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Muc dich sir dung

cobas® CMV 1a mét xét nghiém khuéch dai acid nucleic in vitro dé dinh lugng DNA cytomegalovirus
(CMV) trong huyét tuong ngudi chong dong bang EDTA.

cobas® CMV dugc chi dinh hd trg chan doan va theo doi CMV & bénh nhan ghép tang va bénh nhan cay
ghép té bao gdc tao mau. Xét nghiém duoc str dung & nhitng nhom bénh nhan nay dé danh gia su can thiét
phai bit dau diéu tri bang thudc khang vi rat. O bénh nhan dang dwoc diéu tri bang thudc khang CMV,
cac lan do tai luong DNA lién tiép co thé duoc sir dung dé danh gia dap tmg cua vi rat ddi voi qué trinh
dicu tri.

Két qua tir xét nghiém cobas® CMV phai duoc bién luan dua trén tat ca cac két qua 1am sang va két qua
xét nghiém co lién quan.

Tom tat va dién giai xét nghiém

Bdi canh

Cytomegalovirus (CMV) nguoi 1a mot mam bénh vi rat thudc ho vi rit herpes dugc tim thdy khap noi
trong cac cong dong trén toan thé gioi. 12 G vat chu c6 kha nang mién dich, viéc nhiém CMV thuong
khong c6 triéu chirmg nhung viéc nhlem sinh tan nguyén phat c6 thé biéu hién nhu mot hoi ching giong
tang bach cau don nhan cip. Sau khi mac, CMV thuong ton tai duéi dang nhiém tmng tieme 4n sudt doi
nhung vi 1t c6 thé kich hoat theo timg giai doan. Cac té bao don nhan mau ngoai bién cua dong tuy
(nhu‘ng khong phai te bao lympho) va cac té bao ndi mo dudng nhu 12 vi tri nhidém CMV chlnh CMV ton
tai & giai doan tiém an trong té bao don nhan/dai thyc bao & ngudi.? Nhirng nguoi bi nhiém tiém an co thé
mang virus khong biéu hién triéu chimg trong dich co thé (vi du nudc tiéu, nudc bot) va do dé lay sang
ngudi khac. Nguoi bi suy giam mién dich, bao gdm ca tré so sinh, bénh nhan cdy ghép va bénh nhan
AIDS, c6 nguy co cao phat trién bénh nhiém CMV nguyén phét ning hodc tai kich hoat CMV tiém 4n dan
dén ty 16 mac bénh va tir vong cao.* Biéu hién nghiém trong ctia bénh do CMV bao gém viém vdng mac,
viém da ré than kinh, viém da day rudt, viém gan, viém nao, viém thyc quan, viém rudt, viém tuy, viém
than, thai ghép co quan, viém phoi k& va hoi chung vi rat CMV.57

Su hiéu biét hién tai ctia chung t6i vé ngudng lam sang cua su phat trién bénh do CMV dén tir mot loat
cac nghién ctru st dung cac k¥ thuat, dan sd nghién ctru, va diém két thuc khac nhau.®*® Nhin chung, tai
lwong virus cao lién quan chit ché v6i nguy co phat trién bénh do CMV. Mbi lién hé giita lwong vi rat
trong mau va bénh theo ham sigmoid, nghia 1a nguy co bénh do CMV ting déng ké sau khi tai luong vi
rat dat to1 "ngudng quan trong". Vi duy, khi sir dung mét xét nghiém DNA CMV mdu toan phén duoc phat
trién trong phong thi nghiém dé kiém tra & bénh nhan ghép gan, gia tri ngudng cia DNA CMV > 5 logio
ban sao /mL.* O bénh nhan HIV/AIDS, néng do DNA CMV c6 lién quan véi nguy co méac bénh do CMV
va nguy co tir vong chung.}*1’

Tuy nhién, nhitng phuwong phép dinh lugng DNA CMV dugc phét trién trong phong thi nghiém hién nay
con gidi han do thiéu cac két qua chuan héa, diéu nay co6 thé dan dén sy khéac biét 16n giita cac phong thi
nghiém va gifta cac xét nghiém.8 Tham dinh d9 tai 13p cua tai lugng virus DNA CMYV la rat quan trong
dé dam bao sy nhét quan giita cac két qua dé theo doi bénh nhan nhiém CMV. Cac huéng dan hién tai dua
vao d6 chum cua cac xét nghiém PCR dé xuét rang nhiing thay d6i trong phép do tai luong vi rat lién tiép
phai gap it nhat 3 lan (0.5 logao) dé dai dién cho cac thay ddi quan trong v€ sinh hoc. Vi muc bién thién
16n nhat xay ra & nong d6 thap, cac thay doi vé tai lugng vi rat co thé can nhiéu hon 5 lan (0.7 logao) khi
cac gia tri chuan do gan gio1 han dinh lugng dudi cua xét nghiém, dugc xem la dang ké.10
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Trong khi ngudng chinh xac van con la mot dé tai tranh luan do su bién thién gitra cac xét nghiém thi khai
niém ngudng quan trong duoc xem la co6 gia tri va da dugc bao cdo trong cac nghién ctru lich str tu nhién
cho thdy cac gia tri tai lugng vi rat cao hon twong quan véi nguy co gia ting su phat trién bénh CMV .81
Mot nghién ciru sir dung xét nghiém COBAS® AMPLICOR CMV MONITOR Test da thiét 1ap mot chi
s6 nganglcc)ié du doan bénh tir 2,000 dén 5,000 ban sao/mL & cac bénh nhan ghép gan huyét thanh duong
tinh CMV™.

Co sé ctia xét nghiém NAT

Cac phuong phap trong phong thi nghiém dé chan doan nhlem trung lan téa va bénh ¢ phu tang hoat dong
do CMV ¢ nguoi bao gom phan 1ap vi rit bang cach nudi cdy tir bach cdu mau ngoai vi (PBL), mé hoc
sinh thiét, phuong phap huyét thanh hoc, do khang nguyén mau pp65 va phat hién DNA CMV bang
phuong phap chudi phan tng trung hop (PCR).X® Xét nghiém huyét thanh chi 1a gia tri dé xac dinh khi
mot bénh nhén da bi nhiém CMV trudc do va co nguy co tai kich hoat vi rit & thé hoat dong. Céc phuong
phap nudi cdy co gia tri tién doan kem; can thoi gian xoay vong 16n hon 48 gi0 va 6 gioi han su dung d01
v6i bénh nhan suy giam mién dich. Xét nghiém khang nguyen mau pp65 can nhiéu cong sirc va yéu cau
mau phai dugc xur 1y trong vong 6 gid sau khi 1dy mau do su giam khang nguyén mau trong khi bao quan.?
Xét nghiém pp65 cling kho khan khi thuc hién trén bénh nhan gidm bach cau trung tinh. Phat hién truc
tiép DNA CMV bang phuong phap PCR thoi gian thuc c6 kha ning cung cap mot pham vi hoat dong
rong, d§ chum va do nhay cao.

Dién gidi xét nghiém

cobas® CMV 1a mot xét nghiém dinh lugng chay trén cac hé thong cobas® 5800 System, cobas® 6800
System va cobas® 8800 System. cobas® CMV cho phép phat hién va dinh lugng DNA CMV trong huyét
twrong chong dong bang EDTA cuia bénh nhan bj nhiém. Tai lwong vi rat duge dinh lugng dya theo chuan
dinh luong non-CMV DNA (DNA-QS), duoc cho vao trong mdi mau trong qua trinh chuan bi mau. DNA-
QS ciing ¢6 vai tro gitp kiém soat toan b qua trinh chuan bi mau va qua trinh khuéch dai PCR. Ngoai ra,
xét nghiém nay sur dung ba mau ching: mot mau ching dwong tinh nong d6 cao, mot mau ching duong
tinh nong do thap va mot mau chimg 4m tinh. CaC mau ching duong tinh nong do cao va noéng do thap
duogc san xuat bang cach pha lodng tir dung dich gbc c6 ndng do cé thé truy nguyén theo Tiéu chuan Qudc
t& CMV cia WHO. Mi 16 bo kit Khuéch dai/Phat hién déu dugc hiéu chudn cé thé truy nguyén theo Tiéu
chuan Quédc t¢ CMV cua WHO.

Nguyén ly xét nghiém

Xét nghiém cobas® CMV dua trén k¥ thuat chuan bi mau hoan toan ty dong (tach chiét va tinh sach acid
nucleic) sau d6 khuéch dai va phat hién bang PCR. H¢ thong cobas 5800 duogc thlet ké tich hop day di
chirc nang trong mot hé thong Hé thong cobas® 6800/ 8800 bao gém mé dun cung cap mau, mo dun van
chuyen mau, m6 dun xur ly mau, va mé dun phan tich mau. Quan ly dir liéu tu dong dugc thuc hién boi
cac phan mém hé thong CobaS® 5800 hoic cobas® 6800/8800, 1a phan mém gan két qua xét nghiém cho
tat ca cac xét nghiém bao gom khong phat hién dich, phat hién DNA CMV < LLoQ (gioi han dinh luong
duoi), phat hién DNA CMV > ULoQ (gi61 han dinh lugng trén) hodac mét gia tri nam trong khoang tuyén
tinh LLoQ < x < ULoQ. Cac két qua co thé duoc xem xét tryc tiép trén man hinh hé théng, xuat va in ra
dudi dang bao cao.

Acid nucleic tir mau bénh pham va phéan tir DNA-QS lambda thém vao timg mau dugc tach chiét dong
thoi. Tom lai, acid nucleic cua vi rat dugc phong thich bang cach thém proteinase va thude thir ly giai vao
mau. Acid nucleic phong thich ra dugc gén két 1én bé mat silica cua cac hat thuy tinh tr tinh thém vao.
Céc thanh phan va tap chit khong gin két, nhu protein bién tinh, manh v té bao, va cac chit co kha ning
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{rc ché PCR duoc loai bd trong cac budc rura tiép do6 va acid nucleic tinh sach dugc rira giai khoi cac hat
thuy tinh bang dém rira giai ¢ nhiét do cao.

Khuéch dai chon loc acid nucleic dich tir miu thtr duwoc thuc hién béng cach str dung cac doan mdi xudi
va mdi ngugc dic hiéu voi vi rat dich, 1a cac doan mdi duge chon loc tir cac ving duoc bao ton cao cia
gen CMV DNA polymerase (UL54). Khuéch dai chon loc DNA-QS dugc thyc hién bang cach st dung
cac doan moi xudi va mdi nguoc dic hidu véi trinh ty duge chon lwa dé khong c6 su twong dong véi bd
gen CMV. Enzyme DNA polymerase bén nhiét dugc st dung cho qua trinh khuéch dai. Céc trinh tu dich
va DNA-QS duoc khuéch dai dong thoi sir dung mét chu trinh nhiét khuéch dai PCR chung véi nhiét do
cac bude va sd chu ky duoc xac dinh trude. Hon hop master mix chira deoxyuridine triphosphate (dUTP),
thay cho deoxythimidine triphosphate (dTTP), duoc két hop vao DNA mdi tong hop (san phdm khuéch
dai). 1'% Bit ky san pham khuéch dai nao nhiém tir cdc mé chay PCR trudc d6 déu bi loai bo boi men
AmpErase chira trong hdn hop PCR, khi gia nhiét trong chu trinh nhiét dau tién. Tuy nhién, cac san pham
khuéch dai méi duoc tao thanh khong bi loai bo do men AmpErase bi bt hoat ngay khi nhi¢t do trén
55°C.

Hon hop phan ung PCR cua xét nghiém cobas® CMV chtra mot mau do phat hién dic hiéu cho trinh ty
dich CMV va mgt cho DNA-QS. Céc méu do duoc danh dau véi cac nhom phat huynh quang dac hiéu
v6i dich cho phép phat hién dong thoi CMV dich va DNA-QS trong hai kénh dich khac nhau.?*? C4c tin
hiéu huynh quang cua mau do nguyen ven bi bat hoat boi nhom dap tit huynh quang. Trong bugc khuéch
dai PCR, su bat cap dic hiéu giira doan do v6i khudn DNA sgi don theo sau boi su phan cit mau do theo
huong 5'-3" boi hoat tinh nuclease cia DNA polymerase lam phén chia cac nhém phat huynh quang va
dap tat “huynh quang va tao ra cac tin hiéu huynh quang. V6i moi chu ky PCR, s6 lugng cua mau do da
phan cét dugc tao ra cang tang va tin hi€u tich lily cua nhém phat huynh quang dong thoi tang. Viéc phat
hién tin hiéu theo thoi gian thuc va phan biét cac san pham PCR dugc thuc hién bang cach do huynh quang
ctiia cdc nhoém phat huynh quang gidi phong tuong ing cho tin hiéu gen dich va DNA-QS.
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Thuoc thir va vat liéu
Thudc thir cobas® CMV va miu chirng

Vit liéu dugc cung cap trong hop xét nghiém coba}s® CMV dugc trinh bay ¢ Bang 1. Vat liéu can thiét,
khong cung cap san duoc trinh bay trong Bang 2 dén Bang 4, Bang 8, va Bang 9.

Vui 1ong xem phan Thude thir va vt liéu va phan Yéu ciu vé thin trong va thao tac dé biét thong tin
nguy co cho san pham.

Bing 1 cobas® CMV

(CMV)

Béo quan ¢ 2-8°C

Hop cassette 192 xét nghiém (P/N 09040897190)

Thanh phén hgp Thanh phén thudc thir S0 lwgng cho mbi

thuoc thir hop thuoc thir
192 xét nghiém

Proteinase Tris buffer, < 0.05% EDTA, calci chloride, calci acetate, 8% 22.3mL

Solution (PASE) proteinase, glycerol o

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

EUH208: Chtra subtilisin. C6 thé gdy phan tmg di ing.
DNA Quantitation | Bém Tris, < 0.05% EDTA, < 0.001% cAu tric DNA khong 21.2mL

Standard CMV chura doan moi gan két khong CMV va mét vung duy
(DNA-QS) nhat cho doan do (DNA khéng nhiém),< 0.002% Poly rA
RNA (tong hop), < 0.1% natri azide
Elution Buffer Dém Tris, 0.2% methyl-4 hydroxybenzoate 21.2 mL
(EB)
Thubc thir Master Mangan acetate, kali hydroxide, < 0.1% natri azide 7.5mL

Mix 1 (MMX-R1)

Thudc thir CMV bém Tricine buffer, kali acetate, < 18% dimethyl sulfoxide, 9.7 mL
Master Mix 2 glycerol, < 0.1% Tween 20, EDTA, <0.12% dATP, dCTP,
(CMV MMX-R2) dGTP, dUTPs, < 0.01% cac doan moi Xuoi va moi nguoc
CMYV, <0.01% cac doan moi xudi va moi nguge Chuan dinh
luong, < 0.01% cac doan do oligonucleotide danh dau huynh
quang dic hiéu cho CMV va Chuan dinh lugng CMV, <
0.01% oligonucleotide aptamer, < 0.01% Z05D DNA
polymerase, < 0.10% AmpErase (uracil-N- glycosylase)
enzyme (vi khuén), < 0.1% natri azide
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Bang 2
(CMV CTL)

Béo quan ¢ 2-8°C

cobas® CMV Control Kit

Dung trén hé théng cobas® 5800 System (P/N 09040919190)
Dung trén hé théng cobas® 6800/8800 Systems (P/N 07001037190 hozc P/N 09040919190)

cac phuong phap PCR.
Chat bao quan 0.1% ProClin®
300**

Thanh phan Thanh phan thudc thir S6 lwong Ky hi€u an toan va canh bao*
hép thudc thir cho mdi hop
thudc thir
CMV Low <0.001% DNA CMV tong hop 4 mL
Positive (plasmid) dong goi trong thuc (8x0.5mL) g‘*
Control khuén thé Lambda phii protein, \I I
(CMV L(+)C) | huyét tuong nguoi binh thuong,
khong phat hién DNA CMV bang . )
cac phuong phap PCR. CANH BAO
Chat bao quan 0.1% ProClin® H317: C6 thé gy phan tng di img da.
300** H412: Bdc hai vai sinh vat thiy sinh
v6i hdu qua lau dai.
P261: Tranh hit bui/hoi
khoi/khi/swong mu/hoi/bui phun.
P273: Tranh thai ra méi truong. P280:
Peo gang tay bao v¢.
P333 + P313: Néu bi kich ung da hodc
phat ban: Tim tu van y t&/ cham soc y
te.
P362 + P364: Coi bo trang phuc bi
nhiém va giit rira trudc khi st dung
lai.
P501: Xt 1y cac thanh phan/dung cu
chtra & mot nha may xir Iy chét thai da
duoc chép thuén.
55965-84-9 san pham phan tng cua:
5-chloro-2-methyl-4-isothiazolin-3-
one [S6 EC 247- 500-7] va 2-methyl-
2H -isothiazol-3-one [S6 EC 220-239-
6] (3:1)
CMV High <0.001% DNA CMV tdng hop 4 mL (‘E‘*
Positive (plasmid) dong goi trong thuc (8 x0.5mL)
Control khuén thé Lambda phu protein, \I /
(CMV huyét tuong nguoi binh thuong,
H(+)C) khong phat hién DNA CMV bang CANH BAO

H317: C6 thé gay phan tmg di (mg da.
H412: Bdc hai voi sinh vat thiy sinh
voi hdu qua lau dai.

P261: Tranh hit bui/hoi
khoi/khi/swrong mu/hoi/bui phun.
P273: Tranh thai ra méi trudng. P280:
Deo ging tay bdo v¢.
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P333 + P313: Néu bi kich ung da hodc
phat ban: Tim tu van y t&/ cham soc y
te.

P362 + P364: Coi bo trang phuc bi
nhiém va giat rira trude khi st dung
lai.

P501: Xt 1y cac thanh phan/dung cu
chtra & mot nha may xir Iy chét thai da
duoc chép thuén.

55965-84-9 san pham phan tng cua:
5-chloro-2-methyl-4-isothiazolin-3-
one [S6 EC 247- 500-7] va 2-methyl-
2H -isothiazol-3-one [S6 EC 220-239-
6] (3:1)

*Nhan an toan san pham chi yéu theo hudng dan cia GHS Chau Au

**Chat hodc hn hgp nguy hiém
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Bang 3
(NHP-NC)

Béo quan ¢ 2-8°C

cobas® NHP Negative Control Kit

Dung trén hé théng cobas® 5800 System (P/N 09051554190)
Dung trén hé théng cobas® 6800/8800 Systems (P/N 07002220190 va P/N 09051554190)

Thanh phan
hop thudc thir

Thanh phén thudc thir

S6 lwong

cho mdi hop

Ky hiéu an toan va cianh bao*

dugc cap phép; khong phat hién
RNA HIV-1, RNA HIV-2, RNA
HCV va DNA HBYV bang cac
phuong phap PCR.

< 0.1% chit bao quan ProClin®
300**

thubc thir
MAiu chirng Huyét twong ngudi binh thuong, 16 mL —
am huyet khong c6 phan tng vai cac xét
twong nguoi nghiém lghéng thé khang HCV, (16 x 1 mL) \\*,,
binh thwong khang thé khang HIV-1/2, ) )
(NHP-NC) HBsAg, khang thé khang HBc da CANH BAO

H317: C6 thé gay phan tng di tmg
da. P261: Tranh hit bui/hoi
khoi/khi/swong mu/hoi/bui phun.

P272: Quan 40 1am viéc bi nhiém
khong dugc phép mang ra khoi noi
lam viéc.

P280: Peo ging tay bao vé.

P333 + P313: Néu bj kich tmg da
hodc phat ban: Tim tu van y t&/cham
soc y teé.

P362 + P364: Co1 bo trang phuc bi
nhiém va gidt rira trudc khi st dung
lai.

P501: Xtr Iy cac thanh phan/dung cu
chira & mot nha may xi 1y chét thai
da dugc chap thuan.

55965-84-9 san pham phan ting ctia:
5-chloro-2-methyl-4-isothiazolin-3-
one [S6 EC 247- 500-7] va 2-methyl-
2H -isothiazol-3-one [S6 EC 220-
239-6] (3:1)

*Nhan an toan san pham chu yéu theo huéng dan cia GHS Chau Au

**Chat hodc hdn hop nguy hiém
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Thudc thir cobas® omni dé chuan bi miu

Bang 4 Thudc thir cobas® omni dé chuin bi mau

Thudc thir Thanh phin thudc thir S6 lwgng cho | Ky hiéu an toan va cinh bao*
mf)i,h(f)p
thuoc thi
cobas® omni Hat thuy tinh tir tinh, dém 480 xét Khong ap dung
MGP Reagent Tris, methyl-4 nghiém
(MGP) hydroxybenzoate 0.1%, natri
Bio quan ¢ 2-8°C | azide <0.1%
(P/N
06997546190)
cobas® omni bém Tris, 0.1% methyl-4 4 x 875 mL Khoéng ap dung
Specimen hydroxybenzoate, < 0.1%
Diluent (SPEC natri azide
DIL)
Bao quan ¢ 2-8°C
(P/N
06997511190)
cobas® omni 43% (w/w) guanidine 4 x 875 mL
Lysis Reagent thiocyanate**, 5% (w/v) _\f@
(LYS) polydocanol**, 2% (w/v)
Bao quan & 2-8°C | dithiothreitol, dihydro natri
(PIN citrate
06997538190) NGUY HIEM

EUH032: Tiép xtc voi acid
giai phong khi rat doc.

H302 + H332: C6 hai néu nudt phai
hoac hit phai

H314: Co ’thé gy bong ning va ton
thuong mat.

H412: Bdc hai voi sinh vat thiy sinh
v6i hdu qua lau dai.

P261: Tranh hit bui/hoi khoi/khi/suong
mu/hoi/bui phun.

P273: Tranh thai ra moi trudong.

P280: Mang géng tay bao ho/ quan 4o
bao hd/ dung cu bao v€ mat/ dung cu
bao vé mat.

P303 + P361 + P353: NEU TREN DA
(hodc toc): Coi bo ngay 1ap tic tat ca
quan 4o bi nhiem. Rura sach da bang
nudec.

P304 + P340 + P310: NEU HIT PHAL
Chuyén nan nhén dén khu vuc c6 khong
khi sach va gitr ¢ tu thé thoai mai dé
thd. Goi TRUNG TAM CHONG BOC/
bac si.
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cobas® CMV

P305 + P351 + P338 + P310: NEU
VAO MAT: Rira can than bang nugc
trong vai phit. G& kinh ap trong, néu c6
va dé thuc hién. Ti{:p tuc rua. Nga}i lap
tirc goi TRUNG TAM CHONG DBOQC/
béc si.

593-84-0 Guanidinium thiocyanate
9002-92-0 Polidocanol

3483-12-3 (R*,R*)-1,4-
dimercaptobutane-2,3-diol

cobas® omni
Wash Reagent
(WASH)

Bao quan ¢ 15-
30°C (P/N
06997503190)

Natri citrate dihydrate, 0.1%
methyl-4 hydroxybenzoate

42L

Khéng ap dung

* Nhan an toan san pham chu yéu theo hudng dan cia GHS Chau Au

**Chat hodc hon hop nguy hiém

Yéu cau vé bao quan va xir ly thuoc thir

Thudc thtr nén dugc bao quan va xir Iy nhu quy dinh trong Bang 5, Bang 6 va Bang 7.

Khi thudc thir khong duge nap 1én cac hé thong cobas® 5800 hoic cobas® 6800/8800, bao quan chung &
nhiét d¢ twong tmg quy dinh trong Bang 5.

