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Muc dich st dung

Xét nghiém mién dich in vitro dung dé dinh lugng noi tiét t6
anti-Mdllerian (AMH) trong huyét thanh va huyét tuong ngudi. Binh
lugng AMH dugc dung dé danh gia du tri buong fring, dé du doan
phan ung vai kich thich buéng trdng cé kiém soat (COS), dé xac dinh
hinh thai buong frang da nang (PCOM) dé hé trg trong chan doan Hoi
chung buéng fring da nang (PCOS), va dé hé trg chan doan Nhimg
khac biét ctia phat trién giai tinh (DSD), cung véi nhing phat hién lam
sang va phong thi nghiém khac. Ngoai ra, dinh lugng AMH (dang
pmol/L) két hgp vai frong lugng co thé dugc sir dung dé thiét lap liéu
dung ca nhan hang ngay cua noi tiét 16 kich thich nang trang tai 16
hogp (rFFSH) & nguai follitropin delfa (phu hgp vai thong tin ké foa hién
tai caa follitropin delta caa Ferring) frong kich thich buéng trang cé
ki€ém soat dé phat trién da nang noan & phu nir dang thuc hién cac ky
thuat ho frg sinh san. Vui long luu y rang xét nghiém Elecsys AMH Plus
khong dugc dung dé xac dinh bénh nhan can diéu tri bang follitropin
delta (chan doan khéng déng hanh).

Xét nghiém mién dich dién hoa phat quang “ECLIA”
(electroehemiluminescence immunoassay “ECLIA") dugc dung cho
cac may xét nghiém mién dich cobas e.

Tom tat

Noi fiét t6 anti-Mallerian la mét glycoprotein nhi phan déng nhat thuéc
nhém yéu 6 tang truang chuyén dang B (TGF B). Tat ¢ thanh vién cua
lién ho nay déu tham gia vao viéc diéu hoa tang truéng va biét héa
mé. Trudc khi dugc tiét ra, noi fiét t6 nay trai qua su glycosyl héa va
nhi frung héa dé tao ra maét tién chat khodng 140 kDa gém hai tiéu
don vi giéng nhau 70 kDa néi nhau qua cau néi disulfide. Méi don
phan chia mét vung fién chat Ien ¢o N fan cung va mot mién hoan
thién nhé hon nhiéu ¢ C tan cung. Ngugc lai véi cac thanh vién khac
cua lién ho TGF B, AMH dugc cho la can ¢é mién cé N tan cung dé
kich hoat mién ¢¢ C tan cung dé dat hoat tinh sinh hoc day du.'2

Mét phan caa AMH sau dé dugc phan cat & mot vi fri dac hiéu gita
vung tién chat va vung hoan thién frong khi di qua t€ bao chat dé tao
cac nhi phan dong hop ¢6 hoat tinh sinh hoc véi N fan cung 110 kDa
va C tan cung 25 kDa, chang gitr nguyén dang hén hap lién két khong
céng hoa tri. Thu thé AMH tip I (AMH RII) chi ¢é kha nang gén két vi
dang AMH c¢6 hoat tinh sinh hoc.2

& nam gidi, AMH dugc fiét ra tir cac té bao Serfoli ctia tinh hoan. Trong
qua frinh phét trién phoi thai bé trai, viéc tiét AMH tu cac té bao Sertoli
caa tinh hoan chiu frach nhiém cho sy thoai héa cac éng Mllerian va
su phat frién binh thusng cta dusng sinh san nam. Viéc tiét AMH bi
céc té bao Sertoli bt dau frong qua trinh phat trién phaéi va lién tuc
frong suét cude dai. AMH dugc tao ra lién tuc béi tinh hoan cho dén
khi day thi va sau &6 giam dan khi qua tusi day thi.3

& nix gisi, AMH dong mat vai trd quan frong trong sinh ly su phat trién
nang noan cua buéng frimg.? Nang noan phét trién trong buéng tring
bao gém hai giai doan riéng biét: fuyén chon ban dau, qua d6 cac
nang noan non bat dau truéng thanh, va tuyén chon tuan hoan, dan
dén sy fang truéng caa mot doan hé nang noan co6 héc nho, frong dé
nang tréi (danh dé rung frung) dugc lua chon sau dé. FSH (nét fiét 16
kich thich nang trang) diéu khién qua trinh tuyén chon tuan hoan. Biéu
hién AMH frong € bao hat bat dau trong nang noan nguyén thay va dat
t6i da trong té€ bao hat cia nang noan tién héc va cé hée nho dudng
kinh t6i da dén 6 mm. Khi tang truéng nang noan ré nén phu thudc
FSH, biéu hién AMH giam va fr& nén kho phat hién. Kiéu biéu hién
AMH nay hé trg vai fro tc ché caa AMH & hai giai doan riéng biéf caa
sinh ly su phat trién ctia nang noan. Bau tién, AMH tc ché su chuyén
déi cua nang noan tur giai doan nguyén thay qua giai doan frugng
thanh va do d6 ¢6 vai fré quan frong frong viéc diéu hoa s6 lugng
nang noan con lai frong hé nang noan nguyén thay. Tha hai, AMH ¢é

