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1. Cuspoir beartaithe

Ta KOMBITEST TBNK 6-color beartaithe le haghaidh braite agus airimh na
ndaonrai agus na bhfo-thacar limficiti i bhfuil iomlan daonna tri chitiméadracht
sreafa.

Cad a bhraitear agus/né a thomhaistear

Braitheann agus tomhaiseann an feiste KOMBITEST TBNK 6-color céatadain
choibhneasta agus comhairimh dhearbhacha de chealla T dhaonna (CD3+), cealla B
(CD3-CD19+), cealla NK (CD3-CD16+56+), fo-thacair cealla T cinta/ionduchtai
(CD3+CD4+) agus fathbhruiteacha/citeatocsaineacha (CD3+CD8+).

Feidhm an fheiste

Ta an feiste beartaithe le hidsaid i measunt imdhioneolaioch othar gnath, agus
d'fhéadfadh sé cabhru le diagndis othar a bhfuil, né6 a mheastar a bheith acu,
easnamh imdhionachta.

Comhthéacs le staid fiseolaioch né paiteolaioch

D'fhéadfadh miniciochtai na ndaonrai limficiti a thomhaistear leis an bhfeiste a
bheith buailte ag coinniollacha paiteolaiocha éagstla agus is féidir measunu a
ndéatadan agus a gcomhairimh a Usaid i measunu:

e Cealla T cunta/ionduchtai CD3+/CD4+ i bhfaireachan VEID - 4.7.9
e Cealla T citeatocsaineacha CD3+/CD8+ in ionfhabhtuithe vireasacha agus
easnaimh imdhionachta oidhreachtula (2 3 4 11.12.15,17)
e Cealla B CD3-/CD19+ i ngalair uathimdhionachta ¢
e Cealla NK CD3-/CD16+56+ san imdhionacht dhichasach agus lochtanna
imdhioneolaiocha 1314
Cineadl tastala
Ni uathoibrithe
Cainniochtdil

Cineal sampla is ga
Sampla fola iomlain imeallaigh dhaonna frithchoaguailithe

Daonra tastala
Nil sé beartaithe le haghaidh daonra ar leith.

2. Ussideoir beartaithe

Ta an feiste beartaithe le haghaidh Usaide gairmiula saotharlainne amhain. Nil sé
beartaithe le haghaidh tastéla in aice le hothar no féintastala.

Ceanglais cailiochta

Ni mér don Usaideoir beartaithe saineolas nua-aimseartha a bheith aige in anailis
citiméadracht sreafa ar chealla daonna, teicnici caighdeanacha saotharlainne, lena
n-airitear scileanna piopetala, agus laimhseail shabhailte agus cheart ar shamplai de
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bhunadh daonna.

Ni mér don Usaideoir beartaithe a bheith i gcomhréir leis an gcaighdean EN ISO
15189 no le caighdedin naisitnta infheidhme eile.

3. Prionsabal na tastala

Ta prionsabal na tastala bunaithe ar bhrath ceangal antasubstainte monaclénach le
mailin sonrach (antaigin) a chuirtear in itl ag cealla fola daonna éirithe. Ta
antasubstainti monaclénacha a Usaidtear sa tastail lipéadaithe le fluorochréim
éagsula a spreagtar le bioma léasair 6 chitiméadar sreafa le linn gabhala sampla fola
dathaithe le hantasubstaint. Bailitear agus déantar anailis ar an bhfluaraiseacht ina
dhiaidh sin (astu solais) 6 gach fluorochrém ata i lathair ar chealla fola gafa leis an
ionstraim. Ta déine fluaraiseachta comhréireach go direach le dlus léirithe an
antaigin i gceall, rud a cheadaionn deighilt idir fo-thacair cealla éagsula.

4. Imoibri(nna) solathraithe

Abhar
Ta an feiste KOMBITEST TBNK 6-color leordhéthanach do 50 tastail agus
solathraitear é leis an imoibri seo a leanas:

1 shoicind (1 ml) ina bhfuil teaglaim réamh-mheasctha de antasubstainti
monacldnacha lipéadaithe le fluorochrom CD3 FITC / CD16 PE + CD56 PE / CD45
PerCP-Cy™5.5 / CD4 PE-Cy™7 / CD19 APC / CD8 APC-Cy™7, caolaithe ag
tilichana optamacha i dtuaslagan saile maolanaithe fosfaite cobhsaithe (PBS) ina
bhfuil 15 mM aisid séidiam agus 0.2% albaimin seiream bo (BSA).

Comhdhéanamh
Tabla 1 Cur sios ar chomhphdirteanna gniomhacha
Antaigin Fluorochrém Clén Iseatdip Titchan (ug/ml)
CD3 FITC TB3 1gG2b 2
CDh4 PE-Cy™7 MEM-241 IgG1 1.5
CD8 APC-Cy™7 LT8 IgG1 1.8
CD16 PE 3G8 IgG1 1.5
CD56 PE LT56 IgG2a 1.5
CD19 APC LT19 IgG1 2
CD45 PerCP-Cy™5.5 MEM-28 IgG1 3
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5. Abhair riachtanacha, ach nach solathraitear
Feadain le bun cruinn (12 x 75 mm)

Tuaslagan lise eiritreoicite (EXCELLYSE Easy, EXBIO Praha, a.s., Uimh. Cat. ED7066
né CylLyse™ FX, Sysmex Partec GmbH, Uimh. Cat. BD303500)
Uisce di-ianaithe (caighdean imoibri)

Cealla rialaithe proisis (Streck CD-Chex Plus®, Uimh. Cat. 213323 nd rialu cille
inleisithe coibhéiseach)

6. Trealamh riachtanach

Piopéad uathoibrioch le barrégai aon-usaide (20-100 pl) chun an sampla agus na
himoibrithe a phiopetail

Daileoir leachta né piopéad le barrégai aon-usaide (0.5-2 ml) chun tuaslagan lise
eiritreoicite a dhaileadh

Meascthéir guairneain

Anailiseoir heamatolaiochta (le haghaidh comhairimh dhearbhacha cille) ata in ann
comhaireamh cealla bana fola (WBC) agus limficiti a dhéanamh in aghaidh gach ul
de shampla

Citiméadar sreafa le dha fhoinse spreagtha léasair (488 nm agus ~635 nm),
braiteoiri le haghaidh solas scaipthe, scagairi optula agus braiteoiri astaiochta ata
oiriinach chun comharthai a bhailit 6 fhluorochréim ata curtha ar fail i dTabla 2.

Tabla 2 Saintréith speictreach na bhfluorochrém a tsaidtear san fheiste

Fluorochrém Spreagadh [nm] Astaiocht [nm]
FITC 488 525
PE 488 576
PerCP-Cy™5.5 488 695
PE-Cy™7 488 780
APC 630 - 640 660
APC-Cy™7 630 - 640 780

FOGRA: Tastaladh an feiste ar chitiméadair sreafa BD FACSCanto™ Il (BD
Biosciences), DXFLEX (Beckman Coulter) agus Sysmex XF-1600™ (Sysmex
Corporation).

7. Storail agus laimhseail
Coinnigh ag 2-8 °C.

Seachain nochtadh fada do sholas.
Na reoigh.
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Féach Roinn 10 N6és imeachta (Ullmhu Imoibri) le haghaidh faisnéise faoi
chobhsaiocht le linn Gsaide agus faoin saolré tar éis an chéad oscailte, mar aon leis
na dalai stérala agus cobhsaiocht na dtuaslagan oibre (nuair is infheidhme).