Bang 5 Bao quan thudc thir (khi thudc thir khong & trén hé thong)

Thubc thir Nhiét @9 bao quan
cobas® CMV 2-8°C

cobas® CMV Control Kit 2-8°C

cobas® NHP 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
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cobas® CMV

Yéu ciu vé xir 1y thudc thir cho hé théng cobas® 5800

Thudc thir duoc nap lén hé théng cobas® 5800 duoc bao quan & nhiét do thich hop va han dung cta
thudc thir duoc giam sat boi hé thong. Hé thdng chi cho phép sir dung thude thir khi thoa tat ca cac diéu
kién trong Bang 6. Hé thong ty dong ngin chin viée sir dung cac thude thir qua han sir dung. Bang 6 cho
phép nguoi str dung hiéu cac didu kién xir Iy thude thir duoc thuc thi boi hé thdng cobas® 5800.

Bang 6 Diéu kién hét han st dung cia thude thir duoc thuc thi boi hé théng cobas® 5800

S6 lwot chay ma

A s LA . AR e A Thoi gian on
°P 2 thé dwgc sir dung | May

nap
cobas® CMV Han dung khong qué | 90 ngay ké tr ngdy | Toida 40 lan chay | Toi da 36

dau tién sir dung ngay**
cobas® CMV Control Kit | Han dung khong qua | Khong 4p dung* Khong ap dung Téi da 36
cobas® NHP Negative Han dung khong qua | Khong ap dung* Khong ap dung Téi da 36
Control Kit ngay**
cobas® omni Lysis Han dung khong qua | 30 ngay ké tir khi Khong ap dung Khong &p
Reagent nap 1én may** dung
cobas® omni MGP Han dung khong qua | 30 ngay ké tir khi Khong ap dung Khong &p
Reagent nap 1én may** dung
cobas® omni Specimen Han dung khong qua | 30 ngay ké tir khi Khong ap dung Khong ap
Diluent nap lén may** dung
cobas® omni Wash Han dung khong qua | 30 ngay ké tir khi Khong ap dung Khong ap
Reagent nap lén may** dung

* Thude thir st dung mot lan

**Thoi gian dugc do ké tir 1an dau tién nap hudc thir 1én hé théng cobas® 5800.
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Yéu cau vé xir Iy thudc thir cho hé thong cobas® 6800/8800
Thudc thir dugc nap 1én hé thong cobas® 6800/8800 dwoc bao quan & nhiét d6 thich hop va han dung

ctia thudc thir duoc giam sat boi hé thong. Hé thong cobas® 6800/8800 chi cho phép st dung thude thir
khi théa tat ca cac diéu kién trong Bang 7. H¢ théng tu dong ngan chan viéc str dung cac thube thi qua

han st dung. Bang 7 cho phép nguoi sir dung hiéu cac diéu kién xt ly thubc thtr duoc thuc thi bai hé

thng cobas® 6800/8800.

Bang 7 Diéu kién hét han sir dung cta thude thir duge thuce thi boi hé thong cobas® 6800/8800

Thudc thir Ngay hét P 6n dinh hop S6 lwot chay ma P 6n dinh trén
han ciia hp | thudc thir dd mé hop thude thir c6 may (thoi gian
thubdc thir nip thé dwoc sir dung tich lily trén may

bén ngoai ti lanh)
cobas® CMV Han dung 90 ngay ké tir ngay | Tbi da 40 luot chay | Tbi da 40 gio
khéng qua dau tién sir dung

cobas® CMV Control | Han dung Khéng ap dung* Khéng ap dung Tbi da 8 gio

Kit khéng qua

cobas® NHP Negative | Han dung Khéng ap dung* Khéng ap dung Tbi da 10 gid

Control Kit khéng qua

cobas® omni Lysis Han dung 30 ngay ké tirkhi | Khong ap dung Khong 4p dung

Reagent _ khéng qua nap 1én may** ,

cobas® omni MGP Han dung 30 ngay ké tirkhi | Khong ap dung Khong 4p dung

Reagent khéng qua nap 1én may**

cobas® omni Han dung 30 ngay ké tirkhi | Khong ap dung Khong 4p dung

Specimen Diluent khéng qua nap 1én may**

cobas® omni Wash Han dung 30 ngay ké tir khi Khéng ap dung Khéng ap dung

Reagent khéng qua nap 1én may**

* Thude thir st dung mot lan

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

Han dung:

cobas® CMV

(P/N 09040897190)

Tudi tho theo nghién ctru do on dinh: 24 théng
Han dung cua tung 16: xem trén nhan goc

cobas® CMV Control Kit

(P/N 09040919190)

Tudi tho theo nghién ctru d6 6n dinh: 24 thang
Han dung cua tung 16: xem trén nhan goc
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cobas® CMV

Vit liéu yéu cau thém cho hé thong cobas® 5800

Bang 8 Vit li€u va vat tu ti€u hao dugc st 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, 300pL 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 07435967001
hoiac hodc

Solid Waste Bag With Insert 08030073001
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Vit liéu yéu cau thém cho hé thong cobas® 6800/8800
Bang 9 Vit liéu va vat tu tiéu hao dugc str dung trén hé thdng 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 07435967001 va 07094361001
hoac hoac _

Solid Waste Bag With Insert va Kit Drawer Solid Waste Update | 08030073001 va 08387281001

Thiet bi va phan mém yéu cau

Phan mém hé thong cobas® 5800 va bo phan tich két qua xét nghiém cobas® CMV cho hé thong cobas®
5800 s& dugc cai dat trén thict b cot?as® 5800. Phan mém Data Manager va mdy tinh cho hé thong cobas®
5800 dugc cung cap cung véi hé thong.

Phan mém cobas® 6800/8800 va by phan tich cobas® CMV phai dugc cai dit trén may. Hé thong méy
chu Instrument Gateway (IG) dugc cung cap cung vdi h¢ thong.

Bang 10 Thiét b

Thiét bi P/IN

cobas® 5800 System 08707464001

cobas® 6800 Systems (Tuy chon di chuyén) 05524245001 va 06379672001

cobas® 6800 Systems (C6 dinh) 05524245001 va 06379664001
cobas® 8800 System 05412722001
Sample Supply Module 06301037001

Tham khao Hudng gl?ln van hanh hé théng cobas® 5800 hoic cobas® 6800/8800 (User Assistance va/hoic
User Guides) dé biét thém thong tin.

Luu y: Lién h¢ van phong dai dién cua Roche tai dia phuong dé biét danh sach dat hang chi tiét cho cac
6ng méiu chinh va éng mau thir cip, gia dung mau, gia dung cac dau hut cé cuc mau déng va khay dung
gia duoc chap nhén trén thiét bi.

09198997001-04VI1

Doc Rev. 4.0 16



cobas® CMV

Yeéu cau ve than trong va thao tac
Canh bao va than trong

Nhu bét ky quy trinh xét nghiém nao, thuc hanh tét phong thi nghiém can thiét cho hiéu ning xét nghiém
dang. Do dd nhay cao cua xét nghiém nay, nén than trong gitt cho cac thuoc thir va hon hop khuéch dai
khong bi nhiém ban.

Chi dung trong chan doén in vitro.

cobas® CMV chua duoc danh gia dé dung nhu la mdt xét nghiém sang loc su hién dién cia CMV
trong méu hodc cac san pham tuor mau.

T4t ca cac mau bénh pham nén dugc xir Iy nhu vat liéu cé nguy co 1ay nhiém, str dung quy trinh
thyc hanh tot phong thi nghiém nhu cac quy trinh dwoc néu trong An toan sinh hoc trong Phong
thi nghiém Vi sinh va Y sinh va trong Tai liéu CLSI M29-A4.2627 Chi c6 nhan vién thanh thao
trong viéc xtr Iy vat liéu ldy nhiém va sir dung xét nghiém cobas® CMV va hé thong cobas®
5800/6800/8800 m&i thuc hién quy trinh nay.

Tt ca vat liéu c6 ngudn gdc tir nguoi nén duge xem 1a c6 kha nang lay nhiém va nén dugc xir Iy
v6i cac than trong chung. Néu xay ra tran d6, khir nhiém ngay véi dung dich 0.6% natri
hypochlorite hoic kali hypochlorite pha méi trong nude cat hodc nudce khtr ion hodc theo quy trinh
thich hop tai chd.

cobas® CMV Control Kit va cobas® NHP Negative Control Kit chira huyét twong tir mau ngudi.
Nguyén li¢u goc da dugce kiém tra bang cac phuong phap PCR va da cho thay khong phat hién
DNA CMYV. Khong c6 phuong phap xét nghiém nao c6 thé dam bao tuyét doi kha nang khong lay
nhiém tr cdc san pham lay tir méu nguoi.

Khong dong lanh miu mau toan phan hoic bat ky miu nao duwgc bio quan trong cac ong lay
mau ban dau.

Chi st dung cac vat tu tiéu hao duoc cung cip hodc yéu cau rd dé dam bao hiéu ning xét nghiém
to1 uu.

Bang dif liéu an toan hoa chét (SDS) ¢6 sin khi c6 yéu cau, lién hé van phong dai dién Roche tai
dia phuong.

Theo ddi chit ché cac quy trinh va hudng dan duoc cung cap dé dam bao xét nghiém duoc thyc
hién mot cach chinh xé4c. Bat ky sai 1éch nao so véi quy trinh va hudng dan c6 thé anh hudng dén
hiéu nidng xét nghiém to1 uvu.

C6 thé xay ra két qua duong tinh gia néu khong kiém soat nhiém chéo mau thich hop trong qué
trinh thao tac va xur Iy mau.

Thong bao cho co quan co thim quyén tai dia phuong va nha san xuat vé bat ky sy ¢ nghiém
trong nao xdy ra khi str dung xét nghiém nay.

Sir dung thudc thir

Thao tic véi tat ca thudc thir, miu ching, va mau thir theo nguyén tic thyc hanh tét phong thi
nghi¢m nham tranh nhiém chéo gitra mau thur hodc mau chung.

Trudce khi sir dung, kiém tra cam quan mdi hop cassette thudc thir, chat pha loang, thudc thir ly
gidi, va dung dich rira d€ dam bao khong c6 dau hiéu 1o ri. Néu cé bat ky dau hi€u ro ri nao, khong
su dung vat li¢u do dé xét nghiém.
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cobas® omni Lysis Reagent chira guanidine thiocyanate, mot chat hoa hoc c6 kha nang gay hai.
Tranh dé nhing thudc thir tlep xuc v6i da, mét, hodc niém mac. Néu co sy c¢b xay ra, rira ngay 1ap
tirc voi that nhidu nude; néu khong, c6 thé giy bong.

Hop thudc thir xét nghiém cobas® CMV, Thudc thir cobas® omni MGP, va cobas® omni Specimen
Diluent chira natri azide 1am chat bao quan. Tranh dé nhiing thube thir tiép xtic v6i da, mit, hodc
niém mac. Néu cé su ¢ xay ra, rira ngay lap trc voi that nhidu nudc; néu khong, co thé giy bong.
Néu cac thudc thir nay bi tran, pha lodng v6i nude trude khi lau kho.

Khéng duoc cho cobas® omni Lysis Reagent, chira guanidine thiocyanate, tiép xtc véi dung dich
natri hypochlorite (dung dich tay rira). Hon hop nay c6 thé tao ra khi rat doc.

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

Thue hanh t6t phong thi nghiém

Khong dugc hut pipet bang miéng.

Khéng duoc an, udng, hodc hat thude trong khu vuc lam viée duoc chi dinh.

Mang gang tay dung cho phong thi nghiém, méc 4o khoac dung cho phong thi nghiém, va mang
kinh bao v€é mat khi thao tac v&i mau thir va thude thir. Phai thay gang tay gitra cac thao tac trén
mau thir va thudc thir cobas® CMV Kits va cobas® omni dé tranh nhiém chéo. Tranh lam dinh vao
gang tay khi thao tac trén mau thir va mau chung.

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

Rira k§ va khir nhiém tat ca cac bé mit tai khu vuc lam viéc trong thng thi nghiém v6i dung dich
0.6% natri hypochlorite hoac kali hypochlorite pha méi trong nude cat hodac nude khir ion. Sau do6
lau bé mat véi ethanol 70%.

Néu tran d6 trén thiét bi cobas® 5800/6800/8800, 1am theo huéng dan trong Hudng dan véan hanh
hé thong cgbasc'? 5800 hodc cobas® 6800/8800 (User Assistance va/hoic User Guides) dé vé sinh
va khir nhiem bé mat thiét bi diing céch.

Lay mau, van chuyén, va bao quan

LUU Y:Thao tac trén tat ca cic mau xét nghiém va mau ching nhu 1a mau bénh pham c6 kha ning lay

nhiém.

Béo quan tat ca mau o nhiét do quy dinh.
Do 6n dinh ctia mau bi anh hudng boi nhiét do cao.

Néu dong lanh mau trong 6ng thtr cap, d& mau & nhiét d6 phong (15-30°C) cho dén khi rd déng
hoan toan va sau d6 tron nhanh (vi du vortex trong 3-5 gidy) va ly tdm d€ lay tat cd th€ tich mau ¢
day ong.

Mau toan phan nén duoc lay trong cac dng chuénqbi huyét twong BD Vacutainer® PPT™™ Plasma
Preparation Tube cho Phuong phép xét nghiém chan doédn sinh hoc phan tir hay trong ong tiét trung
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ding EDTA la chit chong dong. Tuan theo hudng dan ctia nha san xuat 6ng 1dy mau. Tham khao
Hinh 1.

Mau toan phan dugc ldy trong cic dng chuin bi huyét twong BD Vacutainer® PPT™ Plasma
Preparation Tube cho Phuong phap xét nghi¢m chan doan sinh hoc phan tir hay trong ong tiét trung
dung EDTA la chat chong dong co thé dugc bao quan va/hodc véan chuyén toi da dén 36 gio ¢ 2-
25°C trudce khi chuan bi huyét tuong. Nén thuc hién ly tdm theo hudng dan cua nha san xuat.

Céc méu huyét twong duoc phan tach tr mdu toan phan trong vong 24 gid sau khi lay mﬁu, co thé
duoc bao quan va’hodc van chuyén trong téi da dén 6 ngay ¢ 2-8°C hodc trong t61 da dén 12 tuan
0 -20°C = 2°C. Dé bao quan trong thoi gian dai 1én dén 6 thang, nhi¢t do bao quan dugc khuyén
cao la -75°C+ 15°C.

Mau huyét trong 6n dinh ti da dén bdn chu ky trir d6ng/rd dong néu dong lanh ¢ < -18°C.

Néu miu thtr duoc van phuyén, nén dong goi va dan nhan phu hop véi quy dinh hién hanh cua
quoc gia va/hodc quoc té lién quan dén van chuyén mau va cac tdc nhan gay bénh.

Hinh 1 Diéu kién bao quan mau

25

Mau

toan

phan
Q
=3
=
= 8__|
Z £

Huyeét
tuwong
2 1
36 gior 6 ngay
<-18 __ |
Huyét twong déng lanh
(Trir dong-ra dong dén 4 lan)
0 Théang 3
<-60 —
Huyét twong déng lanh (béo quan 1au dai)
0 Thang 6

Luu y: Mau toan phan dugc lay trong BD Vacutainer® PPT™ Plasma Preparation Tubes danh cho Phuong

phap Xét nghiém Chan doan Sinh hoc phan tir hay trong dng tiét tring ding EDTA 1a chat chdng
dong c6 thé duoc bao quan va/hodc van chuyén tdi da dén 36 gio ¢ 2-25°C trude khi chuan bi
huyét twong, nhung sau d6 huyét trong phan tach khéng thé duge bao quan 1au hon va can phai
dugc phén tich tryc tiép.
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cobas® CMV

Hwong dan st dung
Luu y quy trinh

e Khong sir dung thudc thir xét nghiém cobas® CMV, cobas® CMV Control Kit, cobas® NHP
Negative Control Kit, hodc thudc thir cobas® omni sau ngay hét han st dung.

e Khong st dung lai vat tu tiéu hao. Ching chi dugc st dung méot lan.

e Tham khao Hudng dan véan hanh h¢ thdng cobas® 5800 hoic cobas® 6800/8800 (User Assistance
va/hodac User Guides) d€ bao tri thi€t bi thich hop.

Chay cobas® CMYV trén hé thong cobas® 5800

cobas® CMV ¢4 thé chay v6i mét thé tich mAu t0i thiéu 1a 500 pL trong d6 350 pL dugc xir Iy khi st
dung Ong thtr cap cobas® omni. Quy trinh xét nghiém dugc mo ta chi tiét trong Hudng dan van hanh hé
thong cobas® 5800 (User Assistance va/hoic User Guide). Hinh 2 duédi day tom tit quy trinh xét nghiém.
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cobas® CMV

H

—_—

nh 2 Quy trinh xét nghiém cobas® CMYV trén hé thong cobas® 5800

Ding nhap vao hé thong

Pua mau vao hé thong

«  Pua cac gia dung mau vao hé thong
*  Hg thong ty dong chuan bi

»  Cai dat xét nghiém

Nap thém thudc thir va bd sung cac vét li€u ti€u hao theo nhéc nhé cua hé théng
«  Nap Ién may (céc) cassette thudc thir cu thé véi xét nghiém
*  Nap Ién may cac gia mini dung ching

«  Nap lén may céc khay dau con tach chiét

«  Nap lén may céac khay dau c6n thu hdi nucleic axit

+  Nap lén may céc dia tach chiét

*  Nap lén may cac khay thai long

«  Nap lén may céc dia khuéch dai

*  Nap hop MGP 1én may

+  Nap thém dung dich pha lodng miu

*  Nap thém dung dich ly giai

«  Nap thém nudc rira hé théng

4

Khoi dong quy trinh bang cach chon nut Start processing trén giao dién nguoi diung, moi qua trinh chay

sau d6 s¢€ ty dong bt dau néu khong bi dung lai thu cong.

Xem lai va xuat két qua

Lay ra va day nidp moi dng mau c6 thé tich dat thé tich yéu cau tdi thiéu néu can sir dung trong twong lai
Vé sinh thiét bi

«  Léy gia mini dung mau ching hét ra

+ LAy (c4c) cassette thudc thir dic trung cho timg xét nghiém ra

+  Lam trong khoang chira dia khuéch dai thai

« Db sach chét thai long

« Db sach chét thai rin
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cobas® CMV

Chay cobas® CMYV trén hé thong cobas® 6800/8800

cobas® CMV ¢4 thé chay v6i mét thé tich mAu t0i thiéu 1a 500 pL trong d6 350 uL dugc xir Iy khi st
dung Ong thu cap cobas® omni. Quy trinh xét nghiém dwgc mo ta chi tiét trong Hudng dan van hanh h¢
thong cobas® 6800/8800 (User Assistance va/hodc User Guide). Hinh 3 duéi day tom tit quy trinh xét
nghiém.

Hinh 3 Quy trinh xét nghiém cobas® CMV trén hé thong cobas® 6800/8800

bang nhép vao h¢ qthéng )
Nhén Start dé chuan bi hé thong
Chi dinh xét nghiém

Nap thém thudc thir va b sung céc vat liéu tiéu hao theo nhic nhé ciia hé thong
«  Nap Ién may (céc) cassette thudc thir cu thé véi xét nghiém

*  Nap lén may cac gia mini dung chiing

«  Nap lén may cac khay dau con tach chiét

«  Nap lén may céc dia tach chiét

*  Nap hop MGP 1én may

«  Nap lén may céc dia khuéch dai

«  Nap thém dung dich pha lodng mau

*  Nap thém dung dich ly giai

«  Nap thém nudc rira hé théng

Pua mau vao hé thong
«  Nap khay miu va khay mang dng hirng dau c6n 15i vao mo-dun cap mau
*  Xac nhan cac mau da dugc chap nhan bén trong mo-dun chuyén mau

4 Bit dau chay bé'mg’céch nhan nut Start manually trén giao dién nguoi dung hoac dé may tu dong chay
sau 120 phut hodc néu mé do day

ol

Xem lai va xuat két qua

Lay ra va ddy nip moi dng mau c6 thé tich dat thé tich yéu cau tdi thiéu néu can sir dung trong twong lai
Vé sinh thiét bj

« Ly céc cassette ching rong ra

«  Lam trong khoang chira dia PCR thai

« Db sach chét thai long

« Db sach chét thai rin
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cobas® CMV

Két qua

Hé thdng cobas® 5800 va cobas® 6800/8800 ty dong xac dinh nong do DNA CMV trong mau thir va mau
ching. Nong 6 DNA CMV duoc thé hién bang don vi qudc té trong mdi mL (IU)/mL.

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

e Mot mau chimg am tinh [(-) C], va hai mau chiing duong tinh, mot mau chimg duong tinh ndng
do thap [CMV L (+) C] va mot mau ching duong tinh néng d6 cao [CMV H (+) C] dugc xtr Iy it
nhit mdi 72 gid va voi mdi 16 bo kit méi. Mau chimg duwong tinh va/hodc 4m tinh c6 thé duoc chay
thuong xuyén hon tuan theo quy trinh cia phong xét nghiém va/hoac quy dinh cua dia phuong.

e Trong phén mém COb,aS® 580Q va/hodc bao cdo, kiém tra c& hiéu va cac két qué li‘én quan dé dam
bao tinh hop 1€ cua két qua. Két qua duge tu dong gan la khong hop 1€ boi phan mém cobas® 5800
khi két qua cua mau chirng &m tinh hodc duong tinh khong dat.

LUU Y: Hé théng cobas® 5800 dugc cung cép v6i cai dat tiéu chuén la chay mot bd céac mau ching
(duong tinh va am tinh) trong moi mé chay, tuy nhién cai dat nay c6 thé dugc di€u chinh it thuong xuyén
hon, thanh moi 72 gi¢ tuan theo quy trinh ctia phong xét nghi€ém va/hodc quy dinh cua dia phuong. Vui
long lién h¢ véi dai dién Roche tai dia phuong dé bict thém thong tin.

Cac két qua ciia miu chirng trén hé thong cobas® 5800

Céc két qua ctia mau chimg duge hién thi trén phdn mém cobas® 5800 trong ting dung “Controls”.

e MaAu chung dugc hién thi “Valid” & cot “Control result” néu tat ca cac dich ctia mau ching duoc
bao céo la hop 1€. Mau ching dugce hién thi “Invalid” ¢ c¢ft “Control result” néu tat ca hodc mot
trong céac dich cia mau ching dugc bao cdo 1a khong hop 1€.

e Mau chung duogc hién thj ‘Invalid’ s& xut hién c& hiéu & cot “F lags”. Thong tin thém vé ly do
mau chung dugc bao cdo 1a khong hop 1€, bao gom ca thong tin cd hi€u dugce hién thi trong ché do
xem thong tin chi tiét.

e Néu mot trong cic mau ching duong tinh la khong hop 1¢, lap lai xet nghiém cho tat ca cac mau
chimg duong tinh va mau thtr ¢6 lién quan. Néu mau ching am tinh 1a khong hop 18, 1ap lai xét
nghiém cho tat ca cac mau chimg va mau thir ¢6 lién quan.

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

e Mot miu chimg 4m (-) C va hai mau chimg dwong, mot mau chimg duong thap [CMV L(+)C ] va
mot mau ching duong cao [CMV H(+)C] dugc xir Iy trong moi meé xét nghiém.

e Trong phan mém cobas® 6800/8800 va/hoic bao céo, kiém tra cd hiéu va cac két qua lién quan dé
dam bdo tinh hop 1€ cia mé.

® Mg xét nghiém hop 1¢ néu khong xuat hién c& bao cho tat ca ba mau chimg, gdom mot mau chimg
am va hai mau chimg duwong: CMV L (+) C, CMV H (+) C. K&t qua mau chtrng am tinh dugc hién
thi 1a (—) C va két qua mau chung duong tinh nong dd thap va cao dugc hién thi la CMV L (+) C
vaCMV H (+) C.

