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1.GKRKK

Tez -aémamac f ol k¢l er B he¢cr esl indteu rBuled r
gol g n sMHCe sSlEIn év-k | albnAS mol ek ¢l | er nf onl ekk¢éslperre
B h¢gcres nde olukturulan bu stresolin B¢ IlTerf o
h¢cre y¢zeys nmelkek (gHLLAB RS pnaspanh érBld maas e deéer .
b rildalktack dokusundae Tzdblerkdletlrgern detkaomeé pda

dej] kKdearmkmeér él masé ama-|l anméxkt ér .

Fol kel er B h¢crelerde Brefeld e Bajmua me
ol arak dagynmspdlaemh uk gesttardeas n takWlzeyedde&k
MHC SlEinémol ek¢l | er nmzmal akkadppredsel sigkosntusntlle o o d
et k s l e Tfh veGBekgpgmes ywegrzweryumdar tHhas é b

Tez -al ékmaseé e&n $§ekiedkadll @eark Inermnfeok Ider )
b r -al ékmadér. ¢tal ekxkmada bey n °1l ¢m¢ ger - ¢
don?or adayénén Lenfos t Cross Match test

yapéldéktan sonra kaéednl ege debbl ante& baara

bakvurup amel yat olan ve dalajé alénan 1
°rnej kuD&laamle| héekueundan al énearn hvaest azyml ea
mat eryal ol mas e, hasta ve et Kk kur ul zn
°rnekDalralk rdokusundan zolhe ceadk |heant t T8 we bB

k
canl el o)l mawaepnpél ék or anldgrkémetk@uldée r in sla nk e k
k

f ol ¢l er he¢-caledkemal dreé ysagpredralnandér makt adeéer

Yapélan | teratg¢gr taramddeéenndoa ekell g e kstprre
et k s hakkénda 9o9émakla adapéd&t e amimg kkmas st
h¢gcreler n n TeeBlleenndf ojgo It celr Bkeg l€sr | vk HE AT
g°steren b r -al demdexénmaasgbdbhbemameErkesrne be
f ol k¢l er B he¢ecre vV e f ol k¢l er B dG¢cr e €
ekspresyonungns tdeerjenk m k -al eékma ol acakteéer

srtes ne bajlé fenot p dej «k Bwu y 9k, yhlendean- dlué
©zge¢n b r -al ékma olup | teratg¢re ve daha

dekenegl mekted .



2.GENEL BKLGKLER

21. Bajekekl ek S stem
Bajékékl ek b | m ( mm¢gnol o) ) genel ol ¢
gel K m ol arak tanémlanér. Enfeks yonl ar a

organl ar bajcelkektlleykurs st em n

Baj ékékl ék emebtmamiaménr gaar Rk ma ysaajy U mamakt ér

Yabancé ol arak tanénan yapélar, hasarl é hg¢c
de bajékékl ék tepk s n bakl atab | r.

M kroplara karké savunma, doj al ve adapt
koord nel yanétlarla sajlanér. Dojal bajécx
enfeks yondan sonr ak |l Kk b rka- nesmaat- wey:
gerekl d r. Adapt f mm¢en yanétl ar se dah

gerek®2)r r

21.1Doj al bajekekl ék

Enfeks yonl ar a kar kK é ol ukan | k savunhma

adl an(d®ro§ladr bajéekékl ék s stem m kroplara

tekrarl anan karkel akmal ar da aynée doj al baj
resept°rler , l g | m krop grupl ampémda or
araseéendak farkl él ekl aré ayért et mez.

Dojal bajékeékléején temel b | exenler ar a!
h¢creler (n°trof 11 er, makrofajlar), dendr
(Nat ukk dINK) h¢ecreler ve kan prote nler (kom

nfl amasyonbmeéd(pat °orl er )



212Adapt f (Ed nsel ) bajékekl ék

A

Adapt f Dbaj ékeéelMlldaknlterp&n s¢ rnegenllermnf ossr acél é
sayéda ant | en tanéyab | €m®)oBledyuakz- & a-ne kh ¢tclr ¢
|l enfos tler T h¢gcreler | B h¢creler ve do]
cret m nden, Vv r¢sloe enfekte ol muk vV e t ¢

°l d¢gr ¢l mes nden ve bajérakbekghépkus n n dg¢

Lenfos tler, vgcutta her b r farkl é& b r

(@)

arak dajeél mék ant jen reseptorler n f e
enfos tler n her b r klonu, d perfaghkl &l ol
ek b r ©°9zg¢ll ¢je sah p ant jen resept®rl e
|l enfos t say®déryaBRumkakernm JyakKloOakék % 206 s
em Kk Il 7 nde, % 1506 || ganeaném mokezalhal ent
e

% 650 de |l enfo d organlarda (esas ol ar

Lenfos tler farkIl e Kl evlere ve prote n ¢
icreten h¢gcreler ol an B | enfos tler , Kukl
ol gunl akt ékl are tesp t ed | d j s e b 4 Cc rkee
ol gunl akmasénén erken akamal aré kem k (]
olan T Il enfos tler se t musa g¢°- eden v
h¢crelerde@2prtaya -éeékar

22. Lenf o d Organl ar

Lenfo d organl ar, l enf os t gel K m n n
d¢zenley ¢ ler d or

Lenfo d organlar genel ol arak 3 Kl ev y
h¢creler n gel K m - n uygun stromal n K

toleranskeeph?rjeeppertuar| ar érkémthradé raldegmrha
d¢zenlerl er . I -¢nce ol ar ak, l enfo d organl a
d¢zenl emek -.n Kl ev g°re¢r ve bu da n haye
etk | ek nfd4ne bajl edeér



Anatom k ol ar ak, bu Kl evlier farklé |l enf
(I ve t mustan meydana gelen pr mer (s
ol gunl aktéjé& ve ant jene yaneét v erleacjeékn h al
olukturduju sekonder (per fer k) Il enfo d or

yanétén bakl at él ér .

221Pr mer (santral) Il enfo d organlar

Ken k Il 7 pr vreert (nsuasrut rlad r)leéhreamd ot derormanl
ant jen resept®rler n fade ett ] ve feno

B I enfos tler kémaridolehk g modlegg unB pmkmlad k@ &
t amaymlcaalbbaga |eIr-.-1l edos t1l er se t must a
g eeekonder | enfo d organlara g°- eder.

Pr mer l enfo d organl ar, |l enf os t ol gunl
d Jer molekg¢ler s nyaller sajlar ve ol gunl
suthanr2)

222Sekonder (per fer k) Il enfo d organlar

Per fer k Il enfo d organlar ol arak da ad]l
ant jen sunan hg¢creler ve |l enfos tler ar as
mm¢n ten n gel K m n sajl ar.

Lenf d¢jeée¢mler , dalak ve mukozal baj ekéek
(veya per fer k) |l enfo d organlar, yabanceée

ve gel Kt rLeafjd¢pbEimgererde¢m. vgcuda yayeéel a
yer alan |l enfo d dokularén b r araya gel me

bokl ujunda bulunan ve kan kaynakl é& ant | enl

(2)



Dal ak

Karén b°l ges nde, d vy atl abvagkcnu dhuenmeenn abl ¢t yéen
f 1lt¢(By Dhlmak v¢ecutt ak en b¢yeék Kk nc | | e
ve kérmezé kan h¢cres tem zl enmes ndek ro
de sakl ev ve yap®d®damwaed mehreen Ihkakri anéfza@&z lpa | plad wije
h¢crelerle dolu beyazvelpw!l p&d& ob&ft gk akageén

per f al aleg!l ead ér. T¢m hegcreler vé6ant jenl er

Kérmézé pulpa yakl endoél gkteengpanloprs@)] zey @
Pat oj enl er ve hg¢cresel artekbbanboayané&t sed
bul unan makrofajlar taraféndamMakmrodajpnl aert kd
sonra er tros tlerdek) Sdemem kgent pdenketer
yanétl ar beyazdapul prandian beaf kelkat°él sfaonks yonu
ger -ekl ek r. Netrof |1l er, mo nowl) thl¢éecrr,el deend
makrofajl ar dah | ol mak ¢zere doj al baj ékKE
pul pada( Dul unur

Beyaz pul pa, adabpak |falddfnE:-na yoa ngéatnl azreérb r
T he¢gcreler ve B h¢gcreler - n ayré alanl

h¢creler n n ayré alt k¢gmeler n ( 5-)eBeeynazb r

pul payé, dal ajéen parank m nden yan kér mez:
Bunun yer ne doj al bajekekl ek h¢gcreler nde
sénérl aréné bel rler. B r kaps¢l | el mbmyaan

pul paya serbest-e ge-emez ve bunun ¢8}) ne 1

Kan mar |j nal b°l geden serbest-e aka(rSk)en, be

Mar j nal b°l ge, doj al ve adapt f bajexkek
bu b°l gedek spes f k kaléep tanéma resept?or
patojenler et k | b r kek | dekabhhbd k¢ imesBl
mar | nal bl ge B h¢gcreler | bu makrofajlar

takénan patojenlere dojrudan yaneéet vereb |

creten plazma h¢g(ch)el er hal ne gel rler



Beyaz pul pa -er s nde ant jen sunan h¢c
anatom k ol arak organ ze ed I m kKt r. T h¢c

arter yol¢n etrafénda oluktujuk danadl paedceéa

B h¢gcre b°°lgeler | B h¢gcreler n n akt vasy
kar ek émeée - gr9enT fho¢lcrkessl | etredl gges ndek T h¢c
h¢creler l e etk |l ek me g rerken, B he¢cr e
gen K|l emesr wyetr -pkdejk kK m ne yol a-ar.
Beyaz pulpanén organ zasyonu, T ve B | er
pul pa - nde bel rl b°l gel er ol ukturan s

Kemok nler kemotakt k fonks yona sahhmhip 91 tc
bajl e resept°rlerdlaBl anarakeeth neBehler
et mesC-X-C -kenmok nCKCh)¥&d'rE2PIXEt Kegnok n resept
5CKCR&er . 1pBunun CCarkee mo&r aa CICLJWendCQO2L ve
reseptoorler CCRY se T h¢creler n n ve d
b°l ges ne -ek Imes nde rol oynar-UlBbBRF (ke mok
Ulbwe te¢mer nekroz faktore -pTdNFgptBRF av éndan
TNF resept®r¢ 1 (TNFR1) aracelejéeyla s nyal
kemok nl er CXCL13, CCL19 ve CCL21 sev yele

d¢zens zlekmes ne neden ol

B h¢creler n , B h¢cres fol bgXiedadaBne -
CD35&Il uster of D fferent fatl dkn:l e Ba kdkeanldark & n
(FDH6l er) ve bu FDHOl ere komku ol an str oma

h¢cres f ol k¢l ler ne dojru g°-1ler ne arac:
ol arak, CXCR5 ¢zer ndem 1 wyz#aHblybzZdasgddeolndn e s ¢
nd¢kl er bu da FDHO6l er n farkl él akmaeéneé \
poz t f b r ger besl eme d°ng¢sé¢ne araceéel ek

Beyaz pul pada yer alan germ nal mer kez
ujradej é, B h¢gcreler n n se- m n n yapeéel de
-er s nde °zAhltekmnk bageryrapredlé hmerrkesz r ea

yaneéet ol arak akt wve olur ve bunun sonucun:/

f ol k¢l ler nde bulunan na f f ol k¢l er B hg¢
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@lkoyu boyéagaher arasénda hezla d°ngg¢ ¥y
creler | ae- ékka rbkoéyl agneagne a W P at end r r ken, C)
nef dej Kt rme ve sonmkaotp®kl de ye rnful laesrnyd nra

Germ nal Merkezl er

Sekonder | enfo d organlarda B h¢gcreler n
rm nal méekmznalenmer kezl er |l k ol ar ak 18
rafeéendan b°l ¢nen he¢gcreler -eren sekond

l gel er ol af a.B5etr ann amall a nmeér kkeerzf erkesa ky 0 nyao nkua,

ccres ne bajl éklaomntalk ogeny aknléegnhea,r ésnamat k mu

e- | m ve farkl él akma ol ayl aréenée, af n te

-_— o~

h¢creler icret mek - n sékeca paketlenm
rl ekt r nbeesnzeaGewandah merkez reaks yonu
re-t r ve sékeée b r Kek | de kontr ol ed |

crel er anttemead |l e késa ve d nam k etk | et

23.1Germ nal mer kez ol ukumu

Germ nal mer kezl er, sekonder l enf o d or ¢
ukan b r aj -eren (Bl ,ilc@@ersm nfaoll nkegrl kl eezrl en
nét olarak olukurlar. Bu nedenle na f B h
| akarak ant jen ararl ar. B h¢gcre fol k¢l |
t jenlerl e k®8r hglcawtl @jrée ma&mdan hlkeme b°l| gel
t vEel.D)JAkrnt ve ol an hg¢-®Br elgerr eT-BIP d ggesséb EiTge
erl er. Bu hareket, ant jen akt wvasyonu s
karée yo°nl ¢ d¢gzenl &.49B€ ss éynl éer éynedral ebnudl urnan r
I k¢l er yardemdé)imETrebkelr oauhaPP)nbel peak (b
(I11L.5¢(BT sénér énda hB clr¢ecsr elreers e pB CRag a(ceE | cég lely |
t jen ayne k°kenden gelen Ch4y+tarE&c§anfdc&e
me¢l at°r) s nyal n al er . B h ¢&sctr emhgglrat °tra
an CD40O0 |l e akt ve ed | mnk GCR4d+ Te dy dredé mo
gandé ol an CD40L6n n (CD154) etk | ek m

rm nal mer kez (yladn &tl loanraéd on dag lalkengern kKl eye
7



bazél arée késa °m¢grl ¢ plazma h¢gcreler ne Ve
bazél aré da ant kor af n te olgunl akmaséneén

f ol k¢l ¢n merkéd)ne g°- ederl er

Ol gun germ nal mer kezl erde klnysut blo§jaglang©° 1
va- ek bbo°ylagneanol arak adl andér él arKo ykul ébwsyaln aml
b°l ge T h¢cre alanlarénén proks mal nde vye
Kek | de paketl enm Kk, yézey mm¢nogl obul n
h¢creler (nNd3e,Al-4)kubb¥y bgleadyey bbyYybhogape g°re da
m ktarda B hg¢gcre DblTulfunurk ¢vie rT frhe ghee cat &kre r( T,

h¢e¢creler f ol kel er dendr t Kk h¢gcecreler V €
t pler n n varl é(f 27) B eh ¢keaeréa ksiroy,d maerd e daf n
dayal e se- | mden ge-erek af n tes artere

ol ukt L6 ur

Germ nal mer kezaesldBoynwychbhéhbédogahene ayrélr
b°l gel er dek kemok n CXCL12 ve CXCL136¢n nm
sentroblastl ar ¢zer ndek dé¢zenl enm K f ade
yé¢ksek sev yelerde CXCR4 rimage lkedgandée dluat
germ nalk omear kbetwy & gy @ hae-ré kn delb Yy lagn@alner e kéyasl a
m ktarddqg 1BQl unur

Koyu boyadmende B hg¢gcreler prol ferasyona
B h¢gcrel emerigezdre nabdj al dék- a, somat k h pe
dej] Kkemunogl obul m°NVNge ahkelnd:erl gdp vy¢ksek
ger - e(klde,kl1 &9 mat Kk h permutasyon sonucunda a
sah p ant korl ar, ant jene karké daha dg¢Kky

af n tede h -b r dej kK k|l Je sah p ol mayan

Koy u bolyalng@end e ger -ekl eken somat Kk h pet
af n tel B he¢creler yézey nde fade ett ]
CXCL136e mmajéelka mmryladneayrfiel.®)Gearm nal mer kezde p
ujrayan B h¢gcre klonlarée haféza B hg¢gcres

mer kezden -ékarl ar ya &aoywe b odjehng @ge mm nga ld



burada daha fazla somat k h permutasyona |
d¢kegkse B hegcreler hayatta kalma (surv va
(1.9)

