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4 kd

Muc dich sw dung
Xét nghiém cobas® EBV 1a xét nghiém khuéch dai axit nucleic in vitro dé dinh luong DNA cua vi rat Epstein-
Barr (EBV) trong huyét tuong chéng dong bang EDTA cua ngudi trén Hé thdng cobas® 5800/6800/8800.
Xét nghiém cobas® EBV dugc chi dinh hd trg chan doan va quan 1y bénh nhan nhiém EBV trong cac bénh nhan
ghep tang. 0 nhitng bénh nhan dang dugc theo ddi EBV, cac lan dinh lugng DNA lién tiép c6 thé duoc sir dung
dé xac dinh sy can thiét cua viéc thay d6i phuong phap diéu tri va danh gia dap tng cta vi rat véi phuong phap
diéu tri.
Két qua tir xét nghiém cobas® EBV phai duoc bién luan trong bdi canh tat ca cac két qua 1am sang va xét nghiém
co lién quan.
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Tom tat va dien giai xet nghiém
Téong quan
Nhitng bénh nhan ghép tang c6 nguy co cao nhiém nhiéu loai vi khuan va vi rat giy nén cac bién cb bét loi strc
khoe nghiém trong so v6i nhom déan sé khoe manh néi chung. Nguy co ndy gia ting mot phan 1a do chuc niang
hé thdng mién dich bi suy giam do c4c thudc rc ché mién dich ma bénh nhan ghép tang ding dé giam kha ning
thai ghép.?
EBV la mét loai vi rat axit deoxyribonucleic (DNA) s¢i d6i, co kich thude khoang 172kb, thuoc ho vi rat
herpes. EBV ¢6 hai kiéu gen chinh, loai 1 va loai 2, 3 dugc xac dinh boi sy khac biét trong gen EBNA-2. Nhiém
EBV & nguoi kha phd bién; hon 90% ngudi truéng thanh bi nhiém bénh va nhidm tiém an ton tai trong sudt cudc
doi. EBV gdy ra bénh bach cau don nhan nhiém tring & mot nhom nhé thanh thiéu nién va ngudi 16n méi bi
nhidm bénh, dong thoi c6 lién quan dén mot sé loai ung thu, bao gdm ung thu biéu mé vom hong, ung thu hach
Burkitt va ung thu hach Hodgkin. EBV c6 thé 1a nguyén nhan gy rdi loan ting sinh té bao lympho ¢ nhimng
ngudi bi suy giam mién dich bam sinh hodc méic phai, bao gdom ca nhitng ngudi duoc ghép tang va bénh nhan
nhiém vi rat gdy suy giam mién dich & ngudi/hdi chimg suy giam mién dich mac phai (HIV/AIDS).?
O nhitng bénh nhan ghép tang, EBV c6 thé gay bénh thong qua viée kich hoat lai vi rit tiém an tir cac té bao
lympho B nhé hoic thong qua mot nhiém trung nguyén phat moi, dac biét la 6 nhng nguoi nhan ghép tang 4m
tinh v6i EBV nhén tang ghép tur ngudi hién ting duong tinh voi EBV. $P6i v6i nhitng bénh nhan nay, dang
nghiém trong nhat ctia bénh lién quan dén EBV 1a rdi loan ting sinh té bao lympho sau ghép (PTLD), 14 két qua
ctia su ting sinh khong kiém soat dugc cia té bao lympho, dién hinh 1a té bao B. * Nhin chung, ti 1¢ PTLD &
nhiing nguoi duoc ghép tang c6 lién quan dén nhiém EBV 1a > 70%. Nguy co cao nhat d6i véi PTLD xay ra
trong nim dau tién sau khi cdy ghép va >90% truong hop PTLD xay ra trong giai doan nay c6 lién quan dén
EBV. C6 téi 20% truong hgp PTLD xay ra sau nam dau tién sau ghép 1 am tinh voi EBV.4S
Céc yéu t6 nguy co d6i voi PTLD khoi phat sém bao gdm tinh trang huyét thanh ctia ngudi nhan am tinh voi
EBV khi ghép, tudi tré, tiép xtic voi khang thé 1am suy giam té bao lympho va loai tang dugc ghép.>®
Viéc xac dinh sém céac truong hop nhiém EBV nguyén phat va theo ddi nong do DNA c6 thé hd trg can thigp
diéu tri kip thoi dé ngin ngira tién trién thanh bénh lién quan dén EBV. Céc huéng dan khuyén céo theo doi
thuong xuyén EBV bang cach sir dung cac xét nghiém axit nucleic dinh luong (NATSs), déc biét & nhiing nguai
nhan tang am tinh voi EBV ¢ nhitng bénh nhan ghép tang c6 nguy co cao. 4% Mic du ngudng vi rat chinh xac
lién quan dén y té van 1a mot chi dé tranh luan do tinh bién thién giira cac xét nghiém, nhung khai niém ngu’ong
to1 han c6 vé hop 1€ va da dugc bao cdo trong cac nghién ciru bénh ty nhién cho thay nong do6 DNA EBV cang
cao cang tang nguy co phat trién ctia bénh EBV va PTLD.*%"Ca hai loai mau huyét twong va mau toan phan déu
duogc su dgng dé xét nghiém EBV, nhung bang chimg cho thdy rang huyét tuong dic hiéu hon dé phat hién
PTLD.*>7
Cac bién phap can thi¢p diéu tri pho bién dé giam ndéng do DNA cta EBV va ngin ngua sy khm phat caa PTLD
bao gom giam liéu thude e ché mién dich va diéu tri bang khang thé lam suy giam té bao B.” Liéu phap uu tién
dé giam nong do DNA EBV thanh cong ¢ hau hét bénh nhan mic du ¢6 t6i 20% bénh nhan van c6 thé phat trién
PTLD, dic biét 1a nhitng nguoi sau hon mot nim ghép tang.’
Hau hét cac xét nghiém dinh luong EBV trong phong thi ‘nghiém khong dugc chuan hoa, dan dén sy khac biét
cao gitra cac phong thi nghiém va gitra cac xet nghiém vé két qua nong do6 DNA va ngan can viéc so sanh cac
nong d6 DNA dugc xac dinh tir cac phong thi nghiém va xét nghiém khac nhau. " Dé giai quyét van dé nay,
WHO di tao ra Mau chuan quéc té vé dinh lugng EBV, cho phép bdo céo cac xét nghiém tiéu chuan hoa theo
don vi IU/mL.° Banh gi4 chinh thirc vé kha ning tai tao va gia tri ciia cac muc ndong d6 DNA EBV la rat quan
trong dé dam bao két qua nhat quan gitra cac phong xét nghiém nham cai thién viéc quan 1y 1am sang bénh nhan
c6 nguy co cao mic cac bénh lién quan dén EBV va PTLD.
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Co s ly ludn cho xét nghiém NAT
Huyét thanh hoc EBV ctia ngudi cho va nguoi nhan duge xac dinh trudce khi ghép dé gitp xac dinh nguy co bién
chimg lién quan dén EBV ciia bénh nhan ghép, nhung huyét thanh hoc khong dii nhay hodc chinh xac dé theo
do6i bénh nhéan sau ghep. Cac phuong phap nu6i cay EBV cham va c6 gia tri tién doan kem trong diéu kién
nay. Phat hién truc t1ep DNA EBV bang real-time PCR c¢6 kha nang cung cap dai dong hoc rong, d6 chum, do
nhay va do dac hiéu cao.

Dién giai xét nghiém

cobas® EBV la xét nghiém dinh lugng chay trén hé théng cobas® 5800/6800/8800. cobas® EBV cho phép phat
hién va dinh luong DNA EBYV trong huyét tuong chéng déng bang EDTA ctia bénh nhan bi nhiém bénh. Tai
luong vi rat EBV duoc dinh luong theo Mau chuan dinh lugng DNA khoéng phai EBV (DNA- QS), Mau chuin
nay dugc thém vao timg. mau xét nghiém trong qua trinh xur ly mau. DNA-QS clng co chirc nang kiém soat toan
bd qua trinh chuan bj mau va khuéch dai PCR. Ngoai ra, xét nghiém sir dung mau chig kiém soat di kém trong
b6 kit: mau chirng duong tinh ndong d cao, miu chimg duong tinh ndng d6 thap va mau chimg 4m tinh. Cac mau
ching duong tinh cao va duong tinh thip duoc san Xuét bang cach pha lodng tir nguyén liéu gdc véi hidu gia co
thé truy nguyén theo bd mau chuan EBV theo Quoc t&¢ WHO. Moi 16 bo Khuéch dai/Phat hién dugc hiéu chuan
c6 thé truy xuét nguon gbc theo Mau chuan Quéc té¢ EBV WHO.

Nguyén ly xét nghiém

cobas® EBV duya trén qua trinh chuan bi mau hoan toan ty dong (chiét xuat va tinh ché axit nucleic), sau d6 1a
khuéch dai va phat hién PCR. Hé thdng cobas® 5800 duoc thiét ké nhu mot thiét bi tich hop. Hé
théng cobas® 6800/8800 bao gom mé-dun cung cip mau, mo-dun chuyén mau, mé-dun xir Iy va mo-dun phan
tich. Quan 1y dit liéu tw dong dugc thuc hién bai phan mém Hé théng cobas® 5800 hoic cobas® 6800/8800. Phan
mém nay xac dinh két qua xét nghiém cho tat ca cac xét nghiém la khong phat hién duoc muc tiéu, phat hién
DNA EBV < LLoQ (gi61 han dinh lugng dudi), phat hién DNA EBV > ULoQ (gi6i han dinh lugng trén), hoac
mot gia tri trong khoang tuyén tinh LLoQ < x< UL0Q. Két qua c6 thé dugc xem lai truc tiép trén man hinh hé
thong, xuat, hodc in dudi dang bdo cdo.

Axit nucleic tir cic miu bénh pham va cac phan tir lambda DNA-QS b sung duogc tach chiét dong thoi. Tom lai,
axit nucleic ctia vi rat duoc giai phong bang cach bd sung proteinase va thude thir ly giai vao mau. Axit nucleic
duoc giai phong lién két voi bé mit silica ctia cac hat thuy tinh tir tinh duge thém vao. Cac chit va tap chat khong
lién két, chfmg han nhu protein bién tinh, manh v& té bao va chat c6 kha nang uc ché PCR duoc loai bo béng cac
bude thude thir rira tiép theo va axit nucleic tinh khiét duoc rira giai khoi cac hat thiy tinh bang dung dich dém
rira gidi ¢ nhiét do cao.

