid. Extdg and myv éMhenjm
T hepporuttdomv, auTol oL uieg dev eivar wavol va adyouv xan B Aepgporttraga. ‘Oyxrot tooeQyouevol oo diha e(dn ava-
TTYO0OVTOL AXOUA TTLO0 EU%0A0 0€ cvTd T Cwird medtuma. To 1988 80 dLopoeTinés opuddes eQeVVNTAV OYEIGV TAUVTSYQOVA [LE-
TAUOOYEVOV UE ETLTUYICL OTOLYE(OL TOV AVHQMITLVOU 0VOOLOXOU CUOTHUOTOS OTOVS scid UES. AUTOT OL XLULOULQLHOT HUES OVOUAOTH-
%oy hu-PBL- scid nou fav 1rovoi vou moQdyouy avito®UaTo: Y10 TOV TETOVO Tov avBpdmou dtav eyyvovroy ue ToEivy tov tetd-
VOU, OTOJELRVUIOVTOG 0RO TTEQLOOGTEQO TGS TO AVOOLUKO TOUS V0T AgLtovpyovoe 6rmg to avBpdmivo. EEautiog g avo-
0oaveTAQ®ELAS TOVS, Ol uieg ue BEA oteydlovron o€ £101roUg (ihoug Tou eival amarlayuévol amd tafoyGvoug rQooQYavL-
ouovc. Mepwrol wieg e BEA, eEantiog ®dmolov dyvwotou unyaviopoU, ovartiooouy ol eddyiota enimeda B Aepporuttdomy,
10O %o Pia VTOTUTDIN TAQOY ®YT] AVTLOWUATWOV, oL 1] ®aTdoTAon owTh ovopdieton "dragoon”. Ta va Eemepaotel 1o med-
BAnua ™ "dLapeonc" €xouv yonopomomOet drdpopot yeveTirol yerpropol. H petagopd touv petarhayuévov yovidiov scid oe
Coda pe voaTpmua 10O Yo TV €guva tov dtafrtn (un moyvooprot drapntinot pieg pe BEA, NOD-SCID mice) o€ pieg
BEIGE (1 petdAa&n beige €yl g 0motéAeopal T SUOAELTOVEY IO TOV KUTTOQOTOELRWV T AEUPORVTTAQWY ROl LOKQOPAYWOV, KO-
B RO TV VTTOAELTOVQOY T TMV AELTOVQYLHDV TOV RUTTAQWV—tecorafnTdv) €xouv odnyrjoet oe peyoliteong dudorelag diationon
TV UETOPEQSUEVOV avOQdTIVOYV ®uTTdQWYV. Tehevtaia, £xouv dMuoveynOel wisg pe otoyeuuévn ETEAAOEN %o EWOXGTEQO UE O-
dpavomoinon tmv Yovidimy ov eveQyomoLlovy Tov avaouvdvaoud (recombination activating gene-1; Rag-1, Rag-2) tov yovidimv
™G MXEOOPALRIVNG B2 (B2m) »ow twv Yovidiwy meppopivng (PRF1). H mpoommixy wog euteloia pe autd to fowmd mpdtuna o-
(POQJ. 0TIV OVATTTUEN ®o eEEMEN VEomV PeTd artd EugpUiTevon avBodmvou 00ToU (e VEOTAACUATIXG AEUPOXRTTTIOOA, XAOWDS RO OTOV
ELEYYO TOV TQOTLOUOU TWV ROQUVIXMY RUTTAQWY OTO 0VOQ®TLYO 00TO.

A&Eeig evgerniaons: WiES Pe AVOOOUVETAQRELD, TELQORATIXA Cwnd TEGTUTTAL, EUpUTEVON avOQ®OTLVOU 00TOU

H goyaoio avnj magovoidotxe oto 20 [avehnvio Zepvdoro Iewpapatixng Biotatourns "Egevvag,
Noooxroueio KAT, 20-22 Noeufoiov 2008.