Sy v6 hiéu két qua duoc thuc hién ty dong boi phan mém cobas® 6800/8800 dya trén viéec mau chimg am
tinh va duong tinh khong dat.
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cobas® CMV

Co hiéu ciia miu chirng trén hé thong cobas® 6800/8800

Bing 11 Co hi¢u cua mau chimg d6i voi mau ching am tinh va duong tinh

MAu chirng Am Co hiéu Két qua Bién luin

tinh

C Q02 Khong hop | Mot két qua khong hop 1€ hodc két qua

’ (Mé mu chimg 1& tinh nong d§ cho mau chung &m nhung

khong dat) khong am tinh.

MAu chirng Co hi¢u Két qua Bién luin

dwong tinh

CMVL((#+)C Q02 Khéng hop | Mot ket qua khong hop 1¢ hay két qua
(Mé ching khong 1€ tinh nong do mau chung duong thap
dat) khong nam trong khoang gia tri chi dinh.

CMVH(#)C Q02 Khong hop | Mot k‘é't qua kh(:)ng hop 1¢ hay két qua
(Mé chung khong 1€ tinh néng d6 mau ching duong cao
dat) khong nam trong khoang gia tri chi dmh

Néu mé xét nghlem khong hop 1€, lap lai xét nghlem ctia toan bd mé bao gdm mau thir va mau chimg.

Bién luin két qua

DPdi v6i mot mé xét nghiém hop ¢, kiém tra tung mau thur riéng 1¢ vé ¢& hiéu trong phﬁn mém va/hodc
b4o cdo cuia hé thong cobas® 5800 va cobas® 6800/8800. Bién luan két qua nén dugc thuc hién nhu sau:

e Mot meé xét nghiém hop 1€ c6 thé bao gém két qua mau hop 1¢ va khong hop 1€.
Bang 12 Bién luan két qua dich cho timg két qua dich riéng 1é

Két qua Bién luian
Khong phat hién Khong phat hiécn DNA CMV
dich Bao céo két qua 1a “khong phat hién CM V™.

< Nong d6 toi thieu | Nong do tinh nam duédi gidi han dinh lugng dudi (LLoQ) cuia xét nghiém.
Bao céo két qua 1a “Phat hién CMV, thap hon (Nong d t6i thiéu)."

Nong d6 tdi thiéu = 34.5 IU/mL

Nong do Nong do tinh nam trong khoang tuyén tinh ciia xét nghiém - 16n hon hoic
bang Nong do tdi thiéu va nho hon hodc bang Nong do tbi da.

Béo céo két qua 1a “Phét hién (Nong do) cia CMV".

> Nong d6 toi da® Nong d¢ tinh nam trén gii han dinh lwong trén (ULoQ) cua xét nghiém.
Bio céo két qua 1 "Phat hién CMV, cao hon (Nong do tbi da)".

Nong d6 téi da = 1.0E+07 IU/mL

3 Két qua mau > Nong d6 tdi da 1a do nhiing mau duong tinh véi CMV dugc phat hién voi nong do nam
trén gioi han dinh luong trén (UL0Q). Néu muén thu duoc két qua dinh luong, mau gdc nén dugc pha
lodng v6i huyét twong nguoi chong dong bang EDTA am tinh voi CMV va can phai lap lai xét nghiém.
Nhén két qua thu duoc véi hé s6 pha lodng.

09198997001-04VI1

Doc Rev. 4.0 24



cobas® CMV

Bién luin két qua trén hé thong cobas® 5800

Céc két qua ciia mau thir duoc hién thi trén phan mém cobas® 5800 trong (mg dung “Results”.

Dbi v6i moét mé mau chimg hop 18, kiém tra timg mau riéng 1é vé ¢ hiéu trong phin mém va/hoic bao
cdo cuia hé thong cobas® 5800. Bién luan két qua nén duge thuc hién nhu sau:

Néu tat ca két qua dich cuia mau ching déu duogc béo cao hop 18, cac mau thir ¢6 lién quan dén mé
mau chimg hop 1¢ s& duoc hién thi 1a “Valid’ ¢ ¢t “Control result”. Néu tat ca két qua dich cua
mau chimg déu dugc bao cdo khong hop 1¢, cac mau thir ¢6 lién quan dén mé mau chimg khong
dat s& duoc hién thi 1a ‘Invalid’ & cot “Control result”.

Néu cac mau chimg co lién quan ciia mot két qua mau thir 1a khong hop 16, mot cd hiéu dic biét
s€ xuat hién trong két qua mau thir nhu sau:

o Q05D : Tham dinh két qua khong dat do mau chirg duong tinh khong hop 18
o Q06D : Tham dinh két qua khong dat do mau chimg am tinh khong hop 1é

Céc gia tri trong cot “Results” cho két qua dich ctia mdi mau thir riéng 1¢ phai dugc bién luan nhu
Béng 12 ¢ trén.

Néu ¢6 mot hodc nhiéu hon dich mau thir duge danh dau 1a “Invalid”, phén mém cobas® 5800 sé&
bao cd hi¢u ¢ cot “Flags”. Thong tin thém vé 1y do dich mau thir dugce bdo cao 1a khong hop 1€,
bao gdm ca thong tin co hi¢u dugc hién thi trong ché d6 xem thong tin chi tiét.

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

DPdi v6i mot mé xét nghiém hop ¢, kiém tra tung mau thur riéng 1¢ vé ¢& hiéu trong phﬁn mém va/hodc
b4o cdo cua hé thong cobas® 6800/8800. Bién luan két qua nén duoc thuc hién nhu sau:

Céc mau dugc danh déu “Yes” & cot ‘Valid’ néu tat ca Két qua dich yéu cau dugc bao céo 1a két
qua hop I¢.

Céc mau duogc danh dau “Khong” & cot ‘Hop 1€° co thé cén thao tac va bién luan thém. Céc gia tri
cho két qua dich cua moi mau thur riéng 1€ phai dugc bién ludn nhu Bang 12 ¢ trén.
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cobas® CMV

Cac giéi han vé quy trinh

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

Céc két qua dang tin cay phu thudc vao quy trinh 1y mau, bao quan va xir Iy mau dung cach.

Xét nghiém nay di duoc tham dinh chi sir dung cho huyét trong chong dong bang EDTA. Tién
hanh xét nghiém trén cac loai mau khac véi cobas® CMV c6 thé cho ra két qua khong chinh xAc.
Két qua do tai lwong vi rat trong huyét trong khong thé so sanh truc tiép voi két qua cua nhiing
loai mau khac.

Dinh luong DNA CMV c¢6 thé bi anh huéng boi phuwong phap 1dy mau, yéu té bénh nhan (nghia
1a tuoi, sy hién dién céc tri€u ching) va’hoac giai doan nhieém trung.

Céc dot bién trong viing bao ton cao ctia by gen DNA CMV polymerase (UL54) thudc xét nghiém
cobas® CMV c¢6 thé anh hudng dén sy gin két cac doan mdi va/hodc doan do dan dén két qua dinh
lugng vi rat thép hon hodc that bai trong viéc phat hién vi rut. cobas® CMV giam thiéu rui ro nay,
thong qua viéc str dung cac doan mdi khuéch dai du.

Do khac biét vén ¢ giita cac ky thuat, khuyén cdo rang trude khi chuyén tir cong nghé niy sang
cong nghé khac, ngudi s dung thuce hién cac nghién ciru trong quan cia phuong phap trong phong
thi nghiém ctia minh dé dinh lugng cac khéac biét cong nghé. Nguoi st dung phdi tuan theo quy
dinh/quy trinh riéng ctia minh.

cobas® CMV khong st dung nhu 1a mot xét nghiém sang loc su hién dién cia CMV trong mau

hay cac san pham tir mau va chua duoc dénh gid nhu 13 mot xét nghiém chan doan dé xac dinh
nhiem CMV.
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cobas® CMV

Panh gia hi¢u nang cin 1am sang

Pic tinh hiéu ning chinh dwoe thue hién trén hé thong cobas® 6800/8800

Gidi han phat hién (LoD)

Tiéu chuin Qudc té¢ WHO

Gi~c'7i hanvphét hién cua CQbaS® CMV duoc xac di,nh béng cach phan tich mot loat cac bac pha loang cua
mau chuén theo Tiéu chuan Quoc t&€ WHO thir nhat cho DNA Cytomegalovirus nguoi cho cac xet nghiém
sit dung k¥ thuat khuéch dai acid Nucleic (Tiéu chuin Quéc t¢ WHO HCMV thur nhat) do NIBSC quy
dinh trong huyet turong ngudi chong dong bang EDTA am tinh véi CMV. Dan miu gém 8 murc nong do

va mQt mau trang dugc xét nghiém bang ba 16 thudc thir xét nghiém cobas® CMV qua nhiéu mé chay,
nhiéu ngdy, nhidu ngudi van hanh va nhiéu may.

Két qua huyét twong chéng déng bang EDTA dugc thé hién trong Bang 13. Nghién cru chimg minh ring
cobas® CMV phat hién DNA CMV & ndng d6 23 IU/mL hodc cao hon véi ty 18 = 95%.

Bang 13 Gi6i han phat hién trong huyét twong chong dong bang EDTA

Nong d6 dau vao (CMV DNA | S6lanlip hoplé | S0 miu dwong Tilé %

1U/mL) tinh
92.0 189 189 100.00
46.0 189 188 99.47
34.5 188 187 99.47
23.0 189 181 95.77
11.5 189 158 83.60
5.8 189 117 61.60
2.9 189 66 34.92
1.4 189 28 14.81
0.0 189 0 0.00

LoD theo phan tich PROBIT ¢ ty 20.6 IU/mL
1€ 95% Khoang tin cdy 95%: 17.9 — 24.3 IU/mL
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cobas® CMV

Khoang tuyén tinh

Tinh tuyén tinh cta xét nghiém cobas® CMV dugc danh gia bang cach sir dung mot loat pha loang bao
gdm 10 thanh phan dan mau voi nhing ndng 46 CMV genotype gB-1 DNA trong pham vi tuyen tinh cua
xét nghiém. Mdi thanh phan dan mau dwoc thir nghiém 4 mau lap trong 4 16 thude thir cobas® CMV va
két qua nghién ctru dugc trinh bay trong Hinh 3.

cobas® CMV dugc chirng minh tuyén tinh tir 2.45E+01 TU/mL dén 1.34E+07 TU/mL.
Hinh 4 Xac dinh khoang tuyén tinh trong huyét tvong chéng déng bang EDTA
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cobas® CMV

D6 chum - trong phong xét nghiém

D06 chum cua xét nghiém cobas® CMV duoc xac dinh bang cac phén tich day pha loang cua mau vi rit
duoc nudi cdy & ndong d6 caoMerlin, gB-1 genotype) trong huyet tuong chong dong bang EDTA am tinh
v6i CMV. Mudi mirc pha lodng dugc thir nghiém trong 48 1an lip cho mdi nong do véi ba 16 thubc thir
xét nghiém cobas® CMV, sir dung ba may va ba ngudi van hanh trong 12 ngdy. Mdi miu déu trai qua
toan bd quy trinh ciia xét nghiém cobas® CMV trén hé thong cobas® 6800/8800 hoan toan ty dong. Do
do, do chum theo bao cao nay dai dién cho tat ca cac khia canh cua quy trinh xét nghiém. Két qua duoc
thé hién trong Bang 14.

cobas® C’MV thé hién d6 chum cao trong ba lo thudc thir duoc thir nghi¢m trong khoang né)ng d6 2.45E+01
IU/mL dén 1.34+07 IU/mL.

Bing 14 Do chum trong phong xét nghiém cua cobas® CMV

Huyét twong Huyét twong Huyét twong Huyét twong

ST PR s {3 L

(umr) | dinh(U/mL) Lo1 L62 L63 TAt cé cac 16

SD SD SD SD gop

2.00E+07 1.34E+07 0.03 0.06 0.02 0.04
9.11E+06 6.11E+06 10.04 0.04 10.03 0.04
1.00E+06 6.71E+05 10.05 0.03 1 0.06 0.05
1.00E+05 6.71E+04 10.06 0.05 10.03 0.05
1.80E+04 1.21E+04 10.06 0.04 1 0.05 0.05
1.80E+03 1.21E+03 10.04 0.03 1 0.04 0.04
2.00E+02 1.34E+02 10.13 0.10 011 0.12
1.00E+02 6.71E+01 0.14 0.11 10.09 0.12
4.60E+01 3.09E+01 10.20 0.23 017 0.20
3.65E+01 2.45E+01 022 0.20 10.23 0.22
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cobas® CMV

Tham dinh kiéu gen

Hiéu ning cia xét nghiém cobas® CMV dbi véi kiéu gen CMV Glycoprotein B duoc danh gia boi:
e Xac dinh gidi han phat hién cua kiéu gen Glycoprotein B 2 dén 4
e Xac dinh khoang tuyén tinh ciia kiéu gen 2 dén 4

Xac dinh gi6éi han phat hién ciia kiéu gen Glycoprotein B gB-2, gB-3 va gB-4

Dich ndi tir mau nudi cy té bao CMV cho ba kiéu gen Glycoprotein B khac nhau (gB-2, gB-3 va gB-4)
duoc pha lodng thanh ba ndng d6 khac nhau trong | huyét tuong chong dong bang EDTA am tinh voi CMV.
Xéc dinh ty 1& phat hién dugc thuc hién véi 63 mau lip cua mdi ndng d6. Thir nghiém dugce tién hanh véi
3 16 thude thir cobas® CMV Két qua duoc thé hién trong Bang 15. Cac két qua ndy xac nhan xét nghiém
cobas® CMV phat hién DNA CMYV cua ba kiéu gen khac nhau ¢ ndng do 34.5 TU/mL vdi ti 16 = 95%.

Bang 15 Xéc dinh gidi han phat hién kiéu gen DNA CMV

1725 | 17.25 17.25 34.5 34.5 34.5 51.75 51.75 51.75
IU/mL | IU/mL | IU/mL | IU/mL | IU/mL | IU/mL | IU/mL | IU/mL | IU/mL

Ki€u gen| g§1in | S6 mau |Ti 1¢ dich|_; ., S6 mau | Tilé dich |_ . S6 mau | Ti 1¢ dich

1ap hop| duwong % S(;llanllg_lp duong % Sohlanlléap duong %
16 tinh  [(95%CI)| "P€ | tinh [(95%CI*¥)| "OP€ | tinh  |(95%CI¥)

96.8 100.0 | 100.0

B2 | 63 | 61 63 63 63 63
g (99.6 %) (100.0) (100.0)
905 100.0 | 100.0

B3 | 63 | 57 63 63 63 63
g (96.4%) (100.0) (100.0)
87.3 100.0 | 100.0

B-4 | 63 | 55 63 63 63 63
g (94.4%) (100.0) (100.0)

* Khoang tin cay 95% bén phai
Xac dinh khoing tuyén tinh cho cac kiéu gen gB-2, gB-3 va gB-4

Loat pha lodng dung trong nghién ctru xac dinh tinh tuyén tinh cua kiéu gen ctia cobas® CMV bao gém 9
thanh phan dan miu nim trong khoang tuyen tinh cua xét nghiém. Thir nghiém dugc tién hanh voi 2 16
thudc thir cobas® CMYV, 16 1an 1ap cho mdi ndng do dugc xét nghiém trong huyét tuong chéng dong bang
EDTA.

Khoéng tuyén tinh cho cobas® CMV dugc x4c nhan cho tat ca ba kiéu gen (gB-2, gB-3 va gB-4).
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Tham dinh xét nghiém trén mau CMV khang thudc
Hiéu ning cta xét nghiém cobas® CMV trén nhitng mau CMV khang thudc dugc danh gia boi:

e Xac dinh gi6i han phat hién cua nhitng mau CMV khang thudc (khang Ganciclovir, Valganciclovir,
Cidofovir hodac Foscarnet)

e Xac dinh khoang tuyén tinh ctia cac mau CMV khang thudc (khang Ganciclovir, Valganciclovir,
Cidofovir hodac Foscarnet)

Xac dinh giéi han phat hién ciia nhitng mau CMYV khang thudc (khang Foscarnet hoiic Ganciclovir,
Valganciclovir va Cidofovir)

Dich ndi tr mau nudi cdy té bao cho hai mdu CMV khang thuéc khac nhau (khang Foscarnet hoac
Ganciclovir, Valganciclovir va Cidofovir) dugc pha loang thanh ba nong do khac nhau trong huyet tuong
chong dong bang EDTA am tinh voi CMV. Viéc xac dinh ti 1¢ phat hién dugc thue hién véi 63 lan lap &
mdi noéng d6. Thir nghiém duoc tién hanh véi 3 16 thude thir cobas® CMV Két qua duoc thé hién trong
Béang 16. Cac két qua nay xac nhan xét nghiém cobas® CMV phét hién DNA CMV cua hai mau khac
nhau khang Foscarnet hodc Ganciclovir, Valganciclovir va Cidofovir ndng do 34.5 IU/mL véi ti 1é dich >
95%.

Bang 16 Xac dinh gi6i han phat hién ctia nhitng mau CMV khang thudc

Lo, | 1r25 | 17.25 17.25 345 34.5 345 51.75 | 51.75 51.75
Vitri | yu/mL | 1U/mL | 1U/mML | IU/mL | IU/mL | 1U/mL | IU/mL | IU/mL | 1U/mL

Kha £ . |aot bién—— — — Pa— = —
Khang thuoc trong | S0 14n |S6 mAu Ti ¢ dich| S 14n | S6 mAu |Ti I¢ dich| S61an |S6 méu | Ti I¢ dich

uL54 (lap hop| duwong % 1ap hgp | duwong % 1ap hop | dwong %
1€ tinh  |(95%CI*)| 1€ tinh  |(95%CI*) 1€ tinh  [(95%CI*)

' ' ‘ ‘ 92.1 ‘ 100.0 - ' 100.0
Forscarnet | E756 63 58 63 63 63 63
> Q (97.4 %) (100.0) (100.0)
Ganciclovir . . ' . . . '
! 93.7 100.0 100.0
\Valganciclovir| L545S 63 59 63 63 63 63
Cidofovir (98.2%) (100.0) (100.0)

* Khoang tin cay 95% bén phai
Xac dinh khoang tuyén tinh ciia nhirng mau CMYV khang thudc (khang Foscarnet hoic Ganciclovir,
Valganciclovir va Cidofovir)

Loat pha loang dung trong nghién ctru xac dinh tinh tuyén tinh cua nhing mau CMV khang thudc cia
cobas® CMV bao gom 7 thanh phan dan miu nim trong khoang tuyen tinh cua xét nghiém. Thir nghiém
duoc tién hanh véi 2 16 thude thir cobas® CMV, 16 1an lap cho mdi nong do dugc xét nghiém trong huyét
twong chéng dong bang EDTA.

Khoéang tuyén tinh ciia cobas® CMV dugc xac dinh cho tit ca cac mau CMV khang thudc (khang
Foscarnet hodc Ganciclovir, Valganciclovir va Cidofovir).
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Do dac hiéu

D¢ dic hiéu cuia xét nghiém cobas® CMV duoc xac dinh bang cach phan tich nhitng mau huyet tuong
chéng dong bang EDTA am tinh v6i CMV tir nhimg nguoi hién ting riéng 1é. Sau trim 1 tam mau huyét
twong chéng dong bang EDTA duoc xét nghiém véi hai 16 thude thir cobas® CMV. Tét ca cac mau duoc
xét nghiém am tinh véi DNA CMV. Trong dan mau xét nghiém d6 dic hiéu ctua cobas® CMV 14 100%
(thdp hon gidi han tin ciy 95% mot bén: 99.5%).

Do dac hiéu phan tich

D¢ dic hiéu phan tich cta xét nghiém cobas® CMV duoc danh gia béng cach pha loang mdt dan mau vi
sinh dén ndng do twong dwong 1.00E+06 hat, ban sao, IU, bd gen hoic CFU/mL véi huyét twong chéng
d6ng bang EDTA duong tinh va 4m tinh véi DNA CMV. Céc sinh vét chuyén biét duoc thir nghiém duoc
liét ké trong Bang 15. Mdi thanh phan dan mau duoc danh gia v6i cobas® CMV. Khong c6 cac tac nhan
gy bénh khac CMV nao cho thdy anh huéng dén hiéu nang cia xét nghiém.

Bang 17 Cac vi sinh vat dugc thir nghiém phan tng chéo

Vi rat

Vi khuin

Nam men

Adenovirus tip 5

Propionibacterium acnes

Aspergillus niger

BK Polyomavirué

Staphylococcus aureus

Candida albicans

Vi rat Epstein-Barr

Chlamydia trachomatis

Cryptococcus
neoformans

Vi rat Viém gan B

Clostridium perfringens

Virat Viém gan C

Enterococcus faecalis

Vi rut Herpes Simplex tip 1

Escherichia coli

Vi rat Herpes Sirhplex tip 2

Klebsiella pneumoniae

Vi rut Herpes ¢ ﬁguéi tip 6

Listeria monocytogehes

Vi rat Herpes ¢ rigu(‘yi tip 7

Mycobacterium avium

Vi rut Herpes ¢ ﬁguéi tip 8

Neisseria gonorrhoeae

Vi rat gay suy giém mién dich &

nguoi-1

Staphylococcus epidérmidis

Vi rat gay suy giém mién dich &

nguoi-2

Streptococcus pyogenes

Papillomavirus ngu(‘)’i

Mycoplasma pneumoniae

ViratJC

Salmonella typhimurium

Parvovirus B19

Streptococcus pneumoniae

Vi rat varicella-Zoster
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P diic hi¢u phan tich — chat giy nhiéu

Céc ndng d6 cao cua triglyceride (34.5 g/L), bilirubin lién hop (0.25 g/L), bilirubin khong lién hop (0.25
g/L), albumin (58.7 g/L), hemoglobin (2.9 g/L) va DNA ngudi (2 mg/L) trong mau thir 3 dugc thir nghiém
v6i sy hién dién va khong hién dién cia DNA CMV. Su gay nhiéu cua nhiing chit noi sinh duogc thi
nghiém nay duoc chirng minh khong anh hudng téi hiéu ning cua xét nghiém cobas® CMV.

Anh huéng cia sy hién dién cac bénh tu mién nhu lupus ban d6 hé théng (SLE), viém khép dang thip
(RA) va khang thé khang nhan ciing duoc danh gia c6 hodc khong c6 sy hién dién cia DNA CMV. Hon
nira, cac hop chat thudc dugc liét ké trong Bang 18 dugc thir nghiém ¢ ba 1an Cmax véi su hién dién hodc
khong hién di¢n cia DNA CMV.

Tt ca nhimg hop chat c6 kha ning gy nhidu dwoc ching minh khong gy nhidu dén hiéu ning cta xét
nghi¢m.

