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Tiéng Viét Thuéc thir ly giai cac 1€ bao, tach chiét everolimus, va két taa hau hét
Théng tin hé théng céc protein frong mau. Cac mau da tién xi ly dugc quay ly fam va sau

Cho may phan tich cobas e 411: ma sé xét nghiém 1030
Cho may phan tich cobas e 601 va cobas e 602: Ma s6 ung dung 486

Muc dich st dung

Xét nghiém mién dich in vitro dung dé dinh lugng everolimus trong
mau toan phan ngudi. Xét nghiém duoc ding dé hé tro theo déi bénh
nhan cay ghép than, gan va tim dugc diéu fri everolimus.

Xét nghiém mién dich dién hoa phat quang “ECLIA” duge dung cho
cac may xét nghiém mién dich Elecsys va cobase.

Tom tat

Everolimus la mot dan xuat caa sirolimus thueng dugc tao thanh cho
dudng usng va dugc téng hop béi su khit nhém 2-hydroxyethyl &
nguyén i carbon & vi tri 40 cua sirolimus.! Thuée nay ¢é nhiéu tng
dung 1am sang, dién hinh nhat la trong ghép fang, ung thu va tim
mach.2 Da c6 chdng minh rang viéc thay thé sém cac chat uc ché
calcineurin nhu cyclosporin véi mot phac d6 st dung everolimus cé
thé cai thién két qua lau dai & bénh nhan ghép than.3

Everolimus thé hién tac déng uc ché mién dich va tac dong chéng
tang sinh théng qua su gan két vai FKBP-12 va theo sau la su tic ché
tin hiéu qua frung gian MTOR, mét ca ché giéng nhu sirolimus.
Everolimus thé hién hoat tinh in vivo tuang tu nhu sirolimus.2

Khi xam nhap vao & bao, everolimus gan két véi nhiéu immunophilin
FKBP-12. Phuc hgp everolimus-FKBP-12 gan két vgi mTOR ¢6 hai
chuc nang chinh sau: 1) hoat héa p70 S6 kinase, mét enzyme chinh
trong viéc truyén tin hiéu dan dén téng hop DNA va 2) gén két véi yéu
16 c ché eukaryotic 4E (elF-4E) dé phosphoryl héa protein bén nhiét
va acid | (PHAS-I), mét con dusng lién quan nhiéu hon dén téng hap
profein. Bang viéc gan vai mTOR, everolimus chan chdc nang cua né
va Vi vay uc ché hoat hoa p70 S6 kinase, dan dén su nghi caa chu ky
t€ bao & pha G1 dén pha S. Cac con dudang tin hiéu phu thuéc thu thé
Inferleukin (IL)-2 cang nhu phu thuéc CD28 bi tc ché bai cac tac dong
nay frén mTOR.245

Noéng d6 6i da (Cmex) Clia everolimus daf dugc frong vong 1-2 gis
sau khi uéng.8 Tueng tu nhu sirolimus, everolimus la chat nén caa
P-glycoprotein va CYP3A4. Vi vay su chuyén héa trong dudng tiéu hoa
va quay 1ré lai vao frong long ruot cé thé anh husng dang ké dén sinh
kha dung chung.2 Thuéc ban dau dugc chuyén héa chi yéu & gan va
ruét bai su demethyl héa, hydroxy héa va phan hay vong fao thanh 6
chat chuyén héa chinh.2 Khoang 75 % everolimus trong tuan hoan
gan véi t€ bao héng cau va gan 75 % phan con lai gan véi profein
huyét tuong.2 Thai gian ban thai & bénh nhan ghép than la 18-35 gig,
frong d6 khoang moét nira dugc ghi nhan cho sirolimus. Thai gian ban
thai hai kéo dai hon & bénh nhan ghép gan 35-40 gig.2

Khi st dung trong liéu phap e ché mién dich, tac dung phu thuang
gap nhat lién quan dén everolimus la phu ngoai vi, tao bon, tang huyét
ap, buén nén, thi€u mau, nhiém khudn duang tiéu va tang lipid mau.
Tac dung phu cang bao gém tang nguy co nhiém khuan, phat trién u
lympho, huyét khéi graft, cham lanh vét thuong, nhiém déc than,
nhiém trung co hoi va bénh tiéu dudng khai phat sau cay ghép.®
Néng do everolimus frong mau & bénh nhan ghép tang dac c6 méi
lién quan vai hiéu qua diéu fri va tan s6 caa tac dung phu.2 Do khoang
fri liéu caa thuée hep, tuong tac duge déng hoc cua thuéce dang ké va
su khac nhau nhiéu gitia ting bénh nhan, nén viéc theo déi néng do
frong tri liéu caia everolimus trong mau toan phan dugc khuyén cao &
tat ca cac bénh nhan ghép tang dac, gidp cai thién hiéu qua diéu fri
cua thuge.2789

Nguyén ly xét nghiém

Két taa tha cong:

Trudc khi xét nghiém véi xét nghiém Elecsys Everolimus, cac mau,

mau chudn va mau ching phai dugc tién xi ly véi Elecsys ISD Sample
Prefreatment.

d6 16p dung dich tao thanh phia frén, chia everolimus dugc xét

nghiém véi xét nghiém Elecsys Everolimus.