8. Rabhaidh, réamhchiraimi agus teorainneacha tséide

Aicmia guaise GHS

Féach an Bileog Sonrai Sabhailteachta (BSS) ata ar fail ar leathanach an tairge ag
www.exbio.cz le haghaidh faisnéise iomlaine faoi na rioscai a bhaineann leis na
substainti ceimiceacha agus na meascain até sa Tairge agus faoin gcaoi a
ldimhseailtear agus a dhilscairtear iad.

Guais bhitheolaioch
Meastar i gcénai gur dbhar ionfhabhtaioch iad samplai bitheolaiocha daonna agus
samplai fola, chomh maith le haon dbhar a thagann i dteagmhail leo.

Usaid trealamh cosanta pearsanta agus trealamh sabhailteachta chun teagmhail leis
an gcraiceann, suile agus mulcasacha a sheachaint.

Lean gach dli, rialachan agus nés imeachta is infheidhme maidir le habhar
ionfhabhtaioch a laimhsedil agus a dhiuscairt.

Combharthai meathlaithe

Is leacht soiléir gnathchuma an imoibri a sholathraitear. N4 hdsaid an t-imoibri ma
thugtar faoi deara aon athru ar an gcuma, mar shampla doiléireacht né comharthai
driodair.

Teorannii Gsaide
Na hudsaid tar éis dhata an éaga a luaitear ar lipéid an tairge.

9. Sampla
Usaid fuil venach imeallach a bailiodh i gcoimeadan samplai atd aicmithe mar
fheiste leighis, leis an bhfrithchoagulant EDTA.

FOGRA: Cinn comhaireamh dearbhach cille WBC agus comhaireamh limficiti sa
sampla fola bailithe le hanailiseoir heamatolaiochta. Ni sholathraionn an feiste
KOMBITEST TBNK 6-color amhain direamh na gcomhairimh dhearbhacha cille.

Beidh g4 le sampla fola a bhfuil comhaireamh WBC os cionn 40x10° cealla/pul a
chaolt le PBS roimh phroiseail an tsampla.

Préiseail an sampla fola trath nach déanai na 24 uair an chloig tar éis bailithe.
Stérail an sampla ag teocht na saotharlainne (20-25°C). Na cuir an sampla sa
chuisneoir.

Trasnaiocht Inghinealaigh
Bunaithe ar thaighde litriochta eolaiochta, sainaithnitear foinsi trasnaiochta
inghinealaigh i dTabla 3.
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Tabla 3 Trasnaiocht Inghinealaigh an fheiste

Trasnaiocht inghinealach | Tionchar Tagairt

Albaimin D'fhéadfadh albaimin cur isteach ag 18, 19, 35
tilchana arda mar gheall ar a chumas
ceangal a dhéanamh chomh maith le
méideanna méra ligandai a
scaoileadh.

Bilirdibin (iocterus) D'fhéadfadh bilirtibin culra 22,24,28
(neamhchomhchuingithe) | fluaraiseachta na gcealla a mhéadu
mar gheall ar a ardfhéinfhluaraiseacht.

Smionagar cille (tar éis D'fhéadfadh smionagar cille 21,25
lise) comhairimh chille michruinne a
sholathar agus antasubstaint a idiu
laistigh den fheiste.

Eiritreoiciti Lis neamhleor, d'fhéadfadh cealla fola | 26
dearga atd i lathair sa sampla
comhaireamh cille earraideach a

thabhairt.
Heamagléibin D'fhéadfadh samplai heamalaithe 23

torthai earrdideacha a thabhairt.
Antasubstainti frith- D'fhéadfadh céiredil antasubstainte 20, 30, 31,
Muraineacha daonna monaclénai torthai earraideacha a 32,33,34

thabhairt (cumas ceangal le hantaigini
ar dhromchla cille).

Imdhionglobailini Ni féidir a ni sa mhodh aon-ardain 21
agus d'fhéadfadh comhaireamh fo-
thacair limficiti earraideach a

thabhairt.
Fachtoiri Cuireann laithreacht RF isteach ar 27
rheumatdideacha MIA (immunassays iolracha).
Triglicridi D'fhéadfadh leibhéil arda lipidi ag 29

imshruthu difear a dhéanamh d'anailis
citiméadracht sreafa ar dhaonrai
dirithe cealla fola.

Trasnaiocht Sheachtrach
D'fhéadfadh sampla nios sine na 24 uair an chloig torthai earraideacha a thabhairt.

D'fhéadfadh sampla fuaraithe torthai earrdideacha a thabhairt.

D'fhéadfadh ullmhd neamhchui den tuaslagan lise eiritreoicite (EXCELLYSE Easy,
EXBIO Praha, a.s., Uimh. Cat. ED7066 né CylLyse™ FX, Sysmex Partec GmbH,
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Uimh. Cat. BD303500) torthai earrdideacha a thabhairt. Lean treoracha an
mhonaréra maidir le hisaid an tuaslagain lise eiritreoicite.

10.Nés imeachta

Ullmhu an imoibri{nna) sholathraithe
Nil ullmhu imoibri ar bith riachtanach.

Lig don imoibri teocht an tseomra a bhaint amach roimh usaid. Coinnigh
coimeadan priomhdil an fheiste tirim.

Usaid an t-imoibri go direach 6na choimeadan priomhdail bunaidh. Ni rachaidh an t-
am a bhfuil an t-imoibri in Usaid (nochtaithe do sholas agus teocht ardaithe) thar 4
uair an chloig in aghaidh an lae.

Tar éis an chéad oscailte, coinnionn an t-imoibri a shaintréithe feidhmiochta go dti
data an éaga, ma storailtear é faoi na dalai sonraithe sa choimeadan priomhuil
bunaidh.

AIRE: N4 caolaigh an t-imoibri.

Ulimhi na n-abhar riachtanach ach nach solathraitear

Caolaigh tuaslagan lise eiritreoicite tiubhaithe le huisce di-ianaithe de réir
threoracha an mhonaréra. Ta tuaslagan lise eiritreoicite caolaithe (1X) cobhsai ar
feadh 1 mhi nuair a storailtear é i ndaileoir leachta né i gcoimeadan dunta ag
teocht an tseomra.

Rialu cailiochta

Usaid Streck CD-Chex Plus® né cealla rialaithe coibhéiseacha mar rialti nés
imeachta dearfach chun a chinntit go bhfeidhmionn an feiste i gceart mar a
bheartaitear. Solathraionn Streck CD-Chex Plus® luachanna bunaithe le haghaidh
céatadan dearfach agus comhairimh dhearbhacha de chealla T, cealla B, granlaigh,
monaiciti agus cealla NK, lena n-airitear dha leibhéal ata abhartha go clinicitil de
chealla CD4+.

Cuir dath ar na cealla rialaithe ag baint Gsaide as imoibri KOMBITEST TBNK 6-color
de réir phréiseail an tsampla mar ata sonraithe sna Treoracha Usaide. Fioraigh go
bhfuil na torthai a fuarthas (% Cealla Dearfacha) laistigh den raon lonchais a
tuairisciodh don bhaisc cealla rialaithe a Usaideadh.

Dathd samplai

1. | gcas gach sampla, lipéadaigh feadan le bun cruinn (12 x 75 mm) leis an
aitheantas sampla cui.

2. Piopéadaigh 20 ul d'imoibri KOMBITEST TBNK 6-color go bun an fheadain 12 x
75 mm.

3. Piopéadaigh 50 ul de shampla fola dea-mheasctha go bun an fheadain.
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AIRE: Seachain fuil a phiopetail ar thaobh an fheadain. M4 fhanann smearadh
né braon fola ar thaobh an fheadain, seans nach ndathéfar é leis an imoibri n6
nach lisfar na heiritreoiciti agus seans nach mbeidh toradh na tastéla baili.