O pieg otn Proiorouxt) égevva tov dvBpwmo. H ahlniovyio tmv yovidimy Tov pudg €-

' Broitatounn €pgvva yonolpomoLel Tovg wieg amd
I%ﬂiw €l Tov 190v awddva (ard To 1894 yia tny €-
QEVVOL TOV ®OQKRIVOV). AvNrouy otV (dLa owroyévera
(Muridae) pe Toug avemBiuntovg pieg Tov WItopel vo
PoeBovv ota onitio potg, adld xow pe Tovg embuun-
TOUG PUEC TTOV EXTQEPOVIE OTOL OTTITLAL UOLG (DG RATOLKE-
dva Lo H evrummwoiamyy mohvpooeio tov Lmixot au-
TOV €i00VG €L EMEXTADET RO OTO XWDQO TNG TEXVOLO-
ylog, Tov 1) CUOREVY OVVOEONS TOV VTTOAOYLOTY| UE TOV
eEmTEQIRG ROONO, EEQULTIOG TS OUOLOTHTAS TOU UE TOV
uv, €xeL TAQEL TAYROOULS ROL TV OVOUOLOToL TOV. ZT0
YOO TOV RIVIUATOYQAPOV ETLONC VITAQYOUV OeRADES
wieg mov eppavitovral oty 006vy, ue daonudteQo
Tov ewa tov Disney, 1o yvwoto pwog Mickey Mouse.

H yonowomoinon tawv vy otyy €gevva (Ew. 1)
elvau evpeia Syl uovo yart eivo Onhaotind, alid xon
yratt €xovv peydho Pabud YEVETIRYG OUOLOTHTAS UE

xeL eEanopwbel (Mouse Genome Sequencing Con-
sortium, 2002) xou €xet dramotwOel n avriotouyio Twv
YOVIOImV TOV MuAGS Ue Ta OUGAOY A TOVS avBQWmLYQL YO-
vidio. Ze autd, emiong, Ta Lo eQyaoTNEIOV HroQovy
VoL YIVOUVY YEVETLROL XELOLOWOT IE TTowrihovg TOOTOVG
mov Bewpovvron acvupatol pe t fronBinn yia yeve-
TIROUG YELRLOUOVS OTOV AvBpwo. Ymdoyouv no d-
Aot AGyoL Tov oL piEg evaL ToL TTLO TTOAD YO OLUOTTOL-
uévo Lia eQyaotEiov amd Ty ToyrOoULdL ETLOTYO-
v rowvotnTo: elvo xed oe néyefog, owovound
OTNV 0y0Qd TOUS %L TY] CUVTIEN 01| TOUG, dLoTnQovvTo
gUnoha naw avomadyovral yoryood. ITohhéc yeveég
UGV PTTOQOVV VO TALQATHENO0UVY 08 OYETLRA OVVTOUO
Y00VxGS dLdoTNUA.

Yrdoyouv exatovrddes oteléyn vy o €xouvy
avamapayBel ue evdo f/ran eEwyapia (in- and out-
breeding), ®a0dg rou petolharypévolr o diaryovidio-
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Figure 1.
Of mice and men: Stavros Panagiotakis,
2009.

Ewova 1. Of mice and men: 2ravipog
Havayiwtdnng, 2009.

rol wiec. H evdoyaaio avomogaymyn Tov teouood-
TEQWV OTEAEYWDV VGV ETUTUYYAVEL YEVETIT] OUOLOTITOL
AVAUETO OTOVS OTOYOVOUG, IOV £lvol mbuunti otoug
emotiuoveg. Ta mpata oteléyn Wy Tov avamaQd-
xOnxrov pe evdoyoauio duoveyndnrayv omxd tov
Clarence Cook Little to 1909 (Crow, 2002). O Little
g(voll 0 ETLOTHUOVOC TTOV TTQONY ALY E T QN OLUOTONON
ToU Wog wg Lo epyaotnoiov. To 1921 o Leonell
Strong dnuoveynoe oteAéyn WMV OTa oTota TVaio
AOL PE UEYAAN OUYVITNTO avaTTTUYONROY VEOTTAOLOTES
(UCCAA: University of California, Center for Animal
Alternatives, 2009). Avtij n duvatdtnta ovoLlaoTind
xonotwomoninre wg aoTelQEVTN TNY TORAYWYNS
SLOPSEMV HOQYPWDV GYRMV, RAVOVTOS YLC TOWTH QO
duvary| ™) uehéty Tov TEAITOV UvVATTUENS TOUS ROl TMV
YEVIROV YoooxTnoLoTnav Toue. ‘Otav to 1929 o Little
dovoe v eTanpelo Tagaymyns Lomv egyaotnoiov
Jackson Laboratory oto Bar Harbor, Maine, eiyav 1j-
o avamruyBel oteAéyxn vy pe evooyauio Tov onue-
oa gravouv uéyot xow tg 4.000. Ta otehéyn Tavtomor-
ovvtat ouvHOmS ne eLdovg CUVOVAOUOVS YOUUUATMV
rnow apBuwv (m.y.: CS7BL/6, BALB/c, ».Ax.).