Nguyén ly canh franh. Téng thai gian xét nghiém: 18 phut.

= Thai ky G dau tién: Bang cach a 35 ul mau fién xt ly véi khang thé
dac hiéu khang everolimus danh dau biotin, phiic hgp mién dich
dugc thanh lap, lugng phuc hgp fao ra ty 1& vai néng dé chat phan
tich ¢ frong mau.

= Thai ky @ tha hai: Sau khi thém cac vi hat pha streptavidin va dan
xuat everolimus danh dau phc hgp ruthenium®, cac vi fri chua gan
két trén khang thé danh dau biotin bi chiém git, hinh thanh phuc
hop khang thé-hapten. Toan bé phic hgp frg nén gan két véi pha
ran thong qua sy fuong tac gitia biotin va streptavidin.
Hén hop phan ng duoc chuyén t6i buéng do, & d6 cac vi hat doi
fir dugc bat gitr frén bé mat caa dién cuc. Nhig thanh phan
khéng gan két sé bi thai ra ngoai budng do bai dung dich
ProCell/ProCell M. Cho dién ap vao dién cuc sé tao nén sy phat
quang héa hoc dugc do bang bo khuéch dai quang fu.

= Céac két qua dugc xac dinh thong qua mét duang chuan xét
nghiém trén may duoc tao nén bai xét nghiém 2-diém chuan va
théng tin duang chudn chinh qua ma vach trén hép thuse thir hoac
ma vach dién ta.

a) Tris(2,2'-bipyridyl)ruthenium(ll)-complex (Ru(bpy);*)

Thuéc thi - dung dich tham gia xét nghiém

Bé thudce thr duge dan nhan EVL.

M Vi hat phu Streptavidin (nap frong), 1 chai, 6.5 mL:
Vi hat pha Streptavidin 0.72 mg/mL; chat bao quan.
R1 Anti-everolimus Ab~biofin (ndp xam), 1 chai, 9 mL:

Khang thé don dong khang everolimus danh du biotin (thd)
35 ug/L; dém phosphate 100 mmol/L, pH 7.8; chat bao quan.

R2  Everolimus derivate~Ru(bpy)3* (nap den), 1 chai, 9 mL:

Dan xuat everolimus danh dau phdc hop ruthenium 18 pg/L;
dém citrate 10 mmol/L, pH 6.0; chat bao quan.

Than trong va canh bao

Strdung bdi chuyén vién y t& trong chan doan in vifro. Ap dung cac
canh bao théng thuang can thiét cho viéc xt ly cac loai thuoce thir
phong thi nghiém.

Chat thai lay nhiém hoac nhiém khuan:

Canh bao: xt ly chat thai nhu vat lieu ¢é tiém nang nguy hiém vé mat
sinh hoc. Loai bo chat thai fuan theo hudng dan va quy trinh da dugc
chap thuan caa phong xét nghiém.

Tac hai méi fruang:

Ap dung tt ca quy dinh x ly phu hgp caa dia phuong dé xac dinh
cach loai bé an foan.

Bang dt liéu an toan héa chat cé sdn dé cung cap cho chuyén vién sur
dung khi ¢ yéu cau.

Hop nay chia cac thanh phan duge xép loai theo Quy dinh (EC)
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Canh bao

H317 Cé thé gay phan dng di ung da.

Phong tranh:

P261 Tranh hit bui/hoi khéi/khi/suong mu/hoi/bui phun.

pP272 Quan 4o lam viéc bi nhiém khéng dugc phép mang ra
khai nai lam viéc.

P280 Deo géng fay bao vé.

X tri:

P333 + Néu bi kich tng da hodc phat ban: Tim fu vany

P313 té/cham soc y té.

P362 + Cai b trang phuc bi nhiém va giat rdra trudce khi su

P364 dung lai.

Xi ly:

P501 Xur ly cac thanh phan/dung cu chda 6 mét nha may xi

ly chat thai da dugc chap thuan.
Nhan an toan san pham theo huéng dan cdia GHS Chau Au.
S6 dién thoai lién lac: tat ca quéc gia: +49-621-7590
Tranh d@é cac dung dich thuéc thi va cac mau (mau xét nghiém, mau
chuan va mau chiing) bi tao bot.
Sitdung thuée thi
Cac thuéce thar trong hép dugc dung frong mét bé cac chai san sang
dé s dung va khong thé tach riéng.
May phan tich tu dong doc ma vach frén nhan thuéc thir va ghi nhan
tat ca théng tin can thiét cho viéc chay thuéc thir.
Bao quan va dd én dinh
Bao quan & 2-8 °C.
Khéng frir déng.