Bang 18 Cac hop chat thudc dugc thir nghiém tinh giy nhidu dén sy dinh lugng DNA CMV bang cobas®
CMv

Nhém thudc Tén thudc generic Tén thudc generic
Khéng sinh Cefotetan Sulfamethoxazole
Khéng sinh Clavulanate kali Ticarcillin dinatri
Khéng sinh Fluconazole Trimethoprim
Khéng sinh Piperacillin Vancomycin
Khang sinh Tazobactam natri -

Thudc diéu tri vi rat Herpes Ganciclovir Cidofovir

Thubc diéu tri vi rat Herpes Valganciclovir Foscarnet

Uc ché mién dich Azathioprine Prednisone

Uc ché mién dich Cyclosporine Sirolimus

Ut ché mién dich Everolimus Tacrolimus

Uc ché mién dich Mycophenolate mofetil | -

Uc ché mién dich Mycophenolic acid -
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Hiéu ning so sanh véi xét nghiém COBAS® AmpliPrep/COBAS® TagMan® CMV
Higu nang cta xét nghi¢m cobas® CMV va COBAS® AmpliPrep/COBAS® TagMan® CMV dugc so sanh
bang cach phan tich cac mau huyét twong chong déng bang EDTA lay tir bénh nhan nhiém CMV. Tong
cong c6 275 mau huyet twong chong dong bang EDTA dugc xét nghiém hai lan va dai dién cho tat ca cac
kiéu gen CMV hop I¢ va trong pham vi dinh lugng cua ca hai xét nghi€ém. Phan tich hoi quy Deming dugc
thue hién.

Két qua hdi quy Deming duoc thé hién trong Hinh 5.

Hinh 5 Phan tich hdi quy ctia cobas® CMV so véi xét nghiém dinh luong CAP/CTM CMV
9

y=0.94x + 0.43
R? = 0.91

Trung binh Logiondng d6 cobas® CMV

Puong .
Puong hoi quy
Deming

0 T T T T T T T T
0 1 2 3 4 5 6 7 8 Q

Trung binh Logiondng d6 xét nghiém COBAS® AmpliPrep/COBAS® TagMan® CMV
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Sai s6 hé thong

Ty 18 sai s6 hé thong ciia xét nghiém cobas® CMV dugc x4c dinh bang cach thir nghi¢ém 100 lan I3p lai
cua mau huyet twong chong dong EDTA dugc nhiém v6i mot mau lam sang duong tinh voi CMV. Nhimg
mau nay dugc xét nghiém ¢ nong d6 khoang 3 lan LoD.

Két qua cta nghién ctru nay xac dinh tat ca cac ban sao déu hop 18 va duong tinh véi CMV dich, dan dén
ty 1¢ Sai s0 h¢ thong 1a 0% (khoang tin cay 95% la 0%-3.6%).

Nhiém chéo

Ty 1¢ nhi’ém chéo ctia xét nghiém Cobqs® CMV dugc xéc dinh bang cach thir nghiém 240 mau lap clia
mau huyét tuong nguoi binh thuong chong dong bang EDTA, am tinh véi1 CMV va 225 mau lap cua mau
CMV cb nong do cao 6 1.00E+06 IU/mL. Tong cdng, thuc hién ndim mé chay vdi cac mau duong tinh va
am tinh trong mot cau hinh ban co.

T4t ca 240 mau lap ctia mau am tinh khong phan Gng, dan dén ty 1¢ nhidm chéo 13 0% ( khoang tin cdy
95% la 0%-1.5%).
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Panh gia hiéu nang l1am sang dwgc thyc hién trén hé thong
cobas® 6800/8800

Do tai lap l1am sang

Do tai 1ap cua xét nghiém cobas® CMV dugc danh gia trén mau huyét trong chdng dong bang EDTA trén
hé thong Cobqs® 6800. Khao sat do tai 1ap va dsf) bién thién gilra cac 16 duzc_zc thuc hjén tai 3 trung tam, st
dung 3 16 thuoc thir. Hai ngudi van hanh tai moi trung tam thtr nghiém moi 16 thudc thu trong 6 ngay (3
ngay cho Nguoi van hanh 1 va 3 ngay cho Nguoi van hanh 2). Thyc hién 2 lugt chay moi ngay; moi lugt
chay thyc hién 3 lan 1@p cho moi thanh phén dan mau. Dir liéu duoc phén tich bang cach ap dung mé hinh
hon hop dé udce tinh tong phuong sai. Cac két qua danh gia dugc tom tat tir Bang 19 dén Bang 21.

Bang 19 dudi day cho thiy do tai 1ap lam sang cua xét nghiém tai cac diém nam trong khoang tuyén tinh.
Thé hién cac dong gdp tuong doi cua cac yeu to khac vao phuong sai quan sat duoc.

Bang 19 Ty 18 phan trim c6 thé tinh vao tong phuong sai (%TV), do 1éch chuan cta do chum toan pha‘:m
(SD), va CV(%) theo phan phdi log chuan cua nong dg DNA CMYV (logio IU/mL) bt thanh phan dan mau
duong tinh

. Nong d¢
Nong do DNA ‘N woi v Tron
DNA | CMV Trung | . 8" Lugt | oMY | opy |
9 Lot A van hanh * cung luwgt * Do chum
CMV trung | So lugng %TVe tam NG chay h chum toan
mong binh? xét v %TVe gay %TVc ey toan A
£ . ~ | (CV%) e | %TVC e | %TVC A phan
muon guan sat | nghiém d (CV%) . | (CV%) . | phan
SD p (CVw) p (CVw) ¢ | (CV%)
(logio dwgc SD sp¢ SD spe SD
1U/mL) (logio
1U/mL)
1% 6% 0% 3% 90%
2,01 2.07 324 (2.97) (6.49) (0.00) (4.47) (25.15) | 0.114 26.61
0.0129 | 0.0282 0.0000 0.0194 | 0.1076
10% 13% 3% 0% 74%
3.26 3.27 322 (4.29) (4.85) (2.50) (0.00) (11.71) | 0.059 13.64
0.0186 | 0.0210 0.0109 0.0000 | 0.0507
23% 0% 0% 0% 77%
3.86 3.90 324 (7.26) (0.00) (0.22) (0.00) (13.50) | 0.066 15.36
0.0315 | 0.0000 0.0010 0.0000 | 0.0584
15% 3% 1% 0% 81%
6.70 6.74 324 (5.16) (2.32) (1.52) (0.00) (11.98) | 0.058 13.35
0.0224 | 0.0100 0.0066 0.0000 | 0.0518
Luu ¥: Bang nay chi bao gom cac két qua véi tai lugng vi rat c6 thé phat hién.
& Tinh toan ap dung quy trinh SAS MIXED.
b'S4 lwong cac xét nghiém hop 18 vai tai lwong vi rat ¢ thé phat hién.
¢, TV = Phan trim tinh vio tong phuong sai
d Tinh toan st dung thanh phan phuong sai tir quy trinh SAS MIXED.
09198997001-04VI
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©CV% = LogN phan trim do bién thién = sqrt(10°[SD2 * In(10)] - 1) * 100
f Tinh toan sir dung tong phuong sai tir quy trinh SAS MIXED.
9 Tinh toan sir dung tong phuong sai tir quy trinh SAS MIXED.

DNA = deoxyribonqcleic acid; CMV = cytomegalovirus; Conc. = néng dd; SD = d6 1éch chuén; sqrt =
can bac hai; No. =s0

Béng 20 dudi day cho thdy chénh Iéch udc tinh cua tai lugng vi rit phat hién dugc dbi véi mdi thanh phan
dan mau duong tinh. C6 thé sir dung su chénh I¢ch nhi€u lan phat hién dugc dé danh gia nhiing thay doi
c6 y nghia thong ké trong tai lugng vi rat ciia bénh nhan khi dugc do lién tuc.

Bang 20 Chénh 1éch tai lvong vi rat phat hién dugce ddi v6i thanh phan dan mau duong tinh

X n Nong dd Do 1éch n .
Nong do | pyA My chuin caa | D9 léch | Sw chénh
DNA CMV R I . A chuin cuaa c A A
X trung binh | So lwong xét |  d9 chum A A 95% CL® (= | léch nhiéu
mong muon . Ao h A Chénh léch | u/mb) |14 (o pen
(Iog1o quan sat nghiém toan phan Giira Hai 0910 mL) |lan phat hién
\U/mL) dugrc (log1o (log1o Phép dob dugrc
IU/mL) IU/mL) P
2.01 2.07 324 0.11 0.16 0.31 2.06
13.26 $3.27 322 0.06 0.08 0.16 1.46
3.86 3.90 324 0.07 0.09 0.18 - 1.53
6.70 6.74 324 0.06 0.08 0.16 - 1.45

Luu y: Bang nay chi bao gdm céc két qua voi tai lugng vi rat ¢6 the phét hién. Gisi han dinh lugng dudi
(LLoQ) d61 voi xét nghiém nay 1a 3.45E+01 IU/mL, va gidi han dinh lugng trén (ULoQ) 1a 1.0E+07
IU/mL.

) lugng cac xét nghiém hop 1€ vai tai lugng vi rat co thé phat hién.

b P¢ 1éch chuan cua chénh léch giita hai phép do = sqrt(2 * (d0 1éch chuan cta d6 chum toan phan)”2).
¢ 95% CL = Giéi han tin cay = 1.96 * D¢ 1éch chudn ciia chénh léch giita hai phép do.

d Sy chénh léch nhiéu 1an phét hién dugc = 10°(1.96 * sqrt(2 * (d6 léch chuan tong)"2)).

DNA = deoxyribonucleic acid; CMV = cytomegalovirus; No. = $6 luong; sqrt = can bac hai.
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Béng 21 dudi day trinh bay cac két qua ciia d6 tai 1ap ddi voi thanh phan dan mau 4m tinh trén hé thong
cobas® 6800 System.

Bang 21 Do tai lap d6i v6i thanh phan dan mau am tinh

Nong d) DNA S6 xét Kétqua |Kétquaam | Ty I twong ClI chinh xac
CMYV mong muon | nghiém hgp | Dwong tinh tinh dong Am tinh? 959%0°
1¢
Am tinh 323 0 323 100.00 (98.86, 100.00)

2Ty 1é déng thuan am tinh = (s6 lwong két qua 4m tinh / tong sd xét nghiém hop 16 trong thanh phan dan
mau am tinh)*100%.

b Tinh toan bang cach ap dung phuong phap Clopper-Pearson khoang tin cdy chinh xac nhj phan.
DNA = acid deoxyribonucleic; CMV = cytomegalovirus; CI = khodng tin cdy.

Panh gia hiéu ning 1Am sang: quan thé bénh nhan ghép tang (SOT)

Nghién ctru nay duoc thiét ké dé danh gia sy phi hop 1am sang giita cobas® CMV va COBAS®
AmpliPrep/COBAS® TagMan® CMV Test (goi tat 1a TagMan® CMV) trong mot quan thé bénh nhan ghép
tang. Thir nghiém trén cic mau huyét tuong chong dong bang EDTA trit dong ton du di duoc lay tién ciru
tir nhirng bénh nhan ghép than tham gia trong nghién ctru mu d6i, ngdu nhién, c6 ddi ching véi gia dugc,
giai doan 2a cua mot phac dd phong bénh khang CMV. Vung muc tiéu cua xét nghiém duogc giai trinh ty
dbi voi cac mau thir co d6 1éch > 0.5 logio IU/mL gitra 2 xét nghiém, ciing nhu mot tap hop mau dai dién
khong c6 do 1éch vé phép do. Cac trinh ty lién quan dén do léch trung binh > 0.9 logio IU/mL dugc xéac
dinh 13 “co tac dong.” Chi cac trinh ty c6 tic dong anh hudng 16n dén cac muc tiéu d6i véi COBAS®
AmpliPrep/COBAS® TagMan® CMV Test dugc xac dinh.

Céc dic diém nhan khau hoc ciia quan thé bénh nhan dugc thé hién trong Bang 22.

09198997001-04VI
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Bang 22 Cac dac diém nhan khau hoc va dic diém 1am sang co sO cua cac bénh nhan SOT

Pic diém Nhom Théng ké
S6 lugng bénh nhan Téng s, N 107

Tudi (nim) Trung binh + SD 49+13.6
Tudi (nim) Trung vi 50

Tudi (ndm) Khoang do 18 - 76
Gié6i tinh, n(%) Nam 74 (69.2%)
Giéi tinh, n(%) Nir 33 (30.8%)
Séc toc, n(%) Géc Ty Ban Nha / Latinh 10 (9.3%)
Séc toc, n(%) Khong phai gbc Tay Ban Nha / Latinh 91 (85.0%)
Séc toc, n(%) Khong biét 6 (5.6%)
Chiing toc, n(%) Chéau A 1 (0.9%)

Chung tdc, n(%)

Ngudi da den / Nguoi My gdc Phi

16 (15.0%)

Chung toc, n(%)

Nguoi da tring

88 (82.2%)

Chung tdc, n(%) Khac 2 (1.9%)
Cam g rc ché mién dich, n(%) Co 26 (24.3%)
Cam (mg rc ché mién dich, n(%) | Khéng 81 (75.7%)

Nhanh nghién ctru, n(%)

Phac d6 phong bénh khang CMV

53 (49.5%)

Tinh trang huyét thanh hoc CMV,
n(%)

Nguoi cho Duong tinh, Ngudi nhan Am
tinh

107 (100.0%)

Luu y: Danh muyc khong xac dinh cho biét cac bénh nhan khong c6 thong tin twong tng hodc khong duoc

bao céo.

CMYV = cytomegalovirus, SD = Dg 1éch chuén.
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Sw phu hop 1am sang trong quan thé bénh nhéan ghép tang (SOT)

Twong dong tai dwdng chuin

Bang 23 dén Bang 26 dudi day cho thay cac két qua cua phan tich su phu hop, giita cobas® CMV va
TagMan® CMV sir dung cac ngudng: TND, < 1.37E+02 /> 1.37E+02 IU/mL , <5.00E+02 /> 5.00E+02
[U/mL va < 1.8E+03 /> 1.8E+03 IU/mL, twong tmg tir cac mau c6 thé danh gia thu dugc trong ngay hoic
ngay trudc khi bt dau diéu tri.

Bang 23 Phan tich sy phu hop cac két qua cua cobas® CMV va TaqMan CMV Test st dung ngudng
khong phat hién dich (cac mau dugce bét cap tai duong chuan khoi dau diéu tri khang CMV) trong quan

thé SOT
TagMan® CMV ® Twong dong
Puodng chuin cobas® Test Taq M_?QStCMV Téne cén theo hang
CMV Khong phat hién Phat hién g cong (CI chinh xac
dich 1€ 95%)?
0,
Khong phat hién dich 9 0 9 - AT )
e 96.8%
Phat hién 2 60 62 (88.8%, 99.6%)
Tong cong 11 60 71 -
Tuong dong theo cot 81.8% 100.0%

(CI chinh xéc 95%)?

(48.2%, 97.7%)

(94.0%, 100.0%)

Phan tram tuong dong
tong thé
(CI chinh xé&c 95%)?2

97.2%
(90.2%, 99.7%)

Gia trj p°

0.5000

Luu y: Chi nhitng mau bét cip c6 thé danh gia trong phan tich phu hop 1am sang tai dudng chuan duoc

dua vao bang nay.

2 Gia dinh tat ca cac mau doc 1ap véi nhau.

b Tinh to4n bang cach ap dung McNemar’s Test.
1 IU/mL = 1.1 ban sao/mL.
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Bing 24 Phan tich sy phu hop cc két qua cua cobas® CMV va TagMan® CMV Test sir dung ngudng
1.37E+02 TU/mL (cac mau dugc bat cap tai duong chuan khéi dau diéu tri khang CMV) trong quan thé
SOT

Puong chuin cobas® | TagMan® CMV TagMan® CMV Téng | Twong dong theo
CMmv Test Test cong hang
<1.37E+02 IU/mL | >1.37E+02 IU/mL (CI chinh xéc
(< 2.137 logio (=2.137 logio 95%)?
IU/mL) IU/mL)
< 1.37E+02 IU/mL 24 1 25 96.0%
(< 2.137 logao 1U/mL) (79.6%, 99.9%)
>1.37E+02 IU/mL 5 41 46 89.1%
(>2.137 logio 1U/mL) (76.4%, 96.4%)
Téng cong 29 42 71
Tuong dong theo cot 82.8% 97.6% - -
(CI chinh xé&c 95%)? (64.2%, 94.2%) (87.4%, 99.9%)
Ty 1¢ twong dong tong 91.5% - - -
thé (82.5%, 96.8%)
(CI chinh xéac 95%)?
Gia tri p° 0.2188 - - -

Luu ¥: Chi nhitng mau bt cip c6 thé danh gia trong phan tich phu hop 1am sang tai duong chuan dugc
dua vao bang nay.

Mau voi két qua “Target Not Detected” hodc mot két qua tai lwong vi it dudi 1.37E+02 IU/mL
dugc phan loai 1a “< 1.37E+02 1U/mL (< 2.137 logio [U/mL)”.

*Trong 5 bénh nhan véi céc mau trai nguoc, 2 bénh nhan dugc phat hién co sy sai khac trinh ty gay anh
huong.

2 Gia dinh tt ca cac mau doc lap véi nhau.
b Tinh toan bang cach 4p dung McNemar’s Test.
1 IU/mL = 1.1 ban sao/mL.
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Bing 25 Phan tich sy phu hop cc két qua cua cobas® CMV va TagMan® CMV Test sir dung ngudng
5.00E+02 IU/mL (cac mau dugc bat cap tai duong chuan khoi dau diéu tri khang CMV) trong quan thé
SOT

Puong chuin cobas® | TagMan® CMV | TagMan® CMV Test | Téng | Twong dong theo
Cmv Test >5.00E+02 IU/mL cong hang
<5.00E+02 IU/mL | (=2.699 logio IU/mL) (CI chinh xéc
(< 2.699 logio 95%0)2
IU/mL)
<5.00E+02 IU/mL 33 2 35 94.3%
(<2.699 logio IU/mL) (80.8%, 99.3%)
> 5.00E+02 TU/mL 7* 29 36 80.6%
(>2.699 logio IU/mL) (64.0%, 91.8%)
Tong cong 40 31 71 -
Tuong dong theo cot 82.5% 93.5% - -
(CI chinh xéc 95%)? (67.2%, 92.7%) (78.6%, 99.2%)
Phan tram tuong dong 87.3% - - -
tong thé (77.3%, 94.0%)
(CI chinh xac 95%)?2
Gid tri p° 0.1797 - - -

Luu ¥: Chi nhimg mau bét cip c6 thé danh gia trong phan tich phu hop 1am sang tai duong chuin dugc
dua vao bang nay.
Mau véi két qua “Target Not Detected” hoic mot két qua tai lwong vi rat dudi 5.+02 IU/mL dugc
phan loai 1a “<5.00E+02 IU/mL (< 2.699 logio IU/mL)”.

*Trong 7 bénh nhan véi cac mau trai nguge, 3 bénh nhan dugc phat hién co su sai khac trinh ty giy anh
hudng.

2 Gia dinh tat ca cac mau doc 1ap v61 nhau.
b Tinh to4n bang cach ap dung McNemar’s Test.
1 IU/mL = 1.1 ban sao/mL.
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Bang 26 Phén tich sy phu hop cac két qua cua Cobasq? CMV vé} Taq‘Man® CMV Test st dung ngudng
1.8E+03 IU/mL (cac mau dugc bat cdp tai duong chuan khoi dau di€u tri khang CMV) trong quan thé
SOT

Puong chuin cobas® | TagMan® CMV TagMan® CMV Tong Twong dong theo
CMV Test < 1.8E+03 Test > 1.8E+03 cong hang
IU/mL IU/mL (CI chinh xac 95%)2
(< 3.255 logio (= 3.255 logio
1U/mL) IU/mL)
< 1.8E+03 IU/mL 48 0 48 100.0%
(< 3.255 logio IU/mL) (92.6%, 100.0%)
> 1.8E+03 TU/mL 4* 19 23 82.6%
(>3.255 logio IU/mL) (61.2%, 95.0%)
Téng cong 52 19 71 -
Tuong dong theo cot 92.3% 100.0% - -
(CI chinh x&c 95%)? (81.5%, 97.9%) (82.4%, 100.0%)
Phan tram tuong dong 94.4% - - -
tong thé (86.2%, 98.4%)
(CI chinh xac 95%)?2
Gia tri pP 0.1250 - - -

Luu ¥: Chi nhimng mau bét cip c6 thé danh gia trong phan tich phu hop 1am sang tai duong chuan duoc
dua vao bang nay.
Mau véi két qua “Target Not Detected” hoic mot két qua tai lwong vi rat dudi 5.+03 IU/mL dugc
phén loai 1a “< 1.8E+03 1U/mL (< 3.255 logio IU/mL)”.

* Trong 4 bénh nhan v&i cac mau trdi nguge, 1 bénh nhan duoc phat hién ¢
2 Gia dinh tt ca cac mau doc lap véi nhau.

b Tinh toan bang cach 4p dung McNemar’s Test.

1 IU/mL = 1.1 ban sao/mL.
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Phan tich sir phin giai méi ngay

Bang 27 trinh bay phan tich sy phu hop cua su phén giai timg dot CMV d6i voi cac bénh nhan SOT tai
Ngay 14, Ngay 21, Ngay 28, Ngay 35, va Ngay 49 sau khi khoi dau diéu tri khang CMV.