H mogeia moog Tv avoooaverdorera

To 1962 dnuoveyndnxav oL TEWTOL LUES UE AVO-
ooavemdonreto (Isaason xou Cattanach, 1962) nou we-
owypodgnrav and tov Flanagan (Ruchill Hospital,
Glasgow) 1o 1966. H petdAhoEn mapamneibnre oe pwio
amouio. WGV te EEMmYOULOL0. OVaTToQOYwy, AAD ud-
VO UeTd ot U0 eovia otomomdnxre tmg dev Exouv
Bvuo adéva (Pantelouris, 1968).

H yevetny] fdon twv Aeydpevav aBuirdv pudv

elvau wioe adpavomoinon oto Foxnl yovidio. Parvotu-
Trd, O CUYRERQLUEVOS UVG XUQOUXTNOILETAL ATTO €A
Aewpm Torywuatog oto owua tov (Ewr. 2) oy awtdv
T0 AOyo yopoxtnoiletor wg "yvuvog pvg" (nude
mouse). Avto To Lo fTay To TEWTO TOV UT0QOVOE VO
dey el dLApoEOoVS TUTOVS LOTWV RO GYRMV YMOIS VO
TOVG aoQQImTeL, ®aBd00v, eEqrtiog g EMAEPNS TOV
Bvuov adéva, dev mapdyer T Aepgpoxvtroga. Ou abu-
wxot uoeg foriBnoav yia va dtevroiviototv B€pata
7OV €OVV OYEON UE TO AVOOLOHO OVOTNUAL, TLS AEVYOU-
uleg, Tovg ovumaryelc Gyrovg, To oUvVOQOUO TG KT
™¢ avooohroywwng averdorelag (AIDS) xow dhheg
UOQPES OVOOLORTG OLVETTAQHRELUS, LRGN RO TV AETQOL.
Avtd o TelQapaTind HOVIEAL EQPEQUY ETAVAOTAON
OTO XHEO NS EQEVVACS TOU RAOKIVOU, EPACOV WTOQOV-
OOV TOLCOL OL ETLOTHUOVES VOL AVOTTTHEOUY atvBQMITLVOUG
OYrOVG in vivo rou vo. doxtpdoovy Begamevtind oxn-
uoto. “Erot, 1o 1969 and toug Rygaard won Povlsen yi-
VETOL 1] TOWTY ETULTUYNS UETAUOOYEVOT OLVOQMITLVOU
1OQRIVOU TOV VTEQOV 0TOVS afumrovg uoeg. Tao me-
QLOGGTEQO OTEAEYN TV ABVIURDY UMV AVOTTIOCOUV
TO (ouvSuevo g "dLopeong nou epgavicovy negurd
T LAepgoxritrapo ®xueimws ue ™Y Td0d0 ToU YEGVoU.

To 1980 o Dr. M.J.Bosma, pati ue v egevviuny
tov ouddo otro Fox Chase Cancer Center oty
Philadelphia, USA, avaxdivype tuyaio €éva dhho e&i-
OOV ONUOVTIXG OTELEYOG UVMDV TTOV EPPAVITEL NETAM-
AoEn »ow ovvodevetal amd Ty EMhenym non Twv B xow
tov T hepgorvrtdowv. Katd ) didorea ehéyyov
QOVTIVOE TOU OVOOLOXOT TOVE CUOTHUATOS OLaTTioTM-
oav mtwg avtd To Loa dev mapnyayav aviiowuoata. Ei-
YOV TEORVYEL TG EVOOYANIO POLVOUEVIRA VYLDV
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wov (C.B-17/lcr) mov €pepav 1o VTOTEAES HeTAAALY-
uévo yovidio mov T ovopdteton scid. Kdmolor amd
TOUG AITOYGVOUGS QLUTEHV TWV YUY ®ANQOVEUNOAY OAO-
xAnowuévo Cevyog tov scid yovidiov xan €Tol yevvy-
Onrav pe to "ehdrropa” scid (opolvywtol yia Ty
Prkdc*, mov rohovvron ouviiwg scid). Ot egevvntég
TOQATHONOMY TTWS cuTd ToL T Ely oy TOAD mrQd Aep-
poydyyha row o u€yeog Tov Bipov adéva ftay to €-
va d€xaTo Tov PUOLOA0YIHOU. XQeLdoTnray 3 xoovia
(Bosma et al., 1983) yio va oprotel xou vor omoderyOel
TOG QTA TOL LOa TOUQOVOTOTAY TN CUYRERQLUEVT OVO-
coavemdorela (faord cuvOVAOUEVY OVOCOaVETAQ-
xnewo: BXA), mov oty apyn todpnEe to evilagépov
TOV EQEVVNTAYV YLAT TQOOOUOLATEL pe Eva oUYYEVEC,
un LdoLpo oUvOQOUO TTOV EUPAVILETOL OTOV dvVOQMITO.
Ext6g and tov dvBowmo, 1 ovyyeviic auti| avouoiic
€xel mogatnondet now oto wmoedr] (VetGen:
Veterinary Genetic Services) nouw 0to 6oiorogpdya (0To
oxvro), (Henthorn et al., 1994; Bell et al., 2002).