Dat hop thude thir Elecsys theo huang thing ding nham dam bao tinh
hru dung ctia toan bé cac vi hat frong khi tron tu dong truéce khi s
dung.

Do én dinh:
chua ma nap & 2-8 °C

dén ngay hét han s dung

sau khi mé va dé & 2-8 °C 56 ngay
frén may phan tich 14 ngay frén may phan tich
hoac

56 ngay néu luu gitr luan phién
frong td lanh va trén may phan
tich, vai thai gian t6ng cong trén
may phan tich khong qua

10x 8 gio

Lay va chuan bi mau

Chi nhiing mau duac liét ké dusi day da dugc thar nghiém va dugc
chap nhan.

Mau foan phan chéng déng bang Ko- va Ks-EDTA.

MA&u thir 18y bang céc 6ng EDTA c6 thé bao quan dén 5 ngay &
15-25 °C hoac 7 ngay & 2-8 °C trudc khi xét nghiém. Néu xét nghiém
bi hoan hon 7 ngay, bao quan déng lanh & -20 °C (+ 5 °C) hoac thap
hon dén 6 thang.

Chi dong lanh mét lan. Mau thir phai dugc tron déu sau khi ra dong
dé dam bao su nhat quan caa két qua.

Tron mau dara dong ky bang fay hodc trén mot may fron fruc 1an hay
may lac. Kiém fra mau bing mat. Néu quan sat thay bi tach Iop hosc
phan fang, tiép tuc tron cho dén khi mau déng nhat ré rang.

Cac loai mau pham dugc liét ké da dugc thir nghiém cung VGi bo cac
éng nghiém I&y mau chon loc, ¢ ban frén thi fruang vao thai diém xét

cobas’

nghiém, nghia la khéng phai tat ca cac 6ng 1dy mau cia cac nha san
xuét déu duoc thir nghiém. Cac bé éng chira mau cha cac nha san
xuat khac nhau c6 thé lam fir nhimng vat liéu khac nhau cé kha nang
anh hugng dén két qua xét nghiém Trong mét s6 fruang hop. Khi xu ly
mau trong cac ong chinh (8ng chita mau), phai tuan theo hudéng dan
cua nha san xuat éng.

Khéng strdung cac mau bi bat hoat bai nhiét.

Khéng st dung mau thar va mau ching dugc én dinh bang azide.
Dam bao nhiét d6 cta cac mau bénh pham, mau chuan va mau
chuiing & 20-25 °C fruac khi tién xa ly.

Than frong khi x& ly mau bénh phdm d@é franh nhiém chéo. Nén st
dung pipette hogc dau pipefte dung méf lan.

Mau tién xi Iy cé thé bao quan trong 6ng day kin dén 4 gid é 20-25 °C.
Do cac hiéu ing bay hoi, cac mau tién xi Iy phai duge phan tich/do trong
vong 30 phu1 sau khi mé lo va nap mau 1én may phan nch Tranh tri hoan
thoi gian giia viéc nap mau va do mau dé dam bao d on dinh 30 phut
cta mau tién xily.

Mat dot chay lai doi héi lap lai quy trinh tién xi ly tha céng.

Vit liéu cung cap

Xem phan “Thuéc thr — dung dich tham gia xét nghiém” muc thuéc
thar.

Vat liéu can thiét (khéng cung cap san)

. 05889073190, ISD Sample Pretreatment, 1 x 30 mL

. 06633196190, Everolimus CalSet, 6 x 1.0 mL
07294131190, PreciControl Everolimus, 3 x 3.0 mL

. 11732277122, Diluent Universal, 2 x 16 mL dung dich pha
loang mau hoac
03183971122, Diluent Universal, 2 x 36 mL dung dich pha
loang mau hoac
05192943190, Diluent Universal 2, 2 x 36 mL dung dich pha
loang mau

. 11776576322, CalSet Vials, 2 x 56 chai fréng cé nap bat

= Trang thiét bj théng thuang caa phong thi nghiém

Pipette chinh xac (chi st dung pipette dich chuyén duang dung

mot [an dé xr ly thusc thir ISD Sample Pretreatment)

= Ongvi ly tam (dung tich 2.0 mL)

May vi ly tam (it nhat 10000 g)

May fron xody

May trén fruc lan hoac may lac

= May phan tich cobas e

Cac phu kién cho may phan tich cobase 411:

. 11662988122, ProCell, 6 x 380 mL dung dich dém

- 11662970122, CleanCell, 6 x 380 mL dung dich rira buéng
do

. 11930346122, Elecsys SysWash, 1 x 500 mL héa chéat ria
pha véi nuée

. 11933159001, Adapter cho SysClean

= [ReF]11706802001, AssayCup, 60 x 60 co¢ phan dng

* [Rer]11706799001, AssayTip, 30 x 120 dau pipette

- 11800507001, Clean-Liner

Cac phu kién yéu cau cho may phan tich cobas e 601 va cobas e 602:

. 04880340190, ProCell M, 2 x 2 L dung dich dém

. 04880293190, CleanCell M, 2 x 2 L dung dich ria buéng do

- 03023141001, PC/CC-Cups, 12 coc dé lam &m ProCell M va
CleanCell M trudgc khi str dung

- 03005712190, ProbeWash M, 12 x 70 mL dung dich ria
dung sau khi chay mau xong va khi thay déi thuéc thar
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. 03004899190, PreClean M, 5 x 600 mL dung dich ria hén
hgp phan ung

. 12102137001, AssayTip/AssayCup, 48 khay x 84 céc phan
ung hay dau pipefte, tai dung rac

cobas’

Budce

Ghi cha ky thuat

7. Chuyén tung phan dung dich
phia frén truc fiép vao lo thich

hop va lap tdc dong nap fing lo.

MA&u tién xtr ly cé thé bao quan
frong éng day kin dén 4 gic &
nhiét do phong.

. 03023150001, WasteLiner, tai dung rac
. 03027651001, SysClean Adapter M
Cac vat liéu yéu cau cho fat ¢a cac may phan fich:

. 11298500316, ISE Cleaning Solution/Elecsys SysClean,
5 x 100 mL dung dich rua hé théng

Tién xi ly mau tha cong

Thuc hién theo cac buéc duac liét ké dudi day dé fién x ly cac mau
chuan, mau chang va/hoac mau. Gac ghi chii kyj thuat la mot phan thiét
yéu caa huéng dan va phai duoc doc kj truae khi hoan thanh ting bugc.
Thuc hién theo cac budc tir T dén 7 dé fién xir Iy cac mau chuan, mau

chiing va/hoac mau.

Budc

Ghi cha ky thuat

1. Can bang tat ca thusc tha, mau
chuan, mau chdng va mau thir vé
20-25 °C. Trén tat ca mau chuan,
mau chung va mau thir mét cach
nhe nhang nhung ky cang ngay
fruéc khi st dung.

Khéng tron xoay. Cac chat lang
c6 thé trén tha céng hodc frén
may trén fruc lan hoac may lac.
Céac mau chuan va mau chung la
mau ly huyét caa mau foan phan
va ¢6 thé hai khac biét vé vé
ngoai so v&i mau mau foan phan.

2.Dé&n nhan mot éng vi ly tam
cho méi mau chudn, mau ching
va/hodc mau thar sé duac tién xir
ly.

khong

3. Strdung mot pipette chinh xac,
chuyén 300 pL méi mau chuan,
mau chung va/hoac mau thi vao
6ng vi ly tam da dan nhan thich
hop.

St dung dau pipeffe méi cho méi
mau chudn, mau ching va/hoac
mau tha.

4. St dung mét pipette chinh xac,
thém 300 L thuée thi ISD
Sample Prefreatment vao méi
6ng vi ly tam. Lap tuc day nap
méi éng va lap fuc thuc hién
budéc 5.

Luu y: ISD Sample Prefreatment
rat dé bay hai. Dong chat nap khi
khéng st dung dé tranh bay hoi.

5. Trén xoay tung éng vi ly tam
frong it nhat 10 giay. Khéng thuc
hién dugc budc nay cé thé dan
dén dung dich phia frén xuat hién
mau do. Xem budc 6, ghi chu ky
thuat.

Luu y: Khéng frén xoay timg éng
ngay sau khi thém thuéce thix ISD
Sample Prefreatment sé& dan dén
két qua xét nghiém sai.

Hén hgp mau va thuée thi phai
hoan foan déng nhat ngay sau
khi tron xoay. Can kiém tra bang
mat thuang.

6. Ly tam cac mau frong it nhat
4 phat frong may vi ly tam
(= 10000 g).

Cac mau da ly fam phai cé céc
hat hinh dang ré rang va dung
dich phia frén frong suét. Dung
dich phia trén khong dugc mo
duc hoac do. Néu dung dich phia
frén cé mau do, loai bo va thay
thé& bang mét mau mai tach chiét.

Céac mau da s&n sang dé xét

. Luuy:
nghiém.

Do cac hiéu iing bay hei, cac mau
tién xi ly phai dugc phan tich/do
trong vong 30 phiit sau khi mé lo
va nap mau lén hé théng. Tranh tri
hoan théi gian giira viéc nap mau
va do mau dé dam bao dd én dinh
30 phiit cia mau tién xi ly.