No6ng @6 AMH huyét thanh hau nhu khéng phat hién dugc & nit gigi
khi mai sinh, dat néng do dinh sau khi day thi, sau d6 giam dan theo
tudi, va tré nén khong phat hién dugc khi & thai ky man kinh.”8 Nong
d6 AMH huyét thanh fuong dai 6n dinh trong sudt chu ky kinh nguyét
vdi cac thay déi dang ké quan sat dugc & phu nitfré tuei.%1011 Néng
dé AMH ciing cho thay cé bién thién frong va gitra chu ky thap hon so
v6i dudng chuan FSH.1° Nong d6 AMH huyét thanh giam dang ké khi
st dung céc thuéce tranh thai dang phoi hop.'? Ung dung lam sang
cua cac phép do AMH da dugc dé xuat cho mét loat chi dinh. 131415
Cac phép do AMH huyét thanh dugc st dung lam sang dé danh gia
du fr& buéng tring phan anh s6 lugng nang noan thi cép va so cap,
con goi la nang noan th cap (AFC), dé du doan phan ung véi kich
thich buéng tring c6 kiém soat, 31516 va @é xac dinh PCOM nham hé
trg chdn doan PCOS.'7 Ung dung lam sang bé sung ctia AMH [a hé tro
chan doan Nhiing khéc biét cua phat trién gidi tinh (DSD) & tré
em'819.20 vy giam sat u t& bao hat @& phat hién bénh con sét lai hoac
tai phat.2'22 Néng do AMH huyét thanh thay déi trong cac réi loan lién
quan dén kha nang sinh san & nam gisi nhu vo tinh khong do tac
nghén hoac hoi chung Klinefelter.23 Ngoai ra, AMH con dugc dé xuat
lam giu an sinh hoc thay thé dé du doan thai gian dén thai ky man
Kinh.

Nguyén ly xét nghiém

Nguyén ly bt cap. Téng thai gian xét nghiém: 18 pht.

= Thai ky G dau tién: 50 ul mau thir, khang thé don dong dac hiéu
khang AMH danh dau biotin, va khang thé don dong dac hiéu
khang AMH danh dau phuc hgp ruthenium® fao thanh phic hgp bat
cap.

= Thai ky a tha hai: Sau khi thém cac vi hat pha streptavidin, phic
hop mién dich frén fré nén gan két véi pha rén théng qua su tuong
tac gitra biotin va streptavidin.
HéN hop phan ng duoc chuyén t6i buéng do, & d6 cac vi hat ddi
tir dugc bat gitr frén bé mat caa dién cuc. Nhiing 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 fa.

= Céac két qua dugc xac dinh théng qua mét duang chuan xét
nghiém frén may dugc tao nén béi xét nghiém 2-diém chuan va
théng tin dudng chudn chinh qua ma vach trén hép thuac thir hodc
ma vach dién t.

a) Tris(2,2'-bipyridyl)ruthenium(ll)-complex (Ru(bpy)3*)

Thudc thi - dung dich tham gia xét nghiém

Bé thuéc thir duoc dan nhan AMHP.

M Vi hat pha Streptavidin (nap frong), 1 chai, 6.5 mL:

Vi hat phu Streptavidin 0.72 mg/mL; chat bao quan.
R1  Anfi-AMH-Ab~biotin (nap xam), 1 chai, 8 mL:

Khang thé don dong khang AMH danh dau biotin (chuot)

1.0 mg/L, dém phosphate 50 mmol/L, pH 7.5; chat bao quan.
R2  Anti-AMH-Ab~Ru(bpy)3* (ndp den), 1 chai, 8 mL:

Khang thé don dong khang AMH (chuét) danh dau phdc hop
ruthenium 1.0 mg/L, dém phosphate 50 mmol/L, pH 7.5; chat
bao quan.
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Than trong va canh bao

S dung béi chuyén vién Y t& trong chan doan in vitro. Ap dung cac
canh bao théng thuang can thiét cho viéc xu ly cac loai thudc thar
phong thi nghiém.

Chat thai lay nhiém hoac nhiém khuan:

Canh bao: x¢t ly chat thai nhu vat liéu c6 tiém nang nguy hiém vé mat
sinh hoc. Loai bo chat thai fuan theo huéng dan va quy frinh da duac
chép thuan caa phong xéf nghiém.

Tac hai moi truong

Ap dung tat ca quy dinh xt ly phi hop caa dia phuong dé xac dinh
cach loai bd an toan.

Bang dir lieu an toan hoa chat ¢ sén dé cung cap cho chuyén vién st
dung khi ¢6 yéu cau.

Hop nay chia cac thanh phan duoc xép loai theo Quy dinh (EC)

S6 1272/2008:

Canh bao

H317 Cé thé gay phan dng di ung da.

Phong tranh:

P261 Tranh hit suong hodc hai.

P272 Quan o lam viéc bi nhiém khéng dugc phép mang ra
khoi nai lam viéc.

P280 Peo gang fay bao vé.

X tri:

P333 + Néu bi kich (mg da hoac phat ban: Tim fu vany

P313 té/cham soc y 1é.

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

P364 dung lai.

Xu ly:

P501 Xt ly cac thanh phan/dung cu chda ¢ mét nha may xi

ly chat thai da dugc chap thuan.
Nhan an toan san pham theo huéng dan cta GHS Chau Au.
S6 dién thoai lién lac: tat ca quéc gia: +49-621-7590
Tranh dé cac dung dich thuéc thi va cac mau (mau xét nghiém, mau
chudn va mau chimg) bi tao bot.
St dung thudc thi

Cac thuéc thar trong hép dugc dung trong mét boé cac chai sdn sang
dé str dung va khéng thé tach riéng.