Qua trinh khuéch dai ¢6 chon loc axit nucleic dich tir mau bang cach str dung phwong phap dic hiéu véi vi rit
dich kép tir cac ving EBV duoc bao ton cao nam trong gen EBNA-1 ciia EBV va gen BMRF cua EBV. Qué
trinh khuéch dai c6 chon loc cua DNA-QS bé“mg cach st dung cac doan mdi xudi va nguoc theo trinh tu dugc
chon dé khong tuong dong véi bo gen ctia EBV. Mot enzyme DNA polymerase bén nhiét duge st dung dé
khuéch dai. Cac trinh tu dich va DNA-QS duoc khuéch dai dong thoi bang cach sir dung chuong tinh khuéch dai
PCR chung véi cac budc nhiét do va sb chu ky duoc x4c dinh trudc. Hon hop chinh bao gém deoxyuridine
triphosphate (dUTP), thay vi deoxythimidine triphosphate (dTTP), duoc gin vao DNA mdi dugc tong hop
(amplicon). 11?Bit ky ban sao tao thanh nhidm vao mau tir cac lan chay PCR trudc d6 déu bi loai bé bai enzym
AmpErase, enzym nay c6 trong hon hop PCR, khi dugc 1am néng trong bude chu ky nhiét du tién. Tuy nhién,
san phém khuéch dai méi hinh thanh khong bi loai bo do enzyme AmpErase bi bét hoat & nhiét d6 trén 55°C.
Master mix Cobas® EBV chira hai mau do phat hién dic hiéu cho céc trinh ty muc tiéu EBV va mot mau do cho
DNA-QS. Cac miu do dugc danh diu bang chat phat huynh quang dic hiéu cho muc tiéu, cho phép phat hién
ddng thoi muc tiéu EBV va DNA-QS & hai kénh muc tiéu khac nhau.*®** Tin hiéu huynh quang ctia cac miu do
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con nguyén ven bi tri¢t tiéu boi chét dap tt. Trong budc khuéch dai PCR, viéc lai dic hiéu mau do véi cac mach
khubén DNA soi don dan dén su phéan cit bai hoat dong nuclease 5'-to-3' cia DNA polymerase dan dén sy phan
tach ciia chat phat huynh quang va chét dap tit va tao ra mot tin hiéu huynh quang. Vi mdi chu ky PCR, sb
lwong mau do bi cit ting 1én va tin hiéu tich liiy cua chit phat huynh quang cling ddng thoi ting 1én. Viéc phat
hién va phan biét cc san pham PCR theo thoi gian thyc duoc thue hién bang cach do huynh quang ciia cht phat
huynh quang duoc tao ra véi mdi vi rit muc tiéu va DNA-QS.
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Thuoc thir va vat liéu
Thuoc thir va vat liéu kiém soat (mau chirng) cobas® EBV

Céc vt liéu can thiét cho xét nghiém cobas® EBV duogc tim thay trong Bang 1. Céc vt liéu yéu cau khac, nhung
khong dugc cung cap co thé dugce tim tir Bang 2 dén Bang 4 va Bang 8 dén Bang 9.
Tham khao phan Thuoc thir va vt liéu va phan Yéu cau than trong va thao tac dé bict thong tin nguy hiém

doi voi san pham.

Bang 1 cobas® EBV
cobas® EBV
Béo quan ¢ 2-8°C

Hop cassette 192 xét nghiém (P/N 09040943190)

Thanh phan hap thudc

Thanh phan thuéc thir

S6 lwgng cho méi

thir hop thuoc thir 192
xét nghiém

Dung dich Proteinase | Bém Tris, EDTA, canxi chloride, canxi acetate, proteinase | 22.3 mL
Solution (PASE) 8%, glycerol

EUH210: Bang dir liéu an toan hoa chat c6 san khi c6 yéu

cau.

EUH208: C6 chua Subtilisin tir vi khuan Bacillus subtilis.

C6 thé gy phan mg di ing.
Chuin dinh lwong DNA| Dém Tris, EDTA < 0.05%, cau traic DNA khong EBV chira | 21.2 mL
(DNA QS) doan moi gin két khdng EBV va mot ving mau do duy nhat

(DNA khéng nhiém) < 0.001%, Poly rA RNA (tong hop) <

0.002%, natri azide < 0.1%
Pém thu hoi (EB) bém Tris, methyl-4 hydroxybenzoate 0.2% 21.2 mL
Master Mix Reagent 1 | Mangan acetate, kali hydroxide, natri azide <0.1% 7.5mL
(MMX-R1)
EBV Master Mix Dbém Tricine, kali acetate, dimethyl sulfoxide < 18%, | 9.7 mL
Reagent 2 glycerol, Tween 20 < 0.1%, EDTA, dATP, dCTP, dGTP,

(EBV MMX-R2)

dUTP < 0.12%, cac doan moi xudi va mdi nguoc EBV <
0.01%, cac doan moi xudi va mdi ngugc Chuan dinh lugng
< 0.01%, dau do oligonucleotide danh dau huynh quang dic
hiéu cho EBV va Chuan dinh lwong EBV < 0.01%,
oligonucleotide aptamer < 0.01%, Z05D DNA polymerase <
0.01%, AmpErase (uracil-N- glycosylase) enzyme
(microbial) < 0.10%, natri azide < 0.1%
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Bang 2 cobas® EBV/BKYV Control Kit

cobas® EBV/BKYV Control Kit

Bdo quan ¢ 2-8°C

Str dung trén hé thdng cobas® 5800 (P/N 09040951190)

Str dung trén h¢ théng cobas® 6800/8800 (P/N 08688214190 hoac P/N 09040951190)

Thanh Qh?ln
hop thuoc thir

Thanh phan thuéc thir

S0 lwgng cho
moi hop thuoc
thir

Ky hiéu an toan va canh bao*

Vit li¢u kiém

ndng do thap
EBV/BKV
(EBV/BKV
L(+)C)

soat dwong tinh

DNA EBV tong hop
(plasmid) dong goi trong
thuc khuan thé Lambda
phu protein < 0.001%,
huyét twong nguoi binh
thuong, khong c6 phan
ung véi cac phuong
phap PCR phat hién
EBV DNA di dugc cap
phép.

chat bao quan ProClin®
300 0.1%**

4 mL
(8x0.5mL)

O g

CANH BAO

H317: C6 thé gay phan tng di ing
da.

H412: Bdc hai v6i sinh vat thuy sinh
v6i hau qua lau dai.

P261: Tranh hit bui/hoi
khoi/khi/swong mu/hoi/bui phun.
P273: Tranh thai ra moi truong.
P280: Deo gang tay bao v¢.

P333 + P313: Néu bi kich tmg da
hodc phat ban: Tim tu van y té/chim
soc vy té.

P362 + P364: Coi1 bd trang phuc bi
nhiém va giit sach trudc khi sir dung
lai.

P501: Xur 1y cac thanh phan/dung cu
chira & co s xtr 1y chat thai da duoc
chap thuan.

55965-84-9 San pham phan tng cua:
5-chloro-2-methyl-4-isothiazolin-3-
one va 2-methyl-2H - isothiazol-3-
one (3:1)
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Vit li¢u kiém
soat dwong tinh
ndng do cao
EBV/BKV
(EBV/BKV
H(+)C)

DNA EBYV tong hop
(plasmid) dong goi trong
thuc khuan thé Lambda
phu protein < 0.001%,
huyét twong nguoi binh
thuong, khong c6 phan
ung véi cac phuong
phap PCR phat hién
EBV DNA di duoc cip
phép.

chat bao quan ProClin®
300 0.1%**

4 mL
(8x0.5mL)

O 2

CANH BAO
H317: C6 thé gy phan tng di img da.
H412: Bdc hai véi sinh vat thiy sinh
v6i hau qua lau dai.
P261: Tranh hit bui/hoi
khoéi/khi/swong mu/hoi/bui phun.
P273: Tranh thai ra moi truong.
P280: Beo gang tay bao v¢.
P333 + P313: Néu bj kich tmg da
hodc phat ban: Tim tu van y té/chim
soc v té.
P362 + P364: Coi1 bd trang phuc bi
nhiém va giat sach trudc khi sir dung
lai.
P501: Xur 1y cac thanh phan/dung cu
chira & co so xur 1y cht thai da dugc
chap thuan.
55965-84-9 San pham phan mg cua:
5-chloro-2-methyl-4-isothiazolin-3-
one va 2-methyl-2H - isothiazol-3- one|

(3:1)

*Nhan an toan san pham chu }féu theo hudng dan cia GHS Chau Au
**Chat hodc hon hop nguy hiém
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Bang 3 cobas® Buffer Negative Control Kit
cobas® Buffer Negative Control Kit

Bao quan ¢ 2-8°C

Str dung trén hé théng cobas® 5800 (P/N 09051953190)
Su dung trén hé thong cobas® 6800/8800 (P/N 07002238190 hodc P/N 09051953190)

Thanh phan hgp
thuoc thir

Thanh phan thudc thir

S6 lwgng cho méi hap thudc thir

cobas® Buffer
Negative Control
(BUF (-) C)

Dbém Tris, natri gzide <0.1%, EDTA,
Poly rA RNA (tong hop) 0.002%

16 mL
(16 x 1mL)
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Thuoc thir cobas® omni dé chuan bi mau
Béang 4 Thudc thir cobas® omni dé chuin bi mau

Thudc thir Thanh phan S6 lwong Ky higu an toan va canh bao*
thuéc thir cho méi hép
thuéc thir
cobas® omni Hat thuy tinh tir | 480 xeét Khéng ap dung
MGP Reagent | tinh, Bém Tris, nghiém
(MGP) methyl-4
Bao quan ¢ 2— | hydroxybenzoate
8°C 0.1%,
(P/N natri azide <0.1%
06997546190)
cobas® omni bém Tris, methyl-| 4 x 875 mL | Khong ap dung
Specimen 4 hydroxybenzoate
Diluent 0.1%, natri azide
(SPEC DIL) <0.1%
Bao quan ¢ 2—
8°C
(P/N
06997511190)
cobas® omni guanidine 4 x 875 mL
Lysis Reagent | thiocyanate 43% @ %
(LYS) (kI/KI)**,
Bao quan ¢ 2— | polydocanol 5%
8°C (KIftt)**, NGUY HIEM
(PIN dithiothreitol 2% H302 + H332: C6 hai néu nudt phai hoac hit phai.
06997538190) | (kl/tt)**, dihydro H314: Co thé giy bong da nang va ton thuong mat.

natri citrate

H411: Ddc hai véi sinh vat thiy sinh véi hau qua 1au dai.
EUHO032: Phan ng véi axit tao ra khi doc.

P273: Tranh thai ra moi truong.

P280: Mang ging tay bao hd/ quan 4o bao hd/ dung cu
bao vé mét/ dung cu bao vé mat./ dung cu bao v¢ tai.
P303 + P361 + P353: NEU TREN DA (hoic toc): Coi bo
ngay lap tirc tit ca quan 4o bi nhiém. Rira sach da bang
nudc.

P304 + P340 + P310: NEU HIT PHAIL: Chuyen nan nhan
dén khu vuc c6 khong khi sach va gilr O tu thé thoai mai
dé tho. Ngay lap tirc goi TRUNG TAM CHONG BOC/
bac si.

P305 + P351 + P338 + P310: NEU VAO MAT: Rura can
than bang nudc trong vai phit. G& kinh ap trong, néu co
va dé thuc hién. Tiép tuc rira. Ngay 1ap tirc goi TRUNG
TAM CHONG DQC/ bac si.