Ta 6pyave Tov Aepproy CUOTIHIOTOS TWV UVAV UE
BZA (Ewt. 3) elvaw jurod o uéyeBog now dvoroia a-
viyvevovral oty dudoreta g vexpoyiag. [apatmeei-
TOL ULOL YEVIXEVUEVY AEUPOTTEVIQL, VITOTUITMONG PVEMD-
g otPdda tov Bvpov adéva, ymic xabdkov prolw-
o oupdda. Ta hepgoydyyha dev eppaviCovv hep-
@olida naw 0 omAvag elval wredg o néyebog na
dev epgaviter Aevrnd mohgpd. O dudyvtog AeupLnde -
0TOS OTOVG TIVEVUOVES RO OTO YUOTQEVTEQIRO WAV
elvou vToTVIWONS ®oL aToTeAeiTon ®VEIWE A Oi-
nrvoevoodnhand ritroQa. Ze Eva Too0oTo PEXOL ROl
15% awvamriooovral Bupuird AEPP@OUOTO 0T TEOY M-
onuévng nhxiog Loa. Evamoféoeig petdihwv oto &-
mndedo Exovy mapatnenbel oe vhvind vyleic pieg
ue BEA. H ouumepupod twv Tomv autdv elval vev-
00dNg edrd uéyor v nhria Twv 6 efdopddwv (ot
TANQOPOQIES VL0 TOL Y ULQUNTIOLOTLRA TV OTELEYDV
uvarv pne BEA mpoépyovron omd v etanpeia Charles
River: research animal models).

O pveg pe BEA yonowomorovvral amd molhovg
EQEVVITES TTOLYROOWIS (G LOVTEADL YLOL THY EQEVVA TOU
OVOOLOXOU CUOTHUOTOS TOV BNAAOTIRDY ROl TOV O-
ofeveldv tove. "Exovv, emiong, yonowwomomoei wg d¢-
UTES PUOLOAOY LAV RO VEOTAUCUOTIRGDY LOTWYV, OTTMS
2O VL0 TOV ELEYYO aOPdleLag ®avovoLmy euPorimv
1 BEQATEVTINWY OVOLV O OLVOCOAVETOQNY| ATOU.

H avoooavemdoreia opeiletol oe pio omdvia v-
moteM] uetdAla&En oto yomudowua 16, wov eival v-
meVOuvo Yo TV RmAromoinom evog evEvpov Tov -

Figure 2. Athymic mice are hairless.

Ewdva 2. O abuuxol pieg yapaxmoiCovrar amd EMhewm tol-
ADUATOG.

urhéxetan otov avaouvdvaoud tov DNA (Prkdce 1
"protein kinase DNA activated, catalytic polypeptide").
Enedn o ovvdvaouds V(D)J dev emtvyydveton, dev
elval duvary 1 wEIROVOT TNG YUKIS ROL RUTTAQLRNG
avootag. “Etol, ou wieg pe BZA gugavitouv petmpévn
wavotnta va mapdyovy T xow B Aepgorttroga 1 va
EVEQYOTOLOUV TO OUUTTAN QWU ®eiL OEV UITOQOVY VOl O
VTLUETOITIOOVY PE OTTOTEAEOUATIXGTHTA TIS NOLUMDEELS
(Bosma et al., 1989). Tavtdypova dg nroQovv va o-
TOEONPOVY BYROVC 1] LOOYEVUOTA, YOQAXTIOLOTLHO €-
mOuunTo.