May phan tich tu dong doc ma vach frén nhan thuéc thar va ghi nhan
tat ca théng tin can thiét cho viéc chay thuéc thir.

Bao quén va do én dinh

Bao quan 6 2-8 °C.

Khong trir déng.

Dat hop thude thir Elecsys theo huang thang ding nham dam bao tinh
hru dung caa toan bé cac vi hat frong khi trén tu dong trusce khi s
dung.

D6 6n dinh:

chua mé& nap 6 2-8 °C dén ngay hét han st dung
sau khimé va dé ¢ 2-8 °C 12 tuan

frén may phan fich 8 fuan

cobas’

Lay va chuan bi mau
Chi nhiing mau dugc liét ké dudi day da dugc thir nghiém va duoc
chap nhan.

Huyét thanh va huyét Tuorng chong dong bang Li- heponn dugc lay
bang cach st dung cac 6ng chuan lay mau hoac cac éng chia gel
tach.

Khéng st dung huyét tuang chéng déng bang EDTA.

Tiéu chuan: Do phuc héi frong khoang + 30% gia tri huyét thanh
> 3.57 pmol/L (= 0.5 ng/mL); d6 phuc héi frong khoang

+ 1.43 pmol/L (+ 0.2 ng/mL) gia tri huyét thanh < 3.57 pmol/L
(< 0.5 ng/mL) va hé sé goc 0.9-1.1 + dé léch tai 7.14 pmol/L

(1 ng/mL) va 25 pmol/L (3.5 ng/mL) < 10% + hé s6 fuong quan
>0.95.

On dinh frong 3 ngay & 20-25°C, 5 ngay & 2-8°C, 6 thang &
-20°C (z 5°C). Chi déng lanh mot lan.

Cac loai mau pham duac liét ké da duagc thir nghiém cung VGi b6 cac
éng nghiém &y mau chon loc, c6 ban frén thi trugng vao thai diém xét
nghiém, nghia |a khéng phai tat ¢ cac 6ng 1dy mau caia cac nha san
xuat déu dugc thir nghiém. Cac bo éng chira mau caa cac nha san
xudt khac nhau co thé lam tir nhiing vat lieu khac nhau ¢é kha nang
anh huang dén két qua xét nghiém trong mot s6 fruang hop. Khi xa ly
mau frong cac ong chinh (6ng chia mau), phai tuan theo huéng dan
cua nha san xuat éng.

Ly tam cac mau co két taa fruae khi thuc hién xét nghiém.
Khong sir dung cac mau bi bat hoat bai nhiét.
Khéng st dung mau thr va mau ching duge 6n dinh bang azide.

Dam bao nhiét dé ctia cac mau bénh pham, mau chuan va mau
ching & 20-25 °C frugc khi tién hanh do.

Do cé kha nang Xay ra cac hiéu ing bay hoi, cac mau bénh pham,
mau chudn va mau ching frén cac thiét bi phan tich phai duoc do
frong vong 2 gio.

Vit liéu cung cap

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

Vit liéu can thiét (khéng cung cap san)

07957203190, CalSet AMH Plus, 4 x 1.0 mL

- 07957211190, PreciControl AMH Plus, 4 x 2.0 mL

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

= Trang thiét bi thong thuang caa phong thi nghiém

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 ria buéng
do

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

. 11933159001, Adapter cho SysClean

= [Rer]11706802001, AssayCup, 60 x 60 coc phan dng

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

. 11800507001, Clean-Liner

Cac phu kién yéu cau cho may phan fich 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 coéc dé lam &m ProCell M va
CleanCell M trudc khi st dung
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. 03005712190, ProbeWash M, 12 x 70 mL dung dich rira
dung sau khi chay mau xong va khi thay d&i thuéc thu

. 03004899190, PreClean M, 5 x 600 mL dung dich ria hén
hgp phan ung

. 12102137001, AssayTip/AssayCup, 48 khay x 84 c4c phan
ung hay dau pipette, tai dung rac

. 03023150001, WasteLiner, tai dung rac

. 03027651001, SysClean Adapter M
Cac vat liéu yéu cau cho fat ca cac may phan fich:

. 11298500316, ISE Cleaning Solution/Elecsys SysClean,

5 x 100 mL dung dich rtra hé théng
Xétnghiém
DE t6i uu hiéu nang xét nghiém, nén tuan theo huéng dan frong fai
liéu nay cho cac may tuong tng. Tham khao huéng dan van hanh cho
tng xét nghiém ddc hiéu tuong ung.
Thiét bi tu dong trén cac vi hat truéce khi st dung May doc théng s6
dac hiéu'caa xét nghlem trén ma vach caa thusg ther. Trong fruang

hop ngoal l& néu may khong doc duoc ma vach, hay nhap chudi 15
€on so vao.

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

Dbua thuée thir dang lanh vé khoang 20 °C va dat vao khay chia thuée
thar (20 °C) trén may phan tich. Tranh tao bot. Hé théng sé tu déng
diéu hoa nhiét @6 caa thuéc thir va déng/ma nap chai.

Chuan

Théng tin ghi nhan di liéu: Phuang phap nay da dugc chuan héa theo
xét nghiém Beckman Coulter AMH Gen Il ELISA (phién ban khong scia
déi khang can tién pha loang).

Nhan cta ttmg hép thuéc thir Elecsys €6 ma vach chua cac thong tin
dac hiéu dé chuan cho timg 16 thudc thir riéng biét. Buong chuan
chinh da duoc xac dinh trudc sé duoc fai 1ap frén may phan tich bang
cach dung chat chudn CalSetf ¢é lién quan.