593-84-0 Guanidinium thiocyanate
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9002-92-0 Polidocanol
3483-12-3 (R*,R*)-1,4-dimercaptobutane-2,3-diol

cobas® omni
(WASH)
30°C

(PIN
06997503190)

Bao quan ¢ 15 -

Natri citrate

Wash Reagent |dihydrate, methyl-4

hydroxybenzoate

42 L

Khéng ap dung

*Nhan an toan san pham chi yéu theo huéng din cua GHS Chau Au
**Chat nguy hiém khi hoa tron
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Yeéu cau bao quan thuoc thwr
Thudc thir nén duoc bao quan va xir Iy theo quy dinh trong Bang 5, Bang 6 va Bang 7.
Khi thudc thir khéng duge nap vao Hé thdng cobas® 5800 hoic cobas® 6800/8800, bao quan chung ¢ nhiét do
tuong ung quy dinh trong Bang 5.
Bang 5 Bao quan thudc thir (khi thudc thir khéng & trén hé thong)

Thude thir Nhiét d§ bao quan
cobas® EBV 2-8°C

cobas® EBV/BKYV Control Kit 2-8°C

cobas® Buffer Negative Control Kit | 2-8°C

cobas® omni Lysis Reagent 2-8°C

cobas® omni MGP Reagent 2-8°C

cobas® omni Specimen Diluent 2-8°C

cobas® omni Wash Reagent 15-30°C

Yéu cau thao tac thudc thir d6i véi hé thong cobas®5800

Thudc thtr duoc nap vao Hé thong cobas® 5800 duoc bao quan & nhiét d6 thich hop va han str dung cta thude thir
duogc giam sat boi hé thdng. Hé thong chi cho phép st dung thude thir khi thoa man tit ca cac diéu kién trong Bang
6. Hé thong ty dong ngin chin viée sir dung cac thude thir qué han sir dung. Bang 6 cho phép nguoi dung hiéu cac
diéu kién xur 1y thude thir dwoc tudn tha boi hé théng cobas® 5800.

Bing 6 Dicu kién hét han sir dung cua thude thir dugc tudn thii boi hé théng cobas® 5800

Reagent

nap Ién may™

N A . Do on dinh ho S0 mé chay ma AR as A
Thuéc thir E?ay héthancia | (S8 43 me hop thube thi co | P8 on dinh trén
op thuoc thiwr 2 4 . may

nap thé dwge sir dung
cobas® EBV Han dung khong qua | 90 ngay ké tir ngay | Toi da 40 1an chay | Toi da 36 ngay ™

dau tién sir dung
cobas® EBV/BKV Han dung khong qua | Khdng 4p dung” Khong ap dung | T6i da 36 ngay ™
Control Kit
cobas® Buffer Han dung khong qua | Khéng 4p dung” Khong 4p dung To6i da 36 ngay ™
Negative Control Kit
cobas® omni Lysis Han dung khéng qua | 30 ngay ké tir khi Khoéng ap dung Khéng ap dung
Reagent nap Ién may™
cobas® omni MGP Han dung khéng qua | 30 ngay ké tir khi Khoéng ap dung Khéng ap dung
Reagent nap Ién may™
cobas® omni Specimen| Han dung khdng qua | 30 ngay ké tir khi Khoéng ap dung Khéng ap dung
Diluent nap 1én may™
cobas® omni Wash Han dung khéng qua | 30 ngay ké tir khi | Khdng ap dung | Khong ap dung

* Thudc thir sir dung mét lan

** Thoi gian dugc do ké tir 1an dau tién nap thude thir 1én hé thong cobas® 5800.
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Yéu cau thao tac thudc thir d6i véi hé thong cobas®6800/8800

Thube tht duge nap vao hé théng cobas® 6800/8800 duogc bao quan ¢ nhiét do thich hgp va han st dung cua thube
thir dwoc hé théng theo dbi. Hé théng cobas® 6800/8800 chi cho phép st dung thude thir khi dép tng tat ca cac
diéu kién trong Bang 7. Hé théng tu dong ngan viéc sir dung thude thir qua han st dung. Bang 7 cho phép nguoi
dung hiéu cac diéu kién xur 1y thude thir duoc thyc thi boi Hé thong cobas® 6800/8800.
Bang 7 Diéu kién hét han sir dung cua thude thir dwoc tuan thi boi hé thong cobas® 6800/8800

Ngay hét han | P 6n dinh hop S6 mé chay ma hop| Po 6n dinh trén
Thubc thir ciia hop thudc thir di mé | thude thir c6 thé | may (thoi gian luu
thudc thir nip dwgc sir dung trir trén may)
cobas® EBV Han dung 90 ngay keé tir ngay | Toi da 40 1an chay | Téi da 40 gio
khong qua dau tién sir dung
cobas® EBV/BKYV Control | Han dung Khong ap dung* | Khdng ap dung Toi da 8 gio
Kit khéng qua
cobas® Buffer Negative Han dung Khéng ap dung* Khéng ap dung Toi da 10 gid
Control Kit khong qua
cobas® omni Lysis Han dung 30 ngay ké tir khi | Khéng ap dung Khéng ap dung
Reagent khong qua nap 1én may**
cobas® omni MGP Han dung 30 ngay ké tir khi | Khong ap dung Khong ap dung
Reagent khéng qua nap lén may**
cobas® omni Specimen Han dung 30 ngay ké tir khi | Khong ap dung Khong ap dung
Diluent khéng qua nap lén may**
cobas® omni Wash Han dung 30 ngay ké tir khi | Khong ap dung Khong ap dung
Reagent khéng qua nap lén may**

* Thudc thir sir dung mot lan

** Thoi gian dugc do ké tir 1n dau tién nap thude thir 1én hé thong cobas® 6800/8800.

Han dung:
cobas® EBV Tuoi tho theo nghién ctru d6 6n dinh: 24 thang
(P/N 09040943190) Han dung ciia timg 16: xem trén nhan gdc

cobas® EBV/BKYV Control Kit

(P/N 08688214190 hodc P/N

09040951190)

Tudi tho theo nghién ctru d6 6n dinh: 24 thang

Han dung cua tirng 16: xem trén nhan goc

cobas® Buffer Negative Control Kit

(P/N 07002238190 hodc P/N

09051953190)

Tubi tho theo nghién ctru do on dinh: 25 thang

Han dung cua tirng 16: xem trén nhan goc
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Cac vat liéu bo sung can thiét cho hé thong cobas®5800
Bang 8 Vit li¢u va vat tu tiéu hao duoc stir dung trén hé théng cobas® 5800

Vit liéu P/N

cobas® omni Processing Plate 24 08413975001
cobas® omni Amplification Plate 24 08499853001
cobas® omni Liquid Waste Plate 24 08413983001
Tip CORE TIPS with Filter, 1mL 04639642001
Tip CORE TIPS with Filter, 300uL 07345607001
cobas® omni Liquid Waste Container 07094388001
cobas® omni Lysis Reagent 06997538190
cobas® omni MGP Reagent 06997546190
cobas® omni Specimen Diluent 06997511190
cobas® omni Wash Reagent 06997503190
Solid Waste Bag hoac 07435967001
Solid Waste Bag With Insert hoac 08030073001
cobas® omni Secondary Tubes 13x75 (tity chon)* 06438776001

* Lién hé van phong dai dién ctia Roche tai dia phuong dé biét danh sach dit hang chi tiét cho khay dung mau.

Cac vt liéu bo sung can thiét cho hé thong cobas® 6800/8800

Bang 9 Vit liéu va vat tu tiéu hao dugc st dung trén hé thong cobas® 6800/8800

Vit liéu P/N

cobas® omni Processing Plate 05534917001
cobas® omni Amplification Plate 05534941001
cobas® omni Pipette Tips 05534925001
cobas® omni Liquid Waste Container 07094388001
cobas® omni Lysis Reagent 06997538190
cobas® omni MGP Reagent 06997546190
cobas® omni Specimen Diluent 06997511190
cobas® omni Wash Reagent 06997503190

Solid Waste Bag va Solid Waste Container

hoac

Solid Waste Bag With Insert va Kit Drawer Solid Waste Update

07435967001 va 07094361001

hoac

08030073001 va 08387281001
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Thiét bi va phan mém yéu cau

Phan mém he thdng cobas® 5800 va bo phan tich cobas® EBV cho hé thdng cobas® 5800 phai dugc cai dat
trén cobas® 5800. Phan mém Quan 1y Dit liéu va may tinh cho hé théng cobas® 5800 s& dugc cung cép cung voi
hé thong.

Phan mém cobas® 6800/8800 va bd phan tich cobas® EBV phai duoc cai dit trén (cac) thiét bi. May chu
Instrument Gateway (IG) s& dugc cung cip cing v6i hé thong.

Bang 10 Thiét bi

Thiét bi P/N

Heé thong cobas® 5800 08707464001
Hé thong cobas® 6800 (Tuy chon co di chuyén) 06379672001
Hé thong cobas® 6800 (C6 dinh) 05524245001
Hé thong cobas® 8800 05412722001
Sample Supply Module 06301037001

Tham khéo Huéng dn van hanh h¢ thong cobas® 5800 hogc cobas® 6800/8800 dé biét thém thong tin. i ‘
Luu y: Lién hé van phong dai dién cua Roche tai dia phuong dé bict danh sach dat hang chi tict cho gia dung mau, gia dung cac dau
tip co6 von cuc va khay dung gia dugc chap nhén trén thiét bi.
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Yeéu cau ve than trong va thao tac

Canh bao va than trong
Nhu vé6i bat ky quy trinh xét nghiém nao, thuc hanh tot phong xét nghiém can thiét dé dam bao cho hiéu ning
xét nghiém ding. Do do nhay cao ctia xét nghiém nay, nén than trong dé giit cho thudc thir va hon hop khuéch
dai khong bi nhiém.

Chi str dung trong chan doan in vitro.

cobas® EBV chua dugc danh gia dé sir dung lam xét nghiém sang loc su hién dién cia EBV trong mau
hodc cac san phdm mau.

Tt ca cac mau bénh phdm phai dwoc xir Iy nhu vat liéu c6 nguy co lay nhiém, sir dung quy trinh thyc hanh
t6t phong Xét nghiém nhu cac quy trinh d3 néu trong An toan sinh hoc trong Phong xét nghiém vi sinh va
y sinh va trong Tai liéu CLSI M29-A4.1>16 Chi nhitng nhin vién thanh thao trong viéc xir 1y cac vt lidu
lay nhiém va st dung hé thong cobas® EBV va cobas® 5800/6800/8800 m&i dugc thuc hién quy trinh nay.