A-ék bb9hgaeame ge-en B h¢gcreler Tfh hecr

dendr t k hg¢gcreler l e etk |l ek m hal nded
l e f ol k¢l er dendr t k h¢gcre y¢gzey ndek a
s warr( 2.0) B h¢cres yézey nnddeg k| feamsbtd negdralt dm
I g@nduc ble CostCeuaMegnt @gr amligandl ¢ m | gande

Death L dandgéerLa2®®yl a Tfh hg¢gcres yézey nde
PDL et k | e(kl.o5meGeg mr enral me rkksetz nB, | kog éhnhe lbeert ©,r
mol ek¢l aracél éjeyla T h¢gcreler yle etk | ex
kal masénda °nhZ2InTf hr dil¢ cayr arr yézeyler nde

PBL mol ek¢l ler n n germ nal mer kx4 )gCD4 0k m
CD40L etk | ek m germ n&XD4mewvkgan |- gmandébéhke
germ nal mer kez B hg¢gcrel erolnln2l2)afmanten nke&ky k
fakt°r¢g a Il es n n b r ¢yes ol an CD40L, Tfh

germ nal mer kez B h¢gcrelE@23)Ade excar glelr m mladr
B he¢creler l e Tfh h¢gctelCOS sangaéndak e e
CD4e&CID40 s nyall emes transksppesyomehu odlk
(26r m nal e mdehkeeczrTdlher , se- | m sékeéel ejéene
zorun@Gadmr nalB nheirckreezl er T he¢gcres resept?©
h¢creler -debapnpdakan Pbe b°ylece poz t f s

I gandd@r PRdel edeseptPDr¢, ayréca fol kel er
h¢cr edeem mall emer kkznl end r mek2.5)-Annt den lua\
h¢egcreler |l e s¢rekl etk | ek m, Tfh he¢gcr el

yukaré reg¢l asyobhuna nedemndnd ueslasRDoR AT ak

mer kezdek ant jen sunan hg¢crelerde bulunur
cret m n séneérl ar, bu dakelnd ¢cd e amlaanfe s ah
(26, 27)

CD4+ T yardémcée hg¢gcreler ol an Tfh hg¢gcre
dé¢zenl emede ©°neml bger mr ala |l ceyne ank .@ 2 Tuf khu nihu¢, cvree
bajéekéekl é&jén gel K m - n B hg¢gcreler ne be



Tfr h¢gcreler t m k d¢gzen(@8)Tfr Th{drelggér hyg
akt vasyonunu baskél ay arpalka zvneay ali goct odr & larket md s
engel lgeymr e&ly anmeértkéenzé n °zg¢l | ¢] ¢nfegsainl amhy ¢

mer kez olukum@B®yu baskél ar

Na f CD4+ T he¢gcreler dendr t k h¢gcreler

ederek B h¢gcre fol k¢gRBIOér ne g°- etmeler n

Tfh h¢gcreler B h¢creler n °neml °l - ¢d
taraféndan salgélan&mtiealkjlM&aovaR i Lt okBu |l £ rtdek
B he¢cres - @) alveas@lnagz maC §Re o r e & 1eBr nhegeckreed year 1

farkl el akm@gpd)tekv k eder

A-ék bbyYkhgade Tfh h¢gcreler , Tfr h¢gcrele
yardéméyla B hg¢gcreler sénéf dej kKt rme rek
ol arak se- | r. Yé¢ksek af n o tel Kkl ol ar ge

ve uzun °m¢grl ¢ plazmd 4h 3@ &SR] earntn ek ofrar kzloétl e
araceéel ek eden DNA d¢zey ndek b r mekan 2z ma
Tfh h¢gcreler taraféndan salgél anan s tok n
dej Kt rme sg¢rec daBn hsgcrrreask akgnlvears y o-naurn s
ed I m kK B hg¢gcres taraféndan ¢ret | en ant Kk

veya | gE6ébye dej] «kt ] b r s¢re-t r. S¢re- e

Follicle

Nature Reviews | Immunology

kelkllGerm nal merke&2) reaks yonu
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24. B H¢creler (B Lenfos tler )

< X 9 X

-+ n

o <

QO

B h¢creler memej ekekdekthamosat umlu ol an
anétenda g°r d96&sl gel RpndGelbbpeeé MV Bnhpkr ell®865
nt kor adé ver | en prote nl er B rhegcerreelke rv ¢nc
end nden ol an ve ol mayan ant jenler taneéem
ar([d®y)

241B h¢creler n n sénéflandér él masé

B I enfos tler , B h¢cre soyunun °nce¢s e
ccrelerden ¢r et I r. Erken gel K m fetal k
er - e(k3.F)x r

B-2 h¢creler kem Kk |l 7 nden tg¢gret | r
ccreler ol ar ak 2 sénéfa ayreleéer. Adapt
ret m nden sorumludurl ar. T h¢gcreler ne a
adlganmasénda( P )rVeevc udlté@ar lear - ok sayéda bul L
ol k¢l er B hegcreler |l enfo d dokul arda ve
e adapt f humor al bajékeéekl ején temel sal g
|l duk-a -ekatlak, def ehamlék ant kor setler n

nsanl ar é ayne m kropl ar én tekrarl ayan en
nt korlarén ve hafeéeza B2W®hlggurel ea hH nmB2- ohj¢

akamlarénén b¢gyeéek b r bl ¢émgng ant jen ar e

ol akar aMageé¢- nalrbé&d ge B h¢gcreler kem rgen
nsan dol akémjm@&8mbda bul unab | r

242B h¢cre gel K m

B Il enfos tler n olgunlakmaseéndak adéeml a
czenl enmes Ve fade ed | mes |, ant jen ©°
ccreler n n se- | mes ve -o0ojalmaseé ve ol gu
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Bh¢crades vasyonu

B r B h¢gcres n n b r prote n ant SjHen t &
ol ar ak Kl ev gemnmés amafeeadBlHCsunul an prote

h¢creler ne sunmaséné gerelkgcres,nbubajkeldena

ade ver |Im kKt r. Ancak, pol sakkar tler,
ant jenler, ant jen Kl enmes ve T he¢crel e
edeb | d kKheemséez anf | en(l33r) ol arak kabul ed

Antijen sunumunda B h¢gcrenin rolg¢ ve T h,

B h¢creler ant kor ¢retme yetenej n n y;
g°r(3.6)Akt wve ol an B h¢cr elller vury agngoaieeyk ¢nld e
ekspresyonl are artar. Bu hal yle B hg¢gcre re

kl onal b¢yéeme yetenekASewap(a3tB)h¢gcreler n g ¢

B h¢g¢cres n n yabancé ant | en tanéyép CD
gerek r. Per fer k Il enfo d organ - ndek
s nyald r ve CD19 kompl eks O2 eik amdemtb jren
kompl eks n endos toz yoluyl a -sellext r |
MHC Sleinéefmol ek¢l ¢yl e CD4+T Th hercea ey €€ samdmeark  z
g der. Burada Tfh h¢gcreler pwkzéaetkt|l esmsmen:
al er . B h¢gcres akt -ugayanus nyal &« m.c Yeasr
yézeyler nde bulunan CD28 l 4 BCbgO#Relver Bn

(CD86uyarkan mol ek¢l | er t alnuéerr,l aaD 4 0CD 4etk sTp rhe¢s
s tok n salgel ar. CD40L B h¢cre y¢zey ndek
Beyl ece hem B h¢creler n n hem de T he¢cor
farkl él akmé88Qpgper -ekl ek r

12



T cell B cell

l CD40 ligand
g CcD40
I cD28
Cognate interactions ; s
A Y T cell receptor
Y B cell receptor
Y Isotype-switched Ig
)\)\ }\ P> Antigen/peptide
)\ \\ % MHC class Il
T cell activation/differentiation Iasrﬁfggz;s;v:tocdhfccilon O O Cytokines
kelkR2IT h¢creler ve B h¢gcrelef37)@araséndak karkeéel ekl
25. CD4 +H¢Tc Feer k1 él ak mas é
Na f CD4+ T h¢gcreler , akt ve ol duklt an s
hel peh¢gciTad) al t grupl aréena farkl el akeéer. T vy

transkr ps yon faktowlegrlmr ealktinh poladenzeveal/
tet klenen T h¢cre reIPERE °mya(lT eCelnle Raf ¢ @

bajékékl ék s stem nde hg¢gcreler arase | et

yardémcée h¢gcreler (4d)tok n ¢reten hegcreler

Tyardémcé h¢gcre farkl élakmasé s tok n u)

tak ben, farkl é RS gnal ng Transducer and
prote nl er akt ve ed I r ve T yardémcé hg¢gc
-Th1Ir:thl he¢gcreler | makrofajlarén ve s tot

al an mfrloamat uar ef eklt2 retTk hse¢ cyrleel eSTAIT 4r . a kltL
gel r, anabaipzdgexn leexyprcessTed ekspPpreselbaly ger -
grubunun etk n s teeoekahgeHhplahrl nht¢ecrrfeelreorn n( I nF
destekhétdambaskrrdmwnemalkeaodal er n Th2 fenot ¢

oynar .

-Th2lrh2 he¢cre efektor Kl evl er , helm nt |l

ge- r r ve aler] k r eaks4 yeotnk asr dyal emeS TkAeTz6 ¢
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bakl ar, ana d¢zenley c¢cn GAMA3begh egspPpresyohk
|15 vda3losal(gl)aneéer

-TfAfh h¢gcecreler | yé¢ksek af n tel B h¢c
germ nal mer kezler n olukumu ve B h¢gcreler
pl azma h¢creler ne farkl él akmaseé - n ger ek
bol kmarda bulunan Tfh h¢gcreler, ant jene ©°z
somat k h permutasyon, zot p d°n¢kegmeg  (cl

salgeéelayarak af n te (Ma3))Jurasyonu ol ukmaseéna

CXCR] COS BBCi6ve -2(iLn ekspresyonu Tfh h¢cr
sajlayan y¢zegd4.4aMoCXERICXERSAey ekspresyonu
h¢creler germ nal mer(ke2B-DgO8ehhod Bymada Is

etk | ek m l e T h¢gcre gel K m baskeéel anab
mer kez ol ukumu, bell ek B h¢gcre ve ant kor s
(4.5)

BC6, Tfh h¢gcre gel K m - n anahtar b r
| 66 s nyal czer ne STAT3 akt Basgaoanekger es|

tet (KI2eBIl Bmplly mM{phocyt e nduceé¢d BEUuarkat® rogm ¢ |
baskeél anmaseé yoluyl a Tf h h¢creler n n cre
ekspresyonu, hem Tfh hg¢gcre gel K m n c dc
reaks yonl aréne vV e ant kor t epkl édrer1ade Iz la
taraféndan nd¢kl e2 . n$SBATYS alrf ahc énlgecjréey Ifaarll
BLI MP1 ekspres(ydodnnuna yol a-ar

-TreRege¢l at°r T he¢gcreler mm¢nol o] k hom
ve d¢zenlenmes nde g°rev al ér. Transkr ps vy
P3), Treg h¢gcre gel K m vle0 webasVGHRodke n? e m

salgelayarak T h¢gcreler n n efekt°r fonks vy

2 s nyal etk s yle STATS5 akisreasyypyomu aa
neden @1 0dr h¢gkckb el er n n prol fere ol masénda
eder2RC@25) na f ve efekt°r T h¢crelerde ge-
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hezzaman ekspr esTa eggdbllerr .n d&roaffpd8Bn dta nmu snm¢ n b a.
©zell ekm K ve Kl evsel ol arak olgun b r T h
h¢creler n n ana g°rev nfl amasyon b°l gel
grupl aréné (Th1l,anakt érT.h 1Faogx pr¥ hXy kKoracsrkeed o mu
Treg h¢gcreler n n gel K th42dd6ye Kl ev nde

26. B¢y¢k Doku WKgmml ed si&knt jen Sunumu

Knsanl ar da |l k kez | °kos tlerde g°ster | ¢
b | fBh¢eyng Kk Do ku K@ynprh(Mk isld kst o c o mEamp IlMHCO) t vy
h¢cre y¢zey nde eksprese ed |l en ve ed n ||
ol mayan molek¢ll er n tanénmaseé - n °neml
nedenl e MHC molek¢ll er n n temel wited P
yapél é& hale get r p h¢cre( 4.%)Kenys amddea T6 .1 eknrfoo
késa kolunda (6p21) yer alan HLA gen b°l ge:
gen n yer aldejeée ol dwk8-)a pol morf k b r bo°l

HLA mol ek ¢Sleldeerf( tALHA -8 ;E ;F;G)HL Sédaf (-HR;A
DP-DQ-DO;DM;DNTAP1, AABEAdfl (C2, C4A0;bP4&B, PF
HLAéed&f (Hsp70, B144, LTB,olTmN&k ¢tZAreMHUCAHTS U
HLA Slénmedl ek ¢Al-BBiC gHDbA-EKkH;@sg kb non kl as Kk
-er fA,-BHLAmol ek¢l | er ant jen-kbasukuodanr ¢
mol ek¢l | er mm¢enomode¢ |l HDW®DR-DRdDRBV Kk glerenyé
Il mol ek¢l | er se T yardémcé h¢gcreler taraf
sunan prote nler kodIl-M k e@Q t(TAPdATf & nTdAaPn2 kvo
mol ek¢l | er, ant jen Kl enmes ve-lgu+#h wma ha

HLA mol ekg¢l |l er se asél olarak enf(dmasyon

sedéfHLA moUwd 2nl lkerogl obul n z nc r nden o
kodl mmmakroglobul n ve pall, m&af nikc Ydelrl kb go
koval ent ol mayan bajlambheka]l édéebr Us@L AoSEN
z nc r nden ol ukur . Bunlarda b rb rler ne

ol mayan bajl ar5l0a) bajl anméxkteéer
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HLA Sléna&rdt jenler | -ek rdekl he¢elrlel er

ant jenler se dendr t k hg¢gcreler, akt ve
h¢creler n y¢zey(mnHe eksprese ed | rler

MHC SléEnmbl eke¢l | er CD8+ T h¢creledlne pe
mol ek¢l | er CD4+ T h¢creler ne plepmoldelsalinluen
- n hg¢gcecre - (dddomoelnek eMd e MHC Sénéfeksoj
kanyakl ardan kaynakl aneér(5v1e¢ farklée yollarla

261MHC S-enAht jen Sunumu

MHC Slen@mdél eke¢gl | er taraféndan hg¢cre -
ant jenler proteazom tarafeéndan k¢-¢6k pept
da pept tler -bekdleglepnl IMHIC S& neérf Rmepobluyl ge
ER | ¢men ne ge-er. Pept t takeyeécée TAP, S

ayreca b r veya daha fazla tapasmohekgl ké&rgl

katl anmaseé - n b rde | MHG-lo® amo ¥ laklvied rg R,g Lk n
ERp57 ve muhtemel en pept t bajlayécé kKaperc
ed | r. Kagll r &to sk ¢ lel MHEN eSkegnléelfer n bajl ayan

MHC Slenmdl ek¢l | er ve tapdak nexr asséerncca shatua
tapas n,-lMHERpPE&ETENVEe kalret kgl n kompl eks

den r. PL Cl MelCelsginledr ne ver ml pept t vy
sah p b r pept de bajHamplékkdsan kwaomearagn IMHCI a
kal te kontrol S stem nden ge-er. ER6de ka!
MHC Slenmdl eke¢l | er ERAD yolu taraféndan - &
transl okasyodu dedg eMH@nSe nsanfd Dz o0l e gleal dteen ¢
kontr ol Kl em nden gd- erolp&ptl ldery ¢ kD@8 +MHC hS
sunumu - n plazmad.2membr anéna takener

HLAG mol ek ¢l ¢

No-kl as K& HbRAek¢l | evA,, HREIAas -CHLnbbU e k ¢ 1 | er r
far kl é °czell kl er gester r. Bunl ar séner |

ekl enmes yle olukturulan =-oklwu zoformlar é
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bajéekékl ék s stem n n mod¢l asyonu (basteéerél

doku ekspresyonudur. Y¢ksed mpelnlmor in-ln alkan
G gen pol morf zm -0k séerGérplréodeernm | Anv ed ogktu
bul unmuktur. D°rt tanes membr ana bajl é Zo
iczer e, MRNA' nén alternat f -@-tbamdlextptr me
b | nmekted r.