Tan suat chuan dinh: Can thuc hién chuan méi 16 thuéc thir véi hop
thuéc tha méi (nghia la khong qua 24 gis tur khi hop thuée tha duge
dang ky frén may phan tich).

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

Thuc hién chuan lai khi:

= sau 1thang (28 ngay) néu st dung cac hép thuée tha cung 16
= sau 7 ngay (néu st dung cung hép thuée thr do)

= khi can thiét: vi du: khi két qua mau chdang nam ngoai thang
Kiém tra chat lugng

DE kiém tra chat lugng, st dung PreciControl AMH Plus.

Mau chuing kiém tra chat lugng thich hap ¢6 thé duoc sir dung két
hop thém véi PreciControl AMH Plus.

Chay cac mau chung véi néng dé khac nhau t6i thiéu 1a mét 1an cho
méi 24 gid khi xét nghiém van dang st dung, mét 1an véi méi hop
thudc thar va sau méi lan chuan.

Can than trong dac biét dé dam bao dé chinh xac va dé chum cua xét
nghlem nam trong cac gisi han c6 thé chap nhan. Bén canh viéc dap
{ng cac khoang gldl han dich ctia PreciControl AMH Plus duoc cung
cap, ngudi dung can phai dam bao réng bias hé théng fuong ung véi
cac gia fri dich dugc chi dinh nam Trong khoang + 12 %, d6 chum
trung gian CV < 8 % va sai s6 16ng cong 16i da nam trong khoang

+ 25 % (TE = |bias| + 1.65*CV). Nén st dung phan mém quy dinh
kiém tra chaT luong.

Khoang cach gitia cac lan chay mau chang va gia fri gisi han nén tay
thuéc vao yéu cau riéng caa tung phong thi nghiém. K&t qua mau
chung phai nam frong thang. Méi phong xét nghieém nén thiét lap céac
bién phap hiéu chinh néu cac gia fri mau chdng nam ngoai thang do.
Néu can, tién hanh do lai cac mau co lién quan.

Tuan tha cac quy dinh chinh phu va hudng dan cua dia phuong vé
kiém fra chat lugng.

cobas’

Tinh toan
May phan tich fu dong tinh toan néng dé chat phan tich frong méi mau
do (duai dang pmol/L hodc ng/mL).

Hé s& chuyén déi: pmol/L x 0.14 = ng/mL

ng/mL x 7.14 = pmol/L
Yéu t6 han ché - anh huéng
Su anh hudng caa cac chat ndi sinh va hgp chat dugc pham sau day
I&n hiéu nang xéf nghiém da dugc tha nghiém. Nhiéu da dugc thar

nghiém Ién dén nong dé dugc liét ké va quan sat thay khéng cé anh
huang nao dén két qua.

Cac chat néi sinh

Hop chat Nong d6 xét nghiém

Bilirubin < 1129 pmol/L hoac < 66 mg/dL
Hemoglobin <0.621 mmol/L hodc < 1000 mg/dL
Intralipid < 1000 mg/dL

Biotin <4912 nmol/L hogc < 1200 ng/mL
IgG <25g/dL

IgA <1.8g/dL

IgM <0.5g/dL

Tiéu chuan: Do léch < 10%.

K&t qua xét nghiém khong bi nhiéu bai cac yéu t6 thap khép vai néng
do [én dén 1000 IU/mL.

Hiéu ‘ng mau pham c6 néng do cao khéng anh huang dén két qua
xét nghiém véi néng d6 AMH 1én dén 9996 pmol/L (1400 ng/mL).
Thar nghiém in vitro duoc tién hanh trén 20 loai dugc pham thuong su

dung. Khong ¢ hién tugng nhiéu vai xét nghiem vai néng dé chi
dinh nam trong bang duai day.

Hoat chat Nong d6 thit nghiém
mg/L
Acetylcysteine 1660
Ampicillin-Na 1000
Acid ascorbic 300
Cyclosporine 5
Cefoxitin 2500
Heparin 5000 U
Levodopa 20
Methyldopa 20
Metronidazole 200
Phenylbutazone 400
Doxycycline 50
Acid acetylsalicylic 1000
Rifampicin 60
Acetaminophen 200
Ibuprofen 500
Theophylline 100
Triptorelin acetate 0.1
Metformin 2000
Acid folic 04
Levothyroxine 0.2

Trong mét 6 hiém truang hop, nhiéu ¢6 thé xay ra do nong doé khang
thé khang khang thé dac hiéu khang chat phan tich, khang sireptavidin
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hay ruthenium qua cao cta mau pham phan tich. Xét nghiém da duoc
thiét k& phu hgp dé giam thiéu cac hiéu ung nay.

Vi 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

0.07-164 pmol/L (0.01-23 ng/mL) (dugc xac dinh bang gidi han phat
hién va muec t6i da cta dusng chuan). Gia fri dudi Gisi han phat hién
duac ghinhan la < 0.07 pmol/L (< 0.01 ng/mL). Gia tri frén khoang
do duac ghi nhan la > 164 pmol/L (> 23 ng/mL) hoéc 1én dén

328 pmol/L (46 ng/mL) cho mau pha loang 2 lan.