Tat ca cac vat liéu co ngudn gdc tir con ngudi nén dugce coi 14 cé kha nang 1y nhiém va nén dugc xir 1y
bang v6i cac than trong chung. Néu xay ra tran d6, khir tring ngay v6i dung dich natri hypochlorite 0.6%
hodc kali hypochlorite méi pha trong nudce cat hodc nude khir ion hodc 1am theo cic quy trinh thich hop tai
cho.

cobas® EBV/BKV Control Kit chira huyét tuong lay tir mau nguoi. Nguyén vét liéu da duge xét nghiém
bang phuong phap PCR hién hanh va c6 két qua khong phan tng d6i v6i mau nong d6 DNA EBV
thap. Khong c6 phuong phap xét nghiém nao ¢ thé dam bao tuyét d6i kha nang khong lay nhiém tir cac
san pham ldy tir mau ngucn

Khéong dong lanh miu mau toan phan hoic bat ky miu nao dwoe luwu trir trong cac dng so cap.

Chi str dung céac vat tu tiéu hao dugc cung cép hodc dugc chi dinh dé dam bao hiéu nang xét nghiém tdi
uu.

Béng dir 1i¢u an toan hoa chét (SDS) ¢6 san khi co yéu cau tir dai dién Roche tai dia phuong.

Tuan tha chit ch& cac quy trinh va huéng dan duoc cung cip dé dam bao rang xét nghiém duoc thuc hién
chinh xéc. Bat ky sai léch nao so vdi cac quy trinh va hudng dan déu c6 thé anh huong dén hidu niang xét
nghiém tdi uru.

Két qua dwong tinh gia co thé xay ra néu khong kiém soat nhiém chéo mau thich hgp trong qua trinh thao
tac va xu Iy mau.

Vi > 90% nguoi truong thanh mang mam bénh EBV man tinh c6 thé tiét ra t6i 108 ban sao EBV/mL trong
nudc bot va do xét nghiém c6 do nhay cao nén diéu quan trong 1a phai thuc hién day du céc bién phap kiém
soat nhiém trong phong thi nghiém.!’

Thong bao cho co quan c6 thim quyén tai dia phuwong va nha san xuét vé bat ky su ¢d nghiém trong nao c6
thé xay ra khi sir dm’lg xét nghiém nay.

Thao tac vai thuoc thir

Thao tac véi tat ca thude thir, mau vat liéu kiém soat (mau chimg), va miu thir theo nguyén tic thyc hanh
t6t phong thi nghiém nham tranh nhiém chéo gitta mau thir hodc mau vat liéu kiém soat.

Trude khi sir dung, kiém tra cam quan mdi hdp cassette thude thir, chat pha lodng, thudc thir ly giai, va dung
dich rira dé dam bao khong c6 diu hiéu ro ri. Néu c6 bat ky dAu hiéu ro ri nao, khong str dung vat liéu do dé
xét nghiém.

cobas® omni Lysis Reagent chira guanidine thiocyanate, mot chat hoa hoc c6 kha niang gay hai. Tranh dé
nhiing thude thir tiép xtic v6i da, mat, hodc niém mac. Néu co su c¢d xay ra, ra ngay lap tirc voi that nhiéu
nude; néu khong, c6 thé giy bong.

Hop thude thir xét nghiém cobas® EBV, cobas® omni MGP Reagent, va cobas® omni Specimen Diluent
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c6 chura natri azide 1am chét bao quan. Tranh dé nhitng thude thi tiép xtic v6i da, mit, hodc niém mac. Néu
c6 su ¢ xay ra, rira ngay 1ap tirc véi that nhiéu nude; néu khong, co thé giy bong. Néu cac thude thir nay bi
tran, pha loang véi nudc trudce khi lau kho.

e Khong dugc cho cobas® omni Lysis Reagent, chira guanidine thiocyanate, tiép xtic voi dung dich natri
hypochlorite (dung dich tay rua). Hdn hop nay co thé tao ra khi rat doc.

e Vit bo tit ca cac vat liéu da tiép xtc véi cac mau va thude thir theo quy dinh cta quéc gia, nha nudc, va
dia phuong.

Thlrc hanh tot phong thi nghi¢m
Khong duoc hut pipet bang miéng.

e Khong duoc an, ubng, hodc hit thude trong khu vuc 1am viée duoc chi dinh.

e Mang gang tay dung cho phong thi nghiém, méc ao khoac dung cho phong thi nghiém, va mang kinh bao
vé mit khi thao tic v6i mau thir va thude thir. Phai thay doi ging tay giita nhimg 1an 1am viéc voi miu va
hop thude thir xét nghiém cobas® EBV, EBV/BKYV Low Positive Control (EBV/BKV L (+)C), EBV/BKV
High Positive Control (EBV/BKV H(+)C), cobas® Buffer Negative Control (BUF (-) C) va thudc thir cobas®
omni dé tranh nhidm. Tranh 1am dinh vao ging tay khi thao tac trén miu thir va mau vat liéu kiém soat (mau
chung).

e Rua tay k¥ sau khi thao tac trén mau thir va bo thudc thir, va sau khi thao ging tay.

e Rira ky va tay tring tat ca cac bé mit tai khu vuc 1am viéc trong phong thi nghiém véi dung dich natri hoic
kali hypochlorite 0.6% m&i pha trong nuéc cat hodc nudc khir ion. Sau d6 lau bé mat véi ethanol 70%.

e Néu tran d trén thiét bi cobas® 5800 hoic cobas® 6800/8800, lam theo huéng dan trong Huéng dan van
hanh Hé thong cobas® 5800 hoic cobas® 6800/8800 — Hb trg ngudi dung va hodc Huéng dian nguoi ding
dé vé sinh va khtr nhiém bé mat thiét bj dung cach.
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Lay mau, van chuyén va bio quan mau

Luu y: Thao tac trén tat ca cac mau xét nghi€ém va vat liéu kiém soat (mau chirng) nhw 1a mau bénh
pham c6 kha nang lay nhiém.

Béo quan tat ca cac mau & nhiét do quy dinh.

D6 6n dinh cia mau bi anh hudng boi nhiét d6 cao.

Néu sir dung mau déng lanh trong 6ng thtr cap, dat mau & nhiét d6 phong (15-30°C) cho dén khi ra
d6ng hoan toan rdi tréon nhanh (vi du vortex trong 3-5 gidy) va ly tam dé thu toan bo thé tich mau &
day 6ng.

Sau khi ly tdm, néu c6 kha ning cac té bao da tai huyén phu vao huyét trong, hiy xem xét viéc ly
tam trude khi xtr 1y trén thiét bi.

Méu toan phan duoc thu nhan trong Ong Chuén bj Huyét twong BD Vacutainer® PPT™ cho céc
Phuong phap Xét nghiém Chan doan Phén tir hodc trong cac 6ng vo trung sir dung EDTA 1am chat
chéng déng mau. Lam theo hudng din ciia nha san xuét 6ng 14y mau. Tham khao Hinh 1.
Méu toan phan dugc thu nhan trong Ong Chuédn bi Huyét tuong BD Vacutainer® PPT™ cho céc
Phuong phap Xét nghiém Chan doan Phan tir hodc trong cac 6ng vO trung sir dung EDTA lam chat
chong déng mau co thé dugc bao quan va/hodc van chuyén trong toi da 24 gio & 2-25°C trude khi
chuan bi huyét twong. Qua trinh ly tim nén dugc thuc hién theo huéng din cia nha san xuét.
Cac mau huyét tuong sau khi tach co thé duoc bao quan trong 24 gior & 2-30°C trong cac éng so cip
hodc tht cap, tiép theo la:

0 Bdo quan trong ong SO cap hoic thtr cap t6i da 6 ngay & 2-8 °C.

0 Bao quan trong ong thir cap Ién dén 6 thang ¢ < -18°C.
Céac mau huyét twong 6n dinh trong tdi da bén chu ky déng/rd dong khi dong lanh & < -18°C.
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Hinh 1 Diéu kién bao quan cho mau huyét twong chdng déng bang EDTA

30
25
Méu Huyét
toan tuong*
8‘ phin
D:‘ * Ciing 4p dung cho miu huyét tvong huu trong éng thir cip
Qe
k=]
bl
&
=
4 8
Huyét tuong*
2
24h 24h N
0 2 6 ngay 8
S6 ngay
20 —
Huyeét tuong dong da ‘
4 chu ky ra dong

0

Théang

]

6

Thoi gian

° Neu cac mau duoc van chuyen chung phai dugc dong goi va dan nhéan tuan thu cac quy dinh hién hanh cua

qudc gia va/hodc qudc té vé van chuyén miu va tac nhan giy bénh.
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Huwéng dan sir dung

Nhll’llg luu y quy trinh
Khong st dung thudc thir cobas® EBV, cobas® EBV/BKV Control Kit, cobas® Buffer Negative
Control Kit hodc thudc thir cobas® omni sau khi hét han sir dung.
e Khéng tai sir dung vat tu tiéu hao. Chung chi danh cho st dung mot lan.
e Tham khao Huéng din van hanh hé thong cobas® 5800 hoic cobas® 6800/8800 dé bao tri thiét bj
thich hop.
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Chay xét nghiém cobas® EBV trén hé thong cobas® 5800
Xét nghiém cobas® EBV ¢6 the chay v6i thé tich mau tdi thiéu 1a 350 pL trong d6 200 pL duoc xr 1y. Quy trinh
xét nghiém duoc mo ta chi tiét trong Hudng dan van hanh hé thong cobas® 5800. Hinh 2 du6i ddy tom tit quy
trinh xét nghiém.

Hinh 2 Quy trinh xét nghiém cobas® EBV trén Hé thong cobas® 5800

Ding nhap hé thng

Nap mau lén hé thong
Nap khay mau thir vao hé thong
Hé thdng tu dong chuan bi
Dang ki xét nghiém cho mau
Thém thudc thir va vat tu tidu hao theo yéu cau cta hé thong
Nap hdp cassette thude thir xét nghiém dac hiéu
Nap gia mini vat liéu kiém soat (mau chimg)
Nap céc dau tip xtr Iy
Nap céc dau tip rira giai
Nap céc dia xu ly
Nap cac dia chat thai long
Nap céc dia khuéch dai
Nap hop cassette MGP
Thém chat pha lodng mau
Thém thudc thir ly giai
Thém dém rua

Bat dau chay xét nghiém bang cach chon nut Start processing trén giao
dién nguoi sir dung, tat ca cdc meé chay sau do s€ duoc tur dong bat dau
néu khong bi hoan thu cong bdi ngudi su dung.

Kiém tra va xuat két qua

Lay ra va ddy nip bat ky 6ng mau nao dap tng yéu cau thé tich tdi thiéu
dé str dung thém néu can
Vé sinh thiét bi
Lay gia mini vét lidu kiém soat (mau chtng) da hét ra khoi may
Léy hop cassette thude thir xét nghi¢m dac hi¢u da hét ra khoi may
Don khay dung céc dia khuéch dai
D6 bo chat thai long
D0 bo chit thai rin
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Chay xét nghiém cobas® EBV trén h¢ thong cobas®6800/8800

Xét nghiém cobas® EBV c6 the chay véi thé tich mau tbi thiéu 1a 350 pL trong d6 200 uL dugc xur Iy. Quy trinh
xét nghiém duoc mo ta chi tiét trong Huéng dan van hanh hé thdng cobas® 6800/8800. Hinh 3 duéi day tom tit
quy trinh xét nghiém.