Bang 27 Phén tich su phu hop cua su phan giai ting dot CMV dbi v6i cac bénh nhan da khoi dau diéu tri
khang CMV trong quan thé¢ SOT

Thoi diém Sau cobas® CMV TagMan® CMV | TagMan® CMV| Téng| Twong dong theo
khi Khéi dau Test Test cong hang
Dieu tri Khang Suw phan gidi cia| Khong c6 sw (CI chinh x&c
CMV Dot CMV? phan gidi cia 95%)
Dot CMV
Ngay 14 Su phan giai cia Dot 0 0 0 NC
CMV?
Ngay 14 Khong co sy phan giai 0 40 40 100.0%
cua Dot CMV (91.2%, 100.0%)
Ngay 14 Tong cong 0 40 40
Ngay 14 Twong dong theo cot NC 100.0% - -
(ClI chinh x&c 95%) (91.2%, 100.0%)
Ngay 14 Phan trdm tuong dong 100.0% - - -
tong thé (91.2%, 100.0%)
(CI chinh x&c 95%)
Ngay 14 Gia trj p° NC - - -
Ngay 21 Su phéan giai cia Dot 0 0 0 NC
CMV?
Ngay 21 Khong co6 sy phan giai 1 50 51 98.0%
cua Dot CMV (89.6%, 100.0%)
Ngay 21 Téng cong 15 0 51
Ngay 21 Twong dong theo cot 0.0% 100.0% - -
(ClI chinh xac 95%) (0.0%, 97.5%) | (92.9%, 100.0%)
Ngay 21 Phan tram tuong dong 98.0% - - -
tong thé (89.6%, 100.0%)
(CI chinh xac 95%)
Ngay 21 Gia tri pP NC - - -
Ngay 28 Su phén giai cua Dot 6 0 6 100.0%
CMV? (54.1%, 100.0%)
Ngay 28 Khong c6 su phan giai 4 46 50 92.0%
cua bgt CMV (80.8%, 97.8%)
Ngay 28 Tbng cong 10 46 56 -
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Thoi diém Sau cobas® CMV TagMan® CMV | TagMan® CMV| Toéng| Twong dong theo
khi Khéi dau Test Test cong hang
Dieu tri Khang Sw phan gidi cia| Khong c6 sw (CI chinh x&c
CMV Dot CMV? phan gidi cia 95%)
Pot CMV
Ngay 28 Tuong dong theo cot 60.0% 100.0% - -
(ClI chinh x&c 95%) (26.2%, 87.8%) | (92.3%, 100.0%)
Ngay 28 Phan tram tuong dong 92.9% - - -
tong thé (82.7%, 98.0%)
(CI chinh xac 95%)
Ngay 28 Gia tri p° 0.1250 - - -
Ngay 35 Su phén giai ctiia Dot 16 1 17 94.1%
CMV? (71.3%, 99.9%)
Ngay 35 Khong ¢6 su phan giai 8 31 39 79.5%
cua bot CMV (63.5%, 90.7%)
Ngay 35 Téng cong 24 32 56 -
Ngay 35 Tuong dong theo cot 66.7% 96.9% - -
(ClI chinh x&c 95%) (44.7%, 84.4%) | (83.8%, 99.9%)
Ngay 35 Phan trim twong dong 83.9% - - -
tong thé (71.7%, 92.4%)
(CI chinh xac 95%)
Ngay 35 Gia tri pP 0.0391 - - -
Ngay 49 Su phan giai cua Dot 38 0 38 100.0%
CMV? (90.7%, 100.0%)
Ngay 49 Khoéng c6 sy phan giai 7 12 19 63.2%
cua bgt CMV (38.4%, 83.7%)
Ngay 49 Téng cong 45 12 57 -
Ngay 49 Tuong dong theo cot 84.4% 100.0% - -
(ClI chinh xac 95%) (70.5%, 93.5%) | (73.5%, 100.0%)
Ngay 49 Phan tram tuong ddng 87.7% - - -
tong thé (76.3%, 94.9%)
(CI chinh xac 95%)
Ngay 49 Gia trj p° 0.0156 - - -

Trong cac bénh nhan dugc dua vao bang Ngay 14, 2 bénh nhan dugc phat hién su sai khéc trinh tu gay
anh huong. Trong cac bénh nhan dugc dua vao bang Ngay 21, 2 bénh nhan dugc phat hién su sai khac
trinh ty gdy anh hudng. Trong cac bénh nhan dugc dua vao bang Ngay 28, 3 bénh nhan dugc phat hién su
sai khéc trinh ty gdy anh hudng. Trong cac bénh nhan dugc dua vao bang Ngay 35, 3 bénh nhan duogc
phat hién Trong cac bénh nhan dugc dua vao bang Ngay 49, 4 bénh nhan dugc phat hién sy sai khac
trinh ty gdy anh hudng.
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2 Pot kiém tra lai cia mau CMV duoc xac dinh bang 2 mau lién tiép (5t nhat 1a 1dy mau cach nhau mot
tudn) da dugc thi nghiém ¢ muc duoi LLoQ cua TagMan® CMV Test (137 TU/mL), théng nhit voi
nhitng gi duoc khuyen nghi trong huéng dan hién hanh; vi du 2 mau “4m tinh” lién tiép di duoc khuyén
nghi lam diém cudi tai luong vi-rat dé diéu tri cac dot CMV cap tinh.

b Tinh toan bang cach ap dung McNemar’s Test.
CI = khoang tin cdy; NC = khong thé tinh toan; SOT = ghép tang

Khi duoc sir dung dé hd tro trong viée xac dinh qua trinh kiém tra lai cta cac dot nhiém vi rut tai Ngay
14, Ngay 21, Ngay 28, Ngay 35, va Ngay 49 (sau khi khoi dau diéu tri khang CMV), OPA giita cobas®
CMV va TaqMan CMV Test nam trong khoang 83.9% dén 100% (Bang 28).

Bang 28 Phan trim tuong dong tong thé theo tinh trang phan giai (khong phan giai / phén giai), sy phan
giai d6i v6i cac bénh nhan d3 khai dau diéu tri khang CMV trong quan thé SOT

_ Db ¢ : 2 Do tuong dﬁng Ph@n trim twong | CI chi nh Xac 95%
Théi diém ¢ twong cong Phin gidi ddng tong thé | Phan trim twong
Khong phan giai : : A 2 X
dong tong the
Ngay 14 100.0% (40/40) NC 100.0% (40/40) (91.2%, 100.0%)
Ngay 21 100.0% (50/50) 0.0% (0/1) 98.0% (50/51) (89.6%, 100.0%)
Ngay 28 100.0% (46/46) 60.0% (6/10) 92.9% (52/56) (82.7%, 98.0%)
Ngay 35 96.9% (31/32) 66.7% (16/24) 83.9% (47/56) (71.7%, 92.4%)
Ngay 49 100.0% (12/12) 84.4% (38/45) | 87.7% (50/57) (76. 39, 94.9%)

Luu y: bot klem tra lai cia mau CMV duoc xéac dinh bang 2 mau lién tiép (tot nhat 1a 14y mau cach nhau
mot tudn) da dugce thir nghiém ¢ muc dudi LLoQ cua TagMan® CMV Test (137 IU/mL), ‘ghong nhit
voi nhimg gi dugc khuyén nghi trong hudng dan hién hanh; vi du 2 mau “am tinh” lién tiép da dugc
khuyén nghi l[am diém cudi tai lugng vi-rat dé di€u tri cac dot CMV cap tinh.

2 trong téng s6 40 mau tai Ngay 14 duoc léy tor cac bénh nhan dugc phat hién c6 su sai khac trinh ty gay

anh huodng.

2 trong téng s6 51 mau tai Ngay 21 duoc léy tor cac bénh nhan dugc phat hién co su sai khac trinh ty gay

anh hudng.

3 trong téng s6 56 mau tai Ngay 28 duoc léy tor cac bénh nhan dugc phat hién c6 su sai khac trinh ty gay

anh hudng.

3 trong téng sb 56 mau tai Ngay 35 duoc léy tor cac bénh nhan dugc phat hién c6 su sai khac trinh ty gay

anh huodng.

4 trong téng s6 57 mau tai Ngay 49 duoc léy tir cac bénh nhan dugc phat hién c6 su sai khac trinh ty gay

anh huodng.

CMV = cytomegalovirus; LLoQ = Giéi han dinh luong dudi; NC = khéng thé tinh toan; SOT = ghép

tang.
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Sw twong dong tong thé giira cac mirc tai lwong vi rut khac nhau

Béng 29 dudi ddy cho thdy sy phi hop cia cac két qua tai lugng vi rat gira cobas® CMV va TagMan®
CMV Test cho tat ca 1898 mau duoc bat cap cé thé danh gid duoc trong quan thé SOT cua nghién clru su
phu hop 1am sang.

Bang 29 Tom tit cac phan tich sy phi hop (tit ca cac mau bat cip) trong quan thé SOT

Tét ca cic TagMan® | TagMan® | TagMan® | TagMan® | TagMan® | TagMan® | TagMan®
miu bit cip | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test
cobas® CMV (log1o (log1o (log1o (log1o (log1o (log1o (logio
(logwo IU/mL) | 1U/ML) IU/mL) IU/mL) IU/mL) IU/mL) IU/mL) IU/mL)

Khong <2137 | 2137 dén | 2.699 dén | 3.255dén | >3.899 | Téng cong
phat hién < 2.699 <3.255 < 3.899
Khoéng phat 1022 8 0 0 0 0 1030
hi¢n dich | | | | | |
<2.137 168 193 6 0 0 0 367
2.137dén< | 3 76 61 8 0 0 148
2.699
2699dén< | 0 VL 73 63 1 0 149
3.255
3255dén< | 1 5 B 44 58 0 116
3.899
>3.899 0 0 3f 1P 45 39 88
Téng cong 1194 204 151 116 104 -39 1898

Luu ¥: Tat ca 1898 mau bit cip c6 thé danh gia trong phén tich phu hop lam sang dugc dua vao bang nay.
Gi61 han Dinh lugng dudi (LLoQ) la 3.45E+01 IU/mL doi voi cobas® CMV va 1.37E+02 1U/mL
doi véi TagMan® CMV Test. logio (1.37E+02) = 2.137; logio (5.0E+02) = 2.699; logio (1.8E+03)
= 3.255; logio (7.943E+03) = 3.899.

8 Cac mau trai nguogc nay da dugc giai trinh ty va 2 trong s6 3 mau duoc phat hién c6 chtra ot bién co

anh hudng dang ke.

b Mau trai nguoc nay da dugc giai trinh ty va dugc phat hién c6 chira dot bién c6 anh huong dang ké.

¢ 8 trong s6 12 mau trai ngugc bat nguon tir 5 bénh nhan va tat ca 8 mau da dugc giai trinh ty va duoc phat

hién c6 chtra dot bién c6 anh huong dang ke.

9 5 mau trai ngugc nay bat nguon tir 3 bénh nhan; cac mau nay di dugc gidi trinh ty va 5 mau duoc phat

hién c6 chira dot bién c6 anh hudng dang ke.

¢ 7 trong s6 8 r,n5u trai ngugc bat nguép ttr 3 bénh nhan va tit ca 7 mau da duoc gidi trinh ty va dugc phat

hién c6 dot bién c6 anh huong dang ke.

3 mau trai nguoc r}éy bét nguén tur 2 bénhvnhén; cac mau nay da dugc gidi trinh tu va 3 mau dugc phat

hién c6 chira dot bién c6 anh hudng dang ke.
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Béng 30 dudi day cho thay tom tat sy phii hop cua cac két qua tai lugng vi rat qua cac ngudng khac nhau
(Khong phat hién dich, 137 IU/mL, 500 IU/mL, va 1800 IU/mL) cho tat ca cac mau bét cip trong quin
thé SOT.

Bang 30 Tom tit sy phu hop cua cac két qua tai luong vi rit qua cac ngudng khac nhau cho tit ca cac

mAu bét cip trong quan thé SOT.

Tét ca cac miu bit Phﬁp tram d¢ tuwong Phin tram dg thong | Phan tram twong dong
cip cobas® CMV dong < Nguong nhat > Ngudong tong thé
95% ClI 95% CI 95% CI
(n/N) (n/N) (n/N)
Khong phat hién dich 85.6% 98.9% 90.5%
83.5%, 87.5% 97.8%, 99.5% 89.1%, 91.8%
(1022/1194) (696/704) (1718/1898)
137 IU/mL 93.5% 98.5% 94.6%
(2.110g10 1U/mL¥*) 92.1%, 94.7% 96.8%, 99.5% 93.5%, 95.5%
(1391/1488) (404/410) (1795/1898)
500 1U/mL 93.8% 96.9% 94.2%
(2.7 logio 1IU/mL**) 92.5%, 94.9% 94.0%, 98.7% 93.1%, 95.2%
(1537/1639) (251/259) (1788/1898)
1800 1U/mL 96.5% 99.3% 96.7%
(3.3 logio IU/mL***) 95.5%, 97.3% 96.2%, 100.0% 95.8%, 97.4%
(1693/1755) (142/143) (1835/1898)

Luu y: Chi nhing mau bit cip co thé danh gia trong phan tich phu hop 14m sang duoc dua vao bang nay.
Mau c6 két qua “Khong phat hién dich” dugc phén loai 1a “< gia tri ngudng IU/mL”.

* Logio cua 2.137 dugc viét ngan gon 1a 2.1 logio 1U/mL

** |ogio ctia 2.699 dugc viét ngan gon 1a 2.7logio IU/mL

*** |_ogio ctia 3.255 duoc viét ngan gon 1a 3.3 logio IU/mML.

Khoang tin cay (CI) 95 % dugc tinh toan bang phuong phéap chinh x4c gia dinh tit ca cac mau doc lap voi

nhau.
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Bang 31 dudi day cho thiy su phu hop clia cac két qué tai lwong vi rat gitta cobas® CMV va TagMan®
CMV Test cho tat ca 272 mau bat cap co thé danh gia dugc tai Ngay 14, Ngay 21, Ngay 28, Ngay 35,
hodc Ngay 49 sau khi khéi dau diéu tri khang CMV trong quan thé SOT.

Bang 31 Tom tét cac phan tich su pht hop (cac mau bét cip tai cac thoi diém quan tim sau khi khoi dau
dicu tri khang CMV) trong quan thé SOT.

Tét ca cac thoi | TagMan® | TagMan® | TagMan® | TagMan® | TagMan® | TagMan® | TagMan®
diém quan tim | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test | CMV Test
cobas® CMV (logo (log1o (logo (log:0 (logio (logo (logio
(logwe IU/mL) | 1U/mML) | IU/mL)< | 1U/mL) | 1UmL) | 1U/mL) | IUmL) | I1U/mL)
Khong 2.137 2.137 den | 2.699den | 3.255deén | >3.899 | Tong cong
phat hi¢n <2699 | <3255 | <3.899
Khéng phat hién 24 3 0 0 0 0 27
dich
<2.137 36 42 1 0 0 0 79
2.137dén< | 0 27 18 0 0 0 45
2.699
2699dén< | 0 o 25 16 0 0 45
3.255
3255dén< | 0 o2 B 21 12 0 36
3.899
>3.899 0 0 oo 0 26 12 40
Tdng cong 60 78 47 37 38 12 272

Luu y: Chi céc miu bit cépbc() thé danh gié dugc trong phan tich SLf phu hop 1am sang tai cé:cbth(‘yi diém
quan tdm (Ngay 14, Ngay 21, Ngay 28, Ngay 35 hodc Ngay 49 sau khi khoi dau di€u tri khang
CMV) dugce dua vao trong bang nay. Gioi han Dinh lugng dudi (LLoQ) 1a 3.45E+01 IU/mL d61
véi cobas® CMV va 1.37E+02 TU/mL d6i véi TagMan® CMV Test.

logio (1.37E+02) = 2.137; logio (5.0E+02) = 2.699; log1o (1.8E+03) = 3.255; logo (7.943E+03) = 3.899.

2 4 mau nay da duoc giai trinh ty va hai trong s6 4 mau trai nguoc duoc phat hién co chira dot bién co anh

hudng dang ke.

b2 m'fu} trai nguoc ndy da dugc giai trinh tu va ca 2 mau dugc phat hién co chira dot bién c6 anh huong

dang ke.

¢ MAu trai ngugc nay di duoc giai trinh tu va dugc phat hién c6 chia dot bién c6 anh huong dang ké.
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Béng 32 dudi day cho thay tom tat sy phii hop cua cac két qua tai lugng vi rat qua cac ngudng khac nhau
(Khong phat hién dich, 137 TU/mL, 500 IU/mL, va 1800 IU/mL) cho tat ca cac mau bat cap tai Ngay 14,
Ngay 21, Ngay 28, Ngay 35, hodc Ngay 49 sau khi khoi dau dieu tri khang CMV trong quan thé SOT.

Bang 32 Tom tit sy phu hop cua cac két qua tai lugng vi rat qua cac ngudng khac nhau cho cac mau bt
cap tai Ngay 14, Ngay 21, Ngay 28, Ngay 35, hodc Ngay 49 sau khi khoi dau dicu tri khang CMV trong

quan thé SOT

Tét ca cac thm diém Phﬁp trim d6 twong | Phan tram d¢ thong L ' N
quan tam cobas® dong < Ngudng nhat > Nguong Phig,f riﬁlét;so;gglong
CMV 95% ClI 95% ClI g °
(n/N)
(n/N) (n/N)
| 40.0% 98.6% 85.7%
Khéng phét hién dich 27.6%, 53.5% 95.9%. 99.7% 80.9%, 89.6%
(24/60) (209/212) (233/272)
: 76.1% 3% 7.5%
137 1U/mL 6.1% 99.3% 87.5%
(2.1 logs 1UML®) 68.1%, 82.9% 95.9%, 100.0% 83.0%, 91.2%
' (105/138) (133/134) (238/272)
- 81.6% 100.0% 87.5%
500 1U/mL ) °0 . °0 0 °0
(2.7 logio 1U/ML*) 75.3%, 86.9% 95.8%, 100.0% 83.0%, 91.2%
' (151/185) (87/87) (238/272)
: 88.3% 100.0% 90.4%
1800 1U/mL 0 N N
(33 logzo 1U/ML**%) 83.3%, 92.2% 92.9%, 100.0% 86.3%, 93.7%
' (196/222) (50/50) (246/272)

Luu ¥: Chi cidc mau bat cap c6 thé danh gia dugc trong phan tich sy phu hop lam sang tai Ngay 14, Ngay
21, Ngay 28, Ngay 35 hodc Ngay 49 sau khi khoi dau diéu tri khang CMV duoc dua vao trong bang

nay.

Mau c6 két qua “Khong phat hién dich” duoc phan loai 14 “< gi tri ngudng IU/mL”.

* L0g1o ctia 2.137 duoc viét ngan gon 1a 2.1 logio IU/mL

** | 0g10 ctia 2.699 duoc viét ngin gon 13 2.7 logio 1U/mL

***|_0g10 clia 3.255 duge viét ngan gon 1a 3.3 logio IU/mL

Khoang tin cay (CI) 95 % duogc tinh toan bang phuong phéap chinh xac gia dinh tt ca cac mau doc 1ap voi

nhau.
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So sanh phwong phap trong quan thé bénh nhin ghép tang rin

Mot nghién ctru so sanh phuong phap duoc thyc hién dé danh gia hiéu ning ciia cobas® CMV so v6i mot
xét nghiém do tai luong vi rat CMV khéac da duge FDA phé duyét, 1a TagMan® CMV Test. Nghién ctru
sir dung 543 miu bét cip bao gdm 381 miu dwong tinh véi CMV 1y tir nghién ciru mu d6i, ngau nhién,
c6 dbi chimg voi gia dugc, giai doan 2a cua mot phac d6 phong bénh khang CMV da dugc dé cap ¢ trén,
duogc bd sung boi 64 mau con sot lai tir bénh nhan cay ghép va 98 mau gia 14p duoc tao ra bang cach thém
CMV nubi cdy (chung Merlin) vao huyét twong chdng déng bang EDTA 4m tinh véi CMV.

Béng 33 cung v6i Hinh 6 dén Hinh 8 trinh bay duong hoi quy Deming cua cac két qua tai lugng vi rit
(log1o IU/mL) tir cobas CMV va TagMan® CMV Test cua tt ca cac trung tdm két hop lai cho quan thé
bénh nhan ghép tang rén.

Bang 33 Thong s6 udce tinh ciia duong hdi quy Deming giita cac tai luong vi rat (logio IU/mL) trong quan
thé SOT (cobas® CMV so sdnh véi TagMan® CMV Test)

S6 Twong | ] Al A, Sai s 95% CJ2 :
Miu miu bit | Thong sé Thor;lgnsr(]) uoc tiéu o 0/0 ol r
cap chuan 0
Mau lam |- . . ' .
. L% o (0.283, 0.413)
sang va mau 543 Tung d6 goc | 0.348 0.407* 0.033 0.98
pha (0.356, 0.462)
Mau lam | | | | .
. T N (0.944, 0.979)
sang va mau 543 He¢ s6 goc 0.961 0.945* 0.009 0.98
pha (0.933, 0.957)
Miulam | S | . (0.120, 0.266) -
sang 445 Tung d6 goc | 0.193 0.229 0.037 (0.160, 0.301) 0.97
 Maulam | o | . (1.002, 1.044) |
sang 445 Hg so goc 1.023 1.010 0.010 (0.992, 1.030) 0.97
s ' ' . 0.012 (-0.114, 0.138) '
Mau ph T 0 g0 : .
au pha 98 ung do goc N/A 0.063 N/A 0.99
B ‘ o, 0.985 (0.960, 1.010) ‘
Mau pha 98 Hé¢ s6 goc N/A 0.013 N/A 0.99

Luu ¥: 26 mau tir 9 bénh nhan duoc loai trr khoi cac phan tich phuong phap so sanh do c6 c6 su sai khac
trinh ty gay anh huong. Bang nay chi bao gdm cac mau bat cap voi ting cdp két qua nam trong khoang tir
1.37E+02 IU/mL dén 9.1E+06 IU/mL, 1 khoang tuyén tinh trung lap giira hai xét nghiém.

2 Gia dinh tat ca cac mau doc 1ap véi nhau.

b Piéu chinh tuong quan giita cic mau tir ciing mot bénh nhan bang phwong phap bootstrap véi 500 lan
lap.

* Biéu thi phan vi thir 50 ctia phan phdi bootstrap ctia cac wdc tinh thong sd.

CI = khoang tin cdy; N/A = khong ap dung; r = hé s twong quan.
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cobas® CMV

Hinh 6 D6 thi hdi quy tuyén tinh Deming cua tai lugng vi rat (logio IU/mL) trong quan thé SOT (cobas®
CMV so sanh voi TagMan® CMV Test; mau 14m sang va mau pha)

8.0+ -

cobas CMV (logyo IU/mL)

Hbi quy Deming (N=543): Y = 0.348 + 0.961 X
r=0.98

Khodng tin cdy 95% cua Tung d6 gbc =(0.283, 0.413)
Khoang tin cay 95% ctia H¢ s0 goc =(0.944, 0.979)

20 25 30 35 40 45 50 55 60 65 70 75 80
Xét nghiém TagMan CMV (logio 1U/mL)

Luu y: 26 mau tir 9 bénh nhan duoc loai trir khoi cac phan tich phuwong phap so sanh do c6 c6 sy sai khac
trinh ty gdy anh hudng.

Hinh nay chi bao gom céc méq bat cip véi timg cap két qua nam trong khoang tir 1.37E+02 TU/mL dén
9.1E+06 IU/mL, 1a khoang tuyén tinh trung 1dp gitta hai xét nghiém.

CI = khoang tin cay;

r = hé s0 twong quan.
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cobas® CMV

Hinh 7 D6 thi hdi quy tuyén tinh Deming cua tai luong vi rat (logio [U/mL) trong quéan thé SOT (cobas®
CMV so sanh voi TagMan® CMV Test; mau 14m sang)

cobas CMV (logig 1U/mL)

Hbi quy Deming (N=445): Y = 0.193 + 1.023 X
r=0.97

Khoéng tin cdy 95% cuia Tung d6 gdc =(0.120, 0.266)
Khoang tin cdy 95% ciia Hé s6 goc =(1.002, 1.044)

45 50 55 60 65

T T
35 40
Xét nghiém TagMan CMV (log1o IU/mL)

Luu y: 26 mau tir 9 bénh nhan duoc loai trir khoi cac phan tich phuwong phap so sanh do c6 c6 sy sai khac

trinh ty gy danh hudng.

Hinh nay chi bao gém cac mﬁq bat cip véi timg cip két qua nam trong khoang tir 1.37E+02 IU/mL dén
9.1E+06 IU/mL, 1a khoang tuyén tinh trung lap gitra hai xét nghiém.

CI = khoang tin cay;

r = hé s0 tuong quan.
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cobas® CMV

Hinh 8 D6 thi hdi quy tuyén tinh Deming cua tai luong vi rat (logio [U/mL) trong quéan thé SOT (cobas®
CMV so sanh voi TagMan® CMV Test; mau pha)

804

754

7.0+

6.5+

6.0

554

504

454

40+

cobas CMV (logig IU/mL)

354

Hbi quy Deming (N=98): Y =0.012 + 0.985 X
r=0.99

Khodng tin cdy 95% cua Tung d6 gbc =(-0.114, 0.138)
Khoang tin cay 95% ctia H¢ s0 goc =(0.960, 1.010)

T T T T T T T T T T T T T
20 25 30 35 40 45 30 535 60 63 70 75 8O

Xét nghiém TagMan CMV (logzo 1U/mL)

Luu y: CI = khoang tin cdy;

r=hé so

tuong quan.
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cobas® CMV

D0 sai léch tai cac mire tii lwgng vi rat da chon

Bang 34 dudi day trinh bay do sai 1¢ch gitra cobas® CMV va TagMan® CMV Test tai 5 mure tai lugng vi
rut da chon tur 2.14 logio IU/mL dén 7.00 logio IU/mL véi cac gia tri twong duwong khong bién doi co lién
quan.

Bing 34 Do sai léch giira cobas® CMV va TagMan® CMV Test (logio IU/mL) tai 5 mirc tai luong vi rit

da chon (mau lam sang va mau pha)

Mau

Mirc tii lwgng vi rit
(qua TagMan® CMV Test)

Chénh 1éch h¢ thong?