Gioi han dudi ctia phép do

Gidi han mau trang, Gidi han phat hién va Gigi han dinh lugng

Gigi han mau frang = 0.049 pmol/L (0.007 ng/mL)

Gigi han phat hién = 0.07 pmol/L (0.01 ng/mL)

Gigi han dinh lugng = 0.214 pmol/L (0.030 ng/mL)

Gidi han mau trang, Gigi han phat hién va Gigi han dinh lugng dugc
xac dinh theo quy dinh EP17-A2 caa CLSI (Clinical and Laboratory
Standards Institute: Vién Tiéu chudn Lam sang va Phong thi nghiém).
Gigi han mau trang la gia tri & phan vi tha 95 thu duagc fir viéc do s6
mau n = 60 mau khéng chia chat phan tich, duoc xéac dinh qua mét
s6 loat chay doc lap. Gisi han mau tréng tuong ung véi néng d6 ma
dudgi khoang dé mau khéng chua chat phan tich dugc phat hién vai
xac suat 95 %.

Gigi han phat hién dugc xac dinh dya frén gi6i han mau tréang va do
léch chuan caa nhiing mau thi ¢é néng d6 thap. Gisi han phat hién
tuong ung vai néng doé chat phan tich thap nhat co thé phat hién dugc
(gia tri l6n hon giGi han méau frang vaéi xac suat 95 %).

Gigi han dinh lugng la néng dé chat phan tich thap nhat cé thé do
dugc cho dé 1ap lai vai hé sé bién thién CV @6 chum frung gian

< 20%.

Phaloang

Mau c6 néng d6 AMH trén khoang do c6 thé dugc pha loang fu dong
bang Diluent Universal 2. Cé thé thuc hién pha loang tha cong bang
Diluent Universal 2 hoac Diluent Universal. Ty lé pha loang khuyén
nghi la 1:2 (pha loang ty ddng bang may phan tich hoac bang tay). Khi
can thiét, ty |é pha loang tha céng 1:10 la thich hgp (xem bang khoang
tham chiéu nhi khoa). Nong d6 mau sau pha loang phai

> 71.4 pmol/L (> 10 ng/mL).

Sau khi pha loang tha céng, nhan két qua véi hé sé6 pha loang.

Sau khi pha loang bang may phan tich, phan mém tu dong dua hé s6
pha loang vao khi finh toan néng dé mau.

Giatrisinh hoc

Mét nghién cuu trong quan thé ngusi da trang véi xét nghiém Elecsys
AMH Plus trén cac mau tir ngudi fruang thanh khoe manh (148 nam,
887 nirkhong dung thuéc tranh thai) va 149 phu nit bj buéng tring
da nang (PCOS) cho cac két qua sau2®:

cobas’

S6 | Phanvithi2.5 | Phanvithi5 Trung vi Phan vi thit Phan vi thit
ma ng/mL ng/mL ng/mL % 75
w@suc” | @5%c) (©5%Cl) npmt nymt
(95%Cl) (95%Cl)
-30-34 | 138 0576 0.711 281 7.69 8.13
(0.256-0.958) | (0.256-1.12) (2.35-3.47) (6.84-9.52) | (7.27-9.72)
-36-39 | 138 0.147 0.406 2.00 6.96 7.49
(0.063-0.474) | (0.053-0.496) (1.73-2.36) (6.31-9.37) | (6.49-10.9)
«40-44 | 142 0.027 0.059 0.882 4.44 547
(0.010-0.063) | (0.017-0.119) | (0.726-1.13) (2.94-5.56) | (3.92-6.76)
-45-50 | 169 0.010 0.010 0.194 1.79 271
(0.010-0.010) | (0.010-0.010) | (0.144-0.269) | (1.43-2.99) | (1.79-4.16)
Phy niméc PCOS
149 1.86 241 6.81 17.1 189
(1.64-2.50) (1.67-3.01) (6.30-7.42) (13.3-20.3) | (16.0-21.1)
b) Cl = khoang fin cay
S¢ | Phanvithi2.5 | Phanvithi5 Trung vi Phanvi thi95 | Phan vi thit
lng pmol/L pmol/L pmol/L pmol/L 97.5
(95% Cl) (95%Cl) ©5%Ch | (95%Cl) pmoliL
(95% Cl)
Dan éng khoe manh
148 55 102 342 82.8 103
(1.2-11.3) (1.8-14.1) (31.1-38.2) (73.5-121) (78.1-125)
Phu nit khée manh (tuéi)
+20-24 | 150 8.71 109 286 71.0 83.6
(341-11.9) (5.41-12.9) (256.7-31.7) (66.2-97.1) (65.0-112)
+256-29 | 150 6.35 857 236 64.6 703
(3.62-8.64) (5.69-12.5) (21.4-27.8) (64.2-73.5) (63.6-81.0)
+30-34 | 138 411 5.08 20.0 54.2 58.0
(1.83-6.84) (1.83-8.00) (16.8-24.8) (48.8-68.0) (51.9-69.4)
-36-39 | 138 1.06 2.89 142 49.7 536
(0.378-3.38) (0.378-3.64) (12.4-16.9) (37.9-66.9) (46.3-77.9)
«40-44 | 142 0.193 0421 6.29 31.7 39.1
(0.071-0.450) | (0.121-0.850) | (5.18-8.07) (21.0-39.7) (28.0-48.3)
-45-50 | 169 0.071 0.071 1.39 128 193
(0.071-0.071) | (0.071-0.071) | (1.03-1.92) (10.2-21.3) (12.8-29.7)
Phy niméc PCOS
149 133 17.2 48.6 122 135
(11.0-17.8) (11.9-21.5) (45.0-63.0) (95.0-145) (114-151)