EEautiog tg avocoavemdoxreLog avtav Tmv Lhmv
elvau avayraio 1 TEOoTAolo TOUS OIT6 OTOLOTONTOTE
noepyg maboydvoug wrpoopyaviouove. I avtdv to
AOyo elvan avayraio n Ayn LETEMV ATtd T OTLYU TNG
vévvnong tovs. H mapahaf] twv veoyévvntov avooo-
RATEOTOMLEVOV LUDV YIVETOL UETA 0TS VOTEQEXRTOUT
O UETOPOQD. NPV, EVH YXoeLdleTon vo SLaTEEpo-
vto pe €101 yhmoida yia daTonon g ouoLsoTa-
ong. H duatjonon tov puov pe BEA yivetou og amo-
OTELQMUEVOUS YMDOOVE, EVA 1) VYQY] Ol OTEQEN TQOYY
Tovg, ®aBME ®ou ®dBe aroryeio Tov epLPdilovrog xw-
00U TOVC elvau eTiONE atooTELQWUEVA. OL XELQLOTEC
TV LOMV ELOEQYOVTOL OTO QO OTEYUONS TwV LhwV
ue 10w evovpaoia, evad ol xhofol twv Edwv emté-
meTon va avoryBouUv uévo néoa oe o aEQAymYo-
araywyd xdfetg vnuatiryg gong afoa ue HEPA
(High Efficiency Particulate Arresting) ¢iltoa
(laminar airflow cabinet). Ou ®Aowpot oTéyaong Toug ei-
val eLdrd oy edLaoUEVoL Yo To Lo QUTd ®oL YoQat-
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rnnoeilovron mg atomxd agpLiouevor xhwpot (Indi-
vidually Ventilated Cages: IVC). Kdfe ®Aofdg eivor
€va, rEomeQLBAMOV aTOAMITOG EAEYYOUEVO TTOV, €-
%TOG amtd TV Aoy dratrionon twv Lomv, Topéyel
%O ATTOAVTY AOQALELD VIO TO OTOLYELO RADE TTELQOL-
uortopot. Or COAVES TQOOYWYNG KO OTTOY YIS TOV
aépa ndbe ®hwPov elivar ouvdedeuévor ue eLdo un-
YEVNUOL TOOXEWEVOU Vo, dloopalieTal 1) SLEAevon Tov
aépa amd andivta giktpa (HEPA). Ta idua @iktoa a-
€00 VITAEYOVY RO OTO OAAQUO OTEYULONGS TV UVGHV TTaL-
péyovrag rabapdmta Tov aépa Tov TANOLdLEL TO
100% (Wikipedia, 2009).

To 1988 80 dLapoeTivég eQeVVITIRES OUAdES
oy edGV TAVTAYEOVA RATAPEQAY VO TOTOHETHOOVY €-
TV Mg otoug Pieg pe BEA nittapa avBpoomivou a-
vootaxot ovotiuotog (McCune et al., 1988; Mosier et
al., 1988) »ow vo xataorevdoouy Tig xinaees aviem-
wov-wvdg (hu-PBL-scid mice). Me dudgpopovg 106-
TOVC, OTWS UE TNV TAQAYWYY AVILOMUAT®V evavtiov
™G ToEIVNG TOV TETAVOU UETA OTT6 EYYUON TG, ATOdE(-
yOre g T hu-PBL-scid Lo pupotvron motd m Aet-
Tovpyia Tov avBowmvov avootaxot cuotipatoc. Ty
dua yoovid (1988) ou Namikawa »ow ovv. xou ot
Mosier xaw ovv. 10 1991 nordgegay va avamtiEovy o
owtd ta Lo tov HIV-1 16 ota avBowmiva T-Aepgo-
®OTTOQO, AVOlyOoVTOS ROovovLovg dpduovg oty Bepa-
metoTng aobévelog.

To 1990 n oudda tov Croy oto IMavemotijuto Tov
Guelph avémtuEe pv mov ROTEYEL TOVTSYQOVA TI VIO~
tehelc petalhdEeig scid zou beige (bg) mov €xovv meoL-
yoagei 1o 1979 and tov Roder, petd and Cevydomua
C.B-17 SCID/SCID oe C57BL/6 bg/bg enipvec (Mac-
Dougall et al., 1990). Avtd ta vPOL eppdviCay emi-
TEAC0ETA UELDUEVY BEAOTNOLGTNTA TWV KUTTAQWV-IUE-
COMUPNTMOV 08 OVYROLOT UE TOVG RAUOLROUS WUES UE
BZA.