Diéu nay dugc dam bao bang cach
chay cac mau everolimus theo
tung dot:

Dua trén thei gian xi Iy mau trung
binh cia hé thong, ¢é thé nap
khéng qua 35 mau everolimus
dong thai 1én may phan tich cho
maéi buéng do da chuan.

Xét nghiéem

DE t6i uu hiéu nang xét nghiém, nén tuan theo huéng dan trong fai
liéu nay cho cac may tuong tng. Tham khao huéng dan van hanh cho
ting xét nghiém dac hiéu tuong ung.

Thiét bi fu déng tron cac vi hat fruae khi sé dung. May doc théng s6
dac hiéu caa xét nghiém frén ma vach caa thuéc thir. Trong fruong
hop ngoai [& néu may khéng doc dugc ma vach, hay nhap chuéi 15
con so vao.

May phan tich cobas e 601 va cobas e 602: Can cé dung dich
PreClean M.

Dua thuée thar dang lanh vé khoang 20 °C va dat vao khay chia thuée
thar (20 °C) trén may phan tich. Tranh tao bot. Hé thong sé tu dong
diéu hoa nhiét dé caa thudce thir va déng/mé nap chai.

Chuan

Truy vét: Phuong phap nay da dugc chuan héa theo dudng chuan
chinh tir phuang phap trong lugng, chia néng do everolimus finh
khiét da dugc xac dinh chinh xac frong mau toan phan & ngudai.

Nhén cua ftmg hop thusc thir Elecsys c6 ma vach chua cac thong tin
dac hiéu dé chuan cho tung 16 thuéc thir riéng biét. buong chuan
chinh da dugc xac dinh frude sé duac fai 1ap frén may phan tich bing
cach dung chét chuan CalSet ¢6 lién quan.

Everolimus CalSet phai dugc tién xi ly ngay frugc khi hiéu chuan.

Tan suat hiéu chudn: Can thuc hién hiéu chuan méi 16 thuéce thar mot
lan, sirdungthuéce thar méi (nghia la khéng qua 24 gia e khi hop
thuéc thir dugc dang ky frén may phan fich).

Tan suat chudn dinh cé thé kéo dai dua trén viéc thdm dinh quy trinh
chudn da duoc chap thuan bai phong thi nghiém.

Thuc hién hiéu chuan lai nhu sau:

= sau 1thang (28 ngay) néu st dung cac hép thuée thar cung 16

= sau 7 ngay (néu st dung cung hép thuéc thir dé trén may phan
tich)

= khi can thiét: vi du: khi két qua mau chimg nam ngoai gisi han da
xac dinh

Kiém tra chat lugng

Dé kiém tra chat lugng, st dung PreciControl Everolimus.

PreciControl Everolimus phai dugc tién xi ly ngay truée khi do.

Céc loai mau chung thich hop khac caing ¢é thé dugc st dung.

Chay C4C Mau chung vai nong dé khac nhau t6i thiéu 1a mét 1an cho
mai 24 gic khi xét nghiém van dang st dung, mot 1an véi méi hop
thuéc thir va sau méi 1an chuan.
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Khoang cach gitia cac lan chay mau ching va gia fri gici han nén tay
thudc vao yéu cau riéng caa Tung phong thi nghiém. KeTqua mau
chuing phai ndm trong thang. Mai phong xét nghiém nén thiét lap cac
bién phap hiéu chinh néu cac gia fri mau chdng nam ngoai thang do.
Néu can, tién hanh do lai cac mau cé lién quan.

Tuan tha cac quy dinh chinh pha va huéng dan caa dia phuong vé
kiém tra chét luong.

Tinh toan
May phan tich tu dong tinh foan néng doé chat phan tich trong méi mau
do (dugi dang ng/mL, nmol/L hoac pg/L).

Hé s& chuyén déi: ng/mL x 1.0 = pg/L

ng/mL x 1.044 = nmol/L

Yéu 16 han ché - anh huéng

Su anh hudng cia cac chat noi sinh, hop chat duoc phdm va cac tinh
trang lam sang sau day lén hiéu nang xét nghiém da dugc thi
nghiém. Nhiéu da dugc thir nghiém lén dén néng d6 duac liét ké va
quan sat thay khéng ¢6 anh huang nao dén két qua.

Tiéu chudn: D6 phuc héi ndm tfrong khoang + 0.60 ng/mL (khoang
néng dé < 3.0 ng/mL) hoac frong khoang + 20 % (khoang nong d6
> 3.0 ng/mL) gia fri ban dau.