HLAM n bajéekékl ék tepk s n n baskél anmas
b r mol ek ¢ | ol ar ak rol ¢n¢g desteklem kKt r.
yeteneje katkéda bul unab -G yr. eKnédsoap |Isa ztno pkl arz

dahanuz¢r e tut ar Ve endos toz mot f n n

yézey ndek yaré °mr¢gneg uzatér ve bajeéexkéekl é
ver r.

HL AG, nh b t°r ©°zell ] olan resept®°r ol
21 T2 Keg Trpaneerl pT4 2 nh b t°r ol mayan r e:
KI R2DL4 resept®rler n -er r. |l LT2 (ayr éce
(ayréca CD85d ve LILRB2 olarak da b | n r)

HLAS reseptorl éemT2dmonmdaos tt,lkeBrh,hgrceledrer ve dc
vV e T h¢gcreler n n al t grupl aréygeersandee e

m yelomonos t k k°kenl h¢creler taraf énda
s toplazm k kuyr(d8olmmorl é@rgd/a ,2 SaHPan é -eren t
fosfatazl aré alarak hg¢gcresel t epxl d ernh Inh

resept°r mberd)l erer (rTI M

Nak |1l er&den, nHWATr nc | Kl ev -exk tl e
reseptorler I LT2, | LT4 ve KI R2DL 4 | e et k
baskeéel amaktadeéer . Baj éeékékl ék t ol ekraalnésngé ,v eh edr

dojrudan hem de dol ayl é& mekan zmal ar- yol uy
G'"'n n | LT2 ve |1LTA4 l e etk ek m nden Kkayne
Cb4+ T |l enfos tler n alloprol f eAr& sny-onn uB u n
|l dmms tl er umgrat ndek b hor mekan zmaséna be:
bajl anmasé yoluVykeafakttfeedenr ptml Kkf Brasyon
sal gel anmaséneé nh(b8)ett J n g°stermekted
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262MHC SehéAnt jen Sunumu

MHC Sleihéfokusunun transkr ps yonu, ana |
ed | r. MHC || transakt vaterg¢ignegd | ( @lelnTAe)r
ER6ye translokasyondan Uwvézancde]ekmezbzrn
(Ub )3 kompl eks hal nde b rlek r. Bu b rle
Sseddf |l e b rlekmeden °UfkemphekRatederJobarhek
vebz nc rler | e bakl angé{ba)eMHC m&EIne&|f h
mol ek¢l l er n n ERO&6den ayr él madam s%n ge rmaktl | a3
G ach©rt farkl e wvaryanté mevcuttur. Bunl ar
varyant e l e p43 ve paASthwéz yramtidllee ré d ¢ER uMKE
b rl ekt r } Hke tMHC dfl@meerfy &#Ra k- a ayr éh maya b
bajl anmaséyl a @ahabdaadtdak(l agreeafevill CLII I K

Z nc rbPegéesdh Al IMHGpSenefbajl ama ol ujunu b
ERd ek d Jer pept tler n buGoywtijiepl|l@aaim &nkagy
MHC Slehéemol ek¢l l er n endozomal -l B%S| me laggréeg m
mot f -er r. Bu ay@alnp nmojt adaept °r ¢AP1lv  bAI
adapt®°rg¢) ayérma adapt °mllesrl U -ANM Hdnmesh a&rkafl 1 ar
dojrudaGoltgr anasj éndan veya pl aznidHC aSliE@mé&fa n

b°l mes ond Mdll&nnak adl andéréelan ge- b 4dlendoz
mol ek¢l l er n n yakanmemdikilb.ad)-rek t | adéeml ar

I / MHC 11 kompleksler n n endos t k yol a
yézey yoluyla meée g &te jg rhalka emarstoakmalléd

adl andeéer él an yerl ek Kk proteazl ar taraf énd:
am noas t| k b r fragman gel r. Ay né bol m
yé¢kl emes ne z-ln zweroanald a pt an eadaf éndan par

MHC Slénémol ek¢dlhmepept CiLl Bajl ama olwijwmdan

spes f k ant jen tg¢revl pept tlerle- dej K
D My gerekDMrayr & dHd AMH Onod éenkéifl | er - n opt
pept tler n se- | mes ne yardémcé daderve Bu
endos t k yoiDMboywencsaé kigL Ab r Kek |-08 b r | ¢
akt v tes n daha as -RDIAdku rb ° |Snoenl eorl laer aské n éprel pe
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'l kompl eksl er pl azma zaréna takénér ve CD
araceéel é& baj ékek(I58Bk 5t6epk | er n tet kil er

CD4" T cell

<<<<<<<<<<<<

IS
TCR
Peptide —facs
Y MHC class 11

< T oo
N (" e D
e o4 APC
Eart
< Muc S
> <

ke R3IMHC Séneéef 11 (&@) jen sunumu
27. Gol g

Gol,g yen sentezlenm K zar ve salgé prote
sénéflandéerél masénda k | t Kl ev | eSrpee ss ah kp,

yapésé neden yl e ayérstal gk sane hykoel zagméiinadhypé r oad
Goldg n bu Kl evlier ne ek olarak m toz, DNA
nfl amasyon dah | ol mak ¢zere b r d z he¢cr
kabul ed(3%WMekted r

Golgapésée d nam kt r ve Goélkge hbcmre kKtekp |
organ zmaya bagplz ol agakdas ade|s(éx 8ntadlguzkaasnp r n
b r yépéadkysdandMegel r hgcreler nde her hegcr

| ok al ze ol an Gol g Ker d n (r bbon) ol ukt
yeéej én(6.0)@olrg |, zarlarla ayréel m&ol ye -BpE, rg
Gol g yaGméd ;GotgansGel gramg é& g b -ek tl f

sah (petl)rGol g yée]jékghdopl pomak rzed kul umda
prote n ve | -spstleemagadlag aye-6dhg abpaedbar (
endozoml ar g eb | &ojzmanmlivgicaEed.8) ar

19



Golage sal gé ve zar prote nler gl koz |

ol mak ¢zere -exk t| transl|l Ayyeémads mizad @as o
proteogl kan t p gl koz | asyon, prote nl
gl koz | asyonu g b -ek tl glEndopl| hamsmy &n

ret kulumda sentezlgenegn |y ég étnll eare el lagr ggted eq
veya preoktleecanzetrlaeek ot Iger .yéj énl ar eapnotaé tnlberd nr

gl k ol p dler n sentez nden |Igagranmsifierbzr bdr
TGl r-ok salgé prote n | ¢ menal prote naz
(58, 60)

Son on yéel da, gol g me mbr an m mar S n
mekan zmal aré ortaya -éeékar mak Golng ° nkeeml d n
ol ukumu Gol g matr s prote nler ne ve sajl
S b k @k nmy as al ener |j n n hareket enerj s

takéyécé mqyoodrg przoatred anrde nré) sentrozomdan t ¢
m krot ¢sghbgddterf nyddjlreu uhcaurneak et Coltgr yw°nd®lahe
m krot &bkbl eryéj énl aréné yakén tutar ve ar
kol ayla&asp)éerer

Gol g Matr ks Prote nler

GRASPs (&aslegnbl e St acck|l gg BPaotr e k@ssgpgdndca n
GRASP65 (ajérl ékle olarak ¢ s y¢zegndek s a

trans ygagmée&khbadaok bulunur) en -ok -al e
prote nler n bakénda gel mekted rl er.

Gol g Mezeky¢l | er n Goolag | almagnas @l ¢vjegnegn korun

sar mal yapéeda gol g zar Gptgte knoneprl edk sr.n |
b°l geler nde | okal ze olurl ar

GM1 30 |l k tanéemlanan gol g matr ks prote
ol ukturarak aGelrd éky £z enyi( #n8HEK0 IckiDsa'nlueks Gol g
prote n 0 lGoonl gGMh3 M @& ns y b | nen bel rte

Golmarl aréndan tomurcukl anan takéema vez k¢l
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m krot¢gbell er n -ek rdekl enmes , h nd¢zen
kompart émanl akma organ zasyonunun d¢zenl en
anaht(a6r.2)d ér

271Go I Yt rYamn et é

Endoplazm k ret kulumda salgé ve membran

durum golg n n kapas tes n aktéjéenda bu p
veya takénamaozl uvo r@ol gst rsetsr egysl e baka -éeékmak
yaneét é ol ar ak b | nen h¢e¢crreskeadpasht eganl ara

homeost at k mekan zmal aré etk nl ekt r r.

Gol g stres yanéténéen molek¢ler mekan zm
eden b r sens®°r mol ek¢l ¢; (b) Golg | e I
transkr ps yon fakt°rg¢; (c) trasmnsykanels arotnt
el eman; ve (d) gl koz | asyon enz mler ve \

prote nler k ddlleany 8.Lilkeudef genl er

Bug¢ne kadar ya@eellgan starleesk mpaaeéda ER st
karakter ze edGoll dmoennk sktyornl améaln kapas t el
mekan teamnémlkanmékteéer.hGegmeglintgprr e WHeémels yaneéet
-al ékmal ar viee bgi°fsEt8er plrno tketo gl k arnylodra,k | GREB
ol arak s.&F&yBalndajgbe Ikorz | asyon ve véz nk glearel t
Kl ev n. rBteegl ekpamt goghj kanl ar -n gl k
ekspresyonunu odratr@p eprtco ICREB3k | YR £7%] § dlsszee n |
anapoptolk ek d b6Aagnl er

Gol g yapésé ve Kl ev DNA h aaspaorpét,ot e rke
kokul |l ar g b stres kokul |l ar é alténda bo
bozul maseéna veya Gol g yapeéesal prote nl er
b°l ¢nmes ne neden ol ab | r. Ayréecladupurtexp
ed I m kKt r. Bunnesderlse sGaolyal | er n al gel ay

nedenl e h¢gcresel s nyall ekme aj én(dsa8)b r mer
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272Gol g ve Brefeld n A

Brefeld n A, me me | he¢egcreler .zer nde
taraféndan ¢ret |l en ke¢g-¢k b r h drofob k b
kompl eks par -al aneéer . ER'"den tomurcebkl anan
kaynakarak kargolaréné beéerakeéerl ar. Sal gel a
vel veya Golg yoluyl a ant er éger aal évnenza ské¢ | e
prote nler se ger d°n¢Kem -b prl ér & torr argur aodl

Ar f frADbDRs | asyon faktoerler ) a |l es n n K ¢

takénmaseé - n don°®°r zarl arendan Kk¢-¢k zar
amaceéeyla yape skel es g°rev kKg°°rrem .prBated en
Arf oy akt ve eden baze prote nler ve gua
Ard n nh b syonu, b r-ok per fer k membran

Golg "n n -°kmé8)ne neden ol ur

273Gol g ve MHC I Kk s

Gol gs dteopl azm k s nyallerden bajémséz ol
t aké&ma mekan ZmalMriés s vaarrkdaédra k| ar é Gol g t
mekan zmaséne, k entegre zar prote n nden
Bu k mera b r Goblg-idal akédaloszeétpaoseenaz ((GT
prote n ( nsdan)dej] -kemez .z GA¢nrn gransmembr
ve | ¢menal alanendan olukan k mera Gol g '«
alanenén Golg | ok al zasyp64a4na aracel ek ede

I / MHC 11 kompleksler n n endos t k yol a
yézey yoluyla mé g tt ] hala tarteéekmal é
sunumunda g°revli-l |l omalne kMHK e ®@d e&MIA Cdba gol

czer ndeef(ne.5g) der |

Tez ¢al ékmasénén Amaceé

Tez -al ékmasénén amaceée f ol k¢l er B h¢gcr e

gol g stresl In wvik IMHECN-K& erEKek ¢l | er n n ekspre
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B h¢gcres nde olukturul an bu mgareesl enr nn Tv & of
h¢cre y¢zeys nmelkek ¢gHLAekspresyonunu etk s n
b rildadtask dokusundan zol e -kegdl tl gern  @Be tvaetn €Tp d la

dej K m n n de araktérél masé ama-| anméxkteér.

Fol kel er B h¢crelerde Brefeld e Bajmua me
ol aoragaanlo | lan hasthgdsaterodsukmn takizeyendeelk RE
Séedaf mol ek¢l | er nmz sl ®dkgjpmésddnedkn emdeed k Kor t  lke
Tfh ve B h¢cr-& gkzspyengenbdbAn art masé bekl e

Tez ¢al ékmasénén ¥zge¢n Dejer

Yapélan | teratg¢gr taramddeéenndoa ekgllg e kstprre
et k s hakkénda 9oémakla asfapéd&t e mmimg kkmas st
h¢creler n n ncelend ] f ol k¢l-Gr |T kKKe sBrr
g°steren b r -al demdexénmaasgdbhbhemameErkesrne be
f ol k¢l er B h¢cre Ve f ol k¢l er B 4G¢ocroe €
ekspresyonungons tdeerjenk m k -al ekma ol acakteéer
srtes ne bajlé fenot p dej K m | k deféean bu
©zge¢n b r -al ékma olup | teratg¢re ve daha

de¢kenegl mekted .
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33GERE¢ VE Y¥NTEM

Bu tez -aléekmasé 3 farklé k k den al énart
°rnekl er ) kull anél déeje b r -al ekxkmadeér. ¢ ¢
bajékénda bulunmuk 2 farklé& don°r adayeénén
°rnej] nden rut n testler yapeéldéktan sonr a
hastanem ze tedav - n bakvurup amel yat o

dejerlend r | en dalak °rnej kull anél méxkt eér

¢al eékmaya, bey n °l ¢m¢ ger-eklekm K ve
g°n¢él Il ¢ ol arak mzal adé] & Bakkent ' n vers
Araktér ma Mer kez B | msel Araktérma Onam F
Bakkehn vers tes Adana Dr. Turgut Noyan U

Araktérma Hasta Onam For mu al énan sekonder

Tez | e l g | | aboratuvar deneyl er Bat
Uygul ama ve Arakteérma Merkez Doku T pl eme
Mol ek¢l er Kmm¢gnol o] Araktérma Laboratuvarée

Bu -al ékma Bakkent | n vers tes Tép ve S

onayl anméxktér (Proje no: KA22/308).