Mau lam sang va mau pha

2.137 logio 1U/ml (1.37E+02 1U/ml)

0.265 logso 1U/mI (1.15E+02 1U/mL)

Mau lam sang va mau pha

2.699 logio 1U/ml (5.00E+02 1U/ml)

0.243 logo 1U/ml (3.74E+02 IU/mL)

Mau lam sang va mau pha

3.255 logso 1U/ml (1.80E+03 1U/ml)

0.221 logo 1U/ml (1.19E+03 1U/mL)

Mau lam sang va mau pha

4.000 logio 1U/ml (1.00E+04 1U/ml)

0.192 logso 1U/mI (5.56E+03 1U/mL)

Mau lam sang va mau pha

7.000 logso 1U/ml (1.00E+07 1U/ml)

0.075 logo IU/ml (1.89E+06 1U/mL)

Mau lam sang

2.137 logyo 1U/ml (1.37E+02 1U/ml)

0.242 logso 1U/mI (1.02E+02 1U/mL)

Mau lam sang

2.699 logyo 1U/mI (5.00E+02 1U/ml)

0.255 logso 1U/ml (4.00E+02 1U/mL)

Mau lam sang

3.255 logso 1U/ml (1.80E+03 1U/ml)

0.268 logo 1U/m (1.53E+03 IU/mL)

Mau lam sang

4.000 logso 1U/mI (1.00E+04 1U/ml)

0.285 logzo 1U/ml (9.28E+03 1U/mL)

Mau lam sang

7.000 logyo 1U/m (1.00E+07 1U/ml)

0.354 logio 1U/mI (1.26E+07 IU/mL)

M3u pha 2.137 logyo IU/ml (1.37E+02 1U/mI) | -0.020 logso 1U/ml (-6.19E+00 1U/mL)
M3u pha 2.699 logso 1U/mI (5.00E+02 1U/mI) | -0.028 logso 1U/ml (-3.17E+01 IU/mL)
Mau pha 3.255 logso 1U/mI (L.80E+03 IU/mI) | -0.037 logso 1U/mI (-1.46E+02 1U/mL)
Mau pha 4.000 logso IU/mI (L.OOE+04 1U/mI) | -0.048 logso 1U/ml (-1.05E+03 1U/mL)
M3u pha 7.000 logo 1U/mI (1.OOE+07 1U/mI) | -0.093 logio IU/ml (-1.93E+06 1U/mL)

2 Chénh léch trong TU/mL dugc tinh toan 1a 10 (cobas® CMV wdc tinh logio IU/mL) — 10 (TagMan® CMV
Test Mtrc Tai lugng vi rat logio 1U/mL).
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cobas® CMV

Chénh 1éch bit cip trung binh

Béng 35 dudi day trinh bay d chénh 1éch bt cgp trung binh giita cobas® CMV va TagMan® CMV Test
tai ngudng dai dién va 95% CI c6 lién quan duoc tinh todn bang cach sir dung t-test bat cip.?

Bing 35 Trung binh cta chénh I¢ch tai lugng vi rut timg cip ciia cobas® CMV trir di TagMan® CMV Test
(log1o IU/mL) tai cac khoang quyét dinh dai dién (IU/mL) trong quan thé SOT

, _ SE cho Trung
Khoéng chinh xac dai | Trung binh chénh | binh chénh ‘
x . A Aem por o x| 95% ClI

Miu dién N léch tirng ciip 1éch tung cap | ;

(IU/mL) (logse 1U/ML) (logio U/mL) | (10G IU/ML)
Maulam sang va | 4 27240710 < 2.0E403 275 | 0.234 0.013 (0.208, 0.260)
mau pha
Maulamsang va 1) oe 0310 < 2.0E404 143 | 0.260 0.019 (0.223, 0.296)
mau pha
Maulamsang va |5 6e L0410 < 1.0E405 |62 | 0.195 0.025 (0.145, 0.245)
mau pha
Maulamsang va |5 | g5 63 |0.012 0.025 (-0.039, 0.062)
mau pha
Maulam sang va | 50 1 543 0211 0.010 (0.191, 0.230)
miupha | | | | |
Mau lam sang | 1.37E+02to < 2.0E+03 |253 | 0.256 0.013 (0.230, 0.282)
Mau lam sang | 2.0E+03to < 2.0E+04 |122 |0.317 0.016 (0.285, 0.350)
Mau lam sing 2.0E+04to < 1.OE+05 |47 |0.251 0.027 (0.196, 0.305)
MAu lam sang > 1.0E+05 23 |0.201 0.030 (0.139, 0.262)
Mau lam sang | Téng thé 445 10269 0.009 (0.251, 0.288)
Miu pha 1.37E+02to < 2.0E+03 [22  |-0.017 0.044 (-0.108, 0.074)
Mau pha 2.0E+03t0 < 2.0E+04 (21  |-0.074 0.024 (-0.125, -0.024)
Mau pha 2.0E+04t0o < 1.OE+05 [15  |0.021 0.031 (-0.045, 0.086)
Mau pha > 1.0E+05 40  [-0.097 0.022 (-0.141, -0.053)
Mau pha Téng thé 98  |-0.056 0.015 (-0.087, -0.025)

Luu y: 26 mau tir 9 bénh nhan dugc loai trir khoi cac phan tich phuong phép so sanh do c6 €6 sy sai khac
trinh ty gy anh huong. Bang nay chi bao gdm cac méau bat cip véi timg cip két qua nam trong khoang tir
1.37E+02 IU/mL dén 9.1E+06 IU/mL, 1a khoang tuyén tinh trung lp giita hai xét nghiém. Cac két qua
bat cap nam trong khoang tuyén tinh trén ca hai xét nghiém duoc phén loai thanh cac khoang quyét dinh
dai dién dwa trén két qua cua TagMan® CMV Test (IU/mL).

? Céc khoang quyét dinh dai dién twong dwong (IU/mL) déi véi 1.37E+02 dén < 2.0E+03 (IU/mL) = 2.137
dén <3.301 (logiolU/mL), 2.0E+03 dén < 2.0E+04 (IU/mL) = 3.301 dén < 4.301 (logiolU/mL), 2.0E+04
dén < 1.0E+05 (IU/mL) = 4.301 dén < 5.000 (log1oIU/mL) va > 1.0E+05 (IU/mL) => 5.000 (logiolU/mL).

N = s6 lwong mau bit cip; SE = sai sd tiéu chuan; CI = khoang tin cay.
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cobas® CMV

Tong chénh léch cho phép (ATD)

Bang 36 cung v6i Hinh 9 dén Hinh 11 dudi day trinh bay cac két qua ATD st dung cac chénh 1éch theo
ting cip riéng 1é giita cobas® CMV va TagMan® CMV Test so sanh voi trung binh ciia chiing tai cac
ngudng dai dién va tinh toan phan trim cua cac két qua bat cip trong ving ATD.

Bang 36 Ty 1é phan trim cta cac miu trong quan thé SOT nam trong cac khoang gia tri (IU/mL) cta ving
Téng chénh 1éch cho phép (ATD) (cobas® CMYV so sanh v6i TagMan® CMV Test)

Ty 1€ phﬁp trim cta Mau
Ma Phan loai Khoing Khoang gia tri? bat cap nam trong Vung
a gia tri (1U/mL) ATD
% (n/N)
Mau lam sang va | 1) 1.37E+02t0 < 2.0E+03 | 95.6% (239/250)
mau pha
Mau lam sang va | 1.0 pinh 2.0E+03to <8.0E+03 | 89.6% (103/115)
mau pha
Maulamsangva | oo 8.0E+03 to 9.10E+06 95.5% (170/178)
mau pha
Mau lam sang va | s hé - 94.3% (512/543)
mau pha
M4u lam sang Thap 1.37E+02 to < 2.0E+03 | 95.2% (216/227)
Mau 1am sang Trung binh 2.0E+03t0 < 8.0E+03 | 88.2% (90/102)
Mau 14m sang Cao 8.0E+03 to 9.10E+06 93.1% (108/116)
Mau 1am sang Téng thé - 93.0% (414/445)
M4u pha Thép 1.37E+02 to < 2.0E+03 | 100.0% (23/23)
Mau pha Trung binh 2.0E+03 to < 8.0E+03 100.0% (13/13)
Mau pha Cao 8.0E+03 to 9.10E+06 100.0% (62/62)
Mau pha Téng thé - 100.0% (98/98)

Luu y: 26 mau tir 9 bénh nhan dugc loai trir khoi cac phan tich phuong phép so sanh do c6 ¢6 sy sai khac
trinh ty gdy anh huéng. Bang nay chi bao gdm cac mau bat cdp voi ting cap két qua nam trong khoang tir
1.37E+02 TU/mL dén 9.1E+06 IU/mL, 1a khoang tuyén tinh tring lip gitta hai xet nghlem
Céc két qua theo cip dugc phan loai thanh cac khoang gié tri tai lugng vi rit dya vao két qua ciia TaqMan®
CMV Test (IU/mL). ATD Zone = Ving Tong chénh 1éch cho phép.

? Khoang c6 gid trj y khoa twong duong (IU/mL) déi véi 1.37E+02 dén < 2.0E+03, 2.0E+03 dén < 8.0E+03
va 8.0E+03 dén 9.1E0+06 trong logio TU/mL lan luot 1a 2.137 dén < 3.301, 3.301 dén < 3.903 va
3.903 dén 6.959.

N = tong s6 mau bét cip nam trong khoang gia tri thich hop.
n = s6 lugng miu bt cip duoc bao gdm trong Ving ATD nam trong khoang gia tri thich hop.
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cobas® CMV

Hinh 9 D thi Tong chénh léch cho phép (ATD) ciia céc chénh 1éch tai lugng vi rit riéng 1é so sanh voi
trung binh cta ching (logio IU/mL) trong quan thé SOT (cobas® CMV so sanh voi TagqMan® CMV Test;
mau lam sang va mau pha)

2.0 O vung ATD

1.5

-1.0 Quan sét trong Vung ATD:

Téng: 94.3% (512/543)
-1.57 Theo khoang nhé hon:

Thap: 95.6% (239/250)
Trung binh: 89.6% (103/115)
204 Can: 95.5% (170/178)

1 2 3 4 5 6 7 8

Trung binh ctia Xét nghiém TagMan CMV va cobas CMV
(logao 1U/mML)

ATD = tong chénh léch cho phép. Obs. = quan sat.

cobas CMV - Xét nghiém TagMan CMV (logio 1U/mL)

Luu ¥: 26 miu tir 9 bénh nhan duoc loai trir khoi cac phan tich phwong phép so sanh do ¢6 ¢6 su sai khac
trinh ty gay anh huong. Hinh nay chi bao gom cac m'flu bét cap voi timg cap két qua nam trong khoang tur
1.37E+02 IU/mL dén 9.1E+06 IU/mL, 1 khoang tuyén tinh tring lap gilta hai xét nghiém. Cac két qua
theo cip dugc phan loai thanh cac khoang gia tri tai luong vi rat dwa vao két qua cuia TagMan® CMV Test
(IU/mL).
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cobas® CMV

Hinh 10 Do thi Tong chénh léch cho phép (ATD) cta céc chénh léch tai lugng vi rit riéng 1¢ so sanh voi
trung binh cta chung (logio IU/mL) trong quan thé SOT (cobas® CMV so sanh voi TagqMan® CMV Test;
mau lam sang)

2.0 O wving
ATD

1.5

-1.0 Quan sat trong Ving ATD:
Tong: 93% (414/445)

cobas CMV - Xét nghiém TagMan CMYV (logio 1U/mL)

-1.54 Theo khodng nh6 hon:
Thap: 95.2% (216/227)
Trung binh: 88.2%

20 (90/102)

1 2 3 4 5 6 7 8
Trung binh ctia Xét nghiém TagMan CMV va cobas CMV (logs, 1U/mL)

ATD = tong chénh léch cho phép. Obs. = quan sat.

Luu y: 26 mau tir 9 bénh nhan dugc loai trur khoi cac phan tich phuong phap so sanh do ¢6 6 su sai khac
trinh tw gay anh huong. Hinh nay chi bao gdm cac mau bt cap voi timg cip két qua nam trong khoang tir
1.37E+02 IU/mL dén 9.1E+06 IU/mL, 13 khoang tuyén tinh tring lip gitra hai xet nghiém. Cac két qua
theo cdp dugc phan loai thanh cac khoang gia tri tai lwong vi rat dya vao két qua ciia TagqMan® CMV Test
(IU/mL).
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cobas® CMV

Hinh 11 Db thi Téng chénh 1éch cho phép (ATD) cua cac chénh l&ch tai lugng vi rit riéng 1€ so sanh voi
trung binh ctia chiing (logio IU/mL) trong quan thé SOT (cobas® CMYV so sanh véi TagMan® CMV Test;

mau pha)

2.0

1.5+

-1.0

-1.54

cobas CMV - Xét nghiém TagMan CMV (logio 1U/mL)

2.0

Quan sat trong Ving ATD:
Tong: 100% (98/98)

O wvaong
ATD

Theo khoang nho hon:
Thép: 100% (23/23)
Trung binh: 100% (13/13)
Cao: 100% (62/62)

1 2

3

4 5

7

8

Trung binh cta Xét nghiém TagMan CMV va cobas CMV (logo 1U/mL)

ATD = tong chénh 1éch cho phép. Obs. = quan sat.

Twong dong véi cac miu Am tinh
30 mau CMV IgG am tinh duoc thir nghiém trén mdi xét nghiém va cac két qua dugce trinh bay trong Bang

37.
Bang 37 Cac két qua ctia mau xét nghiém CMV IgG 4m tinh (cobas® CMV so sanh v6i TagMan® CMV
Test)
® ® ' '
| TagMan® CMV TagMan TagMan® CMV Test TagMan® CMV
Test (1U/mL) CMV Test
cobas® CMV (1U/mL) . L U/mL (IU/mL) Test (1U/mL)
Khong phat hién (1U/mL) Téne con
dich < 1.37E+02 2 1.37E+02 ong cong
Khong phat hién dich 30 0 0 30
< 1.37E+02 0 -0 0 0
> 1.37E+02 0 0 0 0
Téng cong 30 0 0 30

Luu ¥: Gi6i han Pinh lugng dudi (LLoQ) 1a 1.37E+02 IU/mL d6i véi TagMan® CMV Test.

CMV = cytomegalovirus; 1IgG = immunoglobulin G.
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cobas® CMV

Panh gia hiéu ning 1am sang: quan thé bénh nhén cay ghép té bao goc tao mau
(HSCT)

Nghién ctru nay dugc thiét ké dé danh gia su phu hop giira cobas® CMV va COBAS®
AmpliPrep/COBAS® TagMan® CMV Test trong mot quan thé bénh nhén ciy ghép té bao gbc tao mau
(HSCT). Thir nghiém trén cac mau t6n du tir mot nghién ciru lam sang da trung tam ngau nhién, mu doi,
c6 ddi chimg véi gia dugc, giai doan 2 dé xac dinh liéu lwong thude brincidofovir dy phong CMV21

T4t ca cac mau thir nghiém c6 thé danh gia duoc thu thap theo thoi gian tir tong s6 258 bénh nhan. Ving
muc tiéu cua xét nghiém dugc gidi trinh ty ddi voi cac mau thir co do 1éch > 0.5 logio IU/mL gitra 2 xét
nghiém, ciing nhu mot tap hop mau dai dién khong c6 do léch vé phép do. Cac trinh ty lién quan dén do
1€ch trung binh > 0.9 logio IU/mL duoc xac dinh 1a “c6 tac dong.” Chi céc trinh tu ¢6 tac dong anh hudng
16n dén cac muc tiéu ddi véi COBAS® AmpliPrep/COBAS® TagMan® CMV Test duoc xac dinh.

Bang 38 dudi ddy tom tit cac dic diém nhan khau hoc va dic diém 14m sang co sé ctia 258 bénh nhén.

Bang 38 Cac dac diém nhan khau hoc va dic diém 1am sang co s¢ cua cac bénh nhan HSCT

Pic diém Nhom Thong ké
T6ng s6 bénh nhan Téng s6, N 258
Tubi (ndm) Trung binh + SD 51+12.3
Tubi (ndm) Trung vi 51
Tubi (ndm) Khoéng do 21-71
Gidi tinh, n(%) Nam 144 (55.8%)
Gidi tinh, n(%) Nir 114 (44.2%)
Séc toc, n(%) Géc Tay Ban Nha / Latinh 24 (9.3%)
Shc toc, n(%) Khong phai goe 1y Ban Nha/ 230 (89.1%)
Séc toc, n(%) Khong biét 4 (1.6%)
Chiing toc, n(%) Chau A 15 (5.8%)
Chiing toc, n (% ) Nguoi da den F{rﬁlguéﬁ M7§ gbc 10 (3.9%)
Chung toc, n(%) Nguoi da tring 228 (88.4%)
Chung toc, n(%) Khéc 5 (1.9%)
Nhanh nghién ctru, n(%) Phéc do phong bénh khang CMV 164 (63.6%)
Nhanh nghién ctru, n(%) Gia duogc 61 (23.6%)
Nhanh nghién ctru, n(%) Sang loc that bai 33 (12.8%)

Luu y: M6t bénh nhan khong c6 thong tin hodc khong dugc bdo cédo dugce phan loai 1a "Khong xac dinh"
cho dic diém tuong ting. Cac doan hé sau duoc bao gém trong danh muc phac dd phong bénh
khang CMV cho Nhanh nghién ctru: CMX001 Treatment Cohort 1, CMX001 Treatment Cohort
2, CMXO001 Treatment Cohort 3 va CMX001 Treatment Cohort 4.

CMV = cytomegalovirus; SD = D¢ léch chuén.
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Su phu hgp l1am sang trong quz}in thé HSCT

Twong déng tai nguwong nén dwa vao cac ngudng tii lwgng vi rut

Béng 39 cho thy sy twong dong giita cobas® CMV va TagMan® CMV Test sir dung ngudng Khong phat
hién dich tai la Ngudng nén doi vdi cadc bénh nhan da khéi dau dicu tri khang CMV.

Bang 39 Phan tich sy phu hop cua céc két qua cobas® va TagMan® CMV Test sir dung ngudng Khong
phat hi¢n dich trong quan thé HSCT

® 5
\ z TagMan™ CMV TagMan® CMV Twong dong theo
Duong chuan Test Test Tong cong hang
> n e L
cobas® CMV KKhong PRACKIER | phgt hign (CI chinh xac 95%)
Khong phat hién 100.0%
dich 1 0 = (71.5%, 100.0%)
. 85.7%
4 A *
Phat hién 8 48 56 (73.8%, 93.6%)
Téng cong 19 48 67 -
Tuong dong theo
cot 57.9% 100.0% i i
(CI chinh xac (33.5%, 79.7%) (92.6%, 100.0%)
95%)
Phéfln trdm tuong
dong tong the 88.1% ) ) i
(ClI chinh xac (77.8%, 94.7%)
95%)
Gia tri p? 0.0078 - - -

Luu y: Chi nhitng mau bét cip co thé danh gia trong phan tich phu hop 14m sang tai ngudng nén ddi véi
cac bénh nhan da khoi dau dieu tri khang CMV dugce dua vao bang nay.

* 1 trong 8 mau trai nguoc 13 tir cdc bénh nhan c6 su sai khac trinh tuy gdy anh hudng.
3 Tinh toan bang cach ap dung McNemar’s Test.

CI = khoang tin cay.

09198997001-04VI
Doc Rev. 4.0 62




cobas® CMV

Béng 40 cho thay sy tuong dong giita cobas® CMV va TaqMan CMV Test str dung ngudng 1.37E+02
IU/mL tai ngudng nén ddi v6i cac bénh nhan da khoi dau diéu tri khang CMV.

Bang 40 Phan tich sy phu hop cua cac két qua cobas® va TagMan® CMV Test sir dung ngudng 1.37E+02

[U/mL trong quan thé HSCT

(CI chinh xéc 95%)

(85.8%, 99.9%)

(82.8%, 99.9%)

TagMan® CMV | TagMan® CMV o
. 2 ® Test < 1.37E+02 Test > 1.37E+02 Twong dong theo
Duong cchl\‘;li;‘ cobas IU/mL IU/mL Téng cong hang
(< 2.137 logio (>2.137 logio (ClI chinh xac 95%)
IU/mL) IU/mL)
< 1.37E+02 IU/mL 36 1 37 97.3%
(< 2.137 logio 1U/mL) (85.8%, 99.9%)
>1.37E+02 IU/mL 1 2’9 30 96.7%
(>2.137 logwo IU/mL) (82.8%, 99.9%)
Téng cong 37 30 67 -
Twong dong theo cot 97.3% 96.7%

Phan trim tuong dong tong

for 97.0%
0, 0,
(CI chinh x4c 95%) (89.6%, 99.6%)
Gi trj p* 1.0000 - - -

Luu y: Chi nhitng mau bét cip c6 thé danh gia trong phan tich phi hop 1am sang tai ngudng nén véi cac
bénh nhan da khoi dau diéu tri khang CMV dugc dua vao bang nay. Mau véi két qua “Target Not
Detected” hodc mot két qua tai lugng vi rat dudi 1.37E+02 IU/mL dugc phan loai 1a “< 1.37E+02
IU/mL (< 2.137 logio IU/mL)”.

* () trong 2 mau trai nguoc 13 tir cic bénh nhan c6 sy sai khac trinh ty gdy dnh huong.

3 Tinh toan bang cach ap dung McNemar’s Test.

1.0E+00 IU/mL = 1.1 ban sao/mL.

CI = khoang tin cay.
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Béng 41 cho thay sy tuong dong giira cobas® CMV va TaqMan CMV Test str dung ngudng 5.0E+02
IU/mL tai ngudng nén dbi voi cac bénh nhan d khoi dau diéu trj khang CMV.

Bang 41 Phan tich sy phu hop cua cac két qua cobas® va TagMan® CMV Test sir dung ngudng 5.0E+02

[U/mL trong quan thé HSCT

(CI chinh xac 95%)

(91.8%, 100.0%)

(78.9%, 99.9%)

TagMan® CMV | TagMan® CMV N
. 2 ® Test < 5.0E+02 Test > 5.0E+02 2 Twong dong theo
Duong cchl\‘;li;‘ cobas IU/mL lU/mL Tong hang
con
(< 2.699 logio (= 2.699 log1o M8 | (CI chinh x4c 95%)
IU/mL) IU/mL)
< 5.0E+02 IU/mL ' 1 44 97.7%
(< 2.699 logio 1U/mL) 43 (88.0%, 99.9%)
> 5.0E+02 IU/mL 0 2‘3 23 100.0%
(>2.699 logio IU/mL) (85.2%, 100.0%)
Téng cong 43 24 67 -
. 100.0%
Tuong dong theo c)t ° 95.8%

Ty 1é twong dong tong the 98.5%
(95% chinh xéc Cl) (92.0%, 100.0%)
Gia tri p? 1.0000 - - -

Luu y: Chi nhitng mau bat cap co thé danh gla trong phan tich phu hop lam sang ta1 nguong nén dbi voi
cac bénh nhan da khoi dau diéu tri khang CMV duoc dua vao bang nay. Mau voi két qua “Target
Not Detected” hodc mot két qua tai lugng vi rat dudi 5.0E+02 IU/mL dugc phan loai 1a “< 5.0E+02
IU/mL (< 2.699 logio IU/mL)”.

0 trong 1 mau trai nguoc la tir cac bénh nhan c6 su sai khac trinh ty gay anh hudng.

2 Tinh toan bang cach ap dung McNemar’s Test.
1.0E+00 IU/mL = 1.1 ban sao/mL.

CI = khoang tin cay.
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Béng 42 cho thay sy tuong dong giira cobas® CMV va TaqMan CMV Test str dung ngudng 1.8E+03
IU/mL tai ngudng nén dbi voi cac bénh nhan d khoi dau diéu trj khang CMV.