Ceviraig, €xouv yivel morég mpoomdbeles va On-
wovEynoovv yevetind Toomomouévol uiec ue BEA
ue Levyoapwuato pe evdoyauio 1 ne dila petahhoy-
UEVOL OTEAEYN UVAV e OROTS TNV TTaQaywyn Comy ue
evrovoteon avoooaverdoxela (Nomura et al., 1990;
Boermans et al.,, 1992; Nonoyama et al., 1993;
Christianson et al., 1996). Ko owtd yuoti, 6mwg o a-
Bupurol uieg, €rot nou o wieg pe BEA epgaviCovv to
pavouevo ov ovoudetat "dapoon” ®abwg To Toa
ueyakadvovv oe nhxio. Ilo ovyrexpluéva, yiow
otovg 12 pe 14 ujveg Tomg toug oL wieg ue BEA epgpa-
vitouv aviyvevowpa tood T o B Aeppoxrvtrdomy t-

Figure 3. Albino appearance is characteristic of SCID mice.

Ewova 3. H eppdvion tmv pudv ue BEA elvan (o pe avt twv
Chwv pue ahpLopd.

1OVAOV VO amoQEpovy Oyroug 1] UOOYEVUATO
(Taconic, 2009). EEdAlov awtd ta Loda €xouv ot rd-
TOLAL KQA TOOA RUTTAQMV-UETOLAPNTAV, RaBDG %ot
uoxgogdya. o thv avtipuetdmion avtg g "dia-
p01¢" o epaviCeToL OTOUS AVOCOUVETUQHREIS WUES
dLapopeg Texvinee £xovy avamtuyBel. Mia oo autég
elvou 1 ehaoldc docohoyiag axtivopfohio /xou v xo-
ONYNON AVTLOWUATMV EVOOTEQLTOVAIXG EVAVTIOV TWV
RUTTAQWV-UECOMAPNTAOV  RAL TOV  UARQOPAYWOV
(Sandhu et al., 1996).

Q¢ ATOTEAEOUO AVTAOV TV TEOOTABELDV dNuL-
ovoynOnxray 1o 1995 and toug Greiner xow Guv. oL WUES
NOD/LtSz-scid mov omwodelyOnray roivtepol d€xTeg
TOV AvOQOTVOY ®UTTAQ®V. ZT0 Lda autd HETapEQ-
e to yovidro scid og Loa pe vTdoTomua L0LS Yo
™V €ogvva tov drafritn (un Tavooxrotl dtopnTinol
wieg ue BEA, NOD-SCID mice). H peyahitegov ob-
Hov avoTTa YIo. EUPUTEVOT TV oVOQMOTLVMY RUT-
TdWV opelheTal 08 PAQUTEQN UVOCOUVETAQHELD €-
Eautiog QuoleLtoveyiag TOV avooLoroy OCUOTHUATOG,
OVUTTEQLAOUPOVOUEVNC TS UEUDUEVIS AELTOVQYIOS T!V
UORQOPAYMV, TG ALULOAVTIXC dQAOTNOLOTNTOCS KL
TV ®TTdomwv-uecorafntav (Shultz et al., 1995). “Exeu
ovapepBel Tmg To emimedo eppUTEVONS AVOQOTLVWV
nuttdpwv otovg NOD/SCID pieg, petd amd petoud-
oyevon xuttdomv oniyva (Greiner et al., 1995), po-
VORUTTOQLROY ®UTTAQWV TEQLPEQL®0U aipatog (Hes-
selton et al., 1995), pvehov TV 00THOV 1] KUTTAQWV OLi-
uatog amd tov oupdho Adgo (Lowry et al., 1996;
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Pflumio et al., 1996; Cashman et al., 1997), urwopei va
elvan 5 pe 10 pogéc vymAGTEQO QTS QTS OV EMITUY-
YAvETOUL OTOVE ®AAOIROUGS uieg pe BEA.