4. Guairnigh agus coinnigh an feadan ar feadh 20 néiméad ag teocht an tseomra
sa dorchadas.

5. Cuir 500 pl de thuaslagan lise caolaithe (1X) leis an bhfeadan.

6. Guairnigh agus coinnigh an feadan ar feadh 10 néiméad ag teocht an tseomra
sa dorchadas.

Gabh an sampla dathaithe laithreach ar an gcitiméadar sreafa. Mura ngabhfar an
sampla dathaithe laithreach, stérail ag 2-8 °C sa dorchadas agus déan anailis
laistigh de 24 uair an chloig.

AIRE: Guairnigh an sampla dathaithe direach roimh ghabhail ar an gcitiméadar
sreafa chun comhthiomsuithe a sheachaint.

Anailis citiméadracht sreafa

Ni mor don chitiméadar sreafa a roghnaitear lena Usaid leis an bhfeiste
KOMBITEST TBNK 6-color a chalabru go rialta ag baint Gsaide as micreathég
fhluaraiseach chun iogaireacht chobhsai na mbraiteoiri a chinntia de réir
threoracha mhonaréir an chitiméadair.

Mura gcothabhalfar i gceart é, féadfaidh an citiméadar sreafa torthai bréagacha a
thabhairt.

Féach ar shonraiochtai mhonaréir an chitiméadair maidir le 1éasair agus braiteoiri
fluaraiseachta de réir na saintréithe spreagtha agus astaiochta de na fluorochréim
in Roinn 6 Trealamh riachtanach.

Socraigh na voltais ar na braiteoiri fluaraiseachta dbhartha roimh anailis an tsampla
dathaithe. Ba cheart voltas ar bhraiteoir PMT a shocru go leordhéthanach ard ionas
go gcuireann lion iosta d'imeachtai dathaithe go ditltach isteach ar chainéal O ar ais
na fluaraiseachta. Anuas air sin, nior cheart do voltas an bhraiteora PMT dul thar na
luachanna ag a ndéantar imeachtai dearfacha a bhru i dtreo na haise deise.

Cuitigh comharthai fluaraiseachta idir braiteoiri roimh né tar éis bailiichain sonrai.
D'fhéadfai sonrai a Iéirmhinit go micheart ma chuititear comharthai fluaraiseachta
go micheart né ma shuitear geatai go michruinn.

Chun anailis a dhéanamh ar na sonrai tomhaiste, is féidir bogearrai citiméadair arna
bhforbairt ag an monardir a Usaid né bogearrai ata tiomnaithe d'anailis sonrai
citiméadrachta as line (mar shampla FlowJo™, VenturiOne®, Infinicyt™).
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Anailis sonrai den KOMBITEST TBNK 6-color sampla dathaithe

Amharcléirigh sonrai cuitithe i léaraid taobh-scaipthe (SSC) i gcoinne CD45 PerCP-
Cy™5.5. Socraigh an geata don daonra limficiti CD45+ mar ata léirithe i bhFior 1.

Fior1 Teorannu an daonra limficiti CD45+
(sonrai a fuarthas ar BD FACSCanto™ Il)

200 -
WS -

L00k =

Side Scatter

Sl =

-1I'Js 'II.'|3 1l.'l‘1 105

CD45 PerCP-Cy™5.5
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Léaraidigh na limficiti geataithe CD45+ i léaraid taobh-scaipthe (SSC) i gcoinne
CDS3 FITC mar ata léirithe i bhFior 2. Deighil limficiti CD3+ agus CD3- ag baint
Usaide as geatai cui. Riomh céatadan na gcealla T (CD3+; réigitin B ar Fhior 2) as

gach limficit.

Fior 2 Deighilt idir limficiti CD3+ agus CD3-
(sonrai a fuarthas ar BD FACSCanto™ Il)

200 -

Tl -

100K =

Side Scatter

Sl

o 1o 10 10"

CD3 FITC
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Léaraidigh na limficiti geataithe CD3- (réigitin A ar Fhior 2) mar CD19 APC i gcoinne
CD16+CD56 PE mar ata léirithe i bhFior 3. Socraigh geatai cui agus riomh céatadan
na gcealla B (CD16-CD56-CD19+; réigiun C ar Fhior 3) agus na gcealla nadurtha
maraitheora (NK) (CD16+CD56+CD19-; réigitin D ar Fhior 3) as gach limficit.

Fior3 CDS3- limficiti i [éardid ponc CD19 APC vs. CD16+CD56 PE
(sonrai a fuarthas ar BD FACSCanto™ Il)

CD19 APC

lﬂs 'II.'I4 1w

CD16+CD56 PE

=
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Léaraidigh na cealla T geataithe (CD3+; réigitin B ar Fhior 2) mar CD4 PE-Cy™7 i
gcoinne CD8 APC-Cy™7 mar até léirithe i bhFior 4. Socraigh geatai cui agus riomh
céatadan na gcealla T cunta/ionduchtai (CD4+CD8-; réigiun E ar Fhior 4) agus na
gcealla T fathbhruiteacha/citeatocsaineacha (CD4-CD8+; réigiun F ar Fhior 4) as
gach limficit.

Fior4 CD3+ limficiti i Iéardid ponc CD4 PE-Cy™7 vs. CD8 APC-Cy™7
(sonrai a fuarthas ar BD FACSCanto™ Il)

104_

CD4 PE-Cy™7

CD8 APC-Cy™7

Riomh agus I€irmhinid na dtorthai anailiseacha
Chun comhairimh dhearbhacha a bheith agat, (said an comhaireamh dearbhach
limficiti mar a chinntear le hanailiseoir heam’atolal’ochta. Féach ar threoracha
mhonaréir an anailiseora heamatolaiochta. Usdid na cothroméidi thios chun
direamh comhairimh dhearbhaigh a dhéanamh ar an bhfo-thacar limficiti is ga.
A B (%) Absolut tof ired | h t bset

X ————— = Absolute count of require mphocyte subse
A = comhaireamh dearbhach limficiti (sonrai 6n anailiseoir heamatolaiochta; cealla
/ ul)
B = céatadain choibhneasta den fho-thacar limficiti is g as gach limficit

(sonrai 6n gcitiméadar sreafa; %)
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11.Feidhmiocht anailiseach

Sonraiocht

Aithnionn an t-antasubstaint TB3 antaigin CD3 daonna den choimpléasc
TCR/CD3. Deimhniodh sonraiocht an antasubstainte ag Comhairle HCDM
(ceardlann HLDA XI).

Aithnionn an t-antasubstaint MEM-241 antaigin CD4 daonna (glaicprotéin
dromchla cille T CD4). Deimhniodh sonraiocht an antasubstainte ag Comhairle
HCDM (ceardlann HLDA VIII).

Aithnionn an t-antasubstaint LT8 antaigin CD8 daonna (dimear nasctha dhé-
shuilfide arna Iéiri mar dha hoiméadhimear slabhra CD8 alfa né heitridimear
slabhra CD8 alfa/béite). Deimhniodh sonraiocht an antasubstainte ag ceardlanna
HLDA (ceardlann HLDA V19 agus ceardlann HLDA VIl ©)).

Aithnionn an t-antasubstaint 3G8 antaigin CD16 daonna (glacaddir Fc-gama cinedl
[l imdhionghldbailin isealaifineachta). Deimhniodh sonraiocht an antasubstainte ag
ceardlann HLDA (ceardlann HLDA V (1¢),

Aithnionn an t-antasubstaint LT56 iseafoirm leocéaiteach antaigin CD56 daonna
(méilin greamaithe cille néaracha 1). Deimhniodh sonraiocht an antasubstainte ag
Comhairle HCDM (ceardlann HLDA X).

Aithnionn an t-antasubstaint LT19 antaigin CD19 daonna (glaicprotéin trasteorann
cille B CD19). Deimhniodh sonraiocht an antasubstainte ag Comhairle HCDM
(ceardlann HLDA X).