31. ¥RN160524 Ks ml ¥rnek | e Yapeélan ¢al éxtr

¥RN1605214 s ml beyen otlgam{ ager bakleak amr
dal ak °rnej |l e yapélan -al éexkmalar Ku Kek
0 Dal ak ©°rnejinin fiziksel ol arak par-al an

lenfosit izolasyonu

U Kzole edilen I enfositler kullanél arak man
izolasyonu
U Kzol e edi | en T he¢egcre vV e B h¢e¢crenion akeéen
belirlenmesi

U T h¢gcre ve B hikkglrtegridre §.apsd atn ikmmgnf enot i
U B h¢gcrelere Brefeldin A (BFA) muamel esi [
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U0 Hececre kegltegreg yont emi il e 6. ;kell2t. ¢ rvee -2adl.é ks

U0 Akém sitometri y°ntemi Il e 6., 12. ve 24.
32. ¥RN010324 Ks ml ¥rnek |l e Yapélan ¢al ekt
¥RN010324 s ml hast anem zae tb aoklvaunr avrea kt €
ol arak dejerlend r I en dalak °rnej l e yap
U Dalak ©°rnejinin fiziksel ol arak par-alan
kull anélarak | enfosit izolasyonu
0 Kzole edilen |l enfosit °rneklerinin dondur
U0 ¢alekma i -in dondurulan | enfosit ©°rnekl er
U0 ¢°zde¢egrelen |l enfositler kull anél arak manye
izolasyonu
U0 Kzol e edil en T he¢cre vV e B he¢ecrenion akeén
belirlenmesi

U T h¢gcre ve B hkglrtegridre §.apsed atn ikmm¢gnf enot i

0 B h¢gcrelere BFA muamel esi il e golgi stres
O Hececre keltegreg yont emi il e 6. ;kll2t.¢ rvie -2adl.é ks
U AKkém sitometri y°ntemi ile 6., 12. ve 24.
33. ¥RNO70624 Ks ml ¥rnek |l e Yapélan ¢al éxkr
¥RNO706214 s ml beyen otlgam{ ager bakleak amr
dal ak ©°rnej |l e yapélan -al ékmalar Ku Kek
U Dalak ©°rnejinin fiziksel ol arak par-alan
kull anélarak | enfosit izolasyonu
0 Kzole edilen Il enfositler kullaneéel arak man
izolasyonu
U Kzol e edi | en T he¢egcre vV e B h¢e¢crenion akeéen
belirlenmesi

U T h¢gcre ve B hkkglrtegrdre §.apsedatn ikmmgnf enot i
U B h¢gcrelere Brefeldin A (BFA) muamel esi i
U0 Hececre kegltegreg yont emi il e 6. ;kell2t e rvee -2a4l. e ks
U AKkém sitometri y°ntemi ile 6., 12. ve 24.
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34. Dal ¥2kne] n Pave- dlemifmaséa Kzol asyonu

El de ed | en doku °rnej (dal ak( @ rbncdat ). I
Nol0O0Q@D5 -er s nde b st ¢Pol ayaakl ékmekdlad e/latkrl =

par -al ande.

U PBS i -erisinde s¢spanse halde bulunan dok
sé¢spansi yof(Resinedlgde edi | di

0 15 ml ol i k f al ko n(Stercpll Technelogiessat. No®783) ekfeindi.f i k o |
- ¥RN160520 aden falkon t¢p kull anel de.
- ¥RN0O10330adie-ti mal kon t¢p kull aneéel de.
- ¥RNO706 28a die-ti i al kon t¢p kull aneéel de.

O Hecre s¢spansiyonu yavak-a fi kol sczerine

edildi.

U0 Santirg¢] sonrasénda fi kol ¢n ¢ St késménda

yardémeyla 15 mlolik yeni bir falkona top
erine 1:1 oBadenhdafal &oak

rel masé sajl ande.
S

0 Lenfositlerin ¢z
st edilerek kar éxt

e
0 1700 rpmbéde 6 daki k

e

0

[SP R (]

antrifg¢] edi | di . Bu
U Santrif¢j] sonrasénda s¢pernatant uzakl akt

0 Celldyn ci hazénda k bdlirlemdar ak | enf osit sayeés

- ¥RN160524 i-in |@gtoei{ mikbhmealxs@ptan
- ¥RN0O010324 i -i ng5xii®m¢gcorsed t/amalkt sa@gt andeé.
- ¥RNO70624 i -i n7.9xe0mhf,acyiat! /amirddk asapt andé .

0 Acredinorangggr opi di um i odi ddlorekanrhil karn@&d lkao mtka | my et
canl el ek orané saptande.
- ¥RN1605246¢n canl el é k(Ressim&2).é %90 ol arak s
- ¥RN01032406¢n %9000 lag la&gkk (Resirp&3hén d €
- ¥RNO7062406¢n %83 lag la&kk (Raesirp&4hén d &
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Res3lal ak °rnej n n f z ksel olarak par-al anmaseé

LENFOSIT

Res 3m¥RN160524 s ml °rneje a t dafl akntmslkamozsklogp ec

gereé¢nt ¢gsé

LENFOSIT

Res3Wm¥RRL0324 s ml °rneje a t dal 4k bamslkmod ko pe d

geré¢nt sy
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Res 39n¥RN0O70624 s ml °rneje a t dafl laknmalkamosklog e c

gerént isé

35. Many &tonk uk Yl°o#aveRHy cre Kzol asyonu

Kzole ed |l en | enf oSt emeel |k uTedashyrsddatp keNlo :F

196)7 1lve BSthesnecreel |( TeeacshynsodKpm 9 @84 :z o0l asyonu ma
boncuk y°ntem kull anél arak negat f seleks
U4 T h¢gcre ve B h¢gcre i zolasyonu yapéel de.
- ¥RN16 05 B3Hadeff- ihnye@3adeBh ¢ cre i zol asyonu yapeée
- ¥RNO10 3 B0 die-ti nl 1lB0acdree¢ Be h¢gcre i zol asyonu
- ¥RNO 706 24a die-ti nl 2hgdtate B eh¢sicre i zol asyonu
U T h¢gcre ve B h¢gcre i zolasyonu i -in ayre a
0 Ksimlendirilen t¢gplere 1 mli l enfosit ekl e
O T h¢gcre i zolasyonu i -in il1gild@ tepl ere 50
B h¢g¢cre i zolasyonu i-in ilgildi teplere 50
pipetlendi.
0 Oda seéecakl nda 10 daki ka ink¢gbe edi |l di

(o]l
—>
o

e
0 Knk¢basyon

sonrasénda her Dbir te¢gpe 500 OL
0 Manyeti k sporda 10 dakika ink¢gbe edil di
U S¢re sonunda t¢gpler manyeti k spordan -éka
yeni t¢plere al énde.
O Manyeti k sporda 7 dakika ink¢gbe edil di
U S¢re sonunda t¢gpler manyeti k spordan -eéka
yeni t¢plere al énde.
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U 2300 rpméde 3 dakika santrifg¢gj edildi.

U S¢pernatant tepen alt késména -°ken hgegecr

U Te¢pen alt késménda bulunan pellet 500 OL

U0 Cellkdyn ci hazénda oKk bdlirlendar ak | enfosit sayeés
- ¥RN1605T4higecre séllygsrée 5/. 9Ix 10l ar ak® ve B |

h¢gecre [ mli ol ar ak
- ¥RN0103Z4hiere

h¢crel/armlk saptandeée.

saptande.
sHhycecsrée 311 1 arak3ve B F

- ¥RNO706Z4hgerm s éhyeecsrée 5/. 4n@lx 1000 ar ak ®ve B h
h¢crel/larmlk saptandeé.

0 Acredinoranggpr opi di um i odi d dlorekanrhil karn&d lkao mtka | my et
canl el ek orané saptande.

- ¥RN160524bBb¢are canl él ek oranée %90 ol ar alk
ol ar ak (Resip3.Gand e

- ¥RNO10324bBbé¢aore canl el ék orané %90 ol ar all
ol ar ak (Resim3.7andé

- ¥RNO706R4b¢are canl él ek oranée %90 ol ar alk
ol ar ak (Resip3.8)nde

Res3bnmManyet k boncuk y°ntem l e T h¢gcre ve B h¢cre
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B HUCRE

Res360¥ RN1605214 s ml °rnekten f b b ene skdrnal sekno pT gho¢rcer net

B HUCRE

Res37m¥ RN010324 s ml °rnekten t b b ene ekdrnol sekno pT ghirc¢ér net

B HUCRE

Res38¥ RNO70624 s ml °rnekten t 0 b ene ekdrnol sekno pT gh°srcér net

36. AkéSn t omet r Y°ntem |l e Safl ék Bel rl eme

iU 2 adet 5 ml polistren t¢p T hegcre ve B hyg
iU T h¢ecre tegpene; 5001 T hegcre, 501 CD45 ve
i B h¢egcre tepene; 5001 B hegcre, 50l CD45 ve
U

Hafif-e vorteksl endi ve oda sécakl éjénda,
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(% 10%

S5C-A

S¢re sonunda Fetgl Bdvieea Serurf-B3) (Gibddh Kat. No10506064)
i-eren PBS eklendi ve 2300 rpmoéde 3 dakik
Santrif ¢j sonraseé s¢pernatant pipet yarde
i -eren PBS ekl endi
T¢pler hafif-e vortekslendi ve akémsitome
Okut ma sonraseéenda CytExpert software
dejerlendiril mesi yapél de.
- ¥RN1605R4wgamnre safl ék orané %99, 21 ol ar a
ol ar ak (Resip3.%9nde
= ORM1E0524_T HUCRE : CD45 = ORN1E0524_B HUCRE : CD45
- a2
il .
= SR=
Lo oo
]
il ) CD19 BHUCRE(%99,92)
CO3THUCRE(%99,21)

1. .
= T III;III| T T TTTg T TTTTIg T TTTITT = T T TTTIg T T TTIT T T TTTII T T TTTTT

10° 107 10 10° 10° 10° 10° 10* 10° 10°

CD3 ECD-A G019 FITC-A

Res3a%¥RN1605246 e a t T h¢gcre ve B h¢gcre safl ek oran

- ¥RN01032406¢n T hy¢cdrod ag afkl eske Br ey 680 %9 S,af |
ol ar ak (Resirp3.1®hde
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ARMNO10324_T HOCRE : CD45 ARMO10324_B HUGCRE : CD45

+ 2o + 2
= = =
T ] L ]
@ B @ B8
o un]
| __ | D18+ B HUCRE(%89,80)
1 CD3+ THUCRE(%99,24) 1
T T IIIIII| T IIIIII| T T IIIIII| T T TTTT IIII|IIIIIIIII| T IIIIII| T T IIIIII| T IIIIII|
10 10° 104 10° 10° 010 10% 10° 10°
CD3 ECD-A CO18 FITC-A

Res3InM¥ RN0103246 e a t T h¢gcre ve B h¢gcre safl ék or al

¥RNO706246¢n T hy¢ 640d ag atkl evke Br ahry,a68 %9 S,a f |
ol ar ak (Resirp3.1d.hd e

= ORMOTOE24_THUCRE : CD45 = ARMOT0E24_B HUGRE : CD44
$2 =
< ] T ]
ER= =
[T ol o
un} i}
| C03+ THUCRE(%99.64 CD19+ BHUCRE(%99 £3)
1 Fefas .
= IIIIIIII|IIIIIIII| T T IIIIII| T T T TTTTT = 1 IIIIIII| 1 IIIIIII| 1 LLBLLLLL 1 LI BLLLLL
oot 10° 10% 102 108 104 10° 10°
CD3 ECD-A CO19 FITC-A

Res3INM¥RN0O706246 e a t T h¢gcrse tvemet rh¢g cglr gsmtf d £k or al

37. AkeSn t ometr | e¥Y°Ont eSamat Kmm¢gnfenot pl eme ¢

Kzol e ed I en T h¢crekglet ¢Br eh ¢ecd el dl: 1v eor amr
-al ékmasé yapél de. B %vy Itercoe ohk¢pchried akeckletde rl¢e n® r

ve B h¢gcren n h¢gcre ye¢zey ekspresyonl aré be
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371H, cre y¢zey -al ékmase

U 5 mloli k akéenmlashltogBrne&.iddaicmpllendi ril di
0 HLA-G monokl onal anti koru PBS kull anél ar ak
kull anél amnmorkokll@aragl marka ve katal og num
U Tablo 3.1.6e g°r e -ke¢lptlegrr iendiil-emr ihsgcnree 5v0e O
eklendi.
O T¢gpler hafif-e vortekslendi, oda sécakl é]
U0 S¢re sonunda t¢gplere 2 mli %1 FBS i -eren PE
edildi.
U0 Santrif¢] sonraseée s¢pernatant pipet yarde
i -eren PBS ekl endi
O T¢egpler hafif-e vortekslenip ve akém sitom
0 Okut ma sonrasénda CytExpert software pr o
analizi yapeél deé.
Tabldlo Kmm¢gnfenot pl eme - n -aléexma tabl osu

H¢cre Yégzey Cal ékma Tabl osu

Téepl er FITC PE ECD PC5 PC7

_ CD4. HLA-G CD3_ CD185 CD279

Téep 1 (50L (1086| (306L] (506L (50L

_ CD4 | HLA-G CD3 | cbig5 | CD278

Tep 2 (50L (1006 (306L (506L (10L

_ CD4. CD85J CD45

T¢ep 3 (506L] (50L — (206L -

_ CD19 CD85J CD45

T¢p 4 (50L] (50L - (20L -

_ CD19 | HLA-G_ Ccb45 | HLA-DR

Tep o (50L (100 - (206L| (30L

_ CD19 CD40 Cb4s5 | HLA-DR

T¢ep 6 (506L] (50L - (206L] (30L

_ CDl% IGM~ CD45~

Te¢p 7 (50L] (50L — (20L -
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Tab3ld2o0 Kull anél an monokl onal ant korl ar

Monokional Monoklonal Ant i KkKor un
Antikorun Monoklonal Ant i kor ui
Ad e ve Katal og NU
CD3 T h¢gcre 1 -1 n y|Beckman Coulter, Kat. NAO7748
CD4 T yar démce h ¢| Beckman CoulterKat. No:A07750
belirteci
CD19 B he¢gcre i - i n |Beckman Coulter, Kat. NAO7768
belirteci
CD40 Anti jen sunan-|Beckman Coulter, Kat. Ng
1 (0]
stimet a IM1936U
CD45 Lenf osit hy¢cr el Beckman Coulter, Kat. N®AO7785
CD85J I LT2 i -1in y¢ z el Beckman Coulter, Kat. N6AO7408
CD185 CXCRS5 i -1 n y¢ z|Invitrogen Kat. N0:15918542
CD278 | COS i -1i n y¢ ze|lnvitrogen Kat. N0:25994842
CD279 PD1 i -in y¢ zey|Beckman Coulter, Kat. N6A78885
HLA -G Klasik ol may an s -&i Invitrogen Kat. N0:12-995742
i -in y¢sgzey bel
HLA -DR Sénef -DR H L A n| Beckman Coulter, Kat. Nd349180
belirteci
IGM Kmm¢ngl obul y @z|Beckman Coulter, Kat. Nd830657
belirteci

38. BH¢e crel eMeaBeEAGes | § ri€dsukt ur ma

Gol g stres ol ukturulacak B h¢gcrelere h,
( BFA) muamel es uyakEelmamnsda&.om@dlrg yfinrt esn I
HLAR ekspresymealunrulne md a.né

381H¢cre ke¢eltegreg yontem o é® B hegcrelere

50 ml FBS ve 10 mi( GpeorcWa 050080 0e mt o RPMI r

( Roswel | Par k Memor ,alKalthk8W &4u-ter) sl 6mMed k3 e
kull anél acak bes yer hazeéerl andéeé. B¢t en hgo
kull aneéel deé.
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U0 Hazeéerl anan besiyer:. 37 UC olan su banyosu
0 1 adet 7 mlolik flask isimlendirild di
0 Flaski - eri sine besiyeri, B h¢ecre veEatda. 7 OM
B7450 pipetaj yapeéelarak ekl endi
- ¥RN16052%ml besiyen, 14.715xfOB h ¢ cr e vV e 35. 7 OM E
yapélarak ekl endi
- ¥RNO 10 3 32lbesiyarin24xl®B h¢ecre ve p3ispert aQM yBaFple |
eklendi.
- ¥RNO 706 3lbésiyar,9.14x1B he¢ecr e ve p3ibpert aQM yBaFplé |

eklendi.

U 37 UC v -%%5 e@Oink¢batorde 3 saat inkegbe e
0 Knk¢basyon sonrasénda golgi stresi akém s

DR ek s pr e s yhlelrlenarekaspitoedildi.n &

382Kmm¢gnoh stok myaGWM230emoyamamg@ahtvteresar

m kroskopta g°re¢gnt ¢l enmes

BFA muamel es nden sonkuwul IBaméglcaredkr Ise tlosmng

%4f or mal dlehmt ¢zer ne yapeéekteéreél an h¢creler

y°ntem kul IGMi&l0ar ake abhboyandeéeé vV e mm¢ nf |

ger¢é¢nt gl enerek gol g stres tesp t ed | d
BFA (+) B hg¢gcreler |l am ¢zer ne yapéckterrt

U BFA muamel e edil en B hy¢cr @ylteosi pilkeurt li ideeearia drée

U0 Kaset b°l ¢gmgne i simlendirilmik | am yerl ek

U Kolon kesemdml@®( ©OL BFMN¢cgcre ekl endi

0 800r pmédde 5 dakika santrifg¢j edil di

U0 S¢re sonunda kaset b°l ¢im¢gnden al énan | amde

le- er -ieweg i sine al éndeé.