Cac chat ngi sinh:

Hop chat Néng db thit nghiém
Albumin <7.0g/dL
Bilirubin < 1129 pymol/L hoac
<66.0 mg/dL
Biotin < 287 nmol/L hoac
<70.0 ng/mL
Cholesterol < 500 mg/dL
HARA (khang thé nguai khang tho) < 10.0 pg/mL
Hematocrit 15-60 %
IgG <7.0g/dL
IgM <1.0g/dL
IgA <1.6g/dL
Intralipid < 2000 mg/dL
Cac yéu 16 thap khap t6i da dén 1200 IU/mL
Uric acid < 30.0 mg/dL

& bénh nhan dung liéu cao biotin (nghia la > 5 mg/ngay), khéng nén
lay mau cho d@én it nhat 8 gia sau khi dung liéu biotin cuéi.

Hap chét duge pham:

Thtt nghiém in vitro duogc tién hanh trén 16 hgp chat dugc pham
thuang st dung. Khéng cé hién tugng nhiéu t6i xét nghiém.

Tiéu chudn: D6 phuc héi ndm trong khoang + 0.60 ng/mL (khoang
néng dé < 3.0 ng/mL) hoac frong khoang + 20 % (khoang néng do

> 3.0 ng/mL) gia fri ban dau.

25 loai thuéc dac tri da dugc thar nghiém.

Do ¢é phan tng chéo vdi sirolimus, sy thay déi tir thuée nay qua
thuéc khac co thé dan dén su udc lugng qua muc n6ng do frong méau
cua chat e ché mién dich hién tai dang diéu tri. Vi vay, khéng su
dung mau tir bénh nhan dang diéu tri sirolimus hoc dong chuyen doi
tix sirolimus sang everolimus. Thai gian chuyén déi c6 thé gan bang
thai gian ban thai caa thuée, vi du nhu, 12.5 % thuée van con sau 3
lan thai gian ban thai.®

Thuéc Néng db thi nghiém
Acyclovir 3.2 pg/mL
Amphotericin B 5.8 pg/mL
Ciprofloxacin 7.4 pg/mL
K,-EDTA 6 mg/mL

cobas’

Thuéc Néng dé thit nghiém
Ks-EDTA 6 mg/mL
Erythromycin 20 mg/dL
Fluconazole 30 pg/mL
Flucytosine 40 pg/mL
Gancyclovir 1000 pg/mL
Gentamicin 12 mg/dL
ltfraconazole 10 pg/mL
Kanamycin 100 pg/mL
Kefoconazole 50 pg/mL
Lidocaine 6 mg/dL
MPA (mycophenolic acid) 1800 pg/mL
glucuronide

Mycophenolic acid 500 pg/mL
Nitrofurantoin 6 pg/mL
Phenobarbital 15 mg/dL
Spectinomycin 100 pg/mL
Sulfomethoxazole 200 pg/mL
Tacrolimus 60 ng/mL
Tobramycin 2 mg/dL
Trimethoprim 40 pg/mL
Vancomycin 6 mg/dL

Trong mét s6 hiém fruang hap, nhiéu co thé xay ra do néng doé khang
thé khang khang thé dac hiéu khang chat phan tich, khang sireptavidin
hay ruthenium qua cao cta mau pham phan tich. Xét nghiém da duoc
thiét ké phu hgp d@é giam thiéu cac hiéu ung nay.

Vai muc tiéu chan doan, két qua xét nghiém can dugc danh gia kem
theo bénh st, tham kham lam sang va cac phat hién khac.

Gidi han do va khoang do

Khoang do

0.5-30 ng/mL (dugc xac dinh bang gisi han phat hién va muc t6i da
cua dugng chuan). Gia tri duai gisi han phat hién dugc ghi nhan la
< 0.5 ng/mL. Gia tri frén khoang do dugc ghi nhan la > 30 ng/mL.
Gidi han dudi cia phép do

Gi6i han mau trang, Gigi han phat hién va Gigi han dinh luong

Gisi han méau frang = 0.4 ng/mL

Gidi han phat hién = 0.5 ng/mL

Gidi han dinh lugng = 1.0 ng/mL

Gigi han mau frang, Gigi han phat hién va Gici han dinh lugng dugc

xac dinh theo quy dinh EP17-A caa CLSI (Clinical and Laboratory
Standards Instifufe: Vién Tiéu chudn Lam sang va Phong thi nghiém).

Gigi han mau frang la gia tri & phan vi thi 95 thu dugc tir viéc do s6
mau n = 60 mau khong chia chat phan tich, duoc xac dinh qua mét
s6 loatf chay doc lap. Gigi han mau trang tuong ung vai néng do ma
dudi khoang dé mau khéng chiia chat phan tich duoc phat hién vai
xac suat 95 %.