Hinh 3 Quy trinh cobas® EBV trén Hé théng cobas® 6800/8800

i Ding nhap h¢ thong ,
Nhan Start d€ chuan bi hé théng~
Pang ki xét nghiém cho ting mau

Thém thudc thir va vat tu tiéu hao theo yéu cau ciia hé thong

Nap dting hop cassette thude thir xét nghiém

Nap hop cassette vat li¢u kiém soat (méu chung)

Nap cac dau tip pipet

Nap cac dia xur ly

Nap thudc thir MGP

Nap cac dia khuéch dai

Thém chét pha lodng mau

Thém thudc thir ly giai

Thém dung dich ria

Nap mau lén hé thong

o Nap gia méu thtr va gia dung cac dau tip von cuc vao moédun
cung cip mau

o Xéc nhan mau da duoc chap nhan chi dinh vao médun chuyén
mau

Bt dau chay xét nghiém bang cach chon nit Start manually trén
giao dién nguoi st dung hodc dé may ty dong chay sau 120 phut
hodc khi mé xét nghiém da c6 di mau

Kiém tra va xuat két qua |
Lay ra va day nap bat ky o ong méu nao dap tmg yéu cau thé tich to
thiéu dé sur dung thém néu can

Vé sinh thiét bi

e Ly cic hop cassette mau ching da hét ra

e Don khay dung cac dia khuéch dai

e D6 bo chét thai long

e D4 bo cht thai rin

_H IS ™ TS S
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A >
Keét qua
Hé thdng cobas® 5800/6800/8800 tu dong xac dinh nong do DNA EBV cho cac mAu thir va mau ching. Nong
do DNA cua EBV duo’c thé hién bang Pon vi qubc té trong mdi mililit (IU/mL)

Kiém soat chat lwong va tinh hop 1é ciia két qua trén hé thong
cobas®5800

e Mot mau vat ligu klem soat 4m tinh (mau ching dm) [(-) Ctrl] va hai mau vat liéu kiém soat duong tinh (mau
chimg duong), gém mot mau vat liéu kiém soat dwong tinh ndng d6 thap [EBV/BKV L (+) C] va mét mau
vat liéu kiém soat duong tinh nong d6 cao [EBV/BKYV H (+) C], duoc xir 1y it nhat mbi 72 gid hodc voi moi
16 bo kit méi. Mau vit liéu kiém soat duong tinh va/hodc 4m tinh c6 thé duoc chay thuong xuyén hon tuan
theo quy trinh ctia phong thi nghiém va/hodc quy dinh cta dia phuong.

e Trong phan mém hé thdng cobas® 5800 va/hoic bao cdo, kiém tra c& hiéu va cac két qua lién quan dé dam
béo tinh hop 1€ cua mé.

Két qua duogc ty dong gan la khong hop 1€ boi phﬁn mém cobas® 5800 khi két qua ctia mau vét liéu kiém soat
(mau chiimg) am tinh hodc duong tinh khong dat.
LUU Y: Hé théng cobas® 5800 dugc cung cép véi cai dat tiéu chuén la chay mot b cac mau vt liéu kiém soét
(4m tinh va duong tinh) trong mdi mé chay, tuy nhién cai dit nay c6 thé duoc diéu chinh it thuong xuyén hon,
thanh moi 72 gid tuan theo quy trinh ctia phong thi nghiém va/hodc quy dinh ctia dia phwong. Vui long lién hé
v6i dai dién Roche tai dia phuong dé biét thém thong tin.

Kiém tra két qua trén hé thong cobas®5800
Céc két qua diéu khién duoc hién thi trong phan mém cobas® 5800 trong (mg dung “Piéu khién”.

e MaAu vat liéu kiém soat dugc hién thi “Valid” ¢ cot “Control result” néu tt ca cac dich cua mau vat lidu kiém
soat duoc bao cdo 1a hop 16. Mau vat liéu kiém soat duoc hién thi “Invalid” & cot “Control result” néu tit ca
hodc mot trong cac dich ctia mau vat liéu kiém soat duoc bao cio 1a khong hop 1€.

e MaAu vt lidu kiém soat dugc hién thi ‘Invalid’ s& xuét hién co hiéu & cot “Flags”. Thong tin thém vé ly do
mau vt liéu kiém soat dugc bao cio 1a khong hop 16 bao gdm ca thong tin cd hiéu dugc hién thi trong ché
d6 xem thong tin chi tiét.

e Néu mot trong cac mau vat liéu kiém soat 1a khong hop 18, 1ap lai xét nghiém cho tat ca cac mau vat liéu
kiém so4t va mau thir c6 lién quan.

Kiém tra chat lwong va tinh hop 1é ciia két qua trén hé thong cobas®
6800/8800

e Mot mau vat liéu kiém soat am tinh (mau ching am) [(-) Ctrl] va hai mau vat liéu kiém soat duong tinh (mau
ching duong), gém mot mau vat liéu kiém soat dwong tinh ndng do thap [EBV/BKV L (+) C] va mot mau vat
lidu kiém soat duong tinh ndng d6 cao [EBV/BKV H (+) C], dugc xtr Iy trong m&i mé xét nghiém.

e Trong phan mém hé thong cobas® 6800/8800 va/hodc bao cdo, kiém tra cd hidu va cac két qua lién quan dé
dam bdo tinh hop 1€ cia mé.

e Me xét nghiém hop 18 néu khong xuét hién co higu cho tat c4 ba mau vat lidu kiém soat, gom mot mau vat liéu
k1em soat am tinh va hai mau vat liéu kiém soat duong tinh: EBV/BKV L (+) C, EBV/BKV H (+) C. Ket qua
mau vat liéu kiém soat 4m tinh dugc hién thi 1a (—) Ctrl va két qua mau vat liéu kiém soat duong tinh nong do
thip va cao dugc hién thi 1a EBV/BKV L (+) C va EBV/BKV H (+) C.

Két qua duoc ty dong gan 1a khong hop 16 boi phan mém cobas® 6800/8800 khi két qua ctia mau vit liéu kiém
soat (mau chimg) am tinh va duong tinh khong dat.
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Co kiém soat trén Hé thong cobas® 6800/8800

Bang 11 Co hiéu kiém soat cho mau vat liéu kiém soat (mau ching) 4m tinh va duong tinh

Vit liéu kiém soat | Co hiéu Két qua | Bién luan

am tinh (Miu

chirng Am)

() Ctrl Q02 Khong | Mot két qua khong hop 16 hoidc két qua tinh nong d6 cho
(Mé vat liéu kiém | hop 1é | méu vat liéu kiém soat (mau ching) am tinh 13 khong
soat khong dat) am tinh.

Maiu chimg dwong | Co hiéu Két qua | Bién luan

EBV/BKV L (+)C | Q02 Khong | Mot két qua khong hop 16 hodc két qua tinh nong do cho
(Mé vat liéu kiém hop 1€ mau vt liéu kiém soat duong tinh néng do thép khong
soat khong dat) nam trong khoang gia tri chi dinh

EBV/BKV H (+)C | Q02 Khong | Mot két qua khong hop 16 hoic két qua tinh ndng d6 cho
(Mé vat liéu kiém | hop 18 mau vat liéu kiém soat dwong tinh ndng d6 cao khéng
soat khong dat) nam trong khoang gia tri chi dinh.

Néu mé xét nghiém khong hop 1€, 1dp lai xét nghi€m cia todn bd meé bao gém mAu thir va miu vat liéu kiém soat (miu chung).
oA A I{ hid

Bi¢n luan két qua
D61 v6i mot mé chay hop 1€, kiém tra tirng mau riéng 1é vé ¢ hiéu trong phan mém hé thong cobas® 5800 va
cobas® 6800/8800 va/hodc bdo cdo. Bién luan két qua nén dugc thuc hién nhu sau:
e Mot mé xét nghi€ém hop 1€ cé thé bao gom két qua mau hop 1€ va khong hop €.

Bang 12 Bién luan két qua dich cho timg két qua dich riéng 1é

Két qua

Bién luan

Target Not Detected

Khong phat hién DNA EBV
Bao cao ket qua la “khéng phat hién EBV”.

< Titer Min?

Nong d¢ tinh nam dudi Gidi han dinh lugng dudi (LLoQ) cuia xét nghiém. Bao céo
két qua la "Phat hién EBV, thap hon (N6ng d¢ toi thiéu)."
Nong d¢ t6i thicu = 35.0 [U/mL

Titer

Nong d6 tinh nam trong Khoang tuyén tinh ciia xét nghiém - 16n hon hoic bang
Nong d¢ to1 thiéu va nho hon hodc bang Nong d9 61 da.
Béo cdo két qua 1a “Phat hién (Nong do) EBV".

> Titer Max®

N6ng dd tinh nam trén Gidi han diph lu(_mg trén (ULoQ) cua xét nghiém. Bdo cao kg
qua la "Phat hién EBV cao hon (Nong d¢ 61 da)."
Nong do toi da = 1.0E+08 TU/mL

aKét qua mau < Titer min (Nong d6 mau phat hién EBV < LLoQ) nén duoc bién luan cung véi cac dir liéu 1am sang khac va khong nén

chi dya vao minh né dé lam co s¢ dua dén cac quyét dinh diéu tri.

b Két qua mau > Titermax Ia do nhitng mau dwong tinh v&i EBV dugc phat hién véi nong do nam trén gisi han dinh lugng trén (ULoQ).
Néu muon thu dugc ket qua dinh lugng, phdi pha lodng mau ban dau véi huyet twong chong dong bang EDTA am tinh véi EBV va mau
nén dugc lam 1ap lai. Nhan két qua xét nghiém thu dugc véi hé so pha loang.
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Bién luin két qua trén hé thong cobas® 5800
Céc két qua ctia miu duoc hién thi trén phan mém cobas® 5800 trong ing dung “Results”.
Péi voi mot mé chay hop 1¢, kiém tra timg mau riéng 1¢ vé ¢ hiéu trong phﬁn mém cobas® 5800 va/hodc bao
cdo. Bién luan két qua nén dugc thuc hién nhu sau:
e Néu tit ca két qua dich ciia mau vat liéu kiém soat déu duoc bao céo hop 1&, cac mau c6 lién quan dén mé

chay hop 1¢ s& duoc hién thi 1a “Valid’ & cot “Control result”. Néu tat ca két qua dich cua mau vat liéu kiém
soat déu duoc bao céo khong hop 1¢, cac mau co lién quan dén mé chay khong dat s€ dugc hién thi 1a
‘Invalid’ & c¢dt “Control result”.

Néu cac mau vat liéu kiém soat c6 lién quan cia mdt Kkét qua mau 12 khong hop 1€, mot co hi€u dac biét s€
xuét hién trong két qua mau thir nhu sau:

o QO05D : Tham dinh két qua khong dat do vat lidu kiém soat dwong tinh (mau chimg duong) khong
hople
o Q06D :Tham dinh két qua khong dat do vat liéu kiém soat 4m tinh (mau chimg a4m) khong hop 1&

e Cac gia tri trong cot “Results” cho két qua dich cia mdi mau riéng 1 phai duoc bién luan nhu Bang 11 &

trén.