%4 f ormal dehit kullanéelarak | am ¢zerindel

U0 zerine h¢cre yapekteéereéel mék olan | am i -eri
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U Oda séecakl éjéenda 10 dakika ink¢gbe edil di
U S¢re sonunda yékama i1 -in |l am i-erisinde s
0 Oda seéecakl éjénda 5 dakika ink¢gbe edil di

U Yékama iklemi 3 defa tekrarl ande.

Anti-GM1 30 boyamaseé:

U Fi kse edilen | am petri i -ine al éende.

O Permeabilizasyon i-in |lam ¢zerine %0. 05 T
0 Karektéerécéda 15 dakika ink¢gbe edil di

U S¢gre sonunda Tritonx100 pipetle toplande.
U Lam 1ml sojuk PBS ile yékande. Petri kar é
0 Petri i - e r iBavinenSerumd AlburhinB%A) ekiendi.

0 30 dakika karéektéerécéda ink¢gbe edil di

0 1/ 200 oranénda dil ¢e edilen GM130 Al exa 4

U Petrinin ¢zer.i alimgnyum folyo ile kapat
ink¢gbe edil di

U0 S¢re sonunda primer antikor pipet yardeémeé

a 2 mli PBS i leYgkhamai yxapei de@. defa tekrarl a

U Prolong Antifade medyum eklendi. ¢ekirdek

O Kmm¢gnfl oresan mi kroskopta g°re¢egnt ¢l endi

BFA uygulanmamisg B hiicre

35.7 uM BFA uygulanmig B
htcre

GM130 boyamasi DAPI ile gekirdek boyamasi

Res3In2 BFA muamel es °nces ve sonrasé B hg¢gcecre mm¢ n
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383Akéem s tometr y°ntem -DReelBs fhriecs yeo nyuin

r abneél rl enmes

B h¢g¢crelere BFA muame&kléars s uygneltama d/@m t°emc

HLAR ekspr elseglonr loBralth¢écr el er BFA |l e 3 saat

sonra y ne akém s tomet-DR gReapembgbhrloBadé

Byl ece gol g stres n n olukup olukmadéjeée g
BFA muamel es °nces akem s tometr -al é

0 lademkém sitometr.i tepe T simlendiril di.

i 50 Ol B h¢cre, 501 CDR5mob®k|l €Dab aet 6RO

0O Hafif-e vortekslendi ve oda seécakl é&j énda,

U0 S¢re sonunda t¢gplere 2 mli %1 FBS i -eren PE
edildi.

U0 Santrifg¢gj sonraseée s¢gpernatant wuzakl akter e
eklendi.

O T¢egpler hafif-e vortekslendi ve akémsit ome

U Okut ma sonrasénda Cyt Exp'8Br th¢scafet warze yp rnadge

DR ekspr esbelolend.n or ané

- ¥RN1605HUWA-DR ekspr edydb.nl ®ralnaResikn 3.829.pt an d €
- ¥RNO1O0O3HUA-DR ienk spresyqionl ar ahkh qRe8trd 3180 d €

- ¥RNO706 HUA-DR ienk spr es9mlna ma lka (Resird@.1d.h d é

BFA muamel eak éns snrtaosmet r -al eékxmas é:

3. saatin sonunda flask et¢gvden aléndée ve
Celldy n c i Blagz @anmasyl@lislendi.

- ¥RN1605B4 hi,cir 8B75xdGhycecsréee / ml .ol arak sapta
- ¥RNO103B4higcirexi€ayesée / ml ol arak saptan
- ¥RNO706 B4 higcir 76dBlyesree / ml ol arak sapt a

Acredin oranggpr opi di um i odi d dlorekanrhil karn®d lkao mtka | my et
canl éel ek orané saptande.

- ¥RN16d5B&HA (+) B h¢gcrenin canl él ek oraneée
- ¥RNO1O3B#FAi {#n B h¢gcremMbhacakl|l shpkandan

M
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- ¥RNO706 B#Ai {#rh B h¢gcrenin canl el ek

1 adet ak é misimlendirddme t r i t ¢pé

c:

U Ksimlendirilen t¢plere 50 Ol -DRmbngkionak ,

anti korl aré ekl endi

o« Hafi f-e vortekslendi ve oda seécakl é&] énda,

U0 S¢re sonunda t¢gplere 2 mli %1 FBS i -eren
edildi.

U0 Santrifg¢gj sonraseée s¢gpernatant pipet yarde

O T¢egpen dibine -°ken pellet ¢zerine 500

O T¢gpler hafif-e vortekslendi ve akém sitom

U Okut ma sonrasénda Cyt Exp'®Brth¢ixcafet warze yp mag

DR ekspr eshbelolendin or ané

- ¥RN1605HUWA-DR ekspr e%/9.250l ar ak §Resimd3.12.h d
- ¥RNO103HUA-DR ienk spr es8p.66n | ar a k gResimp 3.18.0h d
- ¥RNO706 HUA-DR ienk spr es7.820| ar a k gRe8irmp 3.14.h d
ORMN160524_BFA. . CD18 B HUCRE ORMN160524_BFAL..: CD19 B HUCRE
101-UL(%0,47)  CD19+HLA-DR(%97,10) 101-UL(%14,26) CD19+HLA-DR(%79,29)
mc_; o _
€ ] T ]
Gra Ga
o = O -3
o 3 [nal =
] . ] ]
T 3 3
Iﬂ' Id‘
S 01-LL(%0,06) Q1-LR(%2,37) S Jat-LL®1,14) Q1-LR(%4,38)
LLLI| T TTTTI T TTTTI] T TTTTI T TTT LLLI| T TTTTI] T TTTTI] T TTTTI] T TTT
10 10° 10* 10° 10? 10° 10t 10°
G019 FITC-A CO19 FITC-A

Res3ImB¥RN1605246 e a t BFA muamel-BRe k s°pnrceessy o nv eo rsaonnlraar:
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HLADR PCT-A

10%

10°

10*

10°

ORMO10324_BFA-_HLA-DR : CD14

ORMO10324_BFA+_HLA-DR : CD14

101-UL(%0 63  CO19+HLA-DR{%E7 &1) 301-UL(%E 07 CO18+HLA-DR(%E5 76)
| Q:FD =
. ., ]
- - -
Crg
= o= =
3 r = 3
] o A
] fi ]
- I -
o
= E =
J@1-LL(%0,15) Q-LR(%1. 7D S JO1-LL%1,47)  01-LR(%4,71)
I| T IIIIIII| T IIIIII| T IIIIIII| T T TTTT - I| T IIIIIII| T IIIIII| T IIIIIII| T T TTIT
104 10° 10 10° 10° 10° 10* 10%
CO19 FITC-A CO19 FITC-A

Res31mM¥RNO0103245

HLA-DR PCT-A

10%

107

10°

10°

ORMNO70624_BFA-_HLA-DR : CD14

e a t BFA muamel-BR eRspessyor eoanhe:e

ORMNOTOE24_BFA+_HLA-DR: CD14

Res3Inb¥ RN0O70624506

3.8.48B

he¢ecrel

U BFA( +) B hy¢

5

mil

i Cell-dyn

RP MI [

JQ1-UL(0,82) : CD! 9+'HLA-DR|:%93,DD:| JQ1-UL(%4,39) CD18+HLA-DR{%76,82)
= MD =
] < ]
] T ]
=
3 o 3
] r:l‘n ]
] 4]
T+
= = =
H01-LL(%0,19) @1-LR{%5 35) = H01-LL(%2,80) Q1-LR{%15 85
T IIIIIII| T T IIIII| T IIIIIII| T IIIIIII| T IIIIIII| T TTT III| T IIIIIII| T IIIIIII|
10° 104 108 10° 10° 104 108 10°
GO G FITC-A GO G FITC-A

e a t BFA muamel-BR eRspessyor eoanh:e

er n n BFA (+) bes yer nden uz

creler 3000 rpmbéde 5 daki ka sa

l e yeniden s¢spanse edil di

c i Bha gz asnaayl@lisiendi.
¥RN1605B4 higccire sdlygsree 1/. 7@Ix 1®1 arak sapta
¥RNO10324Bihiaor & - $ #hy¢écsrée 1/84mxlI1 0ol ar ak sapt
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- ¥RNO70624Bihiare-salygcsree 2/. 6mMix 1®1 arak sap
39. H cKel t ¥t em

B h¢g¢crelerde BFA muamel es l e gol g str
bes yer nden uzakl|l aktéréel deée. Héececre kel ter g
ve B hkele¢gkg ol ukturul du. 6., 4l2. viek 2btat S
kondRN60524 s ml °rnekl e | e 2y@@dple Id4abn - al €

ofioly
2 O

d
¥YRINOhDAOGAB2AI
l eddzwam ed

& e

| d

Tab3d30 T h¢gcre kel BBeghgcre ko
SAAT BFA() B H!ICRE' CRE BFA(+) B HTCRECRE
KO-K! LT' R! KO-K! LT! R!
BFA()B | BFA()B BFA(+)B | BFA(+)B
1 1 1 1
eFaB | M CRE| HICRElg(yg| HICRE| HiCRE
I [}
6.SAAT [ M1 CRE 1 Hrch 1 Hicd TP ORE 1 HicH T HlcH
| + . +~ | + . +~
T HiCl 5o 69 4 og/|T M ¢ 20 6g) 40 o6g/
STEROK STEROH STEROK STEROH
BFA()B | BFA()B BFA(+)B | BFA(+)B
[} [} [} 1
sFa)B | M CRE| HICRE|lg, (g HICRE| HiCRE
I [}
128AAT| M1 CRE v wicr T oHicd T ORE T HicR T oHIco
| + . +~ | + N +~
T HIiCl 5o 69 20 o6g/" M C 20 69 40 069/
STEROK STEROH STEROK STEROM
BFA()B | BFA()B BFA(+)B | BFA(+)B
[} [} [} 1
sFAs| MI CRE| HICRE|grypyg| HICRE| HICRE
I [}
24 SAAT| 1 CRE 1 Hych 1 Hied T ORE 1 o HrcR T oMy cf
| + . +~ | + . +~
T HiCl 50 69| 4 og/|T ¢ 20 6g) 40 o6g/
STEROK STEROH STEROK STEROM
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391H¢cre kel tegreéegnde Tkevlet ¢Br hogl curketluerrma | ek

H¢ecre kegltegréegnde BFA muamel es yapél mécx
Kek | de ve BFA muamele ed I mem K B h+¢cre
kel ter ed |I|-kdg |.t ¢Y¥a peérlea nm kisot @ mau atine]jl led oluymgak
Zamana b aakléém osl atroanke t r y°ntem bel hglcerd e

U Besiyeri 37 UC olan su banyosunda 30 daki

0 Tabl o 3. 3. 06e giimlendirddi ml 61 i k fl askl ar
0O Her saat =-al ékmasé i-in flasklara akaj éda
h¢cr e, B (h+t)crB ,hBcFrAe ve steroid ekl endi
- ¥RN160524 i-in hazeéerl anan fl askl ar:
1. Flask (kontrol fPBEAHEB: hg cliTikh cee @x L Or i
T 2. Flask: 8 ml besiyeri + 3xf8FA(-) B h ¢ c%Te h+ @GGeifiOsteroid
3. Flask: 8 ml besiyeri + 3x§8FA(-) B h ¢ c%Te h+ &@GaD0steroid
T4. Flask (kontrol fI°PBBEREY) B mitThesik g@r 8 4
| 5. Flask: 8 ml besiyeri + 9.34xi8 FA( +) B h¢eThe, cH20D¢R 4x 10
steroid
6. Flask: 8 ml besiyeri + 9.34xi8 FA( +) B h¢eThe, cH48DHR 4 x 10
steroid
- ¥RN010324 i-in hazeéerlanan fl askl ar:
T1.Fl ask ( kontlesiyerl+6BGx18BEA(-E) B B¢ ot ¥T h+, ca.e5x 1
 2.Flask: 5 mlbesiyeri+ 6.5x1BFA(-) B h ¢ cr®8 k¢ QOO stéroid
3. Flask (kontrol fI°PBBEREY) B mlITbersicyder 2 E
4. Flask: 5 ml besiyeri + 1.25xi8 FA( +) B h ¢ eT eh &4c0T2f®5 x 1 0
steroid
- ¥RNO70624 i-in hazérlanan fl askl ar:

1. Flask (kontrol f|%BEA-E)B B¢ mt b ergicyre? k 1
2. Flask: 5 ml besiyeri+ 1.2x4BFA(-) B h¢crf&@ h ¢ 2 0 2 0 ftéraiL
3. Flask (kontrol fBBRAK®) :B5hthgeselretd
4. Flask: 5 ml besiyeri+ IXS@ FA( +) B h®Jc he €10 e 1OgtHramL

= =4 =4 =

U 37 UC ve -5 e@Oink¢batorde zamana bajlé ol
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3.100AkéeSn t ometr | eY°Kmnme,gmf enot pl eme ¢al ékmaseéeé

3.10.1. 6 . saat akem s tometr -al ekxmaseée

6 . saatin sonunda fl askl ar ink¢gbat°rden
topl ande.

Cellkdyn cihazénda okutul ar bekrledier bir f 1l askt
Acredinorangep r opi di um i odi d dlorekanrhil karn@d kaa mtka | my et
canl el ek orané saptande.

Fal ko

Santrifg¢gj sonraseé s¢gpernatant pipet yarde

nlar 3000 rpméde 5 dakika santrif ¢j

Téepen dibine -°ken pellet ¢zerine 650 Ol

Akém sitometri y°ntemi ile 6. saat 1 mm¢gnf

H¢cre y¢é¢gzey -al ékmaseé:

c:

5 ml ol i k aként adil toogr8erter. id sti¢nplleenrdii r i | di
H¢cre yégzey -al ékmasé protokol ¢ uygul andé
Akém sitometr.i cihazenda (DxFlex) okutul a

yapéel deé.

310.2. 12 . askaéamt s t omet r -al ekxmaseée

12. saatin sonunda flasklar etg¢gvden al éndé
Cellldyn ci hazéenda okutul ar bekrlenidier bir fl askt
Acredin oranggor opi di um i odide kullanél arak 1inve

oraneée saptande.

U Fal konl ar 3000 rpmdéde 5 dakika santrif ¢]j
0 Santrifg¢gj sonraseée s¢gpernatant pipet yarde
U0 Te¢pen dibine -°2ken pell et czerine 650 Ol
U0 Akém sitometri y°nt emi Il e 12. saat I mm¢gn
H¢e¢cre yeézey -al ékmaseé:

a5 ml o6l i k atkeepm esriit oTnaebtlroi 3..1. 6e g°re i simle
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O H¢ecre ye¢egzey -al ékmaseé protokol ¢ uygul ande

U Akésmt omet r i cihazéeénda (DxFlex) okutul ar ak
yapéel deé.
3.10.3. 24 . askaeéant s t ometr -al ekxmasé
0 24. saatin sonunda flasklar etg¢gvden al éndé

i Cellkdynci hazénda okutul ar ak bdliemdi bi r fl asktaki
0 Acredinorangggr opi di um i odi ddlorekanrhil karn@&d lkao mtka | my et

canl el ek orané saptande.
0

U Fal konl ar 3000 rpmdéde 5 dakika santrif¢]
U Santrifg¢gj sonraseé s¢gpernatant pipet yarde
U Te¢pen dibine -°ken pellet ¢zerine 650 Ol
0 Akém sitometri y°ntemi il e 24. saat |1 mmg¢gn
H¢e¢cre yeézey -al ékmaseé:

U 5 ml ol i k akeéen ail toogr8ertéer. id sti¢npl leenrdii r i | di

O Hecre y¢gzey -al ékmasé protokol ¢ uygul ande
U Akém sitometr.i cihazenda (DxFlex) okutul a

yapéel deé.