Gidi han phat hién dugc xac dinh dua frén gi¢i han mau trang va do
léch chuan caa nhung mau thit co néng dé thap. Gigi han phat hién
fuong dng vai nong d6 chat phan tich thap nhat cé thé phat hien dugc
(gié fri 16n hon giai han mau tréng véi xac suat 95 %).

Gigi han dinh lugng la néng dé chat phan tich thap nhat frong mau co
thé dinh luong dugc chinh xac véi sai s6 chap nhan duoc |3 < 25 %.

Phaloing

Mau c6 néng do everolimus trén khoang do ¢é thé dugce pha loang
tha cong theo ty |é 1:2 véi Diluent Universal hoac Diluent Universal 2
fruac khi fién hanh tién xa ly mau tha cong. Néng d6 mau sau pha
loéng phai > 12 ng/mL.
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Sau khi pha loang tha céng, nhan két qua véi hé sé pha loang.
Giatrisinh hoc

Khong cé khoang fri liéu nhat dinh nao ddi vai everolimus trong mau
toan phan. Tinh phc tap caa finh frang 1am sang, su khac biét ca nhan
Vé su nhay cam déi véi tac dung dc ché mién dich va finh déc than
cua everolimus, st dung dong thai cac chat e ché mién dich khac,
dang cay ghép, thai gian sau cay ghép, va nhiéu yéu 16 khac gép phan
tao ra nhu cau khac nhau déi véi néng dé 16i uu caa everolimus frong
mau. Cac gia fri everolimus riéng 1& khéng thé dugc st dung lam chi
thi duy nhat dé tién hanh thay déi ché do diéu tri. Méi bénh nhan can
dugc danh gia lam sang mét cach ky luang frudc khi tién hanh diéu
chinh ché dé tri liéu, va ngudai st dung xét nghiém phai thiét 1ap
khoang gia fri caa bénh nhan dua frén kinh nghiém lam sang.

Céc khoang nay sé thay déi theo xét nghiém chan doan in vitro frén thi
fruang duoc st dung. Cac khoang phai dugc thiét lap cho fiing xét
nghiém dugc st dung trén thij fruong.

Dit liéu dac hiéu vé hiéu nang

Dur lieu hiéu nang trén cac may phan tich dugc frinh bay duai day. Két
qua thuc hién & cac phong thi nghiém khac nhau cé thé khac nhau.
Do chinh xéac

Do chinh xac dugc xac dinh vai viéc sir dung thuéce thir Elecsys, cac
mau va mau ching theo dé cuong (EP05-A3) cia CLSI (Clinical and
Laboratory Standards Institute - Vién Tiéu chuan Lam sang va Phong
thi nghiém): 2 xét nghiém cho méi mau frong mét lan chay, 2 lan chay
méi ngay, frong 21 ngay (n = 84). Két qua thu dugc trinh bay dudi

cobas’

S0 sanh phueng phap

a) So sanh xét nghiém Elecsys Everolimus (y) véi mot xét nghiém
mién dich fy déng (x) s&r dung mau lam sang cho cac méi fuong quan
sau:

S6 lugng mau do: 151

Passing/Bablok'0 Théng ké héi quy ¢6 frong sé cua

Deming
y=0.939x + 1.69 y=1.05x+1.03
1=0.763 r=0.910

Néng dé mau trong khoang 1.0 va 19.6 ng/mL.

b) So sanh xét nghiém Elecsys Everolimus (y) véi mét phuong phap
LC-MS-MS (x) s&r dung mau lam sang cho cac méi fueng quan sau:

S6 lugng mau do: 184

Passing/Bablok'® Thong ké héi quy ¢é frong sé caa

Deming
y=1.13x+0.905 y=1.20x + 0.5680
1=0.840 r=0.947

Néng d6 mau trong khoang 1.5 va 20.2 ng/mL.
D6 dac hiéu phan tich

day: Chat chuyén héa Nong d toi dathém | Phan ing chéo toi
) vao da?
May phan tich cobase 411 ng/mL %
Do lap lai Do chum trung gian 24-Hydroxy everolimus 25 21.3
Mau Trung SD Ccv SD Ccv 25-Hydroxy everolimus 25 15.4
binh | ng/mL | % | ng/mL | % 45/46-Hydroxy 25 60
ng/mL everolimus
HSPD) 1 166 | 0.134 | 81 | 0135 | 81 PKF 226-320 (RADSA) 25 98
HSP 2 3.19 | 0.091 2.8 0.135 4.2 PKF 299-255 (RAD 25 101
HSP 3 132 | 0.367 2.8 0.486 3.7 PSA)
HSP 4 166 | 0532 3.2 0.679 4.1 RAD-PC 25 109.3
HSP 5 24.1 0.634 2.6 0.946 3.9 d) S8 liu dai dién; két qua & cac phong thi nghiém riéng bigt c6 thé c6 dir lieu khac nhau.
PCEVLY 1 269 | 0.077 29 0.140 5.2 Tai liéu tham khao
1 Sedrani R, Cottens S, Kallen J, et al. Chemical modification of
PCEVL2 9.27 0.187 20 0248 27 rapamycin: the discovery of SDZ RAD. Transplant Proc
PCEVL3 19.8 | 0.499 25 0.746 3.8 1998;30:2192-2194.