Néu c6 mot hodc nhiéu hon dich miu dugce danh diu 13 “Invalid”, phén mém cobas® 5800 s& bao ¢& hiéu & cot
“Flags”. Thong tin thém vé 1y do dich miu dugc bio céo 1a khong hop 1€, bao gdm cé thong tin co hidu duge
hién thi trong ché d6 xem thong tin chi tiét.

Bién luin két qua trén hé thong cobas®6800/8800

DPdi v6i mdt mé xét nghiém hop 1€, kiém tra tung mau riéng 1¢& vé ¢& hiéu trong phﬁn mém hé théng cobas®

6800/8800 va/hodc bao cao. Bién luan két qua nén dugc thuc hién nhu sau:

Céc mau dugc danh diu “Yes” & cot ‘Valid’ néu tat ca Két qua dich yéu cau duogc bao céo 1a két qua hop
1é. Cac mau duoc danh dau “No” ¢ cot “Valid’ ¢o thé can thao tac va bién luan thém.
Céc gia tri cho két qua dich ciia moi mau thir riéng 1€ phai dugce bién ludn nhu Bang 12 & trén.

Cac giéi han vé quy trinh

Xét nghiém cobas® EBV chi duoc danh gia dé sir dung két hop véi cobas® EBV/BKV Control Kit,
cobas® Buffer Negative Control Kit, cobas® omni MGP Reagent, cobas® omni Lysis Reagent, cobas®
omni Specimen Diluent, va cobas® omni Wash Reagent dé st dung trén hé théng cobas®
5800/6800/8800.

Céc két qua dang tin cay phu thudc vao quy trinh ldy mau, bao quan va xu Iy mau dung cach.

Xét nghiém cobas EBV nay da dugc tham dinh chi sir dung cho huyét twong chéng déng bang EDTA.
Xét nghiém cobas EBV trén céc loai mau khac c6 thé cho két qua khong chinh xac. Nong do DNA trong
méu huyét trong khong duge so sanh véi cac loai mau khac.

Viéc dinh luong DNA EBV c6 thé bi anh hudng boi cic phuong phap lay mau, cic yéu t6 bénh nhan
(tudi, sw hién dién cia cac tridu ching), va/hodc giai doan lay nhiém.

Nhu v6i bat ky xét nghiém phén tir nao, cac dot bién trong vung gen thugc xét nghiém cobas® EBV c¢6
thé anh hudng dén gan két cac doan mdi va/hodc doan mau do dan dén dinh lugng vi rat thap hon hoac
that bai trong viéc phat hién sy hi¢n dién cua vi rit.

Do sy khac biét von c6 giira cac k¥ thuat, khuyén céo rang, trude khi chuyén tir cong nghé nay sang cong
nghé khac, nguoi sir dung nén thuc hién cac nghién clru tuong quan ctia phuong phap trong phong thi
nghiém ctia minh dé danh gia su khac biét vé cong nghé. Ngudi dung phai tuan theo cac quy dinh/quy
trinh riéng cua riéng minh.

Xét nghiém cobas® EBV khong dugc st dung nhu 1a mot xét nghiém sang loc sy hién dién ctia EBV
trong mau hay cac san pham tir mau.
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Danh gia hiéu nang can lam sang
Cac dac tinh hiéu nang chinh dwgc thwe hién trén hé thong

cobas®6800/8800
Gidi han phat hién (LoD)
M4iu chuén quéc t¢ WHO

Gidi han phat hién caa xét nghiém cobas® EBV sir dung bd mau chuan quéc t& WHO duogc xac dinh bang cach
phan tich cac bac pha lodng lién tiép ctia bo mau chuan qudc té dau tién 1st WHO EBV duoc ldy tir NIBSC
(NIBSC 09/260), trong huyét twong nguoi chéng dong bang EDTA am tinh véi vi rat EBV. Cac bd mau bao gdom
6 nong do duong tinh khac nhau kém theo mot mau tring (mAu blank) duoc thir nghiém trén ba 16 thudc thir
cobas® EBV, nhiéu lan chay, qua nhiéu ngay, nhiéu ngudi van hanh va thiét bj khac nhau.
Ket qua thu duoc ddi véi huyet trong EDTA duoc thé hién trong Bang 13 dén Bang 15. Nghién ctru chimg minh
rang véi 10 it nhay cam nhét, nong d6 mong doi du kién vai ty 18 dat 95% 1a 18.8 IU/mL vé6i khoang tin cdy 95%
trong mé hinh PROBIT 1a tir 14.5 dén 27.5 IU/mL trong mau huyét twvong EDTA. Nong d6 thap nhat véi ty 1¢
dat > 95% 12 20.0 1U/mL trong huyét twvong EDTA.

Bang 13 Gidi han phat hién cia xét nghiém ddi v6i mau huyét tuong chong dong EDTA, Lo 1

dat 95%

Nong d6 dau vao (EBV DNA | S6 lan lip lai hop 18| S6 lwong két qua dwong Ty 1¢ dat theo %
1U/mL) tinh
50.0 63 63 100.0
35.0 63 62 98.4
20.0 63 61 96.8
10.0 63 53 84.1
5.0 63 37 58.7
2.5 63 26 41.3
0.0 63 0 0.0
LoD bang PROBIT véi ty 1¢ 18.8 IU/mL

Khoang tin cdy 95%: 14.5 — 27.5 IlU/mL

Bang 14 Gi6i han phat hién ciia xét nghiém d6i vi mau huyét twong chong dong EDTA, L6 2

Nong d dau vao (EBV DNA [S6 lan lip lai hop 18| S6 lwong két qua dwong Ty 1é dat theo %
1U/mL) tinh

50.0 63 63 100.0
35.0 63 63 100.0
20.0 63 63 100.0
10.0 63 58 92.1
5.0 63 35 55.6
2.5 63 20 31.8
0.0 63 0 0.0

LoD bang PROBIT véi ty 1¢ 12.4 1U/mL

dat 95% Khoang tin cdy 95%: 10.0 — 17.0 IU/mL
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Bang 15 Giéi han phat hién cua xét nghiém ddi v6i mau huyét twong chéng dong EDTA, L6 3

dat 95%

Nong d6 dau vao (EBV DNA [S6 lan Iip lai hop 18] S6 lwong két qua dwong Ty 1¢ dat theo %
1U/mL) tinh
50.0 63 63 100.0
35.0 63 63 100.0
20.0 63 62 98.4
10.0 63 48 76.2
5.0 63 38 60.3
2.5 63 26 41.3
0.0 63 0 0.0
LoD bang PROBIT vdi ty 1& 18.6 IU/mL

Khoang tin cdy 95%: 14.4 — 27.1 IlU/mL

Khoéng tuyén tinh
Khoang tuyén tinh ctia xét nghiém cobas® EBV dugc danh gia bang cach stir dung mot chudi pha lodng bao gobm
17 méu chuan duong tinh véi phan nhém EBV DNA kiéu gen 1 ¢6 ndng d¢ bao phii toan bo khoang tuyén tinh
ctia xét nghiém. Mot mau DNA gdc lambda nong do cao da duoc str dung dé chudn bi cho 11 miu c¢6 ndng do
bao phu toan bd khoang tuyén. Mot mau bénh pham d3 duoc st dung dé chuan bi cho 6 mau khac bao gdbm céc

mirc ndng do trung binh va thip hon ciia khoang tuyén tinh.

MObi méu thanh phan trong bd mau dugc thr nghiém 36 1an lip lai trén ba 16 thudc thir cobas® EBV va két qua

nghién ctru dugc trinh bay trong Hinh 4.

cobas® EBV di duoc ching minh la tuyen tinh tir ndng d6 1.40E+01 IU/mL dén 2.30E+08 IU/mL va cho thay
do léch tuyét d6i so véi hdi quy phi tuyén tinh phii hop hon, nhé hon hodc bang + 0.1 logio trong huyét tuong

ngudi chéng dong bang EDTA ctia nguoi (xem Hinh 4). Trén khoang tuyén tinh, d6 chinh xac cta phép thir nam

trong khoang + 0.2 logso.
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Hinh 4 Xac dinh khoang tuyén tinh trong mau huyét twong chong dong bang EDTA
9

=~

Chuén néng d6 quan sat tinh theo Log 10

Q

Do chum — trong phong thi nghiém
Do chum cua cobas® EBV duoc xac dinh béng cach phan tich cac bac né)ng do pha loang ndi tiép su dung néng
d6 cao DNA EBV (kiéu gen 1) trong huyét tutong EDTA 4m tinh v6i EBV. Sau muc pha loing da duoc thir
nghiém véi 72 lan l3p lai cho mdi muc trén ba 16 thudc thir cobas® EBV sir dung ba thiét bi va ba nguoi van hanh

— Puong tuyén tinh

iga?“

3 4

5

=~
o

6

Chuén do ding ky tinh theo logio

trong 12 ngay. Mdi mau dugc thyuc hién theo toan bo quy trinh cobas® EBV trén Hé thdng cobas® 6800/8800
hoan toan tu dong. Do do, d6 chum dugc bao cdo & day dai dién cho tat ca cac khia canh cua quy trinh thu
nghiém. Két qua duoc thé hién trong Bang 16.
cobas® EBV cho thdy d6 chum cao ddi véi ba 16 thude thir duoc thir nghiém trong khoang nong do tir 1.08E+02
IU/mL dén 5.40+07 IU/mL.

Bang 16 D6 chum trong phong thi nghiém cta cobas® EBV

Nong d¢ danh [Nong do dwoc chi MAu huyét twong chong dong bang EDTA
phap [IU/mL] | dinh [IU/mL] L6 1 L6 2 L6 3 TAt ca cac 16
SD ) ) SD gop

5.00E+07 5.40E+07 0.03 0.04 0.04 0.04
1.00E+06 1.08E+06 0.02 0.03 0.02 0.02
1.00E+05 1.08E+05 0.02 0.02 0.03 0.02
1.00E+04 1.08E+04 0.04 0.02 0.03 0.03
1.00E+03 1.08E+03 0.05 0.05 0.05 0.05
1.00E+02 1.08E+02 0.17 0.18 0.15 0.17
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Tham dinh céc kiéu gen

Hiéu ning cua xét nghiém cobas® EBV trén kiéu gen EBV tuyp 2 duoc danh gia bang:

e XAc nhan gidi han phat hién

e X&c nhan khoang tuyén tinh
Xac nhén giéi han phat hién ddi véi kiéu gen tuyp 2
DNA EBV cho kiéu gen tuyp 2 dd duoc pha lodng thanh ba mirc ndng d6 khac nhau trong huyét twong chéng
dong bang EDTA am tinh v6i EBV. Viéc xac dinh ty 1& dat duoc thue hién véi 63 1an 1ap lai cho mdi muc d6. Thir
nghiém duoc tién hanh véi ba 16 thude thir cobas® EBV, nhiéu 1an chay, nhiéu ngay, nhiéu nguoi van hanh va
cac thiét bi khac nhau. Két qua xac minh rang cobas® EBV di phat hién DNA EBV cho kiéu gen tuyp 2 ¢ ndng
do 18.8 IU/mL véi ty 1€ dat > 95%.
X&c nhan khoang tuyén tinh cho kiéu gen tuyp 2
Cac bac pha loang duogc su dung trong nghien ctru x4c nhan khoang tuyén tinh kiéu gen cua cobas® EBV bao
gdm tam mau thanh phan bao phu khoang tuyén tinh ctia xét nghiém. Thur nghiém dugc tién hanh véi ba 16 thude
thir cobas® EBV, 12 lan lip lai cho méi muc ndng do duoc thir nghiém trong huyét twong chdng dong bang
EDTA.
Khoéng tuyén tinh ciia cobas® EBV da dugc xac nhan cho kiéu gen tuyp 2.