Bang 42 Phan tich su phil hop cia cac két qua cobas® va TagMan® CMV Test sir dung ngudng 1.8 E+03

[U/mL trong quan thé HSCT

(CI chinh xéac 95%)

(86.3%, 99.5%)

(80.5%, 100.0%)

TagMan® CMV | TagMan® CMV N
. 2 ® Test < 1.8E+03 Test > 1.8E+03 2 Twong dong theo
buong CC“I\‘;R;‘ cobas 1U/mL IU/mL Tong hang
con
(< 3.255 loguo (> 3.255 log1o M| (CI chinh x4c 95%)
1U/mL) IU/mL)
< 1.8E+03 1U/mL 48 0 18 100.0%
(< 3.255 logio 1U/mL) (92.6%, 100.0%)
>1.8E+03 IU/mL 2 1‘7 19 89.5%
(>3.255 logio 1U/mL) (66.9%, 98.7%)
Téng cong 50 17 67 -
Tuong dong theo cot 96.0% 100.0%

Phan trdm tuong dong
tong thé
(CI chinh xéac 95%)

97.0%
(89.6%, 99.6%)

Gia tri p?

0.5000

Luu y: Chi nhitng mau bt cap c6 thé danh gla trong phan tich phu hop lam sang ta1 ngudng nén ddi véi
cac bénh nhan da khoi dau diéu tri khang CMV duoc dua vao bang ndy. Mau voi két qua “Target
Not Detected” hodc mot két qua tai lugng vi rat dudi 1.8E+03 IU/mL dugc phan loai 14 “< 1.8E+03
IU/mL (< 3.255 logio TU/mL)”.

* () trong 2 mau trai nguoc 13 tir cic bénh nhan c6 sy sai khac trinh ty gdy dnh huong.

3 Tinh toan bang cach ap dung McNemar’s Test.

1.0E+00 IU/mL = 1.1 ban sao/mL; 1.8E+03 IU/mL = 2000 ban sao/mL.

CI = khoang tin cay.
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Phan tich sy phan gidi cua tirng dgt CMV

Béng 43 dudi day cho thiy céc phan tich sy phu hop ciia sy phén giai timg dot CMV theo thoi diém doi
v6i cac bénh nhan nhiém vi rat huyét da khoi dau diéu tri khang CMV.

Bang 43 Cac phan tich sy phu hop cia sy phan giai timg dot CMV theo thoi diém ddi voi cac bénh nhan
HSCT nhiém vi rat huyét da khéi dau diéu trj khang CMV

® A
. Taq M‘?Qst CMV TagMan® CMV Test Tén Ttl;’](;gghgzng
Thoi diém|  cobas® CMV .St | Khéngcéswphin | oS hang
Sw phén gidi cia i4i cita Pot CMV cong (Cl chinh xac
Dot CMV? gtat cua ¢ 95%)
Noay 14 Su phan giai cua 0 0 0 NG
gay Pot CMV?

\ Khong c6 su phan 100.0%
Ngay 14 | i4i cira Dot CMV 0 14 141 (76.8%, 100.0%)
Ngay 14 Téng cong 0 14 14 -

Tuong dong theo

\ cot 100.0%

NGay 141 (ci chinh xac NC (76.8%, 100.0%) - -
95%)
Phr‘%ln tram tuong

\ dong tong thé 100.0% ) ) i

Ngay 14 | (i chinhxac | (76.8%, 100.0%)
95%)

\ Su phén giai cua 100.0%
Ngay 21 | 5o cmve 1 0 1| (2.5%, 100.0%)
\ Khong c6 su phan 100.0%
NGaY 21 | iai ciia Pot CMV 0 12 121 73,50, 100.0%)

Ngay 21 Tong cong 1 12 13 -
Tuong dong theo
Nodv 21 cot 100.0% 100.0% ] ]
gay (CI chinh xac (2.5%, 100.0%) (73.5%, 100.0%)
95%)
Phén trim tuong
‘ dong tong théd 100.0% ] ] ]
NGaY 21| cichinhxdc | (75.3%, 100.0%)
95%)
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® A
TagMan™ CMV TagMan® CMV Testl ..z Tuong dong
e xR ® Test n , A Tong theo hang
Thoi diem| cobas® CMV A eae Khong co6 sy phan n . .
Sw phén gidi cia i4i ciia Pot CMV cong (Cl chinh xac
Dot CMV? gtat cua ¢ 95%)
\ Su phan giai cua 100.0%
Ngay 28 | " bt cvve 2 0 2| (15.8%, 100.0%)
\ Khong c6 su phan 100.0%
NGy 28 | i4i cira Dot CMV 0 ! " | (59.0%, 100.0%)
Ngay 28 Téng cong 2 7 9 -
Naay 28 Twong ddng theo 100.0% 100.0% i
gay cot (15.8%, 100.0%) | (59.0%, 100.0%)
. Ty 1é tuong dong 100.0% ) ) i
Ngay 28 tdng thé (66.4%, 100.0%)
\ Su phén giai cua 100.0%
Ngay 49 | g0 cmve 3 0 3| (29.2%, 100.0%)
\ Khong c6 su phan 100.0%
NGaY 49 | 141 ciia Pot CMV 0 1 L 2.5%, 100.00%)
Ngay 49 Tong cong 3 1 4 —
Naay 49 | Twong dong theo 100.0% 100.0% ] )
gay cot (29.2%, 100.0%) (2.5%, 100.0%)
\ Ty 1é tuong dong 100.0% i ) i
Ngay 49 téng thé (39.8%, 100.0%)

Luu y: Chi nhitng bénh nhan véi két qua bét cip co6 thé danh gia trong phan tich phu hop lam sang tai
Ngay 14, 21, 28 hodc 49 sau khi khoi dau diéu tri khang CMV va vdi tinh trang phan giai san sang cho
tung xét nghlem tuong ing moi dugce dua vao bang nay. Hai bénh nhéan c6 sy phan giai cia tirng dot CMV
trén ca hai xét nghiém tai Ngay 28 va tinh trang phan gii ctia ho duoc chuyén tiép sang Ngay 49. Khong

6 bénh nhan dugc dua vao phan tich nay cho thiy c6 sy sai khac trinh tu gy anh huong.

& Su phan giai cua ting dot CMV dugc xac dinh bang 2 méu lién tiép (t6t nhat 1a 14y miu cach nhau mot
tuan) da duoc thur nghiém ¢ mirc dudi LLoQ cua TagMan® CMV Test (137 IU/mL), thong nhét
vo1 nhing gi duoc khuyen nghi trong hudng dan hién hanh; vi du 2 mau “am tinh” lién tiép da

duoc khuyén nghi lam diém cudi tai lugng vi-rat dé diéu tri cac dot CMV cp tinh.

CMV = cytomegalovirus. NC = khong thé tinh toan.
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Béng 44 du6i day cho thdy phan trim twong dong tong thé tir phéan tich sy phu hop ctia sy phéan giai timg
dot CMV giira cobas® CMV va TagMan® CMV Test ddi véi cac bénh nhan nhiém vi rat huyét tai Ngay
14, Ngay 21, Ngay 28, va Ngay 49. Udc tinh OPA 13 100% dbi véi tat ca cac thoi diém quan tim Do d6
dap tmg duoc tiéu chi chip nhan cho OPA.

Bang 44 Phan trim tuong dong tong thé tir phan tich sy pht hop cia sy phan giai timg dot CMV ddi véi

cac bénh nhan HSCT nhiém vi rat huyét da khoi dau diéu tri khang CMV

) Ty 1€ twong ﬁfﬁng Ty 1€ Eu’o’ngvd(‘“)ng - A 4 QRO
Théi diém tong thé tong thé Ty I¢ twong dong | Cl chinh xac 95%
Khéng phan giai Phan gigi tong the Phan tram tuong
gP g an g dong tong thé
Ngay 14 100.0% (14/14) NC 100.0% (14/14) |  (76.8%, 100.0%)
Ngay 21 100.0% (12/12) 100.0% (1/1) 100.0% (13/13) |  (75.3%, 100.0%)
Ngay 28 100.0% (7/7) 100.0% (2/2) 100.0% (9/9) (66.4%, 100.0%)
Ngay 49 100.0% (1/1) 100.0% (3/3) 100.0% (4/4) (39.8%, 100.0%)

Luu y: Hai bénh nhén ¢6 sy phan giai cua tung dot CMV trén ca hai xét nghiém tai Ngay 28 va tinh trang
phén giai cta ho dugc chuyén tiép sang Ngay 49. Khong c6 bénh nhan duoc dua vao phén tich nay cho
thdy c6 sy sai khac trinh ty gdy anh huong. Sy phan giai ciia timg dgt CMV duoc xac dinh bang 2 mau
lién tiép (t6t nhat 13 iy mau cach nhau mot tuan) da dugc thir nghiém ¢ muc dudi LLoQ cua TagMan®
CMV Test (1.37E+02 IU/mL), thong nhat véi nhitng gi dugc khuyen nghi trong hudng dan hién hanh; vi
du 2 mAu “4m tinh” lién tiép da duoc khuyén nghi lam diém cudi tai lugng vi-rat dé diéu tri cac dot CMV
cap tinh.

CMV = cytomegalovirus; LLoQ = Gi61 han dinh lugng dudi; NC = khong thé tinh toan.
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Sw twong dong tong thé cac mirc tai lwong vi rit

Béang 45 dudi day cho théy’ su tuong d6~rlg téng thé ctia cac két qua tai lwong vi rat giita cobas® CMV va
TagMan® CMV Test cho tat ca 1367 mau dugc bat cip trong nghién ciru sy phit hop 1am sang.

Bang 45 Sy twong dong téng thé giita cac két qua tai lugng vi rat cua cobas® CMV va TagMan® CMV

trong quan thé HSCT
TagMan® |- ' ® | ® | - ® | _
P TagMan® | T@dMan® | TagMan® | TagMan ® ®
Tt i cic mau | CMV Test| (¥ CMV Test | CMV Test | CMV Test | JadMan | TagMan
bt cap cobas® |  (10gw | CMV Test) =0, (lo (lo CMV Test | CMV Test
: IU/mL) (logso 910 9o Guo (og1o (og1o
CMV . IU/mL) IU/mL) IU/mL)
Khoéng 1U/mL) £ £ £ IU/mL) IU/mL)
(logo 1U/mL) hat hién <2137 2.137 deén | 2.699 dén | 3.255 dén > 3.899 Tén
phat ¢ : <2699 | <3255 | <3899 | =* g
_ dich
Khong phathién | - g,g 23 0 0 1 1 943
dich
<2.137 154 138 9 0 0 0 301
2.137 dén <
5699 0 13 24 5 0 0 42
2.699 dén < .
3.255 1 1 17 17 0 0 36
3.255 dén 3.899 0 0 0 8 16 1 25
> 3.899 0 0 0 0 10 10 20
Téng cong 1073 175 50 30 27 12 1367

Luu ¥: Tét ca cic mau bt cap c6 thé danh gia trong phan tich phu hop 14m sang dugc dua vao bang nay.
Gidi han Pinh lugng dudi (LLoQ) 14 3.45E+01 TU/mL d6i v6i cobas® CMV va 1.37E+02 IU/mL
dbi voi TagMan® CMV Test. Cac két qua dugc phéan loai vao mot trong s6 nim khoang gia tri tai
luong vi rut dua vao két qua IU/mL cia timng xét nghiém tuong tng.

7 mAu tir ba bénh nhan c6 sy sai khac trinh ty gdy anh hudong dugc bao gdm trong bang nay.

* Mau tir bénh nhan c6 su sai khac trinh tu gdy dnh hudéng.
logio (1.37E+02) = 2.137; logio (5.0E+02) = 2.699; log1o (1.8E+03) = 3.255; logo (7.943E+03) = 3.899.
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Béng 46 dudi day cho thay tom tit sy phil hop ciia cac két qua tai luong vi rat ddi voi tat ca cac mau bét
cap tir bénh nhan HSCT st dung cac ngudng khac nhau (Khong phat hi¢n dich, 137 IU/mL, 500 IU/mL,
va 1800 IU/mL).

Bang 46 Tom tit sy phu hop cua cac két qua tai luong vi rat ddi voi bénh nhan HSCT sir dung cac ngudng

khac nhau (tit ca mau bét cip)

Phﬁp tram d¢ tuwong Phﬁp trim do twong | Phan tram twong dong
- dong < Ngudng dong > Ngudng tong the
Nguong CI chinh xac 95% CI chinh xac 95% CI chinh xac 95%
(n/N) (n/N) (n/N)
| 85.6% 91.5% 86.8%
Khong phat hién dich (83.3%, 87.6%) (87.7%, 94.4%) (84.9%, 88.6%)
(918/1073) (269/294) (1187/1367)
. 0, 0, 0
1.37E+02 1U/mL 98.8% 90.8% 98.1%
(2.137 logio 1U/mL) (98.0%, 99.3%) (84.1%, 95.3%) (97.2%, 98.8%)
' Jio (1233/1248) (108/119) (1341/1367)
: [0) [0) [0)

5 0E+02 1U/mL 98.5% 89.9% 98.1%
(2,699 logso 1U/mL) (97.7%, 99.1%) (80.2%, 95.8%) (97.2%, 98.8%)
' (1279/1298) (62/69) (1341/1367)

(0) 0, [0)
1.8E+03 [U/mL- (98 ;?'4915 7%) (82 79;'99/90 4%) (98 7%3392 6%)
: .8%, 99.7% .7%, 99.4% .71%, 99.6%
(3.255 logso 1L/ m")_ (1320/1328) (37/39) (1357/1367)

Luu y: Tat ca cac miu bat cip c6 thé danh gia trong phan tich phii hop 1am sang dugc dua vao bang nay.
LOD cuia xét nghiém cobas® CMV 1a 3.45E+01 IU/mL. The LOD ctia TagMan® CMV Test la
1.37E+02 1U/mL.

Khoang tin cay (CI) 95 % duogc tinh toan bang phuong phéap chinh xac gia dinh tit ca cac mau doc 1ap voi

nhau.

1 IU/mL = 1.1 ban sao/mL; LOD = gi6i han phat hién
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Béng 47 dudi day cho thdy sy twong dong tong thé cua céc két qua cua cobas® CMV va TagMan® CMV
Test cho cac mau lay tu nhitng bénh nhan da khoi dau di€u tri khang CMV va lay tai cac thoi diém quan
tam dugc xac dinh trong dé cuong sau khi da khéi dau diéu tri khang CMV.

Bing 47 Tuong dong tong thé gitta két qua tai lugng vi rit cia cobas® CMV va TagMan® CMV Test tir
cac mau tai cac thoi diém quan tam sau khi da khoi dau dieu tri khang CMV trong quan thé HSCT.

TagMan®

TagMan®

Ao a s TagMan® TagMan® TagMan® TagMan® TagMan®
Thteachcthoi | vt PTG CMIV Test | oy Test CMIV Test | cv\Test | CMV Test
di¢m (logio 1U/mL) (log1o (logso (logio 1U/mL) (loguo (logzo (logzo
cobas® CMV N , 1U/mL) % 1U/mL)
(logso 1U/mL) Khong phat | 1U/ML) | ) oy qdy | 2:699den | 5 ossgén | 1Y/ML) IU/mL)
hién dich <2.137 <2699 < 3.255 < 3.899 >3.899 Tong
Khong phat hi¢n 17 1 0 0 0 0 18
dich
<2.137 10 8 0 0 0 0 18
2.137 dén < 2.699 0 0 0 0 0 0 0
2.699 dén < 3.255 1* 0 2 2 0 0 5
3.255 dén 3.899 0 0 0 2 0 0 2
>3.899 0 0 0 0 1 1 2
Tong cong 28 9 2 4 1 1 45

Luu y: Chi cdc mau bt cip co thé danh gia dugc trong phan tich sy phit hop 1am sang tai cac thoi diém
(Ngay 14, Ngay 21, Ngay 28 hodac Ngay 49) dugc dua vao trong bang nay. Gidi han Dinh lugng
dudi (LLoQ) 1a 3.45E+01 IU/mL d6i véi cobas® CMV va 1.37E+02 TU/mL d6i voi TagMan®
CMV Test. Céc két qué dugc phan loai vao mot trong s6 nam khoang gia tri tai lugng vi rat dua
vao két qua IU/mL cua ting xét nghiém twong tng.

* Mau tir bénh nhan c6 sy sai khac trinh ty gdy 4nh hudng.

logso (1.37E+02) = 2.137; logao (5.0E+02) = 2.699; logao (1.8E+03) = 3.255; logso (7.943E+03) = 3.899.
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Bang 48 dudi déy cho thiy tom tat sy phu hop cua cac két qua tai luong vi rat ddi véi cac mau bét cip tai
cac thoi diém quan tam sau khi khéi dau dicu tri khang CMV tir bénh nhan HSCT str dung cac ngudng
khac nhau (Khong phat hién dich, 137 IU/mL, 500 TU/mL, va 1800 1U/mL).

Bang 48 Tom tit sy phu hop cua cac két qua tai luong vi rat ddi voi bénh nhan HSCT sir dung cac ngudng

khac nhau (MAu tai cac thoi diém quan tim sau khi khéi dau diéu tri khang CMV)

Phﬁp tram do twong Ph?lp trim do twong | Phan tram twong dong
Nowdn dong < Nguéng dong > Ngudng tong the
gwong CI chinh xac 95% CI chinh xac 95% CI chinh xac 95%
(n/N) (n/N) (n/N)
| 60.7% 94.1% 73.3%
Khong phat hién dich (40.6%, 78.5%) (71.3%, 99.9%) (58.1%, 85.4%)
(17/28) (16/17) (33/45)
- 97.3% 100.0% 97.8%
(21'13377E|;02 'IUJ;Pn'—L) (85.8%, 99.9%) (63.1%, 100.0%) (88.29%, 99.9%)
4311010 (36/37) (8/8) (44145)
| 92.3% 100.0% 93.3%
(256'85722 IlIJL/JTrL_L) (79.1%, 98.4%) (54.1%, 100.0%) (81.7%, 98.6%)
09510010 (36/39) (6/6) (42145)
95.3% 100.0% 95.6%
(312'251’23 IlIJL/JTr:]_L) (84.2%, 99.4%) (15.8%, 100.0%) (84.9%, 99.5%)
99 10G10 (41/43) (212) (43/45)

Luu ¥: Tét ca cac mau bat cap c6 thé danh gia trong phan tich phi hop 14m sang dugc dua vao bang nay.
LOD ctia xét nghiém cobas® CMV la 3.45E+01 IU/mL.

The LOD cua TagMan® CMV Test la 1.37E+02 1U/mL.
Khoang tin cay (CI) 95 % dugc tinh toan bang phuong phép chinh x4c gia dinh tit ca cac mau doc lap voi

nhau.

1 IU/mL = 1.1 ban sao/mL; LOD = gi¢i han phat hi¢n
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cobas® CMV

So sanh phwong phap trong quin thé bénh nhan cay ghép té bao goc tao mau

Mot nghién ctru so sanh phuwong phap duoc thyc hién dé danh gia hiéu ning ciia cobas® CMV so v6i mot
xét nghiém do tai lwong vi rat CMV khac dd duge FDA phé duyét, 1a TagMan® CMV Test cho quan thé
bénh nhan ciy ghép té bao gdc tao mau. Nghién ciru da sir dung 204 cip mau bao gdm 107 mau duong
tinh CMV tir thr nghiém du phong CMV giai doan 2 dugc dé cap O trén, bd sung boi 97 mau pha duogc
tao ra bang cach thém huyét twong 4m tinh tir nhitng bénh nhan HSCT vd&i vi rat CMV nudi cay (ching
Merlin).

Bang 49 trinh bay thong s udc tinh cia dudong hdi quy Deming cua cac két qua tai luong vi rit (logio

IU/mL) tir cobas® CMV va TagMan® CMV Test theo loai mau.

Bang 49 Thong s6 wdc tinh cia dudng hdi quy Deming clia cac két qua tai luong virut (logio IU/mL) gitra
cobas® CMV va TagMan® CMV Test trong quan thé HSCT theo loai mau

Loai miu ?1(1)21]: ([);I;% .Thﬁn 50 Théng 0 Sai s titu 95% CI° | r
: ciip 5 Uéc tinh | chuén 95% Bootstrap CI°
hizunll:?nl;;:g 204 | Tungdo o145 | 0.041 (0.064,0227) 0.99
goc 0,172* ' (0.132, 0.219) '
MAiu lam sang ' '
- o 0.990 (0.972, 1.008) -
va mau pha 204 Heé s6 g6 0.009 0.99
P RO 0,980 (0.972, 0.990)
f Tungdo | -0.146 (-0.356, 0.064) -
Mau lam sang 107 abe -0.188* 0.106 (:0.462, -0.008) 0.96
X A e 1.110 (1.041, 1.178) -
Mau lam sang 107 H¢ s0 goc 1 125* 0.034 (1.066, 1.217) 0.96
. | Tungdo | -0.097 (-0.223, 0.028) '
M h 97 Z 0.063 0.99
au pha goc N/A N/A
. - o 1.025 (1.000, 1.049) -
Mau ph 7 HE s6 goc |- .012 .
au pha 9 € s0 goc N/A 0.0 N/A 0.99

Luu y: 7 mau tir ba benh nhan duoc loai trur kh01 cac phan tich phuong phap so sanh do c6 su sai khac
trinh ty gdy anh huong. Bang nay chi bao gdm céc cap mau lam sang va mau pha voi mdi két qua nam
trong khoang 1.37E+02 dén 9.1E+06 IU/mL, 1a khoang tuyén tinh chung ciia hai xét nghiém.

a Gia dinh tat ca cdc mau ddc 1ap véi nhau.

b Piéu chinh twong quan giita cac miu tir cing mot bénh nhan bang phuong phéap bootstrap véi 500 1an
lap.

* Biéu thi phan vi thir 50 ctia phan phdi bootstrap cta cac wdc tinh thong sd.

CI = khoang tin ciy; cobas® CMV = cobas® CMV dung trén hé thong cobas® 6800/8800 Systems; N/A
= khong ap dung; R = hé so tuong quan.
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cobas® CMV

Hinh 12 duéi ddy trinh bay d6 thi dwong hdi quy Deming ciia cac két qua tai luong vi rit (logio 1U/mL)
cia cobas® CMV va TagMan® CMV Test tir cac mau 14m sang va mau pha két hop.

Hinh 12 D6 thj hdi quy tuyén tinh Deming ciia tai lwong vi riit (logio IU/mL) trong quan thé HSCT (miu
lam sang va mau pha)

8 -

cobas CMV (loain IU/mL)

Hbi quy Deming (N=204): Y = 0.145 + 0.99 X
r=0.99

Khodng tin cdy 95% cua Tung do gbc =(0.064, 0.227)
Khoang tin cay 95% ctia H¢ s0 goc =(0.972, 1.008)

T T T T T T T
2 3 - 5 6 7 8

Xét nghiém TagMan CMV (logio 1U/mL)

Luu y: 7 mau tir ba bénh nhan duoc loai trir khoi cac phan tich phuong phap so sanh do cé su sai khac
trinh ty gdy anh hudng.

CI = khoang tin cay; r = h¢ ) tuong quan;
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cobas® CMV

Hinh 13 duéi ddy trinh bay d6 thi dwong hdi quy Deming ciia cac két qua tai lugng vi rit (logio 1U/mL)
ciia cobas® CMV va TagMan® CMV Test tir cac mau 1am sang.