Mueg pue oToyevuévy NETAAAUEY, TOQEYOVTUG L-
OYVQGTEQT] AWVOCOOVETAQHRELD, £XOVV OLEVHOAIVEL g~
AETES Y10 TNV AVATTTUEY OLpOTTOTLRAY OTEAE LALLMV
HUTTAQWV, TNV QUTOUVOCTCL 1AL TA AOLUMON YOO UOTA.
Avtd ovumeorhapfdvouy wieg pe uelmwon mg €xgoa-
onNg TV yovidimv Tg uxroopopivig B2 (B2m), mov
elval avoayroaio yio ) dQaoTnoLoTTO TWV RUTTAQWV-
uecorafnrdv (Christianson et al., 1997; Kollet et al.
2000), »aBmg ron wieg ue drorrapouyr] Twv Yovidimy ov
gveQyomoLovv tov avaovvduvaoud (recombination
activating gene-1; Rag-1, Rag-2), na0w¢ ®oL Tmv yovi-
dtwv mepgopivng (PRF1). H magovoicon auvtdv twv
YEVETINA TQOTTOTOLNUE VIV LUMV UE OLVOOOOLVETAQHELNL
yiverow arré tovg Macchiarini xow ovv. (2005). Eriong,
Cevyopavovtag nieg pe BEA pe pieg mov pégouy pe-
talAdEelc o€ ovyyevn yovidia, mmg otov vrodoyEa
™ wrephevrivng 2Ry (Ito et al, 2002), umogovv va
duoveynBovv PaoiteQes WOQYES AVOCOUVETAQHEL-
Og YLOL VOL XONOLUOTTO 000V EMITUYECTEQN OTIV EQEVVAL.
O Babuds averdorerlog dLopdpmv atoLyeimy Tov avo-
OLa%oU CVOTNUOTOS EEQQTATOL OTTO THY EMTEOCOET
UETAMMOEN IOV PEQEL O MVG EXTAE At owTHv TOL scid.

X010ELG TOV GVOGOUAVETUQROV PVHY

O pieg pe BEA givar daviroi yio v avdmtugn
VPOOWUAT®Y in VIVo ®aw YL TV TAQOYMYY] OUVEYOUS
atoB€RaTog aVILOMUATWY, TOV E{VOL AITOQAITNTO YLO
ALY VOOTIRES, HMVIRES RO TELQOUATIRES DLOOLRAOTES.

210 medio g orMjpuvong rotd TAdxag, uio e-
QEVVITLXY] UEAETH RATAPEQE VAL TTOLQAYEL TNV TTELQOUUAL-
1| owtodvoon eyrepalopvelitildo oe avoooave-
TOEREIS NUES, OTOVS OTTOTOVE TOQATNOY BN RE PEYOA)-
TEQO TOOOOTO AVATTVENS TS VEoou (71% o€ ovyroLon
ue 10 5% oToug un avoooaveToQxelS Wieg), divovtag
€toL T duvoTdTiTa vo. ueAeTnBoUY oL PNy OVIOUOL TTOU
00N yovv otV eugpdvion mg vooov (Jones et al., 1999).

O Shioji et al. (2004) xatdgeay va Petagépovv
™V AUTOAVOOY MVoxroATdC OTOVS AVOOOUVETOQHELS
UOES RO UE TN YOOTYNON EWORDV AVOCOTPULOLYHIV
UeLmOoTY TNV EUPAVLOT TWV CUUTTOUATOV THS.

Mo andun owtodvoon aoB€veLa Tov oL avooot-
vemaprels wieg €xouv fondnoel Tohd ot uehét g
elva M pevpartoedric apbpitda. H duvatdmra ewoa-
YOY1S avBo®dmvmy apBourdv ototyelwv (xovoog, 1-

voPAdoTeg) 0TOUS AvOoOaVETOQXRE(S WiEG elye wg a-
TOTEAEOUCL TNV TILOTH] OLVOITOLQOY WYT] TNG VOOOU %O T
duvaToTNTO YLo TOUTOTO MO ROUVOURLWY BEQATEVTL-
nayv mapayoviov (Pierer et al., 2003).

H pehétn Bepamevtinav m1ooeyyioemy dlapoomv
deppatirdv mabroewv €xel weelnel Wiaitepa amd
T dUVATATNTO TOV TOQEYOVY OL OLVOTOUVETAULQOHRELS
woec. “Exovrag t duvatdtro vo unv amogoirntouy
NATOLO0 UOOYEVIAL, OTOVS WiES OwTovg YiveTal TQo-
OmdOe L0 ovaryEvvong OEQUOTOS TTOV OTY OUVEYELDL TO-
moBeTeTon OTO ATOUO TTOV TTAOYEL. ATO TIC UOHETES EQ-
YOOlES IOV VLAY OVY YUOW amtd To B€ua, Tapabétov-
ue evoerTind nia peAETY yLo Ta VITAQYOVTA HOVTELT
™ Ywelaong (Boehncke o Schon, 2007).