S6 | Phanvithi2.5 | Phanvithi5 Trung vi Phén vi thi Phan vi thit
lugng ng/mL ng/mlL ng/mlL % 975
(95% cnb) (95%Cl) (95%Cl) L /L
(95% Cl) (95%Cl)
Han 6ng khée manh
148 0.77 143 4.79 11.6 145
(0.17-1.68) (0.256-1.97) (4.35-5.35) (10.3-17.0) | (10.9-17.6)
Phu nit khée manh (tudi)
+20-24 | 150 122 162 4.00 9.95 1.7
(0.478-1.67) (0.758-1.81) (3.60-4.44) (7.87-136) | (9.11-15.7)
+26-29 | 1560 0.890 1.20 3.31 9.05 9.85
(0.493-1.21) | (0.797-1.75) (3.00-3.89) (7.69-10.3) | (8.91-11.3)

* Theo tiéu chuan chan doan da stia déi cua héi ching buéng tring
da nang dugc xac dinh bai héi nghi déng thuan vé héi ching buéng
trang da nang (PCOS) gitra Rotterdam ESHRE/ASRM-sponsored
(ESHRE = Héi Sinh san va Phéi thai hoc Chau Au; ASRM = Héi Y hoc
sinh san My).26

Viéc phan tich cac mau tir mét doan hé tré em (484 nam cé kiéu hinh
ré rang khoe manh va 282 nit ¢6 kiéu hinh ré rang khée manh) trong
d6 tudi ttr 1 ngay sau khi sinh dén 18 tudi mang lai két qua nhu sau.?’
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S6 lugng Phén vjthi2.5 pmol/L Trung vi Phanvithi97.5
(90% CI) pmol/L (90% Cl)
Nam khée manh (tuéi)
02 ng‘ayC) 42 7811 258.8 606.46
(568.89-108.94) (409.51-699.86)
SR 44 159.60 554.3 1186.20
3-7 ngay tuéi
(57.93-199.81) (982.69-1495.78)
8-10 ngay luéi 15 22562 703.0 1391.71
(0-330.32) (1113.36-1962.28)
11-20 ngay 1usi 43 161.70 537.0 1310.46
(569.38-203.13) (1138.87-1641.31)
21-28 ngay tusi 25 244.98 567.0 1102.37
(142.28-359.27) (777.43-1284.35)
29-364 ngay u6i 66 235.52 551.2 1125.86
(1565.15-323.18) (706.65-1358.86)
1-49 1u6\d) 60 310.70 692.7 1425.29
(246.56-422.97) (1089.83-1577.96)
5.7.9 1USi 39 238.33 5116 1108.32
(187.26-301.84) (868.53-1296.48)
8-11.9 udi 60 96.58 4263 1131.44
(0-100.14) (1045.31-1497.03)
12-14.9 tuéi 39 943 71.65 331.80
(0-15.48) (144.80-464.85)
15-18.9 tuéi 51 16.76 58.2 130.04
(7.83-22.03) (95.39-153.18)
Nir khde manh (tudi)
0-28 ngay tuoi 87 < Ler) 042 6.73
(2.49-9.93)
29-364 ngay tuéi 28 <lo@ 1.39 31.23
(7.77-57.05)
1-4.99 tuéi 37 1.25 11.55 4372
(0-2.06) (33.20-58.55)
5-7.99 fuéi 29 1.36 10.81 3951
(0-2.06) (24.21-58.55)
8-11.99 tuéi 40 292 16.99 52.82
(0.11-4.63) (32.16-68.88)
12-14.99 tudi 31 297 15.756 46.56
(0-4.97) (28.19-61.91)
15-18.99 tugi 30 2.05 19.76 84.09
(0-2.82) (60.86-121.49)
¢) ngay tudi
d) tusi

€) Gidi han dinh lugng

Méi phong xét nghlem nén nghién cuu tinh chuyen déi caa cac gia tri
sinh hoc theo quan fhé bénh nhan ctia minh va néu can nén xac dinh
khoang tham chiéu riéng.

St dung AMH dé danh gia du trir buéng tring

Viéc sir dung AMH dé danh gia du frir buéng tring dugc kiém tra
frong mét nghién cau tién cdu véin = 451 phu nutrong a6 fudi tu
18-44, trong do cac gia tri AMH tuang quan véi AFC caa ngusi nit.28
AFC dugc xac dinh bang cach siéu 4m qua am dao do duang kinh
nang noan ttr 2-10 mm. Ca& AFC va AMH déu dugc xac dinh trong ngay
thi 2-4 cua cung chu ky kinh nguyét. Tur 17 dén 115 phu nir duac

chon frong méi dia diém fai 6 dia diém khac nhau & chau Au va 1 dia
diém & chau Uc.

Khéng co sai biét dang ké trong cac gia tri AMH trung binh gitia cac
dia diém (pval = 0.301). Gia tri do tudi trung binh gitia cac dia diém
khac nhau dang k&, va gia tri AMH va d6 tuéi ciing c6 méi tuong quan
nghich cé y nghia théng ké (hé sé tuoeng quan Spearman la -0.47).

cobas’

Dia diém co diéu chinh d6 tudi khong anh huéng dén gia tri AMH
(pval = 0.193). Céc gia fri AFC duoc xac dinh cho thay su khac biét
dang ké gitta cac dia diém, cé hodc khong co didu chinh d6 tudi.
Tuong quan t6ng thé ctia AMH vai AFC 13 0.68 (hé s6 phan bac cla
Spearman).