311. ¥ RN01032lthd os Dohcdur mml maseé

Kzole ed I en | enfos tler stok ol arak sak
RPMD, mesg | 1 dDMStO) (I, n KattDrlo2g9ediny e FBS kul | anél

U 1 adet 50 mlolik falkon t¢p i simlendirild
O Fal kon t¢pe toplanan I enfositler 3000 rpm
U0 T¢egpen alt késména -°ken hg¢gcrelere temas e
O H¢ecrelerin ¢zerine RPMI ekl enip pipetaj y
U0 H¢ecrelerin ¢gzerine %10 DMSO ve %20 FBS ek
U Ksimlendirilen cryovial t¢p)8&80eUZ nmlonpgasa
konuldu.
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Res3Im¥ RN010324 s ml |l enf os t °rnekl er n n dondur u!

312¥ RNO 10 3 2Dbhanuaxnf os ¢ 2 @dgr ol mes

U RPMI 37 UC olan su banyosunda 30 dakika i

U0 15 mloélik falkonlar isimlendirilerek i-er
U Dondurul mu® 80¢ dJiCeldeornd@ur ucudan -ékareél ar ak
yakl akék 1 dakika bekletilerek -°zdg¢gr el dyg
g 2 ml -0 zdeéer gl mgk hegcroe, i -erisinde RPMI o]

0 Fal konl ar 3000 rpméde 5 dakika santrif¢]j

atant uzakl akt ér él arak fal konl ara 1

>

U0 S¢per
yeniden s¢spanse edil di

U Cellkdyn cihazénda okut uldhagrcalk l/emfloiltaraky &
orangepr opi di um i odi ddlorekaminil kaméd ko matka i myerel e

oraneée saptande.

Res3In¥¥ RN010324 s ml lenfos t °rnekler n n -°zd¢rm
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313.Kstat ksel Anal z

Kstat st ksel anal =zl er Stat st cal Pack
Corp., Armonk, NY, ABDJ. kTualnleam eéalyaércaek agnearl - ezl
ortal ama, smadnyamt nsmpmaye maks mum dej er |l
daj el em g°ster meyen k den fazla bajémleée ©I
Test kull anéel de. ¥ DgmiComofieaséendbak- behr k

dejer n n 0.056 n altéenda ol dujur deekiml ade

dejerlend r |

314.Tez ¢al ékmasénda Kull anélan C hazl ar

Tez -al éxkmasénda KBuldvamréllam kda hazl ar Tabl
Tab34o0 C haz | stes

No |C hazén Adée |[C hazén /Madé&easre Nu m

1 Ak éSnt omet r C Beckman /COxIftleerx / BE481

2 B yoge¢venl k K{Thermo Sc ent f ¢ [/ Her &

3 CGKnk¢bator ¢ New Brunsw ck [/ Galaxy 1

4 nggt‘;’]"g '\S"t';:"z L Technolog s / -FEND®I326

5 H¢cre Sayéem C Abbot tDyn Cel/ll I 70751BG

6 | nvielrarM slkamos k ol Ol y mpulsHZ/OOMHG / 9L08280

7 M kroskop Le ca / DMI'1 / 392085

8 M n Santr f¢j|B osaRVL2400N 2/003051% 20 2

9 Santr f ¢j N¢egve |/ N2F188000 / 0 3

10 |[Santr f ¢j Eppendorf [/ 5702 [/ 5702FE
11 |Su Banyosu B -mad / 6 | -ter watwrbat
12 |Vorteks Benchmak / BR2000 / 160]
13 Vorteks LMS / VTX300L / VTX0901¢(
14 |(+8pjutucu Beko / BK9G6LMOOMEY / 14

15 |(-20) Dondurucu |[Beko / D721G634%4/ 09
16 |(-80) Dondurucu |W secryd00 MUB089260099
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4 BULGUL AR

¥RNG605YRIN010324 ve ¥RNO0O70624 s ml don?o
h¢cre vez@&l hgydo@uh yamellere gol g stres ol ui
uygulelmpncre ke¢gltegreg yontem -keglegMe hpyapel arrea

muamel esdeée uBgttlgamr el er e uygul anan BFA ve s

bel rl emek - n akém s tometr y°ntem | e
yadael

¥RNG60524 s ml °rnekl e le yogel ae 4@l e
OL) muamel es uygulandé. ¢al ékma sonrasénd
20K vOgrOoOstero d muamel es arasénda tekrar
fark shépt Bun ma¥xRINWLI 324 ve ¥RN0O070624 s ml
-al erviafdastero d dozu |l e devam ed | d

¥rnekler n 24. saat hg¢cre ye¢gzey mol ekgl |

2 4. saat h¢cre wg¢kzpyesnpdbl&krcdnenm nhekrar 0.
mol ek¢lelksmpresgmominar éna doPnyYapgfanhsaptctaadE al

saatspaab6. gaeatl2s.orugPater mekted r.

41. BFA Ster Mu@a mel elSoln KkigHeecrrYe;, zey nde Kf ade
Mol ek¢l | ere Etk s

¢al ékmada T hg¢gcreler belyc¢czkbgmbéble!l ftecT

yé¢zey mmoel eskpeed s€ 003 kmoanmnotk | o kal | arlm éhl ¢dlcerreu vy ¢z ey
fade ed | en CD4- yng zeye sma@Ddkk gddgamk | amta | ar
kul | anCD4atr ak yar démcé KbDdrelTer y abredlé€ mclée nld ¢ C
pop¢l asyonu ol an Tfh h¢gcreler bel yrilzeme k
mol ek¢l ¢ne sp€@B185 kmohalkl canndtl Q& ety knmoorlue k ¢ |
spes f -KD@V&8nmamok|wen atyDyaety kot ek lofmae apeés
CD279 monokllowmlallam&ltd&.or u
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4.1.1F o | KKDMMeyaT déehpc @gezey ndEek BlhpbAesyonu

Fol k¢l er B h¢gcrelerde olukturulan golg S

yézey nbeekEpPpresyonuna et k s

T h¢g¢cre ve B h¢gcre y¢zey nde eksprese ed
a t ol-GnmaodLeAk ¢ | ¢ mmeéen s st em tceoall eerkaén saénn d3a f
°rneéjecme k@ltgrnghdeqg. faastaaBFMBFA-)( w)e, 1R22. s=a
BFA {ktas&!|l ar &€n °Ch4ekl| dr chegcre y-gzekksmpdelsyol
bel rSloenrucid as ésntdaat s ta nklsaem| écsldgartrakkt cké ékp =0, 0 O 4
4 )ICD4+ T h¢gcreler -G gkszerye nyderkudeabna ABERRS eezt k
zamana bajl él2.lsaaraatk (-0.ns-a@¢ s@@1 ve 6. pPpEFdt (
saptandée. CD4+ T h¢i€r elkemprresyonay Birdelet KHE A
saat |l e kar kel akadarétrtéed jde | £apltaa r6d € vies dr2as awnla
BFA) grup(+hekBFAKEéIl akteGelydejedgnekspPbeshloAur
olarak arttéejé  Teabppandeée (p=0.011)

Tabdlo BFA muamel esG rmpkne CyDelmsUbirah eedman t est

CD4+HLA-G Ortalama S;Z?)?r?;t Medyan | Minimum | Maksimum p
0. SAAT 1,98 N, 44 2,03 1,44 2,62

6. SAAT BFA () 2,29 N, 64 2,16 1,55 3,13

6. SAAT BFA (+) 5,34 N3, 8] 3,74 1,87 10,6 0,004
12. SAAT BFA €) 5,55 N3, 7[ 4529 1,72 11,19

12. SAAT BFA (+) 3,97 N, 59 392 3,23 4,87

Tabd2o0 BFA muamel esG ne kns pG Deds+ylkAu h a |k Dkuk 861 oamkot véerrmat e s t

CD4+HLA-G Kst at p
0. SAAT - 6. SAATBFA (-) 1.12 0.277
0. SAAT - 6. SAAT BFA (+) 3.91 <.001
0. SAAT - 12. SAAT BFA €) 3.91 <.001
0. SAAT - 12. SAAT BFA (+) 5.03 <.001
6. SAAT BFA () - 6. SAAT BFA (+) 2.80 0.011
6. SAAT BFA () - 12. SAAT BFA ¢) 2.80 0.011
6. SAAT BFA () - 12.SAAT BFA (+) 3.01 <.001
6. SAAT BFA (+) - 12. SAAT BFA ¢) 0.00 1.000
6. SAAT BFA (+) . 12. SAAT BFA (+) 1.12 0.277
12. SAAT BFA ¢) - 12. SAAT BFA (+) 1.12 0.277
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5 w 10
T 3
v 9 s
o .5
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= 5';
T 2,

=5
e
2 - — =
o
(@]

o
0. SAAT 6. SAAT BFA (-) 6. SAAT BFA (+) 12. SAATBFA (-) 12. SAATBFA (+)
Zaman

Gr adlEKFMmuamel es n -G &€OAprHEAYyonuna etk s

12% 11,19%

Gl EBEpsBnS

9,87%
10%

<
q (T
o 8%
O X
Z -
_ .z 6%
4,65%6H87%
’ 4,28%
< 0,
4 . 3,1393:30%
2,62%
- 2.06% 182/0 0,
= 2% 1,44% 1540/ 1724
n
~~
0%
mwbmcapHn” mwb amMaoHN mwbATACHD

m0. SAAT m6. SAAT BFA (-) m6. SAAT BFA (+)m12. SAAT BFA (-)m 12. SAAT BFA (+)

Gr a42. Kk BFA muadMen els|IChrde HEAKk s prersgminar é
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ORN160524 ORN010324 ORN070624

SRMN1IB0524_0SAAT_T-8 KO- - CO3 - _ORMNO10324_0.SAAT T-8 KO- - CO3 - _ORMNO70624_0 SAAT T-8 KO- - CO3
S3-ULe0.56 Cha~HLA G(61.44> S1-ULe0.a7> Cha~HLA G@e1.54> = Jor-uLeez.0m Cha~HLA G(%2.62>

0.SAAT

=S < =5
==+ = E| =
=7 =" 3 =
. = é
DI LL(027.7D, E B o -LRee73.41)
o 107 10 10% so% o ey L ot 10" 10% o 107 10 10% 10%
coa'Fire-a co4 Frrc-a coa Flrc-a
GEBAT o SbAEOEEE e e i S5 e T ;BRI ERER. B, e S D
BFA(-) = a3 ULcxo.e Cha+HLA G(62,065 = Jor1-uLcez.0n Cha+~HLA- G(%1.82> = Jar1-uLceo.8 Cha+HLA Ge3.1 3>
= = -
S= S+ ]
=7 =7
D3-LLco2a. DI LRC6E7.17 @i LLcezo, W1 L=cers.a
o 10° G I el 10% 10% o o 10% 10% 10% 10°%
co4 FITe-a coa Firc-a
6.SAAT e, _ ORMN160524_6.SAAT_BFA+_NS : CO3 e, ORNO10324_6 SAAT_BFA«_NS : CD3 e, _ ORNO7O0B24_6 SAAT_BFA«_NS : CO3
BFA(+) = Jos-urcez.3» Cha+HLA G(369.87> = Jor-oreer.zn COa+HLA-G(62.21> = Jor-ureez.on COa+HLA-G(%3.30)
= = ] 4
z 7 = 3 I
S C S
7 = N . E
= =" 3 =
= = -
- 3 = o é 5 % =
= 9 < S e 5 3 <5
Jas-Liceeza, DI-LL(%20.25) DI-LR(%T 6. 27 A-LLCHH2R.7 7> =1 -LIR(% 64,84
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Tabd3dsst ero d muamel-@sekhspr €ODdomlLMma et k s (Fr edman

CD4+HLA-G Ortalama Sézr;)dn?;t Medyan | Minimum | Maksimum p
0.SAAT 1,98 N, 44 2,03 1,44 2,62

6. SAAT STER 2,29 N, 64 216 1,55 3,13

6. SAAT STER 25 N, 771 247 1,46 3,69 0,034
12. SAAT 9TE 5,55 N3, 7 4529 1,72 11,19

12. SAAT STE 4,63 N2, 7 5,15 1,28 7,63

Tabddst ero d muamel-6sehspr €DV LIAa le tDluk & oamkot véerrmat e s t

CD4+HLA-G Kstat P
0. SAAT - 6. SAAT SJTER' 1771 0.092
0. SAAT - 6. SAAT STERC 1771 0.092
0. SAAT - 12. SAAT 9TEF 3764 0.001
0. SAAT - 12. SAAT STEF 2657 0.015
6. SAAT SJTER - 6. SAAT STERCC 0.000 1.000
6. SAAT S JTER' - 12. SAAT 9TEF 1993 0.060
6. SAAT S JTER' - 12. SAATSTEROKD 0.886 0.386
6. SAAT STERC(- 12. SAAT 9TEF 1993 0.060
6. SAAT STERC- 12. SAAT STEF 0.886 0.386
12. SAAT 9TEF- 12. SAAT STEF 1107 0.281
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BFA ve stero d muameles n n fol k ¢ | €r CDh4 +

ekspresyonuna etk s

¢al exeéel an 3h ¢fcarek [kég I°tremesjn dne 0. 9aath, s@k.ag:
BFA (+) stero d (+)-) Y2. 12aasaBFABFA) () est
a t °rnekl erde CD4 +-GT elks pnbee 3y pSh@eyrudnidaeske n dHal A
stat st ksel ol ar a(kp =R 104 M5 IC®OE # k ITé [hékec r =d e
yézey nd@ ke k sHLrAeB A nwanrsinéejréon dda et k od amdaekn Ob a

saat |l e karkél akteéeréeovldeijehdar Gsejveb@Rpa asmad
p=0.006)Hem BFA hem de <&£Ddro Td hgyamrledjedn-Ga y  ze
ekspresyonu O. S a &bt. viee 1k2ar kséal aatktteée ran ldeémléeén

(sér ab@y,pa0OPl2. BERAaANIeceCRHOAHHEHGAY ¢ zey ekspresy
stero d etk s getr e dalddyoaksd . artt éej e

Tabds5aBBFA ve stero d mu&mekspresyo@GbDhaaHEAK s (Fr edm

CD4+HLA-G Ortalama Sézgi?;t Medyan | Minimum | Maksimum p
0.SAAT 1,98 N, 41 2,03 1,44 2,62

6. SAATBFA( +) STE)R 5,34 N3, 9q 374 1,87 10,6

6. SAATBFA( +) STER 4,98 N2, 9 395 2,32 10,35 0,008
12. SAATBFA( +) STER 3,97 N, 5 3,92 3,23 4,87
12.SAATBFA( +) STEHR 7,13 N1,9 78 3,29 8,94

Tabd6dBFA ve stero d mu&mekspresylE&8DhaHERDukw &l ankt ér ma

Conover test )

CD4+HLA-G Kstat p
0. SAAT - 6. SAAT BFA ()+ 2.565 0.018
0. SAAT - 6. SAAT BFA (+ 3.334 0.003
0. SAAT - 12. SAAT BFA {- 3.078 0.006
0. SAAT - 12. SAAT BFA (4 5130 <.001
6 SAAT BFA (+ - 6.SAAT BFA (+) 0.769 0.451
6. SAAT BFA (+ - 12. SAAT BFA {- 0513 0.614
6. SAAT BFA (+ - 12. SAAT BFA (4 2565 0.018
6 SAAT BFA (+ - 12. SAAT BFA {- 0.256 0.800
6. SAAT BFA (+ - 12. SAAT BFA (4 179 0.088
12. SAAT BFA {-- 12. SAAT BFA (4 2052 0.053
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ekspresyonuna etk s