Aithnionn an t-antasubstaint MEM-28 gach iseafoirm leocditeach de CD45 daonna
(glacaddir tyrosine fosfatais proitéine cineal C). Deimhniodh sonraiocht an
antasubstainte ag ceardlann HLDA (ceardlann HLDA [11 (19},

Cruinneas

Tomhaiseadh cruinneas an mhodha ar chitiméadar sreafa BD FACSCanto™ Il agus
cinneadh é mar chomparaid den fheiste KOMBITEST TBNK 6-color le tairge
comhchosuil ata ar fail ar an margadh, BD Multitest™ 6-Color TBNK Reagent
(Uimh. Cat. 644611), tri dhathti comhthreomhar 30 deontair fola slaintitil.

Ar chitiméadair sreafa Beckman Coulter DxFLEX agus Sysmex XF-1600™,
cinneadh cruinneas an mhodha tri thorthai a chur i gcomparaid, ag anailisit na
samplai fola céanna é 39 deontéir fola sldintitil dathaithe leis an bhfeiste
KOMBITEST TBNK 6-color ar chitiméadair sreafa BC DxFLEX agus BD
FACSCanto™ Il faoi seach agus ar chitiméadair sreafa Sysmex XF-1600™ agus BD
FACSCanto™ II.

Tacaiodh le cruinneas an mhodha tri dhathti comhthreomhar 134 othar (féach Tabla
7) a bhfuil amhras go bhfuil coinnioll paiteolaioch céras imdhionachta acu. Cuirtear
paraiméadair anailise aischéimnithe lineach ar fail i dTabla 4-7.
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Tabla 4 Anailis aischéimnithe lineach le haghaidh fo-thacair limficiti i ndeontdiri slaintitla
(comparaid den fheiste KOMBITEST TBNK 6-color le tairge IVD BD Multitest™ 6-Color
TBNK Reagent (Uimh. Cat. 644611))

Fo-thacar Limficiti Aonad n Fana Idirghearradh R?
% 30 1.0030 -0.0059 0.9942
CD3+
cealla/pl | 30 0.9898 5.4635 0.9986
% 30 0.9820 0.0029 0.9957
CD3+CD8+
cealla/pl | 30 0.9723 8.959 0.9981
% 30 0.9850 0.0035 0.9939
CD3+CD4+
cealla/pl | 30 0.9850 6.5877 0.9975
% 30 1.0085 -0.0017 0.9968
CD3-CD16+CD56+
cealla/ul | 30 1.0192 -6.1863 0.9985
% 30 0.9953 0.0033 0.9948
CD3-CD19+
cealla/pl | 30 1.0189 1.6105 0.9925

n = lion na samplai fola
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Tabla 5 Anailis aischéimnithe lineach le haghaidh fo-thacair limficiti i ndeontdiri slaintitla
(comparaid anailise ar shamplai fola dathaithe leis an bhfeiste ED7733 ar an mBeckman
Coulter DXFLEX leis an BD FACSCanto™ 1)

Cruinneas tomhais ED7733 ar an mBeckman Coulter DxFLEX

Citiméadar sreafa Beckman Coulter DxFLEX vs. citiméadar sreafa BD FACSCanto™ Il

Firinneacht an tomhais

Fo-thacar Limficiti Aonad | n Féna 'd'rg:ﬁa”a R?
% 39 0.9822 0.0145 0.9879
CD3+ cealla/
" 39 0.9792 -24.255 0.9811
% 39 1.0171 0.0052 0.9829
CD3+CD8+
Cefl'l'a/ 39 1.0478 -3.0975 0.9930
% 39 0.9789 -0.001 0.9857
CD3+CD4+
Cefl'l'a/ 39 0.9768 -1.499 0.9929
0,
CD3.CD16+ % 39 0.9727 0.0054 0.9815
CD56+ Cefl'l'a/ 39 0.9699 10.484 0.9886
% 39 1.0212 -0.0047 0.9757
CD3-CD19+
Ceﬂl'a/ 39 0.9767 -0.0385 0.9825

n = lion na samplai fola
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Tabla 6 Anailis aischéimnithe lineach le haghaidh fo-thacair limficiti i ndeontdiri slaintitla
(comparaid anailise ar shamplai fola dathaithe leis an bhfeiste ED7733 ar an Sysmex XF-
1600™ leis an BD FACSCanto™ Il)

Cruinneas tomhais ED7733 ar an Sysmex XF-1600™

Citiméadar sreafa Sysmex XF-1600™ vs. citiméadar sreafa BD FACSCanto™ Il

Firinneacht an tomhais

Fo-thacar Limficiti Aonad | n Féna 'd'rg:ﬁa”a R?
% 39 1.0058 0.0105 0.9918
CD3+ cealla/
" 39 1.0174 4.2861 0.9991
% 39 1.0134 0.0015 0.9924
CD3+CD8+
Cei'l'a/ 39 1.0346 -11.555 0.9976
% 39 1.0017 0.0103 0.9963
CD3+CD4+
Cefl'l'a/ 39 1.0043 17.382 0.9981
0, -
CD3.CD16+ % 39 0.9889 0.0039 0.9868
CD56+ Cefl'l'a/ 39 0.972 -3.4422 0.9903
% 39 1.0162 -0.0039 0.9852
CD3-CD19+
Ceﬂl'a/ 39 0.9777 0.1994 0.9898

n = lion na samplai fola
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Tabla 7 Anailis aischéimnithe lineach le haghaidh fo-thacair limficiti in othair a bhfuil amhras
go bhfuil coinniollacha paiteolaiocha céras imdhionachta acu (comparaid den fheiste
KOMBITEST TBNK 6-color leis an AQUIOS CL Flow Cytometry System - Beckman Coulter,
Inc. agus modh inmhedanach saotharlainne clinicitil creiditnaithe - manglam d'antasubstainti
aondaite comhchuingithe 6 mhonardiri éagsula agus anailis ar an BD FACSCanto™ 1)

Fo-thacar Limficiti Aonad n Fana Idirghearradh R?
% 134 1.032 -2.655 0.98
CD3+
cealla/pl | 134 1.023 -0.047 0.97
% 134 1.020 -0.803 0.98
CD3+CD8+
cealla/pl | 134 1.055 -0.041 0.96
% 134 1.014 -0.651 0.98
CD3+CDA4+
cealla/pl | 134 0.994 -0.005 0.98
% 134 1.064 -0.400 0.98
CD3-CD16+CD56+
cealla/pl | 134 1.080 -0.014 0.99
% 134 1.027 -0.376 0.99
CD3-CD19+
cealla/pl | 134 1.043 -0.010 1.00
n = lion na samplai fola
Lineacht

Fioraiodh lineacht an mhodha ar 10 gcaolu srathacha de shampla fola saibhrithe le
leocaitigh (buffy coat). Dathaiodh samplai cille le KOMBITEST TBNK 6-color i sé
chéip. Rinneadh anailis ar shamplai ag baint Usaide as citiméadair sreafa BD
FACSCanto™ Il, Beckman Coulter DxFLEX agus Sysmex XF-1600™. Breathnaiodh
go raibh sonrai tomhaiste do na fo-thacair limficiti a léiriodh lineach ar fud an raoin
limficiti 333-9492 cealla/pl ag baint Usaide as BD FACSCanto™ Il, 309-8693
cealla/pl ag baint Usaide as Beckman Coulter DxFLEX agus 86-6822 cealla/pl ag
baint Usaide as Sysmex XF--1600™. Bhi fo-thacair chille sna raonta a fuarthas i
dTabla 8-10.
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Tabla 8

Raonta lineacha na bhfo-thacar limficiti arna n-anailisitt ag BD FACSCanto™ Il
BD FACSCanto™ I
Fo-thacar Limficiti Raon (cealla/pl)