b) HSP = M&u gop fur ngusi
¢) PC EVL = PreciControl Everolimus

May phan tich cobas e 601 va cobas e 602

Dé lap lai D6 chum trung gian

Mau Trung SD cv SD cv

binh ng/mL % ng/mL %

ng/mL

HSP 1 1.80 | 0.100 5.5 0.120 6.7
HSP 2 3568 | 0.115 3.2 0.192 54
HSP 3 136 | 0354 26 0.622 46
HSP 4 18.4 0.619 34 0.769 4.2
HSP 5 268 | 0818 3.1 1.09 4.1
PCEVL1 279 | 0.116 4.2 0.176 6.3
PCEVL?2 9.91 0.379 3.8 0.508 5.1
PCEVL3 206 | 0.528 26 0.797 3.9

2 Gabardi S, Baroletti SA. Everolimus: a proliferation signal inhibitor
with clinical applications in organ fransplantation, oncology, and
cardiology. Pharmacotherapy 2010;30(10):1044-1056.

3 Budde K, Becker T, Arns W, et al. ZEUS Study Investigators.
Everolimus-based, calcineurin-inhibitor-free regimen in recipients
of de-novo kidney fransplants: an open-label, randomised,
controlled trial. Lancet 2011;377(9768):837-847. Erratum in:
Lancet. 2012;380(9858):1994.

4 Augustine JJ, Bodziak KA, Hricik DE. Use of sirolimus in solid organ
fransplantation. Drugs 2007;67(3):369-391.

5 Sehgal SN. Sirolimus: its discovery, biological properties, and
mechanism of action. Transplant Proc 2003;35(Suppl 3A):7S-14S.
Review.

6 Novartis. Zortress Package Insert. Available at:
http://www.accessdata.fda.
gov/drugsatfda_docs/label/2010/021560s000Ibl.pdf [Last
accessed 18-Jun-2014].

7 Kahan BD, Keown P, Levy GA, et al. Therapeutic drug monitoring of
immunosuppressant drugs in clinical practice. Clin Ther
2002;24(3):330-350.

8 Holt DW. Therapeutic drug monitoring of immunosuppressive
drugs in kidney transplantation. Curr Opin Nephrol Hypertens
2002;11(6):657-663.
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Lorber MI, Ponticelli C, Whelchel J, et al. Therapeutic drug
monitoring for everolimus in kidney fransplantafion using
12-month exposure, efficacy, and safety data. Clin Transplant
2005;19:145-152.

Bablok W, Passing H, Bender R, et al. A general regression
procedure for method fransformation. Application of linear
regression procedures for method comparison studies in clinical
chemistry, Part lIl. J Clin Chem Clin Biochem 1988
Nov;26(11):783-790.

DE biét them théng tin, xin xem thém hudéng dan van hanh may phan
tich, fai liéu huéng dan st dung tuong ng va & huéng dan vé cac
thanh phan can thiét (néu c6 & nudc cua ban).

Luén strdung mot dau cham (dau cham cau/dau cham hét) trong o
huéng dan sirdung dé ngan cach phan nguyén va phan thap phan

o

caa mot sé thap phan. Khéng st dung dau phan cach cho hang nghin.

Bat ky su c6 nghiém trong nao xay ra ¢é lién quan dén thiét bi phai
duac bao cao cho nha san xuat va co quan ¢6 tham quyén tai dia
phuong ma nguai st dung va/hoac bénh nhan dat tru s hoac cu tra.
Vui Ibng xem Tom tat cua ban bao cao hiéu nang va an foan tai:
https://ec.europa.eu/fools/eudamed

Ky hiéu

Roche Diagnostics st dung cac ky hiéu va dau hiéu sau cung véi cac
ky hiéu da ligt ké frong tiéu chuan ISO 15223-1 (cho My: xem
dialog.roche.com dé biét dinh nghia cta cac ky hiéu dugc st dung):

Thanh phan hop thuéc thir

Thudc thit ¢6 thé duac sirdung frén cac may phan
tich/thiét bi

Thuéc thr

Mau chuén

% Thé tich hoan nguyén

Ma thuang pham toan cau

Nhing bé sung, x6a hoac thay déi dugc thé hién bang vach thay déi & phan Ié.

© 2021, Roche Diagnostics

€ 0123

Roche Diagnostics GmbH, Sandhofer Strasse 116, D-68305
Mannheim
www.roche.com

R4 +8005505 6606
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