Hinh dudi day cho thay sy phan tan caa AMH so véi AFC, ciing nhu sy
phan bé dac trung theo dia diém ctia AMH va AFC.

Y Y,

P

120

adxtee
NS SN
M

100 v

0 10 20 30 40 50 60
— X

x: AFC (N)

y1: AMH (ng/mL)
y2: AMH (pmol/L)
z:Dia diém

Bang tueng dong vé chi s AFC tuyét doi tir 7 dén 15

Ba nhom AFC dugc xac dinh2230 dya trén hai nguang cua AFC: 7 va
15 (0-7,8-15, > 15). Theo tylé trong cac nhém nay (15%, 37%,
48%), diém phan vi cta AMH dugc finh foan

(c1=4.86 pmoI/L hogc 0.681 ng/mL, c2 = 16.2 pmol/L hodc

2.27 ng/ml) dé xac dinh ba nhém. Su fuong dong dugc biéu hién
dudi dang théng sé va 1y 1& phan tram fuyét d8i caa méi nhém AMH.

Do su bién thién Ian cua cac két qua AFC phu thuéc vao su bién thién
theo dia diém va may siéu am dac trung, mai dia 'diém nén xem xét
bang tuong ddng dé quy déi theo diéu kién cu thé.

AFC0-7 AFC8-15 AFC>15 S
luong

AMH < 4.86 pmol/L 43 22 3 68
(0.681 ng/mL) (63.2%) (32.4%) (4.4%)
4.86 pmol/L (0.681 ng/mL) < 20 95 52
AMH < 16.2 pmol/L (12.0%) (56.9%) (31.1%) 167
(2.27 ng/mL)
AMH > 16.2 pmol/L 3 52 161 216
(2.27 ng/mL) (1.4%) (24.1%) (74.5%)
S6 lugng 66 169 216 451

Da6i véi bénh nhan ¢ gia fri AMH < 4.86 pmol/L (0.681 ng/mL), xac
xuat ¢6 chi sé AFC thap (0-7) la 63%, xac xuat ¢6 chi sé AFC & nhom
giﬁro5 (8-15) la khoang 32% va xac xuat chi c6 4.4% dé c6 chi s6 AFC
>

Xéc xuat ctia bénh nhan cé gia tri AMH cao (> 16.2 pmol/L;

>2.27 ng/ml) dé c6 chi s6 AFC > 15 la 75%, XaC Xuat c6 chi s6 AFC
& nhom gidia (8-15) 1a 24% va xac xuat chi ¢ 1.4% dé cé chi sé AFC
<8
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St dung AMH dé du doan phan ing buéng tring véi kich thich buéng
tring c6 kiém soat

AMH dé du doan phan iing cao voi kich thich buéng tring

Nhung két qua sau thu dugc trong mét nghién ciu bén ngoa| “Danh

gia lam sang caa xét nghlem Elecsys AMH dé& du doan dap dng véi
kich thich buéng tring c6 kiém soat”.3!

Trong nghién cau nay, AMH dugc xac dinh & 149 phu nit dang trai
qua quy trinh diéu frj chat doi khang thu thé frong chu ky diéu fri dau
tién kich thich budng tring c6 kiém soat trong thu finh nhan tao (IVF).
Nhang phu nutrong nghién ciu nay ¢é dé tudi < 44, ¢ chu ky kinh
nguyét déu dan va khong c6 bat thuong 16n qua Siéu am nga am dao.
Phu nit vsi PCOS, r8i loan chuyen hoa hogc noi tiét 16 va phu nir dang
frai'qua thu finh nhan fao véi nguai hién nao bao khong bao géom
frong nghién cdu nay. Tat ca phu nir frong nghlen cuu nay nhan moét
liéu kich thich FSH chudn 150 IU/ngay. Ly mau truac khi bat dau kich
thich FSH d@é phan tich AMH sau khi hoan thanh chu ky diéu fri. Dap
ting qua muc dugc ghi nhan & 16 phu na. Bap ung qua muc dugc
dinh nghia khi > 15 noan bao dugc lay hosc su hay bé caa chu ky
kich thich ma c6 hon 20 nang noan > 12 mm va néng d6 Estradiol

> 11700 pmoI/L hoac ¢o khi hon 30 nang noan > 12 mm. Hiéu nang
lam sang caa Elecsys AMH dé du doan dap (ing qua muc véi kich
thich budng trimng cé kiém soat dugc danh gia bang phan tich dusng
dic tinh hoat dong (ROC) va ap dung nguang 15 pmol/L (2.1 ng/mL)
da duac cong bé trude d6.3233 Dy doan dap dng qua mac ¢é y nghia
vai dién fich duai duong cong (AUC) caa 82.1% (Cl 72.5-91.7%). Bo
nhay, dé dac hiéu, gia tri tién doan duong (PPV), va gia fri tién doan
am (NPV) cho gia tri nguéng AMH 1a 15.0 pmol/L (2.1 ng/mL) dugc
trinh bay trong bang dudi day.

cobas’

S dung AMH dé xac dinh liéu ca nhan hang ngay caa follitropin delta
cia Ferring.

Follitropin delta dugc san xuat frong mét dong
(PER.C6") bang ky fhuat tai 16 hop DNA 33363
giay phép luu hanh cua follitropin delfa.