CD3+ 249 - 6594

CD3+CD8+ 96 - 2560
CD3+CD4+ 136 - 3628
CD3-CD16+CD56+ 55-1525
CD3-CD19+ 44 - 1342

Tabla 9 Raonta lineacha na bhfo-thacar limficiti arna n-anailisiti ag Beckman Coulter

DxFLEX

Beckman Coulter DxFLEX

Tabla 10 Raonta lineacha na bhfo-thacar limficiti arna n-anailisit ag Sysmex XF-1600™

Fo-thacar Limficiti Raon (cealla/pl)
CD3+ 243 - 6565
CD3+CD8+ 102 - 2652
CD3+CD4+ 128 - 3517
CD3-CD16+CD56+ 64 - 1588
CD3-CD19+ 41 - 1280

Sysmex XF-1600™

Fo-thacar Limficiti Raon (cealla/pul)
CD3+ 45 - 3513
CD3+CD8+ 21 - 1507
CD3+CD4+ 22 -1742
CD3-CD16+CD56+ 8 - 700
CD3-CD19+ 7-567
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Teorainn Braite / Teorainn Cainniochtaithe / Gearrtha Tastila

Usaideadh sonrai lineachta chun teorainn braite (LOD) agus teorainn
cainniochtaithe (LOQ) a lua.

Luadh teorainn braite mar an luach comhairimh dhearbhaigh chille is isle nach
nialas méide 3xSD (diall caighdeanach) do gach fo-thacar limficiti (féach Tabla 11-
13).

Luadh teorainn cainniochtaithe mar an luach is isle i raon lineachta na dtiichana
anailiseacha arna léiri mar chomhaireamh dearbhach fo-thacar limficiti ag ar
sharaigh an CV 6 na sé choéip 10% agus a raibh an t-athshlanu sa raon 90%-110%
(féach Tabla 11-13).

Nil torthai na tastala uathuil diagnéiseach do aonan clinicitil amhain, agus da bharr
sin ni féidir gearrtha na tastala a mheas.

Tabla 11 Teorainneacha braite agus cainniochtaithe ar BD FACSCanto™ Il

BD FACSCanto™ Il
Combhaireamh cille is
Fo-thacar Limficiti isle nach nialas 3xSD (SD) (cela;fl)ala I (cel;cll)ac/z I
(cealla/pl) H H

CD3+ 1 0.3(0.1) 1.3 10
CD3+CD8+ 1 0.6 (0.2) 1.6 96
CD3+CD4+ 2 1.5 (0.5) 3.5 136
CD3-CD16+CD56+ 1 1.2 (0.4) 2.2 55
CD3-CD19+ 2 1.2 (0.4) 3.2 44

Tabla 12 Teorainneacha braite agus cainniochtaithe ar Beckman Coulter DxFLEX

Beckman Coulter DxFLEX
mhaireamh cille i
Fo-thacar Limficiti Col'sleanaecah niaclase ) 3xSD (SD) (cele-\ﬁal?ul) (ceI;(I?:SuI)
(cealla/pl)

CD3+ 1 0.6(0.2) 1.6 9
CD3+CDS8+ 1 0.6 (0.2) 1.6 34
CD3+CD4+ 2 1.2 (0.4) 3.2 43

CD3-CD16+CD56+ 1 0.9 (0.3) 1.9 23
CD3-CD19+ 2 1.5(0.5) 3.5 41
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Tabla 13 Teorainneacha braite agus cainniochtaithe ar Sysmex XF-1600™

Sysmex XF-1600™

Comhaireamh cille is
Fo-thacar Limficiti | isle nachnialas | 3xSD (SD) (Ce';ﬁae ) (ce';("):} )
(cealla/pl) M H

CD3+ 1 0.12 (0.04) 1.12 5
CD3+CD8+ 1 0.3(0.1) 1.3 2
CD3+CD4+ 1 0.3(0.1) 1.3 8
CD3-CD16+CD56+ 1 0.6 (0.2) 1.6 3
CD3-CD19+ 1 0.3(0.1) 1.3 7

Inathdhéantacht

Tomhaiseadh inathdhéantacht na tastala ar dheich sampla fola i sé chéip. Rinneadh
anailis ar shamplai ag baint Usaide as citiméadair sreafa BD FACSCanto™ I,
Beckman Coulter DxFLEX agus Sysmex XF-1600™. Comhéifeachtai athraitheachta
(CV) ata curtha ar fail sna tablai thios (Tabla 14-16).

Tabla 14 Inathdhéantacht an fheiste ar BD FACSCanto™ Il

BD FACSCanto™ Il

Fo-thacar Limficiti Aonad n Mean SD %CV
% 10 70.34 0.56

CD3+ 0.91
cealla/ul 10 1396 10.22
% 10 23.11 0.27

CD3+CD8+ 1.25
cealla/pl 10 453 5.23
% 10 41.06 0.53

CD3+CD4+ 1.36
cealla/pl 10 808 9.71
% 10 16.35 0.40

CD3-CD16+CD56+ 2.43
cealla/ul 10 289 7.20
% 10 11.63 0.25

CD3-CD19+ 2.31
cealla/pl 10 227 478

n = lion na samplai fola
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Tabla 15 Inathdhéantacht an fheiste ar Beckman Coulter DxFLEX

Beckman Coulter DxFLEX

Fo-thacar Limficiti Aonad n Mean SD %CV
% 10 70.80 0.61

CD3+ 0.95
cealla/pl 10 1406 11.19
% 10 23.80 0.32

CD3+CD8+ 1.42
cealla/pl 10 468 6.12
% 10 40.81 0.56

CD3+CD4+ 1.47
cealla/pl 10 803 10.52
% 10 15.89 0.40

CD3-CD16+CD56+ 2.72
cealla/pl 10 282 7.23
% 10 11.68 0.32

CD3-CD19+ 2.83
cealla/pl 10 227 5.94

n = lion na samplai fola

Tabla 16 Inathdhéantacht an fheiste ar Sysmex XF-1600™

Sysmex XF-1600™

Fo-thacar Limficiti Aonad n Mean SD %CV
% 10 69.15 0.89
CD3+ 1.39
cealla/pl 10 1151 14.62
% 10 23.12 0.36
CD3+CD8+ 1.72
cealla/ul 10 389 6.11
% 10 41.09 0.70
CD3+CD4+ 1.76
cealla/pl 10 680 11.39
% 10 18.40 0.56
CD3-CD16+CD56+ 271
cealla/ul 10 313 9.45
% 10 10.62 0.35
CD3-CD19+ 3.37
cealla/pl 10 173 5.56

n = lion na samplai fola

21/32




Atairgeacht

Tomhaiseadh atdirgeacht na tastala ar BD FACSCanto™ Il agus Beckman Coulter
DxFLEX ar 2 shampla fola chobhsaithe (CD-Chex Plus® agus CD-Chex Plus® CD4
Low 6 STRECK). Tomhaiseadh atairgeacht na tastala ar Sysmex XF-1600™ ar 4
shampla fola chobhsaithe (CD-Chex Plus® agus CD-Chex Plus® CD4 Low agus
IMMUNO-TROL Low Cells agus IMMUNO-TROL Cells 6 Beckman Coulter chomh
maith). Tomhaiseadh samplai faoi na dalai céanna ar feadh 15 |4 ag baint Usaide as
3 bhaisc den Fheiste (5 14 an ceann). Tugtar comhéifeachtai athraitheachta (CV) sna
tablai thios (Tabla 17-19).