¢al ékeéel an J¢fcarek kg I %rgmejndre) 60 .s asad atB,F A6 ( 32
saat -)BEAL1QR. shlhasBFAregaAngEX&Rbztrrelkleegendek
G eksprbeedyafaeennudat as enntdaat st arkisaml eéod daatratkh @ & &
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saptandé=0s9d@.sEWYPICR5pt yh¢ézcerye n d&Ex ke k sHolrAe sy onur

BFA etk s ne bajlée olarak 0. sapEtD. OD2Z kar Kk

saatt(¢ BFAp(+)ekBFREI|l ACKREBHLEA dy&jzéerydae kG pr esy

anl amlé ol ar ak &y(tTtaébf)o sdaptandé (p=0.01
Tabd7BFA muamel es n -G ekXsQRbet+s yvbbnAuna et k s (Fr edman
CXCR5+ HLA -G Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0. SAAT 3,93 N, 64 3,89 3,06 4,77
6. SAAT BFA () 5,49 N2, 1] 4,02 3,9 7,96
6. SAAT BFA (+) 7,96 N4, 7 5,86 4,97 16,31 0,012
12. SAAT BFA €) 6,77 N4, 5 546 3,89 14,75
12. SAAT BFA (+) 4,12 N1, 8 3,79 2,02 6,77
Tab4d8BFA muameles n - €KLCRHEegsyWHdMuna et k s-Corf&Kked K
test )
CXCR5+ HLA -G Kstat p
0. SAAT - 6. SAAT BFA () 3.448 0.003
0. SAAT - 6. SAAT BFA (+) 3.748 0.002
0. SAAT - 12. SAAT BFA ¢) 2.698 0.016
0. SAAT - 12. SAAT BFA (+) 0.150 0.883
6. SAAT BFA () - 6. SAAT BFA (+) 0.300 0.768
6. SAAT BFA () - 12. SAAT BFA ¢) 0.750 0.464
6. SAAT BFA () - 12. SAAT BFA (+) 3.598 0.002
6. SAAT BFA (+) - 12. SAAT BFA ¢) 1.049 0.310
6. SAAT BFA (+) - 12. SAAT BFA(+) 3.898 0.001
12. SAAT BFA €) - 12. SAAT BFA (+) 2.848 0.012
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edmar

CXCR5+ HLA -G Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0.SAAT 3,93 N, 64 3,89 3,06 4,77
6. SAAT STER 4,02 N1, 5 3,9 2,02 59
6. SAAT STER 4,94 N1, 6| 4,18 3,36 6,98 0,086
12. SAAT 9TE 7,63 N4, 4 5,46 3,79 14,75
12. SAAT STE 9,52 N3, 6/ 912 51 13,54
TabdlddSt er o d muamel esG re kns pGXGR/50+ uHLaA et k sCo n(okvke rl k
test )
CXCR5+ HLA -G Kstat p
0. SAAT - 6. SAAT S-YER' 0.000 1.000
0. SAAT - 6. SAAT STERCC 1162 0.262
0. SAAT - 12. SAAT 9TEF 2.557 0.021
0. SAAT - 12. SAAT STEF 2092 0.053
6 SAAT STER - 6 . SAAT STERC( 1.162 0.262
6. SAAT STER - 12. SAAT 9TEF 2557 0.021
6. SAAT STER' - 12. SAAT STEF 2092 0.053
6 SAAT STERC(- 12. SAATSTEROKD 1.395 0.182
6. SAAT STERC(- 12. SAAT STEF 0.930 0.366
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BFA ve stero d muameles n nGCXICRHr+e hiyxcmeny ¢

¢tal exélan 3 farklé °rnej n hg¢cr)e, kgl sagate
BFA (+) stero d (+)-) Y2. 12aasaBFABFA) () est
a t °rnekl erde CXCR5+G hgks grbegstyzoeruemud-elkar H
araseéenda stat st ksel (pFé@y T ADIIECXMARS +f ar Kk
h¢cre yedleAs nkeskpresyonunun BFA varl éj eénda

olarak 0. saat |l e karkélaktereldeéj énda 6.
p 6.006, p=0.(88). Hem BFA hem deCXQRbr¢oc rde |vearr |néjyéinzdea
HLA ekspresyonu O. saat |l e karkélaktereéeld

sapt andeée p<QGLéc.@%)eyl A. saatetneCXBCRREB ¥R ryY £4 ey
ekspresyonunun stero d etk 8pneTH®[.Oedol ar a

TabdldBFA ve stero d muamel els pir eds YCXICIRrbar eHtLKA s (Fr e

CXCR5+ HLA -G Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0.SAAT 3,77 N, 7{ 3,78 2,97 4,77

6. SAATBFA( +) STER| 8,96 N4, d 6,54 4,97 16,31
6. SAATBFA( +) STER]| 157 N4, g 16,2 8,59 22,02 0,004
12. SAATBFA( +) STEH 751 N2, d 6,78 4,49 11,6

12.SAATBFA( +) STEHR 21,21 N6, 22,65 12,69 30,24

Tabdl®BFA ve stero d muam@lelss mr e1s \CXICRbar eHiLKA s ( Kk 1

Conover test )

Kstat p

0. SAAT - 6. SAAT BFA ()+ 3.051 0.006
0. SAAT - 6. SAAT BFA (+ 4715 <.001
0. SAAT - 12.SAATBFA(+)STERO¥ | 2.219 0.038
0. SAAT - 12. SAAT BFA (4 5270 <.001
6. SAAT BFA (J+ - 6. SAAT BFA (+ 1664 0.112
6. SAAT BFA ()+ - 12. SAAT BFA {- 0832 0.415
6. SAAT BFA ()+ - 12SAAT BFA ( +) 2.219 0.038
6. SAAT BFA (+ - 12. SAAT BFA {- 249 0.021
6. SAAT BFA (+ - 12. SAAT BFA (4 0555 0.585
12. SAAT BFA {-- 12. SAAT BFA (4 3.051 0.006

60



30

X
o

-
o

CXCR5+ Hucrelerde HLA-G
Ekpresyon Yiizdesi

0
0.SAAT 6. SAATBFA(+)  6.SAATBFA(+) 12.SAAT BFA(+) 12. SAAT BFA(+)
STEROID (-) STEROID (+) STEROID (-) STEROID (+)
Zaman

Gra4dllIBFA ve stero d muameleks pr eis \CXICIRbar eHtLKA s

«
)é 30%
3 25,45%
@ 25% 23,18%
2
4 > 19,46%
g(m 20% 16,14%
O 16,31%
Z= 15% 13,57% 11,60%
_Z 11,71%
10%
‘2 6,77% 7.21%
477%4 97% 4,49%
= 5% 3,06% I 3,66%
~~
S oo
mwb mMc apHRN mwb AamMnoHnN mwbAanTnancHRN
m 0. SAAT mcod {!!¢ .C! o6bu {¢9\
(

Ec® {! !¢ .C! O0b0 {@OWBRTHE! BBO. C! O6bO { ¢¢
BMH® {! !¢ .C! 6b0O {¢O9WhT5 6bU

Gr a4l 2BFA ve stero d muamel es Hwe&shPreskhloar erant aCBCR!

61



ORN160524 ORN010324 ORN070624

& _ORNIG0524_ 0 SAAT_T-8KO-.. D3 RN160524_0 SAAT... CD4+CXCRS &, _ORND10324 0.SAT_T-8KO-...CDI__ ORNO10324_0SAAT..: COA+CHCRS &, _ORNO7O824 0 GART_T-KO-. (CD3__ GRNOTOS24_0 SAAT.. . CDASCXCRS
~ Jos-uLm1.26) ‘CD4+CXCR5(%19,30)| T Jozuumi1e CDA4+CXCR5(%15,50 |  Joz.uLee1 50 CD4+CXCR5(%3,81)|
. - ¥ <% =F
0.SAAT =] . 5%
By gz gel
13 CXCRSSHLA 0(2.06) S CXCRSHLAG%3.86) CXCRE-HLA GER4TT)
g > . o] E = e
o6-LLox2r.5: Seirossien| | ; o2ReNs0.90
o 10 10t 10° 10° 0 10 104 10° o* 10° 104 0% 100 100 10 10% 1 * o0 10° 10t 10° L3
coirmen HUAG PEA codFrea HLAG PEA HLAG PEA
&, _ORN1G0524_6.SAAT_BFA« NS D3 GRN160524 8 SAAT.. COACHCRS =, _ORNO10324_6 SAAT_BFA<_NS:CO3 _ ORNO10324_BSAAT.. CO4-CHCRS &, _ORNOT0624_6 SANT BFAC IS 1CO3 _ ORNO7O824_6SAAT... CO4-CHORS
= {25 CD4+CXCR5(%17,41)] 02-UL(%2.13) CD4+CXCR5(%30,91) | Q2-UL(%1.11) CD4+CXCR5(%9,54) |
6.SAAT i 4 o]
= =]
z = 2t
BFA(+) g g £
STEROID(-) £ £l ]
CXCRS+HLA-G(%16,32) SOma AT CXCRS+HLA-G(%4.97)
(%29,43) (%50.65) 02-LL(%19,01) O2-LR(%47,99)| 02-LL(%30.16) Q2-LR(%59,19)) »
o e 104 10° 10° 0 10° 10* 10° o o 10° 10* 10°% 10° o 10° 104 100 o 10° o 10° 10% 10° 1
o4 FiTe-A HLAG PEA codFmoa HLAG PEA LG PEA
&, _ORNIGO524_6SAAT_BFA+ 1, (CD3 _ ORNIS0S24_6SAAT. :CDA=CHCRS &, _ORND10324 6.SMT_BFA+ 1.CD3__ OGRN010324_6 SART. . CO4-CHORS 2 ORNOT0624_6 SAAT...: COA+CXORS
~ osuum2.19 ‘CD4+CXCR5(%15,86), ~ oz uLm1,56 CDA4+CXCR5(%25,62)| =
6.SAAT ] o] <]
52 i 32
BFA(+) g g g
+) = 2 g
STEROID(+) £x ] g 52
CXCRSSHLAGER16,14) RS HLAGOO171) CHERSHLAGER18.48)
QB-LL(%29,2¢ : QB-LR(%52,66) 02-LL(%19.12) 02-LR(%53,70)| 02-LL(%34.39) Q2-LR(%62.70) -
o 10 104 10° 10° o 10° 10t [ o 10° 10 100 10" 0 10° 10* 10 0* o 10* 10% 10° o 10° 104 10° 1
codFiTcA HUAG PEA codfmea HLAG PEA . coarmea 't i HLAG PEA
2, _ORN160524_12.SAAT_BFA+_.:CD3 ORN160524_12.588 . CD4+CXCRS. ¢, _ORNO10324_12 SAAT_BFA+_.:CO3 ORNO10324_12.SAA | CD4+CXCRS =, _ORNO70624_12.SAAT_BFA+_. : CD3 ORNO70624_12.5AA.. | CDA+CXCRS
~ Josuumor CD4+CXCR5(%10,78)| ~ Jozuum21n CD4+CXCR5(%32,09)| 02-UL(%2,18) CD4+CXCR5(%15,25)
PyL | Pa-T| s
12.5AAT S 3® ;
BFA(+) -y = &
STEROID(-) &% ge) % 8%
< CKCRS+HLA-G(%6.77) S CXCR5+HLA-G(%11,60) CXCRS+HLA-G(%4.49)
6-LL0x32.0 c6LResss.A) o2uLon198 o2RuTID oxiimarey - oximessesn| ||
LT 104 10° 1t o 10° 10t o* o 10 10 10° 100 o 10° 10% 1 1 o 10° 10% 10° 10° o 10° 104 10% o®
CD4FITC-A HLAG PE-A CD4 FITC-A HLAG PE-A - [GO4FITC:A i P HLAG PE-A
GRN1G0524 12 GAAT_BFA-_.:CD3 _ ORN1G0524_128AR. : CDA+CXCRS GRND10324_12SAAT_BFA+_ 1CD3 _ ORN010324_12 SAA. - CO4+CHORS 5RNO70624 12 SART BFAC_. D3 ORNO70524_12.SAA..: CO4+CXORS
G6ULR050  CDA-CXORE%6.5) G2.UL(A1.29) | CDA-GXCRECK20.39) G2.ULON 11| COA-CXORE20%
12.SAAT P <ol <=
3 3® &
BFA(+) g g g
STEROID(+) 2% 13 8%
CXCRSSHLA GO 257) CXCRSHLACO23.18)
asLion3erl) os.LransT.on Jorunare G2ircusars) l o2iLm2ssn, azumoussgs)
o 10 104 10° 10° o 10° 10t 10° 10° o 10° 10* 10% 10° o 10° 10* 10 g o 10° 10* 10° 10° o 10° 1 10° 1
i Firc-A HUAG PEA cosFrea HAG PEA cosfitea HLAG PEA
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Fol kel er B h¢crelerde olwkhgygcwue agei®HBoy gndes

ekspresyonuna etk s

¢tal exeéel an Ge¢efcarek kg | Aremejndre) ,0 .6 .ssaaaatt, B6F.As g
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TabdlBBFA muamel-leis HG A kkispbr esyonuna etk s (Fr

PD-1+HLA-G Ortalama Standart Medyan | Minimum | Maksimum p
Sapma

0. SAAT 3,12 N, 971 273 2,4 4,22

6. SAAT BFA () 3,79 N2, 1 2,94 2,22 6,2

6. SAAT BFA (+) 7,18 N5, 6| 6,34 2,04 13,17 0,281

12. SAAT BFA ) 8,9 N6, 6 6,14 4,11 16,44

12.SAAT BFA (+) 6,59 N3, of 681 3,42 9,54

TabdladBFA muamel-leis HG Ae kisSpbr esyonuna et k sCo n(okvke rl

Kstat p

0. SAAT
0. SAAT
0. SAAT
0. SAAT

6. SAAT BFA ()
6. SAAT BFA ()
6. SAAT BFA ()
6. SAAT BFA (+)
6. SAAT BFA (+)
12. SAAT BFA ¢)

6. SAAT BFA ()

6. SAAT BFA (+)
12. SAAT BFA ()
12. SAAT BFA (+)
6. SAAT BFA (+)
12. SAAT BFA ()
12. SAAT BFA (+)
12. SAAT BFA ()
12. SAAT BFA (+)
12. SAAT BFA (+)

0.555 0.594
1.109 0.299
1.941 0.088
1.941 0.088
0.555 0.594
1.387 0.203
1.387 0.203
0.832 0.430
0.832 0.430
0.000 1.000

o

)

PD-1+ Hucrelerde HLA-G
Ekpresvon Yuzdesi

ERAE

0.SAAT

6. SAAT BFA (-)

6. SAAT BFA (+)

Zaman

12. SAAT BFA (-)

Gr a41 3BFA muamel-s HGekk shD esyonuna
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12. SAAT BFA (+)

et k s

edman
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Stero d mua+thel digcmen yRibepknsgpgeebBiBAnuna et k ¢

cal ékéel an he¢efcarek kg | @ rem gntdee(-)d) . désstaas(tant) (b . s a
12. sgda@&&)o vde &Re¢ovopndfl askl aréeda da¢tcr%r rygklegr
HLA eksphbesyoShommudand agénda farkl él®k veapgtadh o
4 61) .