Avdpeoa otic AAAES XO1OELS TOV UTOQOVV VO €-
YOUV OL OLVOCOUVETTOQHREIS WHES AVOLPEQOVIE TNV LKA
votnta torof€tnong avlodmivav epubpov apo-
opalplwv ota omoia moapaoitel to Plasmodium
falciparum pe duvoatdTNTa YL AVATOEOYWYY| TS EAO-
vootag ota metpauatdtwa (Badell et al., 2000). Ou
Davis »ou Stanley (2003) avagépouvv otn ueréty Tovg
OLdpopeg dhheg hoLumdeLg vEooug, Tmv omoiwy 1 ma-
Boyévera nou 1) Bepauteior dtevroAivOnure ot ™ yoron
QUTWVY TWV JUOV.

2110 (OO TNS EQEVVOS TOU ROQRIVOU OL AVOTOVE-
TOREIS uieg dev Exouv yonoLuomonBel pévo yLo v
mafoyEévela, eupdvion xou mbavy Ogpaute o Twv Tom-
TOYEVAHV OYRMV, OALA O VLA TOV 0OTEOTQOTLOUS OLdi-
POQWYV UOQPDV GYRWV, EMITAOKRY TOV 0ONYEl O RO
moldmta Cong Tov aobevoig xal og avEnuévn Bvnot-
udmra. Ta tehevtalo xodvia éxovv avamtuyOei vd-
oL, HOVTEAL OVOQWDTLYV VEOTAUOLEV OTOL OTTOIaL €-
mTvyydvetol 1y opfotomixn avdatvEn (0To TEWToYE-
VEC onuelo avdmTuENG) Tou GYROU RO OTH CUVEYELDL €~
QEVVATAL N UETAOTAOT AUTMV TWV RUTTAQWV OTA 00TA
OV PVOS. Me autdv Tov Tdmo Pehtidifnure apretd
duvatdtra eEETAONG UNYOVIOUDY OOTEOTQOTLOUOU
TV VEOTTAALOUATIZDVY ®UTTAQWV. MOVTEAQ, Sumg, Tov
wpovvTo TAoms TV aoBévela eivon autd Tov €Xouv
avamtuyBel mpdogata kol oteitoviol oty Tomobé-
™o avBewIVOU 00TIXOU HOTYEVUATOS OTOUS UUES UE
avoooaverdoxrela. Lo mapdderyna, wnod Tunuoto
arté 00T6 ePPEUMmV KL, O EVOTOYWE, UG 00TO EVH-
Mrwv avBpdmwv (Hu-bone SCID mice) €xovv xonot-
uomon el yior T HELETH TOV ROQRIVOU TOV TQOOTATY
(Tsingotjidou et al., 2001; Yonou et al., 2001; Tsingotji-
dou et al., 2003) »ou Tov paotov (Kupperwasser et al.,
2005), mov nateEoynv mEornaloUv 00TIRES LETAOTA-
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A 2. TZITKOTZIAOY

oelg otov dvBpwmo. Ot (dieg Teyvinég €xovv onoLuo-
o Ol now yLoL T HELETY AUUOTOAOYILRGV VEOTAAOLDV,
omwg elvar To morhamhoty wéhmua (Sjak-Shie et al.,
1999; Huang et al., 2004; Tassone et al., 2005a) o
uoxgoogaoivaiuion Waldenstrom (Tassone et al.,
2005b; Tsingotjidou et al., 2009).

Avo glval oL #UQLOL TOUELS TN HTNVIOTOLRNG EQEV-
Vag oL yivetow xoron tTwv v ue BEA: mapaottinég
uohvvoelg (Arai et al., 1998; Lagapa et al., 2002) zow ot
veomhaoteg (Fork et al., 2008). Extdg o avtd ta wi-

owa wedia, oL wieg ue BEA yonowpomotovvo xal og
Ao eQeVVNTIRG TTEDTL PE RTNVLATOLRS EVOLOPEQOY,
OTTWE 1) TEXVITI] YOVLUOTOIMON %ol 1) LEAETY TOV ava-
mopaywywov ovotiuatog (Dobrinski and Rathi,
2008).

‘Ol T0L TTQON YOUUEVOL PAVEQUIVOUV TIV EVEQYETLXY|
em(dQ0LON TOV HUGS 0TOV AVBQOTLVO TOMTIONS, 1) O-
TTOL0L TOROQUPMVETOL OTTO T dNULovEYia cvoooove-
TRV Pudv divovtog aotelpeuteg duvatdTnteg oTov
ETMLOTHUOVIXG ROOUO TTOV ALOYOAETOLL [LE TV VYELQL.
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