Tabla 17 Atdirgeacht an fheiste ar BD FACSCanto™ Il

Fo-thacar Limficiti Abhar Aonad Mean SD %CV
% 76.84 0.18
CD-Chex Plus® 0.23
cealla/pl 1896 4.39
CD3+
CD-Chex Plus® % 60.61 0.32
CD4L 0.53
ow cealla/pl 879 4.65
% 23.45 0.23
CD-Chex Plus® 0.97
cealla/ul 578 5.62
CD3+CD8+
CD-Chex Plus® % 42.17 0.31
0.73
CD4 Low cealla/pl 612 4.55
% 48.78 0.45
CD-Chex Plus® 0.93
cealla/pl 1203 11.15
CD3+CD4+
CD-Chex Plus® % 12.53 0.26
211
CD4 Low cealla/pl 182 3.84
% 10.76 0.22
CD-Chex Plus® 2.03
cealla/pl 265 5.39
CD3-CD16+CD56+
CD-Chex Plus® % 19.51 0.38
1.94
CD4 Low cealla/pl 283 5.49
% 11.30 0.16
CD-Chex Plus® 1.45
cealla/pl 279 4.03
CD3-CD19+
CD-Chex Plus® % 18.05 0.32
1.75
CD4 Low cealla/pl 262 4.58

22 /32



Tabla 18 Atdirgeacht an fheiste ar Beckman Coulter DxFLEX

Fo-thacar Limficiti Abhar Aonad Mean SD %CV
% 7717 0.21
CD-Chex Plus® 0.27
cealla/ul 1904 5.23
CD3+ -
CD-Chex Plus® % 60.85 0.43
0.71
CD4 Low cealla/pl 883 6.24
% 23.87 0.20
CD-Chex Plus® 0.85
cealla/pl 589 4.99
CD3+CD8+ -
CD-Chex Plus® % 42.81 0.32
0.75
CD4 Low cealla/pl 621 4.65
% 46.47 1.41
CD-Chex Plus® 3.03
cealla/ul 1146 34.77
CD3+CD4+
CD-Chex Plus® % 12.16 0.53
437
CD4 Low cealla/pl 176 7.71
% 10.59 0.20
CD-Chex Plus® 1.88
CD3-CD16+ cealla/pl 261 492
CD56+ CD-Chex Plus® % 19.38 0.32 163
CD4 Low cealla/pl 281 4.59 '
% 11.07 0.17
CD-Chex Plus® 1.54
cealla/pl 273 4.19
CD3-CD19+
CD-Chex Plus® % 17.85 0.35
1.95
CD4 Low cealla/pl 259 5.05
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Tabla 19 Atdirgeacht an fheiste ar Sysmex XF-1600™

Fo-thacar Limficiti Abhar Aonad Mean SD CV (%)
% 78.50 0.33
CD-Chex Plus® cealla/ 1642 70 0.43
CD-Chex Plus® % 60.51 0.42 0.69
CD3+ CD4 Low cealla/ul 816 5.7 )
IMMUNO-TROL % 72.30 0.44 0.61
Cells cealla/ul 930 5.6 )
IMMUNO-TROL % 53.97 0.79 1.46
Low Cells cealla/pl 450 6.6 )
% 22.39 0.20
CD-Chex Plus® cealla/ul 268 21 0.88
CD;:Chex Plus® % 41.85 0.54 1.29
D4 Low cealla/pl 565 7.3 )
CD3+CD8+ IMMUNO-TROL % 24.06 0.28 14
Cells cealla/ul 309 3.5 )
IMMUNO-TROL % 33.99 0.76 293
Low Cells cealla/pl 283 6.3 )
% 51.87 0.35
CD-Chex Plus® cealla/ 1085 ) 0.67
CD-Chex Plus® % 12.30 0.44 361
CD4 Low cealla/ul 166 6.0 )
CD3+CD4+ IMMUNO-TROL % 44.77 0.42 093
Cells cealla/pl 576 5.3 )
IMMUNO-TROL % 15.35 0.29 1.90
Low Cells cealla/pl 128 24 )
% 9.80 0.16
CD-Chex Plus® cealla/pl 205 33 1.61
CD-Chex Plus® % 17.79 0.34 191
CD3-CD16+ CD4 Low cealla/pl 240 4.6 )
CD56+ IMMUNO-TROL % 10.33 0.22 211
Cells cealla/ul 133 2.8 )
IMMUNO-TROL % 22.35 0.40 1.80
Low Cells cealla/pl 186 3.4 )
% 10.06 0.17
CD-Chex Plus® cealla/ 210 37 1.74
CDE:CDh:xLPIus® ;)f)/ | 19.70 0.31 1.61
ow cealla/u 260 4.2 )
CD3-CDI9*+  FMUNO-TROL % 12.92 0.32 )48
Cells cealla/pl 166 4.1 )
IMMUNO-TROL % 17.31 0.51 297
Low Cells cealla/pl 144 4.3 )

FOGRA: Tomhaiseadh gach sonra feidhmiochta anailisi ag baint Usaide as
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tuaslagan lise eiritreoicite EXCELLYSE Easy (EXBIO Praha, a.s., Uimh. Cat.
ED7066).

Le haghaidh anailis citiméadracht sreafa Usaideadh na citiméadair sreafa seo a
leanas, lena n-diritear leagan bogearrai:

BD FACSCanto™ Il BD FACSDiva Software - leagan 8.0.2
Beckman Coulter DXFLEX  CytExpert for DXFLEX - leagan 2.0.2.18
Sysmex XF-1600™ IPU Software - leagan 0(0.09-00)

Le haghaidh comhairimh dhearbhacha cille ag baint Usaide as an modh dha
ardan, usaideadh anailiseoir heamatolaiochta leis na sonraiochtai seo a leanas:
Sysmex XN-1000™ IPU Software - leagan 00-22(164)

Le haghaidh meastdireacht ar shonrai tomhaiste Usaideadh an t-ardan anailise
seo a leanas:
FlowJo™ (Becton, Dickinson and Company) - leagan 10.9.0

12.Feidhmiocht chlinicidil

Othair le heasnamh imdhionachta priomhdiil

Bailiodh sonrai clinicitla ag suiomh clinicitil ar 30 othar a bhfuil amhras go bhfuil
Easnamh Coitianta Athraitheach Imdhionachta (CVID) acu. Cinneadh feidhmiocht
chlinicidil an fheiste ED7733 mar chomparaid den fheiste KOMBITEST TBNK 6-
color & Usaid le tuaslagan lise eiritreoicite EXCELLYSE Easy (EXBIO Praha, a.s.,
Uimh. Cat. ED7066) le modh saotharlainne clinicitil creididnaithe (AQUIOS CL
Flow Cytometry System - Beckman Coulter, Inc.).

Rinneadh meastodireacht ar thorthai measunu stadais imdhionachta na n-othar i
ndail leis an easnamh imdhionachta (Tabla 20).
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Tabla 20 Feidhmiocht chlinicidil an fheiste KOMBITEST TBNK 6-color - othair CVID

Stadas imdhionachta arna mheastni ag modh
saotharlainne clinicitil creiditinaithe

Easnamh p .,
imdhionachta Gnathchoinnioll
£ 23
® = O
I = . Eas’namh 24 othar 0 othar
£S5y imdhionachta
(8]
s cZ
c @© MM
Nel oo (o
2zt
.; ua |:
s 3 g Gnathchoinnioll 0 othar 6 othar
SEQ

Othair le heasnamh imdhionachta faighte

Bailiodh sonrai clinicitla ag suiomh clinicitil ar 53 othar a bhfuil ionfhabhta Vireas
Easnaimh Imdhionachta Daonna (VEID) deimhnithe acu. Cinneadh feidhmiocht
chlinicidil an fheiste mar chomparaid den fheiste KOMBITEST TBNK 6-color &
Usaid le tuaslagan lise eiritreoicite EXCELLYSE Easy (EXBIO Praha, a.s., Uimh. Cat.
ED7066) le modh inmhednach saotharlainne clinicitil creiditinaithe (manglam
d'antasubstainti aondaite comhchuingithe 6 mhonaroéiri éagsula agus anailis ar an
BD FACSCanto™ Il).