Do dic hiéu
Tinh dic hiéu ctia cobas® EBV duoc xac dinh bang cach phan tich cac miu huyét trong chong dong chira EDTA
am tinh v6i EBV tir timg ngudi hién ting. 101 mau huyét twong EDTA riéng 1¢ di duoc thir nghiém véi ba 16
thudc thir cobas® EBV. Tét ca cac mau di duoc thir nghiém am tinh véi DNA EBV. V§i b mau thir nghiém xéac
nhan d¢ dic hiéu ciia cobas® EBV 1a 100% (khoang tin cay 95% mot bén thap hon 97.08%).

Do dac hiéu phan tich

Do dic hiéu phan tich ctia cobas® EBV dugc danh gia bang cach pha lodng mot bd miu chia cac nhom vi sinh
vat & né)ng do 1.00E+06 don vi/mL (té bao/mL, CFU/mL, IFU/mL, CCU/mL) ddi vé6i vi khuan va nAm men va
trong khoang tir 3.00 E+05 va 1.00E+06 don vi/mL (IU/mL, ban sao/mL, t& bao/mL, TCID 50 /mL) déi véi vi
rit c6 huyét twong EDTA duong tinh véi DNA EBV va huyét twong EDTA 4m tinh v6i DNA EBV. Cac sinh vét
cu thé duogc thu nghiém dugc liét ké trong Bang 17. Mdi mau thanh phﬁn dugc danh gia bzing xét
nghiém cobas® EBV. Khong c6 mam bénh khong phai EBV nao duoc chimg minh 14 can thiép vao hiéu nang
x€ét nghiém.

Bang 17 Cac vi sinh vat dugc kiém tra phan tng chéo

Vi rat Vi khuén NAm men
Adenovirus Type 5 Propionibacterium acnes Aspergillus niger
BK Polyomavirus Staphylococcus aureus Candida albicans
Cytomegalovirus Chlamydia trachomatis Cryptococcus neoformans
Hepatitis B Virus Clostridium perfringens -
Hepatitis C Virus Enterococcus faecalis -
Herpes Simplex VirusType 1 Escherichia coli -
Herpes Simplex VirusType 2 Klebsiella pneumoniae -
Human Herpes Virus Type-6 Listeria monocytogenes -
Human Herpes Virus Type-7 Mycobacterium avium -
Human Herpes Virus Type-8 Neisseria gonorrhoeae -
Human Immunodeficiency Virus-1 Staphylococcus epidermidis -
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Human Immunodeficiency Virus-2 Streptococcus pyogenes -
Human Papillomavirus Mycoplasma pneumoniae -
JC Virus Salmonella enterica -
Parvovirus B19 Streptococcus pneumoniae -
Simian Virus 40

Varicella-Zoster Virus - -

P dic hiéu phan tich — chat gy nhiéu
Nong do tang triglyceride (33.0 g/L), bilirubin lién hop (0.2 g/L), bilirubin khong lién hop (0.2 g/L), albumin
(60.0 g/L), hemoglobin (2.0 g/L) va DNA cua nguoi (2 mg /L) trong cac mau dugc kiém tra d6i véi mau duong
tinh EBV va mau 4m tinh EBV DNA. Céc chit nhiéu néi sinh da thir nghiém da dugc chimg minh 1a khong anh
hudong dén hiéu ning cua xét nghiém cobas® EBV.
Ngoai ra, cac hop chét thudc duogc liét ké trong Bang 18 da duogc kiém nghiém 3 1an véi nong do t6i da thude
trong mau c6 va khong c6 EBV DNA.
Tt ca cc chat c6 kha nang gy nhidu di dugc chimng minh 1a khong anh hudng dén hiéu ning ciia xét nghiém.

Bang 18 Cac hop chat thudc duoc thir nghiém dé can thiép vao dinh luong EBV DNA bang cobas® EBV

Phén loai thudc Tén thudc goc

Thudc khang khuan Cefotetan Sulfamethoxazole
Clavulanate potassium Ticarcillin disodium
Fluconazole Trimethoprim
Piperacillin Vancomycin
Tazobactam sodium Micafungin

Hop chat diéu tri Herpes Vi rat Ganciclovir Cidofovir
Valganciclovir Foscarnet
Acyclovir Letermovir

Thudc trc ché mién dich Azathioprine Prednisone
Cyclosporine Sirolimus
Everolimus Tacrolimus
Mycophenolate mofetil Mycophenolic axit
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Twong quan giira CAC phwong phap
Hiéu nang cua xet nghiém cobas® EBV duoc danh gia dya trén xét nghiém so sanh béng cach phan tich mau
huyét trong chong dong bang EDTA tir bénh nhan nhiém EBV. Cac mau huyet twong chéng déng bang EDTA
dugc dinh luong bang ca hai xét nghiém, dugc xét nghiém dudi dang cac mau lip don 1é. Phan tich hdi quy
Deming da dugc thuc hién.
Két qua hdi quy Deming duoc thé hién trong Hinh 5.
Hinh 5 Phén tich hdi quy cua cobas® EBV so v6i xét nghiém so sanh

8

cobas® EBV logio 1U/mL)

£ & Hoi quy Deming (N=126): Y= 0.14 +0.99X
e [°3) Hé s6 R?=0.96
'O Khodng tin ciy 95% cta Do doc (0.95, 1.03)
Khoang tin cdy 95% ciia Tung do gbc = (-0.01, 0.3)

1 2 3 4 5 6 7 8
Xét nghiém dbi chiéu (logio 1U/mL)

Sai s6 h¢ thong
Ty 1€ sai s6 hé théng ddi v6i cobas® EBV duoc khao sat béng viéc kiém tra 100 lan 1ap lai cua mau huyét tuong
chéng dong bang EDTA duoc bod sung thém miu bénh pham 1am sang duong tinh v6i EBV. Cac mau nay da
duogc thtr nghiém & néng d6 3 x LoD.
Két qua cta nghién ciru nay da xac dinh rang tit ca cac 1an lap déu hop 18 va duong tinh véi gen dich EBV, dan
dén ty 1¢ sai s0 hé thong 1a 0% (khoang tin cay 95% mdt phia trén 2.95%).

LAy nhiém chéo
Ty 1€ nhidm chéo ddi véi cobas® EBV duoc xé4c dinh bé“mg cach thtr nghiém 240 lan lap lai mau nén am tinh véi
EBV va 225 1an lap lai mau EBV c6 ndéng do cao ¢ khoang 2.00E+07 IU/mL. Téng cong, nam lan chay da duoc
thuc hién véi cac mau duong tinh va am tinh trong so dd ban co.
Tét ca 240 lan 1ap lai cua mau am tinh déu 4m tinh, dan dén ty 1¢ nhiém chéo 1a 0% (khoang tin cay 95% mdt
phia trén 1a 1.24%).
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Danh gia hiéu nang lam sang dwoc thwe hién trén Hé
thong cobas®6800/8800
D0 tai 1ap cia cobas®EBV

Do tai lap cia cobas® EBV dugc danh gia qua cac yéu t6 (16 thude thir, dia diém thir nghiém, 16 va ngay thir nghiém)
c6 thé anh huong dén két qua duogc bo céo trong thir nghiém 1am sang thong thuong. Viée danh gia dugc thuc hién
tai 3 diém xét nghiém, st dung 3 16 thudc thtr, mot bd mau duong tinh va mot mau am tinh voi téng s6 270 xét
nghiém (khong bao gdm mau ching). Cac bé mau nay dugc 1am tir mau huyét twong chdng dong EDTA, mau nay
co. két qua 4m tinh v6i EBV VCA IgG va dugc kiém tra boi quy trinh xét nghiém NAT EBV voi mau huyét trong,
mau duoc thém chit chuan Quéc té EBV WHO, hoac mAau nudi cy té bao huyén phu EBV hoic phagemid lambda
voi DNA EBV. Hai nhan vién véan hanh tai moi dia diém d3 thir nghiém timg 16 thudc thir trong 5 ngay. Hai lan
chay (1 lan chay = 1 mé; 1 mé=1Dbo mau + 3 mau ching) duoc thuc hién mdi ngay va 3 1an lip lai cia mbi bd
mau duoc thyc hién cho mdi 1an chay. Cac ket qué danh gla dugc tom tit trong Bang 19.

Bang 19 Ty 1é phan trdm c6 thé quy cho ctia tong phuong sai (%TV), bg léch chuan chinh xac téng (SD) va CV(%)
log binh thudng ctia ndong do DNA EBV (logio IU/mL) theo timg bd mau duong tinh

Nong do | Nong dd . Ngay/ Trong mdt| b) chum
EBV trung L6 bia diém nguwoi van Mé chay | mé chay D9 chum tong
DNA |binh? EBV %TVe %TVe® hanh %TVe® %TV® (tong caa | CV(%)?

mong doi| DNA (CV%)? | (CV%)! | %TVC | (CV%)? | (CV%)! |SD®
(logio | quan sat (CV%)¢
1U/mL) (logo
1U/mL)

11% 2% 0% 3% 84%

2.02 2.09 20 | qig7) | 6.30) | (000) | (634 | (aazm)| 0158 37.56
43% 15% 0% 16% 26%

3.70 3.68 270 (10.07) (5.92) (0.00) (6.23) (7.81) 0.067 15.43
39% 10% 0% 24% 28%

4.70 468 | 270 | b | aom | 000) | (663) | (ra8) | ©0%° 13.70
7% 58% 0% 21% 15%

570 550 | 268 | (1139) | (3436)| (0.00) | (2018)| @7.08)| %1% 46.16
27% 15% 0% 13% 45%

7.70 7.76 270 (8.63) (6.52) (0.88) (6.01) (11.26) 0.073 16.83

2Pugc tinh bang quy trinh SAS MIXED.

S lwong xét nghiém hop 1é voi mirc DNA c6 thé phat hién dugc.

¢%TV = Phéan trim dong gop vao Tong phuong sai.

4CV% = Hé s6 bién thién phan tram logic chuan = sqrt(10°[SD*2 * In(10)] - 1) * 100.

¢Puogc tinh bang tong do bién thién tir quy trinh SAS MIXED.