Hinh 13 Db thi hdi quy tuyén tinh Deming cua tai lugng vi rat (logio IU/mL) trong quéan thé HSCT (mau
lam sang)

8 -

cobas CMV (logie 1U/mL)

Hbi quy Deming (N=107): Y =-0.146 + 1.11 X
r=0.96 )

Khoang tin cdy 95% cta Tung d6 goc =(-0.356, 0.064)
Khoang tin cdy 95% cua Hé s6 goc =(1.041, 1.178)

T T T T T T T
2 3 4 5 6 7 g

Xét nghiém TagMan CMV (logio IU/mL)

Luu y: 7 mau tir ba bénh nhan duoc loai trir khoi cac phan tich phuong phap so sanh do cé sy sai khac
trinh tu gay 4nh huodng.

CI = khoang tin cdy; r = h¢ s6 twong quan
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cobas® CMV

Hinh 14 duéi ddy trinh bay d6 thi dwong hdi quy Deming ciia cac két qua tai lugng vi rit (logio 1U/mL)
ciia cobas® CMV va TagMan® CMV Test tir cac mau pha.

Hinh 14 Db thi hdi quy tuyén tinh Deming cua tai lugng vi rat (logio IU/mL) trong quéan thé HSCT (mau
pha)

I 67
£
=)
3
2 54
>
=
(@]
[%2]
g
g 4
o

] Hoi quy Deming (N=97): Y =-0.097 + 1.025 X
e d r=0.99
1 Khoéng tin cdy 95% cuia Tung d6 gbc =(-0.223, 0.028)
Khoang tin cdy 95% ciia Hé s6 goc =(1.000, 1.049)

2 3 4 5 6 7 8
Xét nghiém TaqMan CMV (logzo 1U/mL)

CI = khodng tin cdy; r = hé s tuong quan
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cobas® CMV

Do sai 1éch tai cac mire vi rut da chon

Bang 50 duoi ddy trinh bay do sai I¢ch giira cobas® CMV va TagMan® CMV Test tai 5 mitc tai lugng vi
rat da chon tir 2.14 logio IU/mL dén 7.00 logio IU/mL véi cac gia tri tuong duong khong bién doi c6 lién

quan.

Bang 50 Do sai Iéch gitta CObaS CMV va TaqMan CMV Test (logio IU/mL) tai 5 mirc tai lugng vi rit
da chon trong quan thé HSCT (mAu lam sang va mau pha)

Loai mau

Mirc tdi lwgng vi rit
(qua TagMan® CMV Test)

Chénh Iéch h¢ thong giira cobas® CMV va
TagMan® CMV Test

Mau lam sang va mau pha

2.137 logio 1U/ml (1.37E+02 1U/ml)

0.124 logso 1U/mI (4.51E+01 1U/mL)

Mau lam sang va mau pha

2.699 logzo 1U/mI (5.00E+02 1U/ml)

0.118 logo 1U/ml (1.56E+02 IU/mL)

Mau lam sang va mau pha

3.255 logso 1U/ml (1.80E+03 1U/ml)

0.112 logo 1U/ml (5.32E+02 1U/mL)

Mau lam sang va mau pha

4.000 logso 1U/m (1.00E+04 1U/ml)

0.105 logso 1U/ml (2.74E+03 1U/mL)

Mau lam sang va mau pha

7.000 loguo IU/ml (1.00E+07 1U/ml)

0.075 logo IU/ml (1.89E+06 1U/mL)

Mau lam sang

2.137 logyo 1U/ml (1.37E+02 1U/ml)

0.089 logso 1U/m (3.12E+01 1U/mL)

Mau lam sang

2.699 logyo 1U/mI (5.00E+02 1U/ml)

0.151 logo 1U/ml (2.08E+02 1U/mL)

Mau lam sang

3.255 logso 1U/ml (1.80E+03 1U/ml)

0.212 logo 1U/ml (1.13E+03 1U/mL)

Mau lam sang

4.000 logzo 1U/mI (1.00E+04 1U/ml)

0.294 logio 1U/mI (9.68E+03 1U/mL)

Mau lam sang

7.000 logzo 1U/mI (1.00E+07 1U/ml)

0.624 logo 1U/mI (3.21E+07 IU/mL)

Mau pha 2.137 logo IU/ml (1.37E+02 1U/mI) | -0.044 logso 1U/mI (-L.3LE+01 IU/mL)
Mau pha 2.699 logzo 1U/mI (5.00E+02 1U/ml) |-0.030 logo IU/ml (-3.29E+01 1U/mL)
Mau pha 3.255 logso 1U/m (1.80E+03 1U/ml) | -0.016 logsoe U/ml (-6.36E+01 1U/mL)
Mau pha 4.000 logzo 1U/ml (1.00E+04 1U/ml) | 0.003 logso 1U/mI (6.93E+01 1U/mL)
Mau pha 7.000 logso 1U/mI (L.OOE+07 1U/mI) | 0.078 logso 1U/mI (1.97E+06 1U/mL)
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cobas® CMV

Chénh léch bit cip trung binh

Bang 51 dudi day cho thiy sai 1éch udc tinh theo trung binh chénh Iéch tung cap vé tai lwong vi rat quan
sat duoc theo loai mau Sai léch hé théng tong thé duoc wéc tinh trung binh la 0.107 logio 1U/mL trong
toan bo khoang tuyén tinh chung cho cac mau lam sang va mau pha két hop. Bang nay ciing cho thiy sai
1éch u6c tinh duge phan ting theo cac khoang quyét dinh dai dién.

Biing 51 Trung binh chénh 1¢ch timg cap vé tai lugng vi riit (logio IU/mL) gitta cobas® CMV va TagMan®
CMYV Test tai khoang quyét dinh dai dién (IU/mL) trong quan thé HSCT theo loai mau

. Lk . Trung binh | SE cho Trung
Kh t dinh

T dion (e dinh dai N chénhléch | binh chénh | 95% ClI

. : tirng ciap I¢ch tirng cap | (logio IU/mL)

‘ (logio 1U/mML) | (logio 1U/mL)

Mau lam sang va 1.37E+02t0 < 2.0E+03 |98 0.126 0.023 (0.080, 0.171)
mau pha
Maulimsangva |5 oE103t0<2.0E+04 |49 |0.121 0.032 (0.058, 0.184)
mau pha
Maulamsangva |, oe 0415 < 108405 |16 0.061 0.033 (-0.009, 0.131)
mau pha
Maulamsangva 19 o105 10 9.1E+06 |41 |0.062 0.024 (0.013,0.110)
mau pha
Mau lam sang va Téng thé 1204 |0.107 0.014 (0.078,0.135)
mau pha _ _ . _ _
Mau 1am sang 1.37E+02to < 2.0E+03 |77 0.170 0.024 (0.122, 0.219)
Mau 14m sang 2.0E+03t0 < 2.0E+04 |27 0.241 0.041 (0.157,0.326)
MAu lam sang 2.0E+04t0 < 1.OE+05 |1 0.178 - - |
Mau 1am sang 1.0E+05 to 9.1E+06 2 0.181 0.070 (-0.705, 1.068)
Mau ldm sang Tong thé 107 0.188 0.021 (0.148, 0.229)
Mau pha 1.37E+02t0 < 2.0E+03 |21 -0.037 0.043 (-0.127, 0.053)
Mau pha 2.0E+03t0 < 2.0E+04 |22 -0.027 0.025 (-0.079, 0.025)
Mau pha 2.0E+04to < 1.0E+05 |15 0.053 0.034 (-0.020, 0.126)
Mau pha 1.0E+05 to 9.1E+06 139 0.056 0.025 (0.006, 0.106)
Maiu pha Téng thé |97 0.017 0.016 (-0.015, 0.048)

Luu y: 7 mau tir ba bénh nhan duge loai trir khoi cac phén tich phuong phap so sanh do co6 sy sai khac
trinh ty gay anh huong. Bang nay chi bao gdm cac cip mau lam sang va mau pha két hop v6i mdi két qua
nam trong khoang 1.37E+02 dén 9.1E+06 TU/mL, 12 khoang tuyén tinh chung cia hai xét nghlem Céc két
qua theo cip duoc phan loai thanh cac khoang co gié tri y khoa dua vao két qua ctia TagMan® CMV Test
(IU/mL).

CI = khoang tin cay; N = ) luong mau bét cap; SE =sai sb tiéu chuan.

a Céc khoang chinh xéc dai dién twong duong (IU/mL) déi v6i 1.37E+02 dén < 2.0E+03 (IU/mL) = 2.137
dén <3.301 (logiolU/mL), 2.0E+03 dén < 2.0E+04 (IU/mL) = 3.301 dén < 4.301 (logiolU/mL), 2.0E+04
dén < 1.0E+05 (IU/mL) = 4.301 dén < 5.000 (log1oIU/mL) va > 1.0E+05 (IU/mL) = > 5.000 (log1olU/mL).
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cobas® CMV

Téng chénh léch cho phép

Bang 52 duéi day cho thiy phan trim céc két qua trong cac khoang thap, trung binh va cao ctia ving Tong
chénh 1¢éch cho phép theo loai mau.

Bang 52 Phﬁr_} trdm cic mau tai cac khoang thap, trung binh va cao cua ving Tong chénh 1éch cho phép
trong quan thé HSCT theo loai mau.

Loai méau Phén loai Khoang Khoang gia tri Ty 1€ phﬁn tram ctia MAu nim
gia tri (TU/mL)? trong Vung ATD
Méu lam sang va Thép 1.37E+02 to < 2.0E+03 98.9% (88/89)
mau pha
Méu lim sang va Trung binh 2.0E+03 to < 8.0E+03 93.9% (31/33)
mau pha
Mau lim sang va Cao 8.0E+03 dén 9.1E+06 98.8% (81/82)
mau pha
Mau lim sang va Téng thé - 98.0% (200/204)
mau pha _ _ _
M3u 1am sang Thép 1.37E+02 to < 2.0E+03 98.5% (65/66)
Mau l4m sang Trung binh 2.0E+03 to < 8.0E+03 91.3% (21/23)
Mau lam sang Cao 8.0E+03 dén 9.1E+06 100.0% (18/18)
Mau lam sang Tong thé - 97.2% (104/107)
M3u pha Thép 1.37E+02 to < 2.0E+03 100.0% (23/23)
M3u pha Trung binh 2.0E+03 to < 8.0E+03 100.0% (10/10)
Mau pha Cao 8.0E+03 dén 9.1E+06 98.4% (63/64)
Mau pha Tong thé - 99.0% (96/97)

Luu y: 7 mau tir ba bénh nhan dugc loa1 trir khoi cac phén tich phtrong phap so sanh do c6 su sai khac
trinh ty gdy anh huong. Bang nay chi bao gom cac mau bét cip voi mdi két qua nam trong khoang
1.37E+02 dén 9.1E+06 IU/mL, 1a khoang tuyén tinh chung ctia hai xét nghiém. Céc két qua theo cap dugc
phan loai thanh cac khoang gia tri dwa vao két qua cia TagMan® CMV Test (IU/mL).

ATD = tong chénh 1éch cho phép.

? Khoang ¢6 gié trj y khoa twong dwong (IU/mL) d6i v6i 1.37E+02 dén < 2.0E+03, 2.0E+03 dén < 8.0E+03
va 8.0E+03 dén 9.1E+06 trong logio IU/mL lan luot 1 2.137 dén < 3.301, 3.301 dén < 3.903 va 3.903 dén
6.959.
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cobas® CMV

Hinh 15 duéi day trinh bay d6 thi Téng chénh léch cho phép cua cac két qua tai lugng vi rat (logio 1U/mL)

ctia cobas® CMV va TagMan® CMV Test tir cac mau lam sang va mau pha két hop.

Hinh 15 D4 thi Tong chénh léch cho phép (ATD) ciia chénh léch tai lugng vi rat (logio 1U/mL) trong

quan thé HSCT (mau lam sang va mau pha)

2.0

1.5

-1.04

cobas CMV - Xét nghiém TagMan CMV (logio 1U/mL)

-1.54

204

O wving
ATD

Quan sat trong Vang ATD:
Tong: 98% (200/204)

Theo khoang nho hon:
Thap: 98.9% (88/89)
Trung binh: 93.9% (31/33)
Cao: 98.8% (81/82)

T

T
1 2

T

3

T

4

T

5

T T

6 7

Trung binh ctia Xét nghiém TagMan CMV va cobas CMV (logye 1U/mL)

Luu y: 7 mau tir ba bénh nhan duoc loai trir khoi cac phan tich phuong phap so sanh do cé sy sai khac

trinh tu gay anh huodng.

ATD = tong chénh 1éch cho phép. Obs. = quan sat.
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cobas® CMV

Hinh 16 dudi day trinh bay dd thi Téng chénh 1éch cho phép cua cac két qua tai lugng vi rat (logo IU/mL)
ciia cobas® CMV va TagMan® CMV Test tir cac mau 1am sang.

Hinh 16 Do thi Tdng chénh 1éch cho phép (ATD) ctia chénh 1éch tai lwong vi rat (logio ITU/mL) trong quan
thé HSCT (mau lam sang)

2.0 O ving
ATD
1.5+
z
§ 104
DSD \j}w\
2 o
= 054 [2)
> & o, O
o o
LY E— %@J Le® i g © |
- ¢)
g 0% %
= ) Q
g o
S
= 054
a0
a
;%
v 104 Quan sét trong Vung ATD:
; Téng: 97.2% (104/107)
O
(%]
8 154 Theo khoang nho hon:
3 Thap: 98.5% (65/66)
Trung binh: 91.3% (21/23)
204 Cao: 100% (18/18)
T T T T T T T T
1 2 3 4 5 6 7 8

Trung binh ctia Xét nghiém TagMan CMV va cobas CMV (logse 1U/mL)

Luu y: 7 mau tir ba bénh nhan duoc loai trir khoi cac phan tich phuong phap so sanh do cé sy sai khéc
trinh ty gdy anh hudng.

ATD = tong chénh 1éch cho phép. Obs. = quan sat.
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cobas® CMV

Hinh 17 dudi day trinh bay dd thi Téng chénh 1éch cho phép cua cac két qua tai lugng vi rat (logo IU/mL)
ciia cobas® CMV va TagMan® CMV Test tir cac mau pha.

Hinh 17 D6 thi Tong chénh 1éch cho phép (ATD) ctia chénh 1éch tai lwong vi rat (logio IU/mL) trong quan

thé HSCT (mau pha)
2.0+ O ving
ATD

1.5 4

z

§ 1.0+

5

2

S 054

=

o

g

S 00

<

e

=)

1

g 054

=

5

<

> 1.0+ Quan st trong Ving ATD:

3 Téng: 99% (96/97)

@

Q

g -1.54 Theo khoang nh6 hon:

Thap: 100% (23/23)
Trung binh: 100% (10/10)

204 Cao: 98.4% (63/64)

1

2

3

4

5

6 7

Trung binh ctia Xét nghiém TagMan CMV va cobas CMV (logse 1U/mL)

ATD = tong chénh 1éch cho phép. Obs. = quan sat.
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cobas® CMV

Twong dong véi cac miu 4m tinh

30 mau CMV IgG am tinh tir cdc bénh nhan HSCT duogc thir nghiém trén mdi xét nghiém va cac két qua
duogc trinh bay trong Bang 53 dudi day.

Bang 53 Cac két qua ciia mau am tinh CMV IgG thtru nghiém véi cobas® CMV va TagMan® CMV Test

cobas® CMV TagMan® CMV Test | TagMan® CMV Test| TagMan® CMV Test Téng
Khong phat hi¢n dich | <1 37E+02 IU/mML | > 1.37E+02 IU/mL cong
Khoéng phat hién dich 30 0 0 30
< 1.37E+02 IU/mL 0 0 0 0
> 1.37E+02 IU/mL 0 0 0 0
Tong cong 30 0 0 30

Luu y: Giéi han Pinh luong dudi 1a 34.5 IU/mL d6i voi cobas® CMV va 1.37E+02 IU/mL dbi véi
TagMan® CMV Test.

IgG = immunoglobulin G.

Két luan

cobas® CMV dinh luong mic DNA CMYV trong huyét tuong chéng dong bang EDTA véi d6 tuong dong
cao v6i xét nghiém TagMan® CMV Test da dugec FDA phé duyét. Két qua cua nhitng nghién ctiru nay
chimg minh sy phu hop 1dm sang cta cobas® CMV véi TagMan® CMV Test khi duoc sir dung dé theo
ddi trong diéu tri & bénh nhan ghép tang ran va bénh nhan ciy ghép té bao gdc tao mau.

Su twong quan giira cac hé thong / So sanh giira cic hé thong

Su tuong quan giira céc hé thong cobas® 5800, cobas® 6800 va cobas® 8800 dugc chimg minh qua cac
nghién ctru hiéu nang. Cac ket qua duoc trinh bay trong Hudng dan st dung cung céap thong tin hiéu nang
tuong quan cho tat ca cac h¢ thong.
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cobas® CMV

Thong tin bo sung

Tinh niang chinh cia xét nghiém

Loai miu Huyét twong chdng déng bang EDTA
Lwong miu tbi thiéu can thiét 500 pL*

Thé tich xi Iy méu 350 pL

D6 nhay phéan tich 34.5 IU/mL

Khoing tuyén tinh 34.5 IU/mL dén 1E+07 TU/mL

D dac hiéu 100%

Phat hién kiéu gen CMV Glycoprotein B Genotype 1-4

Phit hi¢n nhirng mau CMV khing Nhitng mau CMV khang Ganciclovir, Valganciclovir, Cidofovir
thuoc va Foscarnet

*Thé tich ton du 0.150 mL duoc xac dinh cho dng cobas® omni Secondary Tubes. Cac 6ng khac twong

thich véi hé Vthfr)ng gobas® 5800/6800/8800 (tham khao Hudng dan van hanh va/hoic Huéng dan sir dung)
c6 theé co the tich ton du khac va yéu cau the tich toi thi€u nhiéu hon hoac it hon.
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cobas® CMV

Ky hi¢u

Cic ky hiéu duéi diy dwge ding trén nhin san phim chin doan PCR ciia Roche.

Bang 54 Céc ky hiéu duoc dung trén nhén san phdm chin doan PCR cua Roche

Thiét bi khong

S6 TU QS cho méi
phéan tng PCR, st

Tudi hodc Ngay ding dé xét dung s6 Pon vi qudc
Age/DOB sinh @ nghiém gan Qs 1U/PCR té (IU) QS cho mdi
giudng bénh phan tung PCR trong
tinh toan két qua.
Thiét bj khong
Phan mém phu dung de tu xét SN SO serial
sw nghiém
Nha phan phdi
Luu y: Qudc gia
- (Luuy
— - Khodng chi dinh F/ ~ / khu vuc ép . e
Assigned Ra es/ml] - et e 4]
| Assigned Range [copi | (ban sao/mL) dung c6 thé dugc Slte Dia diém
chi dinh bén dudi
ky hiéu)
- Khoang chi dinh Khoéng st dung . 2
Assigned Range [10/mL] : :
[Assigned Range [I/mL]] (1U/mL) ® lai Procedure [Standard] Quy trinh chuan
Pai diép duoc .
uy quyén tai N Tiét trung bang
I B I REP Cong dong chau 9 Nu ethylene oxide
Au
, N A i Chi dung tron
YT Bang dirliéu ma danh giéghiéu ¢ Béo quan noi toi
BARCODE vach ning IVD
I £ 1A Mai thwong pham cal gn
I. UT S0 16 GT' N toan ciu &P J/ Giébi han nhiét do
-’ Nguy co sinh < 2 @ Tap tin Thong sb Xét
fgla\ hoc \ Nha nhp khau nghiém
| L/ TOF
Thiét bi y t& ding oy .
REF S6 danh muc I v D | trong chan doan T T ?; t dimg theo huéng
in vitro - y
Dau ching nhan Gi61 han dudi
tuan thu CE; I_ L R ctua Khoang chi Procedure [ UtraSensiive | (Quiy trinh siéu nhay
thi€t bi nay tuén dinh
thu cac yéu cau
c € hién hanh vé
ching nhan CE M3 dinh danh thiét bi
cua trang ”thiét dl Nam uDI duy nhéat
bi y té chan
doan in vitro
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Ngay ldy mau

Tham khao
hudng dan su
dung

Thanh phan du
cho <n> xét
nghiém

Thanh phan hop
thudc thur

Vit ligu kiém
soat (mau
chung)

Ngay san xuét

Thiét bi six dung
cho xét nghiém
gan giuong
bénh

Thiét bi dung dé
tu xét nghiém

> I*

=t

j =g

[+

QS copies /PCR

Nha san xuét
Vit liéu kiém
soat am tinh
(Mau chung am)

Khong vo trung

ULR

Urine Fill Line

Rx Only

Tén bénh nhan g

M sb bénh nhan

Tach ra ¢ day

Vat ligu kiém
soat duong tinh
(Mau ching
duong)

S6 ban sao QS
cho mdi phan
ung PCR, str
dung s6 ban sao
QS cho méi phin
ung PCR trong
tinh toan két qua.

G161 han trén caa
Khoang chi dinh

Vach dién nudc tiéu

Chi c6 tai My: Luat
Lién bang gidi han
thiét bi nay chi dugc
ban b1 hodc dua theo
yéu cau cuia bac si.

Str dung trudc ngay
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Hb trg ki thuat

Pé duge hd tro ky thuat, vui long lién h¢ vdi chi nhanh tai dia phuong:
https://www.roche.com/about/business/roche_worldwide.htm

Chii s& hiru va co sé san xuat

Bang 55 Chu s hitu va co s& san Xuat

San xuét tai My

| I Chi sé hiru:
Roche Molecular Systems, Inc.

1080 US Highway 202 South
Branchburg, NJ 08876 My
www.roche.com

San xuét tai My

Co s san xuit:

Roche Molecular Systems, Inc.
1080 US Highway 202 South
Branchburg, NJ 08876 My

Roche Diagnostics GmbH
Sandhofer Strasse 116

l . ’
77 68305 Mannheim, Puc

Thwong hiéu va bin quyén
Xem tai https://diagnostics.roche.com/us/en/about-us/patents

Ban quyén
©2023 Roche Molecular Systems, Inc.
Roche Diagnostics GmbH

EC|REP| sandhoferStr 116

68305 Mannheim
Germany 2797
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Théng tin Xét duyét Tai liéu

Doc Rev. 3.0 | Cap nhat trang ddu va Bang 2 va Bang 3 thém P/N cta bd miu chimg.
09/2022 Cap nhat muc Thwong hiéu va Ban quyén, bao gdbm duong dan.
Vui long lién hé Pai dién Roche tai dia phuong néu ban c6 bat cir cau hoi nao.
Doc Rev. 4.0 | Khoi phuc thé tich mau t6i thiéu vé mirc ban dau trong phan Huéng din sir dung va Tinh
05/2023 nang chinh cua xét nghiém.

Cap nhat tuyén bd co quan c6 thim quyén.

Cap nhat thuong hiéu cobas®.

Chinh stra nho vé cach dién dat.

Vui long lién hé Pai dién Roche tai dia phuong néu ban c6 bat cir cau hoi nao.

Vui 1ong xem tom tit vé an toan va bao co hiéu ning tai: https:/ec.europa.eu/tools/eudamed.

Luru y: Ludn sir dung mot ddu cham (ddu cham c,du/dd'u chdam hét) trong to hwong dan sir dung dé ngan
cach phan nguyén va phan thdp phan cua mot so thap phan. Khong sw dung dau phdan cach cho hang

nghin.

Luu y: Trong tdi liéu nay, vit liéu kiém sodt dwoc goi la chirng/mdu chitng.
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