Rinneadh meastodireacht ar thorthai measunu stadais imdhionachta na n-othar i
ndail leis an easnamh imdhionachta (Tabla 21).
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Tabla 21 Feidhmiocht chlinicidil an fheiste KOMBITEST TBNK 6-color - othair VEID

creidi

Stadas imdhionachta arna mheastna ag modh
inmheanach saotharlainne clinicitil
naithe

Easnamh
imdhionachta

Gnathchoinnioll

(1] [} s
C o =
& g '8 Easnamh 28 as 29 othar* 0 othar
29 imdhionachta
S 2 X
& cZ
c oMM
O ook
5 s h
€ cw
o—_\J =
_r§ ﬁ E Gnathchoinnioll 0 othar 24 othar
\© =
&»EQ
AIRE:

*Léirigh an feiste KOMBITEST TBNK 6-color dath nach raibh leordhéthanach do dheighilt
shonrach cealla T (CD3+) in aon (1) othar VEID i riocht sldinte criticiuil.

13.Luachanna a bhfuiltear ag siiil leo

Eatramh Tagartha
Tabla 22 Eatraimh Tagartha na ndeontdiri fola slaintitla arna dtomhas ar BD FACSCanto™ Il

Raon
Fo-thacar Limficiti n Aonad B Airmhean
los Uas
65 % 49.0 84.9 72.4
CD3+
65 cealla/pl 608 2415 1269
65 % 104 40.2 22.2
CD3+CD8+
65 cealla/pl 127 1075 405
65 % 28.1 62.6 43.3
CD3+CD4+
65 cealla/pl 321 1463 785
65 % 3.5 38.9 15.8
CD3-CD16+CD56+
65 cealla/pl 84 1036 266
65 % 5.4 25.0 10.6
CD3-CD19+
65 cealla/pl 74 404 209

n = lion na samplai fola
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Bunaiodh na heatraimh tagartha i dTabla 22 ar othair shlaintitla a measadh a
bheith ina ndeontdiri fola de réir reachtaiocht Phoblacht na Seice tri chritéir dhocht
a chomhlionadh do dheontéir fola do bhainc fola. Tomhaiseadh sonrai ar
chitiméadar sreafa BD FACSCanto™ II.

Féadfaidh raonta tagartha sonracha athra ag brath ar an réigitn agus an daonra ar
a bunaiodh na luachanna. Ar an gcuis seo ni moér do shaotharlanna a n-eatraimh
tagartha gnath féin a bhunu do na fo-thacair limficiti a shainaithnitear ag baint
Usadide as KOMBITEST TBNK 6-color 6n daonra ititil de dheontoiri gnatha mar
gheall ar athruithe luacha a bhaineann le haois, inscne, saintréithe clinicitla, agus
eitneacht.

14.Teorainneacha

Nior bailiochtaiodh an feiste KOMBITEST TBNK 6-color lena Usaid i samplai a
bailiodh le frithchoagulaint heparin né aigéad citrait deastrois (ACD) i gcinneadh
comhairimh choibhneasta agus dhearbhaigh.

Nior bailiochtaiodh an feiste KOMBITEST TBNK 6-color Nil an feiste beartaithe le
haghaidh scagadh agus/n6 feinitiopail samplai leoicéime agus limféma.

Nil comhairimh dhearbhacha inchomparaide idir saotharlanna a tsaideann
trealamh éagsuil 6 mhonardiri éagsula.

15.Tagairti

1) Bensussan, A et al. Significant enlargement of a specific subset of CD3+CD8+
peripheral blood leukocytes mediating cytotoxic T-lymphocyte activity during
human immunodeficiency virus infection. Proc Natl Acad Sci U S A. 1993
15;90(20):9427-30. doi: 10.1073/pnas.90.20.9427.

2) Boldt, A et al. Eight-color immunophenotyping of T-, B-, and NK-cell
subpopulations for characterization of chronic immunodeficiencies.
Cytometry B Clin Cytom 2014 May;86(3):191-206.
doi:10.1002/cyto.b.21162.

3) de Saint Basile, G et al. Severe combined immunodeficiency caused by
deficiency in either the delta or the epsilon subunit of CD3. J Clin Invest.
2004 Nov;114(10):1512-7. doi: 10.1172/JCI22588.

4) Giorgi, J V. Characterization of T lymphocyte subset alterations by flow
cytometry in HIV disease. Ann N Y Acad Sci. 1993 Mar 20,677:417-9. doi:
10.1111/j.1749-6632.1993.th38803.x.

5) lwatani, Y et al. Decreases in alpha beta T cell receptor negative T cells and
CDS8 cells, and an increase in CD4+ CD8+ cells in active Hashimoto's disease
and subacute thyroiditis. Clin Exp Immunol. 1992 Mar;87(3):444-9. doi:
10.1111/j.1365-2249.1992.tb03017 .

6) Kucuksezer, U C et al. The Role of Natural Killer Cells in Autoimmune
Diseases. Front Immunol. 2021 Feb 25;12:622306. doi:

28 /32



10)

11)

12)

13)
14)

15)

16)

17)

18)
19)

20)

10.3389/fimmu.2021.622306.

Li, Y et al. AIDS prevention and control in the Yunnan region by T cell subset
assessment. PLoS One. 2019 Apr 18;14(4):e0214800. doi:
10.1371/journal.pone.0214800.

Mason, D et al, eds.: Leucocyte Typing VII: White Cell Differentiation
Antigens: Proceedings of the Seventh International Workshop and Conference
Held in Harrogate, United Kindom: Oxford University Press; 2002.

McCarty, B et al. Low Peripheral T Follicular Helper Cells in Perinatally
HIV-Infected Children Correlate With Advancing HIV Disease. Front Immunol.
2018 Aug 24;9:1901. doi: 10.3389/fimmu.2018.01901.

McMichael AJ, ed. Leucocyte Typing lll: 54 White Cell Differentiation
Antigens. New York, NY: Oxford University Press; 1987.

Monafo, W J et al. A hereditary immunodeficiency characterized by CD8+
T lymphocyte deficiency and impaired lymphocyte activation. Clin Exp
Immunol. 1992 Dec;90(3):390-3. doi: 10.1111/j.1365-2249.1992.th05856.x.

North, M E et al. Primary defect in CD8+ lymphocytes in the antibody
deficiency disease (common variable immunodeficiency): abnormalities in
intracellular production of interferon-gamma (IFN-gamma) in CD28+
(‘cytotoxic') and CD28- (‘'suppressor') CD8+ subsets. Clin Exp Immunol. 1998
Jan;111(1):70-5. doi: 10.1046/j.1365-2249.1998.00479 .x.

Orange, J S. Natural killer cell deficiency. J Allergy Clin Immunol. 2013
Sep;132(3):515-525. doi: 10.1016/j.jaci.2013.07.020.

Orange, J S. How | Manage Natural Killer Cell Deficiency. J Clin Immunol.
2020 Jan;40(1):13-23. doi: 10.1007/s10875-019-00711-7.

Picat, M Q et al. T-cell activation discriminates subclasses of symptomatic
primary humoral immunodeficiency diseases in adults. BMC Immunol. 2014
Mar 12;15:13. doi: 10.1186/1471-2172-15-13.

Schlossman SF, Boumsell L, Gilks W, et al, eds.: Leucocyte Typing V: White
Cell Differentiation Antigens. New York, NY: Oxford University Press; 1995.

van Dongen, J J M et al. EuroFlow-Based Flowcytometric Diagnostic
Screening and Classification of Primary Immunodeficiencies of the Lymphoid
System. Front Immunol. 2019 Jun 13;10:1271. doi:
10.3389/fimmu.2019.01271.