Luu y: Bang chi bao g{”)m cac két qua v6i mirc DNA c6 thé phat hién dugc. SD = d6 1éch chun. CV = hé sé bién thién; EBV = Vi rit
Epstein Barr.

cobas® EBV cho thay mtrc d6 tai 1ap 1am sang co thé chip nhan dugc ¢ ndng do so sanh twong tmg. Ngoai ra, hé
thong da phat hién 100% cac mau c6 ndng do twong duong 3 x LLoQ. Hé thong cobas® 6800 va cobas® 8800 cd
chung thiét ké kiéu mo-dun va chiing cho thiy su tuong duong khi s dung cobas® EBV. Tét ca cac gi6i han tin
cdy (CL) udc tinh 95% cho su khac biét gitra 2 lan do tir cung mot dbi twong nam trong khoang + 0.53
logio TU/mL, cho thay rang xét nghiém c6 thé danh gia nhing thay d6i vé mirc DNA EBV dugc cho 1a ¢6 ¥ nghia
Iam sang.
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Trong s 270 thir nghiém hop 18 ddi v6i cac bo mau am tinh duoc thyc hién trén hé thong cobas® 6800/8800, 14
mau (5.19%) cho thiy kha ning phat hién < LLoQ duong tinh. Cac két qua khong lién quan dén mot thiét bi/dia
diém hoic 16 thudc thir cu thé. Giai trinh ty DNA va PCR Heminested da x4c nhan sy hién dién cia DNA EBV
trong cac mau nay.

Hiéu ning cia cobas® EBV

Hiéu nang lam sang cua cobas® EBV duoc danh gia thém tai ba dia diém thir nghiém bang cach do néng do DNA
EBV trong cac mau lam sang (tinh khiét va pha lodng) cua bénh nhén nhiém va khong nhiém EBV va cac mau
huyét twong EDTA gia ¢6 b6 sung vi rit EBV nudi cdy, so sanh vo1 mot xét nghiém ty phat trién ctia phong xét
nghiém xéc dinh axit (LDT) (so sanh EBV LDT). Tir tit ca cac mau dugc xét nghiém bing cobas® EBV va xét
nghiém EBV so sanh, c6 tong cong 464 mau (439 mau lam sang nguyén chat hodc pha lodng cua 72 d6i tuong
bénh nhan ghép tang va 25 mau nhan tao) hop 16 trén ca hai xét nghiém va c6 thé danh gia dugc sy phu hop vé
mat phan tich 1am sang.

Bang 20 Phan tich sy phu hop gitta cobas® EBV va xét nghiém LDT vé két qua ham luong DNA EBV cho tit

ca cac mau

Xét nghiém | Xét nghiém | Xét nghiém | Xét nghiém | Xét nghiém | Xét nghiém .
cobas® EBV |so sanh EBV/|so sanh EBV [so sanh BKV|so sanh EBV |so sanh EBV [so sanh EBV| Tong
(logio IU/mL) LDT LDT LDT LDT LDT LDT

(logio IU/mL)(logio 1U/mL)|(logio IU/mL)|(logio IU/mL)(logao 1U/mL)((logio 1U/mL)

Target Not | <LLoQ (< |2.3dén<3.0{3.0dén<3.7| 3.7 dén 4.4 >4.4

Detected 2.3)
Target Not
Detected 95 17 17 0 0 0 129
<LLoQ (< 2) 39 46 75 11 0 0 171
2dén<26 1 2 16 37 6 0 62
2.6 dén<3.2 1 0 5 15 30 1 52
3.2dén3.8 0 0 0 0 9 11 20
>3.8 0 0 0 0 1 29 30
Tong cong 136 65 113 63 46 41 464
Ti1é cot dong | (134/136) on| (96/113) 0 0 ol
thuan (%) 98 5% (65/65) 100% 85 0% (52/63) 82.5%](40/46) 87.0%,|(40/41) 97.6%
(95% Score | (94.8%, (94.4%, (77.2%, (71.4%, (74.3%, (87.4%, ]
Cl)? 99.6%) 100%) 90.4%) 90.0%) 93.9%) 99.6%)

Luu y: LLoQ = gi¢i han dinh lugng dudi cia EBV LDT so sanh (100 ITU/mL).
D6 léch chuan cua chét so sanh EBV LDT udc tinh 13 0.3 log10 IU/mL (nghién ctru @6 chum phéan tich EBV LDT).
Céc miu dugc ghép ndi co thé danh gia dé phan tich sy ph hop 1am sang duge dua vao bang nay.
aGia s rfmg tat ca cac mau doc 1ap véi nhau
CI = Khoang tin cay.

Giai Trinh ty DNA ¢ cic mau dai dién tir cac ddi tuong c6 két qua luén chénh 1éch hon 1 logio IU/ml DNA khéng

cho thiy bt ky sy khong khép trinh ty nao ddi v6i bat ky moi hodc mau do nao cua xét nghiém cobas® EBV.

Cac két qua khong phu hop dugc dinh nghia 1a nhing két qua ndm cach xa duong chéo hon mot 6 (dugc biéu thi
bang cach t6 bong). Poi voi két qua Target not detected (TND) cua xét nghiém LDT cdt dong thuan va két
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qua cobas® EBV TND va 6 < LLoQ (< 2) duoc gdp chung. Ly do cin ban dé thém cac 6 < LLoQ va TND lién ké
cho ¢t TND la sy khac biét gitra TND va < LLoQ khéng c¢6 y nghia 1am sang va ching duoc phén tich ¢ ngudng
duoi cua khoang do, c6 thé bi anh huong bai 16i ngau nhién.

Trong s6 43 mdu am tinh véi EBV LDT duogc thu thap dé ude tinh (NPA) véi cobas® EBV, 41 miu am tinh
v6i cobas® EBV do d6 NPA 1a 95.4% voi Khoang tin cdy chinh xac 95% tir 84.2% dén 99.4%. Hai mau 4m tinh
v6i EBV LDT cuia bo so sanh déu dwong tinh (< LLoQ) béi cobas® EBV va c6 huyét thanh duong tinh v6i EBV
VCA 1gG va EBNA-1 IgG bang xét nghiém huyét thanh hoc b6 sung.

Sy phu hop giita cobas® EBV va EBV LDT so sanh ciing duoc danh gia bang cach sir dung cic ngudng lam sang
khac nhau.

Bang 21 Tom tat su phu hop cua cobas® EBV va xét nghiém so sanh EBV LDT st dung cac ngudng khac nhau

cho tat ca cdc miu

Cac ngwong*

Phén trim dong thuin < ngudng
véi do tin cay 95% CIP

Phén trim dong thuin > ngudng
véi do tin cay 95% CIP

(99.1%, 100.0%)

(n/N) (n/N)
Target Not Detected 98.5% (134/136) 89.6% (294/328)
(94.8%, 99.6%) (85.9%, 92.5%)
LLoQ? (2.0 Logio 1U/mL) 98.0% (197/201) 60.8% (160/263)
(95.0%, 99.2%) (54.8%, 66.5%)

3.0 Logio IU/mL 100.0% (363/363) 64.4% (65/101)
(99.0%, 100.0%) (54.6%, 73.0%)

4.0 Logio IU/mL 100.0% (431/431) 84.8% (28/33)

(69.1%, 93.3%)

2LLoQ = gi6i han dinh lugng dudi cua chit so sanh EBV LDT (100 1U/mL)

®CI = Khoang tin ciy

Tur tat ca cég mau duor~c thur nghiém véi coba§® EBV duong tinh voi EBV voi xét nghiém EBV so~sénh, co téng
cong 158 mau (139 mau 1am sang nguyén chat hodc pha lodng tir 28 doi twong ghép tang 1a 19 mau gid), c6 thé

danh gia dugc dé phan tich twong quan tai phong thi nghiém tai ba dia diém thir nghiém.
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Hinh 6 Méi twong quan giita Cob{als® EBV va xét nghiém so sanh EBV LDT cho tit ca cac mau: Biéu do hoi quy
tuyén tinh Deming cua cac mirc nong d6 DNA EBV (logio 1U/mL)

74

cobas® EBV (logio 1U/mL)
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Hbi quy Deming (N=158): Y= -0.45 +1.025X
Hésd R=0.95
- Khoang tin cdy 95%: Tung d6 gbc = (-0.637, -0.263), d6 déc (0.974, 1.076)
. T T T T T T
1 2 3 4 5 6 T

Xét nghiém dbi chiéu (logio 1U/ML)

Phén tich biéu do sai 1éch bd sung vé su khac biét ¢ cap do DNA cho thdy su khac biét c6 hé thong giira ca hai
xet nghiém khong d6i trén pham vi tuyén tinh chong cheo. Khoang tin cdy 95% cua diém chan cta duong tuyen
tinh trong cac biéu d6 sai léch 1a -0.456 dén 0.104, nam trong khoang +0.6 logio IU/mL (+ 2 lan d6 1éch chudn
do chum phan tich cia EBV LDT so sanh).
Hon nita, do 1éch trung binh dugc wéc tinh 1a -0.364 logio IU/mL va sy khéac biét c6 hé thong gitra ca hai xét
nghiém 14 -0.352 logio 1U/mL va -0.376 logio IU/mL dbi v&i cac miu c6 mirc DNA lan lugt 1a 3 va 4 logio 1U/mL.

Sy twong dwong giira cac h¢ thong / so sanh hé thong
Su tuong duong gitta cac hé théng cobas® 5800 cobas® 6800 va cobas® 8800 dugc chimg minh qua cac nghién
ctru hiéu nang. Cac két qua duogc trinh bay trong Hudng dan sir dung cung cap thong tin hiéu ning tuong duong
cho tat ca cac hé thong.
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Thong tin bo sung

Tinh nang chinh cua xét nghiém

Loai mau Mau huyét trong chong dong bang EDTA
Lwong mau toi thiéu can thiét 350 pL*

Thé tich xir ly mau 200 pL

D¢ nhay phé}n tich 18.8 IU/mL ]

Khoang tuyen tinh 35.0 IU/mL dén 1E+08 1U/mL

Do dac hiéu 100%

Phat hién kiéu gen

Kiéu gen EBV tuyp 1 va tuyp 2

*Thé tich chét 1a 150 pL dugce xdc dinh cho céc ong thir c?ip COba§® omni Secondary tubes. Cac loai dng khac duoc sir dung trong
xét nghiém co the co the tich chet khac nhau va yéu cau thé tich toi thi€u nhi€u hon hodc it hon. Lién hé véi dai dién Roche tai dia

phuong dé biét thém thong tin.
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Ky hi¢u

Cic ky hiéu sau diy dwoc sir dung dé dan nhin cho cac san pham chéin doan PCR Roche.
Bang 22 Cac ky hiéu dugc st dung trén nhan san pham chan doan PCR cua Roche

Tudi hodc ngay sinh

Phén mém phu

Khoang chi dinh (ban sao/mL)

Pham vi dugc chi dinh (IU/mL)

Dgi dién ﬁyAquyén 6 Cong
dong chau Au

Bang dir liéu ma vach

BARCODE

S616
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