TabdldSt er o d mualne | HEBsAerk sprRByonuna etk s (Fr edman

PD-1+HLA -G+ Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0.SAAT 3,12 N, 971 273 2,4 4,22
6. SAAT STER 3,79 N2, 1] 2,94 2,22 6,2
6. SAAT STER/{| 465 N3, 0 4 1,95 8,01 0,406
12SAAT STE-ROK 8,9 N6, 6 6,14 4,11 16,44
12. SAAT STE 8,24 N3, 6] 6,18 6,14 12,39
Tab4lobSt er o d muainel B Aek smprPeDsyonuna et k sCon&Kwkerl k |
test )
Kstat p
0. SAAT - 6 . SAAT S-TER: 0.775 0.461
0. SAAT - 6 . SAAT STERC( 1.033 0.332
0. SAAT - 12. SAAT 9TEF 1.549 0.160
0. SAAT - 12. SAAT STEF 1.807 0.108
6 . SAAT STER - 6 . SAAT STERC( 0.258 0.803
6 . SAAT STER - 12. SAAT 9TEF 0.775 0.461
6. SAAT S TER' - 12. SAAT STEF 1.033 0.332
6 . SAAT STERC- 12. SAAT 9TEF 0.516 0.620
6 . SAAT STERC- 12. SAAT STEF 0.775 0.461
12. SAAT 9TEF - 12. SAAT STEF 0.258 0.803
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0.SAAT

3,12 N, 9

2,73

2,4

4,22

6. SAAT BFA( +)

STER

pral
(&)

7,18

6,34

2,04

13,17

6. SAAT BFA( +)

STER

pral

8,72

9,35

2,41

14,39

12. SAAT BFA( +)

ST E)R

pral

6,59
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pral
oOlwio
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OO |
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Tabd4loBBFA ve stero d-lmua@éaélkspnesy®mduna et k s ( Kk

Conover test )

Kstat p
0. SAAT - 6. SAAT BFA ()t 0.555 0.594
0. SAAT - 6. SAAT BFA (+ 1.387 0.203
0. SAAT - 12.SAATBFA(+)STERO¥K | 1.387 0.203
0. SAAT - 12. SAAT BFA (41 2219 0.057
6 SAAT BFA ()+ - 6. SAAT BFA ( + 0.832 0.430
6. SAAT BFA (+ - 12. SAAT BFA {- 0832 0.430
6. SAAT BFA (-)+ - 12SAAT BFA (+) 1.664 0.135
6 SAAT BFA (+ - 12. SAAT BFA {- 0.000 1.000
6. SAAT BFA (+ - 12. SAAT BFA (41 0.832 0.430
12. SAAT BFA {-- 12. SAAT BFA (4 0.832 0.430
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Gra4dld8FA ve stero d muaméel+te HeABep?P eagbheoeanl ar D

ORN160524 ORNO010324 ORN070624

., LORNIS0824 0SAAT T:BKO..(CD3__ ORNIBUS24 0SAAT T-...COA-PD-1 . _ORNOI0324 0SAAT T-BKO-.(CD3 _ ORNG10324 0.SAAT.T-. :COA-PD1 & _ORNO0624 0SANT T-8KO-. (CD3 _ ORNOTOS24 0.SARTT-. 1 COA-FD1
0.SAAT S JaruULers® | CDAPO-1 (%2438 ZJ03ULx11,39]  COA-PD-1(%38.9) COA~PO1 (45,97
<23 P
g g
g8e4 Sr
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o4fireA AL PEA codfiren HikePEA liaoren
6.SAAT o, _ORNI0520_6 GART. BFAe NS 1CO3__ ORN1B0524_0 SAT.8 1 CO4+PO-1 & _ORNOI0324_6 GAAT.BFA-_NS1CDI__ ORNO10324_6.SANT.6..1CO4+PO-1 . ORNOTOB24_6.SAAT BF - CO4-PD1
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- = Jor-uums 7y CD4+PD-1(%9,73)| ~ Josuceezn CO4+PD-1(%24,79) hE CEYNCEED) CD4+PO1(%25,39)
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i =3 =3
STEROID(+) =4 <= <8
Bl g 524
PD-1+HLA-G(%9.,39) PD-1+HLA-G(%17,88) PD1+HLA-G(%4,42)
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4141 COR#crel er-dek sppr Asyonu

Fol kel er B ukturul

ekspresyonuna

h¢crelerde ol an

g0l g S

et k s

¢tal exeéel an Ge¢efcarek kg | Aremejndre) ,0 .6 .ssaaaatt, B6F.As g
saat -)BRAe (12. saat BFA (+) flasklaréna a t
G eksprbeedyafaeennudat asénda stat st ksel ol ar ¢
(p=0,0433)9kCabktoridz.ey ndGekk spHleAssyonunun BFA

baj émséz zamana-1lRajslaatol ar aak1M=0s.alelalt
arttej]el GG angzey nd@ ke k HprAe s y otnku nsu nn eB FlAa je
ol arak 0. viee 1k2a.r ksead aatktd eé tr aérd [jdassidaapukicda\atrdat
Pp=0400po)®. 092at(-) egBEA ( +))e kBFA eIl LxAFEL-E | dej &

Ve nb6 .ps

Ssaat

yézey ekspresyonunun anl 8l Eamdigarda.k arttej e
Tabdl®BFA muamel es nG ne klsQpOSets yHoLnrAuna et k s (Fr edman
ICOS+HLA -G+ Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0. SAAT 4,88 N, 29 481 4,63 5,2
6. SAAT BFA () 5,49 N, 53 522 5,16 6,1
6. SAAT BFA (+) 11,13 N8, 3| 6,99 5,68 20,71 0,043
12. SAAT BFA () 11,08 N4, 6/ 1042 6,81 16,01
12. SAAT BFA(+) 8,75 N, 63 861 8,21 9,44
Tabd2dBFA muamel es ARG ne kisQOSets yHolLnAuna et k sCo n(okvke rl t eksatr i
Kstat p
0. SAAT - 6. SAAT BFA () 1.500 0.172
0. SAAT - 6. SAAT BFA (+) 4.000 0.004
0. SAAT - 12. SAAT BFA ¢) 5.000 0.001
0. SAAT - 12. SAAT BFA (+) 4.500 0.002
6. SAAT BFA () - 6. SAAT BFA (+) 2.500 0.037
6. SAAT BFA () - 12. SAAT BFA () 3.500 0.008
6. SAAT BFA () - 12. SAAT BFA (+) 3.000 0.017
6. SAAT BFA (+) - 12. SAAT BFA§) 1.000 0.347
6. SAAT BFA (+) - 12. SAAT BFA (+) 0.500 0.631
12. SAAT BFA €) - 12. SAAT BFA (+) 0.500 0.631
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-5 - O k=3 O
6.SAAT = Joruimzrs CO4+ICOS(%11.79) = JosuLeeazn COA+ICOS(%26,49) A CERVETTED CO4+1COS(%12,30)
8e 8 g
1COSHLAOMS,16) 1COSHLAG®S.22) iRt
Q7-LL(%28,01 'Q7-LR(%57.3%) 03-LL(%21,77)| O3-LR(%47.53) i
0o 10 10* o o 10° 10* 10% o o 10 ot 10° 10 o 107 10 100 1 o 10? 10 [ 1 o 10* 10% 1
cod FITC-A HLAG PE-A o4 FrTcA HLAG PE-A co4FITC-A HUAG PE-A
%, _ORN160524_6 SAAT_BFA+_NS:CDI__ ORN160524_6.SAAT_B...: COA+ICOS 4, _ORNO10324_6SAAT_BFA+ NS CDI__ ORNO10324_6 SAAT_B...: COA+ICOS %, _ORNO70524_6.SAAT_BFA+_NS:CDI__ ORNOT0824_6.SAAT_6...: CDASICOS
6.SAAT Q7-UL%2.55 ©04+IC0S(%10,68) Q3-UL%1.62 C04+IC05(%18,65) G3-UL%0.35 CDA+ICOS(%7,20)
BFA(+)
B s <2
3 E} 3
< °s bl ¥ |
1CO8+HLAG(%20.71) e 1CO5+HLA G%5.58) e 1COSHLAO(%6.99)
Q7-LL(%29, 31 ©3-LL(%19,36)| O3-LR(%60.16) Q3-LL(%30,88) Q3-LR(%61.37) 3
Jotreea
[T 10% o o 10 10* 10% 1 o 10° 10t 1 o 10 10* Rl 1 o 10 1 o 10° 10* 10°% 100
o4 FITC-A HLAG PE-A o4 FiTC-A HLAG PE-A cosFTCA HLAG PE-A
& _ORN160524_12.SANT_BFA-_..-CO3 RN160524_12.SANT._. | CO4+ICOS 4, _ORN010324_12 SAAT_BFA-_..CD3 ORNO10324_128AAT_.. - CDAvICOS &, _ORNO70624 12 SAAT_BFA-_.. - CD3 ORNO70624_12 SART_
12.SAAT ®Tarioimess  cosmicoscaoss ZJosULmai0 ] coarIcosx2005 = JosuLmosn | cossicosxiars
e 5 5
1CO8+HLAG(16.01) = 1CO8+HLA 006681 |COBHUA GE10.42)
% 7 ‘ o e 8
X For Lrexsoan 03-LL(%22,67) 03.LRE853.9)
o 10 10% 10°% 1 o 10 10* 10% 1 o 10 10t 10* 10° o 10 10t 10 10® o 107 10 100 1 o 10° 10* 10°% 1
coaFme-A HLAG PE-A o4 FTC-A HLAG PE-A co4FITC-A HLAG PE-A
12.SAAT © (2RNIEDSII2GANT BFA-__iC__ ORNISDS2 12T _COM-ICOS 4, _ORN010326_12.9AAT_BFA-_. (CD3 _ ORNO10324_128AAT_.:CO4+ICOS &, _ORNO70624 12 SAAT_BFA_ (CD3__ ORNOT0824_12SAAT_. :CDA4+ICOS
. T Jor-uLms22) ICOS(%17.15) Q3-UL(%1.22 CD4+ICOS(%16,07) Q3-UL(%0.80) CD4+ICOS(%7.02
BFA(+)
- Rad )
g g
(COS+HLA GE¥8.81) = 108+ HLA 08,21 oo
o7.LRE%9.0n 03-LL(%19.46) 03.LR(663.20
o 10 1 10 100 o 10 1 10% 10° o 10 10 10° 100 o 10 10 1 100 10°% 10°
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Resd4ImMBFA muamel es nde HuMekkepeeayonl ¢8del er akeéem

Stero d muamel es n n | &3 Setk shpircersey oynguzneay entdke

¢tal exélan 3 farkl é& °rnej n-)hy¢ cér.es akagtl ts¢treirt
12. saa)Y veeld. dsgat stero d (+) flaskl areén
HLAS eksprbedyo8oenudt asénda farkl él ek saptan
42 ) Kstat st ksel ol ar abubnZonévera@asdevaime - papeé
karkeéel akt ér mal G@®@ h¢s;tmre engz@@hkedeksy dhdnun s
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Tabd2dSt ero d muamel e&G enk snprleGO/Sotn uHLaA et k s (Fr edman
ICOS+HLA -G+ Ortalama Standart Medyan | Minimum | Maksimum p
Sapma
0.SAAT 4,88 N, 29 4581 4,63 5,2
6. SAAT SJTER 5,49 N, 53 522 5,16 6,1
6. SAAT STER 6,79 N2, 3 55 5,37 9,51 0,113
12. SAAT 9TE 11,08 N4, 6/ 1042 6,81 16,01
12. SAATSTEROKD 12,92 N8, 0| 12,88 491 20,98
Tab422St er o d muamel eG @&k aip rl &C0OySorn tHLaA et k  sCo n &Kwke rl k-
test )
Kstat p
0. SAAT - 6. SAAT S TER:! 1.03 0.334
0. SAAT - 6. SAAT STERI 2.06 0.074
0. SAAT - 12. SAAT 9TEF 3.43 0.009
0. SAAT - 12. SAAT STEF 2.06 0.074
6 . SAAT STER - 6 . SAAT STERC( 1.03 0.334
6 . SAAT STER - 12. SAAT 9TEF 2.40 0.043
6.SAAT STEROK - 12. SAAT STEF 1.03 0.334
6 . SAAT STERC(- 12. SAAT 9TEF 1.37 0.207
6 . SAAT STERC(- 12. SAAT STEF 0.00 1.000
12. SAAT 9TEF - 12. SAAT STEF 1.37 0.207
20
2
&L s
T o
!
v R
4=
= e
)
S >
= 8 10
T s
S i
S 5 — o
0.SAAT 6. SAAT STEROID 6. SAAT STEROID 12. SAAT 12. SAAT
) (+) STEROID (-) STEROID (+)
Zaman
Gr ad42 18t ero d muamel e& enk snprleGO/Sotn uHLaA et k s
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o = Jo7-uL%0,39) CDA4+ICOS(%4,47) ] = JosuLms1,99 CD4+ICOS(%17,02) = o3-uLm,0 CD4+ICOS(%86,40)
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BFA ve stero d muameles n -G ¢lCOPBHedhyacmeny e

¢tal exélan 3 farklé °rnej n hg¢cr)e, kgl sagate
BFA (+) stero d (+)-) 2. 12aats aBFA BRA)K( salreemo
a t °rnekl erydce elyC 3@ kb k sHolded vy oShoaennuéh 1 as énd a
farkl él ek saptan®Bafstap=0t1k3pl (0dlalrakdyapée
Durbin-Conovett e s t |l e yapél an k hlem IBEFAK @lemmk déer m
varl éjénda | COS+ h¢{6r ekespur B0s.y gsmaeayt n d eek k aH LkA
6. ve 12. saatte anl amlpée Il @DapP (aTrdbil o] &4 .s ap

Tabd2B8BFA ve stero d muaGedlespme a1y d rICWOBa HILIA s (Fr ed

Standart

ICOS+HLA -G+ Ortalama Sapma Medyan | Minimum | Maksimum p
0.SAAT 4,88 N, 2¢{ 481 4,63 5,2

6. SAAT BFA(4) 11,13 N8, 3 6,99 5,68 20,71

6. SAAT BFA(+) 13,71 N5, 5 13,99 8,01 19,12 0,113
12. SAAT BFA(-»] 875 N, 6] 861 8,21 9,44

12. SAAT BFA(+] 147 N2, d 1574 12,35 16

Tab4204BFA ve stero d mua@Gebkb&spnesyocOBa &tLtRA s ( Kk 1

Conover test )

Kstat p

0. SAAT - 6. SAAT BFA ()+ 2058 0.074
0. SAAT - 6. SAAT BFA (+ 2744 0.025
0. SAAT - 12.SAATBFA(+)STERO | 2.058 0.074
0. SAAT - 12. SAAT BFA (4 3430 0.009
6 SAAT BFA (3 - 6. SAAT BFA (+ 0686 0.512
6. SAAT BFA (3 - 12. SAAT BFA {- 0.000 1.000
6. SAAT BFA ()+ - 12SAAT BFA ( +) 1.372 0.207
6 SAAT BFA (+ - 12. SAAT BFA {- 0686 0.512
6. SAAT BFA (+ - 12. SAAT BFA (4 0686 0.512
12. SAAT BFA {-- 12. SAAT BFA (4 1372 0.207
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ICOS+ Huicrelerde HLA-G
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0.SAAT 6. SAAT BFA(+) 6. SAAT BFA(+) 12. SAAT BFA(+) 12. SAAT BFA(+)
STEROID (-) STEROID (+) STEROID (-) STEROID (+)
Zaman

Gr a42 BFA ve stero d muaGedlespme iy d ICOBa LKA s
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-
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Gr ad4248FA ve stero d muamel es-GréksptTresglineme amltarleCOS-
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Res4ImBFA ve stero d muamel es-Gn k& sprrresk/loenr g s diel 1e€COS

gereéent gl oer

42. BFA ve stero d muameles n moBekg¢gtdherege ey

¢al é kBimagdcar el er Bl creéemek --nnoramk y¢ze

COO9monokl onal ant koru kull anél arak B h¢gcre

42.1F o | k ¢l Brhe €ipez ey ndEek BBpAesyonu

Fol k¢l er B h¢gcrelerde olukturulan g®I g S

ekspresyonuna etk s

T h¢g¢cre ve B h¢gcre y¢zey nde eksprese ed
a t ol-GnmoHLeAk ¢ | ¢ mméen s stem toleransénda
°rnejecme kegltegregnde ,0.6. ssaatt, BE.As)d avie, BIFR2R . (s=a
BFA ( +) flasklaréna a t °r nektCraks pGisy+o n
bel rSloenrucid as ésntdaat s ta nklsaem| écsldgartrédgi=8R €0k Ta bl o
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