Tate J, Ward G. Interferences in immunoassay. Clin Biochem Rev. 2004
May;25(2):105-20. PMID: 18458713; PMCID: PMC1904417.

Selby C. Interference in immunoassay. Ann Clin Biochem. 1999 Nov; 36 ( Pt
6):704-21. doi: 10.1177/000456329903600603. PMID: 10586307.

Kricka LJ. Human anti-animal antibody interferences in immunological assays.

29 /32



21)

22)

23)

24)

25)

26)

27)

28)

29)

Clin Chem. 1999 Jul;45(7):942-56. Erratum in: Clin Chem 2000
Oct;46(10):1722. PMID: 10388468.

Higgins J, Hill V, Lau K, Simpson V, Roayaei J, Klabansky R, Stevens RA,
Metcalf JA, Baseler M. Evaluation of a single-platform technology for
lymphocyte immunophenotyping. Clin Vaccine Immunol. 2007
Oct;14(10):1342-8. doi: 10.1128/CVI1.00168-07. Epub 2007 Aug 29. PMID:
17761524; PMCID: PMC2168127.

Htun NM, Chen YC, Lim B, et al. Near-infrared autofluorescence induced by
intraplague hemorrhage and heme degradation as marker for high-risk
atherosclerotic plaques. Nat Commun. 2017;8(1):75. Published 2017 Jul 13.
doi:10.1038/s41467-017-00138-x

de Jonge G, Dos Santos TL, Cruz BR, Simionatto M, Bittencourt JIM, Krum EA,
Moss MF, Borato DCK. Interference of in vitro hemolysis complete blood
count. J Clin Lab Anal. 2018 Jun;32(5):e22396. doi: 10.1002/jcla.22396. Epub
2018 Feb 3. PMID: 29396875; PMCID: PMC6817011.

Haga Y, Kay HD, Tempero MA, Zetterman RK. Flow cytometric measurement
of intracellular bilirubin in human peripheral blood mononuclear cells exposed
to unconjugated bilirubin. Clin Biochem. 1992 Aug;25(4):277-83. doi:
10.1016/0009-9120(92)80033-d. PMID: 1381998.

Lam WK, Law YFW, Yip SF. Resolution of platelet count interference due to
cytoplasmic fragments of leukaemic cells by flow cytometry in acute myeloid
leukaemia. Int J Lab Hematol. 2022 Dec;44(6):983-985. doi:
10.1111/ijlh.13859. Epub 2022 May 3. PMID: 35504732.

Hervé Lecoeur, Marie-Lise Gougeon, Comparative analysis of flow cytometric
methods for apoptosis quantitation in murine thymocytes and human
peripheral lymphocytes from controls and HIV-infected persons Evidence for
interference by granulocytes and erythrocytes, Journal of Immunological
Methods, Volume 198, Issue 1, 1996, Pages 87-99, ISSN 0022-1759,
https://doi.org/10.1016/0022-1759(96)00148-2.

Bartels EM, Falbe Watjen |, Littrup Andersen E, Danneskiold-Samsge B,
Bliddal H, Ribel-Madsen S. Rheumatoid factor and its interference with
cytokine measurements: problems and solutions. Arthritis.
2011;2011:741071. doi: 10.1155/2011/741071. Epub 2011 Jun 22. PMID:
22046523; PMCID: PMC3200114.

XUE Yan, XU Li, DANG Liheng, WANG Chao, CUI Yagiong, WANG Ping,
WANG Ning, ZHANG Xinjie, LIU Yang. Interference of high levels of bilirubin
on lymphocyte subset determination in peripheral blood by flow cytometry
and its elimination methods[J]. Laboratory Medicine, 2022, 37(12): 1169-
1173

van lerssel SH, Hoymans VY, Van Craenenbroeck EM, Van Tendeloo VF, Vrints

30/ 32



30)

31)

32)

33)

34)

35)

CJ, et al. (2012) Endothelial Microparticles (EMP) for the Assessment of
Endothelial Function: An In Vitro and In Vivo Study on Possible Interference of
Plasma Lipids. PLOS ONE 7(2): e31496.
https:/doi.org/10.1371/journal.pone.0031496

Yasmine Van Caeneghem, Stijn De Munter, Paola Tieppo, Glenn Goetgeluk,
Karin Weening, Greet Verstichel, Sarah Bonte, Tom Taghon, Georges Leclercq,
Tessa Kerre, Reno Debets, David Vermijlen, Hinrich Abken & Bart
Vandekerckhove (2017) Antigen receptor-redirected T cells derived from
hematopoietic precursor cells lack expression of the endogenous TCR/CD3
receptor and exhibit specific antitumor capacities, Oncolmmunology, 6:3,
DOI: 10.1080/2162402X.2017.1283460

Lamia Achour, Mark G. H. Scott, Hamasseh Shirvani, Alain Thuret, Georges
Bismuth, Catherine Labbé-Jullié, Stefano Marullo; CD4-CCR5 interaction in
intracellular compartments contributes to receptor expression at the cell
surface. Blood 2009; 113 (9): 1938-1947. doi:
https://doi.org/10.1182/blood-2008-02-141275

A. Stronkhorst, G. N. J. Tytgat & S. J. H. Van Deventer (1992) CD4 Antibody
Treatment in Crohn's Disease, Scandinavian Journal of Gastroenterology,
27:5up194, 61-65, DOI: 10.3109/00365529209096029

Zinzani, P.L., Minotti, G. Anti-CD19 monoclonal antibodies for the treatment
of relapsed or refractory B-cell malignancies: a narrative review with focus on
diffuse large B-cell lymphoma. J Cancer Res Clin Oncol 148, 177-190 (2022).
https://doi.org/10.1007/s00432-021-03833-x

Whiteman KR, Johnson HA, Mayo MF, Audette CA, Carrigan CN, LaBelle A,
Zukerberg L, Lambert JM, Lutz RJ. Lorvotuzumab mertansine, a CD56-
targeting antibody-drug conjugate with potent antitumor activity against small
cell lung cancer in human xenograft models. MAbs. 2014 Mar-Apr;6(2):556-
66. doi: 10.4161/mabs.27756. Epub 2014 Jan 8. PMID: 24492307; PMCID:
PMC3984343.

J Frengen, B Kierulf, R Schmid, T Lindmo, K Nustad, Demonstration and
minimization of serum interference in flow cytometric two-site immunoassays,
Clinical Chemistry, Volume 40, Issue 3, 1 March 1994, Pages 420-425,
https://doi.org/10.1093/clinchem/40.3.420

16.Achoimre ar shabhailteacht agus feidhmiocht

Beidh achoimre ar shabhailteacht agus feidhmiocht ar fail sa bhunachar sonrai
Eudamed ag https:/ec.europa.eu/tools/eudamed/#/screen/home. Go dti sin td an
achoimre ar shabhailteacht agus feidhmiocht ar fail arna iarraidh.

17.Usaid tradmharcanna trit pairti
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sios nios beaichte ar chaibidil 13. Luachanna a bhfuiltear ag suil leo - Eatramh
Tagartha.

19.Monaroir
EXBIO Praha, a.s.

Nad Safinou Il 341

25250 Vestec

Poblacht na Seice

Sonrai teagmhala

info@exbio.cz

technical@exbio.cz

orders@exbio.cz

www.exbio.cz

20.lonadaithe udaraithe

Duine Freagrach sa RA Sysmex UK Ltd

Sysmex House
Garamonde Drive
Wymbush
Milton Keynes
MK8 8DF
Riocht Aontaithe
@ +44 (0)333 3203460
M info@sysmex.co.uk
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