Nong d6 AMH (dudi dang pmoI/L) dugc xac dinh bang xét ngh|em
Elecsys AMH Plus két hop V@i trong Iuong co thé dugc danh gia cho
viéc xac dinh liéu dung ca nhan hang ngay cta follifropin delfa Trong
kich thich buéng trung 6 kiém soat dé phat trién da nang noan & phu
nt dang thuc hién céc ky thuat hé trg sinh san nhu thu tinh frong 6ng
nghiém hosc fiem tinh trung vao bao tuong (ICSI). Xét nghlem Elecsys
AMH Plus duoc danh gia rieng dé xac dinh liéu dung ca nhan caa
follitropin delta (Ferring). Ché d6 liéu dung ca nhan cta follitropin delta
dua theo AMH dugc danh g|a Trong nghién cdu 1am sang fién cau pha
I ESTHER-1, ngau nhién, c6 kiém soat, lam mu, nhém song song, da
frung tam, da quoc gia tha nghiém so sanh hiéu qua va an toan caa
follitropin delta vi follitropin alfa (1 1& ngau nhién 1:1). Phu nir 6 do
tusi ttr 18-40 dang thuc hién kich thich buéng fring cé kiém soat cho
IVF hodc ICSI dugc dua vao va thuc hién theo quy trinh chat d6i khang
thu thé GnRH.38 Trong nghién ctu nay, 665 bénh nhan IVF/ICSI dugc
chia ngau nhién vao nhém follitropin delta diéu tri véi liéu ca nhan cta
follitropin delta duoc xac dinh dua frén trong luong co thé va néng do
AMH (dudi dang pmol/L) do dugc véi xéf nghiém Elecsys AMH Plus.
Liéu dung ca nhan hang ngay cda follitropin delta duoc duy tri frong
qua frinh kich thich khéng can diéu chinh liéu.

Théng tin quan frong: Bac silam sang muon theo di follitropin delta

phai doc va hiéu théng tin ké toa hién fai caa follitropin delta (Ferring)
duoc tng dung trong nudc trude khi ké toa thudc; tai liéu nay cung

té bao & ngudi
Ferring la chu s& hau

Pap ung qua muc

cap théng tin chi fiét vé liéu dung thuc t&, hiéu qua Iam sang va tinh an
toan cua thuée.3®

AMH nguong 15.0 pmol/L (2.10 ng/mL)

Dii liéu dac hiéu vé hiéu nang

Usctinh 95% Cl

D liéu hiéu nang trén cac may phan tich duogc frinh bay dudi day. Két

D6 nhay 81.3% 54.4-96.0%

qua thuc hién & cac phong thi nghiém khac nhau cé thé khac nhau.

Do dac hiéu 64.7% 55.9-72.8%

Do chinh xac
Do chinh xac dugc xac dinh vai viéc sir dung thudce thir Elecsys, cac

PPV 21.7% 12.1-34.2%

ma&u va mau ching theo dé cuong (EP05-A3) ctia CLSI (Clinical and

NPV 96.6% 90.5-99.3%

Laboratory Standards Institute - Vién Tiéu chuan Lam sang va Phong
thi nghlem) 2 xét nghlem cho méi mau frong mét lan chay, 2 lan chay

AMH dé du doan phan ing thap véi kich thich buéng tring

Viéc st dung AMH huyét thanh, dugc do béi xét nghiém Elecsys AMH,
dé du doén phan dng buéng friing Thap sau khi diéu tri hiém muén
dugc diéu tra frong nghién ciu 1am sang héi cau, quan sat, mét frung
tam.34 Trong nghién cuiu nay, néng do6 AMH huyé’T thanh & 1248 phu
nt fruang thanh hi€m muén dugc do chua day sau thang trude khi
kich thich buéng fring bang phuang phép diéu fri bang thusc déi
khang hormone giai phong gonadotropin (GnRH). Cac d6i fugng dugc
chia thanh 4 nhém dua frén phan tng buéng tring cda ho nhu dugc
do bang s6 té bao tring: thap (0-3), dudi muic t6i uu (4-9), 16i uu
(10-15) va cao (> 16). AUC cho phan ting buéng tring du doan AMH
la 0.85 (0.83-0.88) cho phan ung thap (s6 lugng 0-3 1€ bao tring).
Nguang huyét thanh t6i uu cta phan ung buong tring thap la

6.4 pmol/L (0.89 ng/mL). Hiéu nang lam sang thé hién dudi dang do
nhay chan doan va do dac hiéu 1an luot 13 74.4% va 79.8%.

Sitdung AMH dé xac dinh PCOM dé hé trg chan doan PCOS

Viéc str dung AMH dé thay thé AFC dugc xac dinh bang siéu am qua
nga am dao (TVUS)3 trong viéc xac dinh hinh thai buong tring da
nang (PCOM), mét trong ba fiéu chi duoc st dung dé chan doan hoi
chung bu0n9 trimg da nang (PCOS), da duac nghién cuu trong
APHRODITE.T? APHRODITE la mét nghién ciu kiém soat frusng hop
héi cuu, khang can thiép, da trung fam frong d6 nguang la 23 pmol/L
(3.2 ng/mL) cho AMH dugc |dy va xac nhan dé xac dinh PCOM va hé
tro chan doan PCOS & phu nit 25-45 tusi. Nguang duac 1ay o mot
doan he gom 1059 phu nit (484 truang hop PCOS va 575 mau
chung) va dugc xac thuc frong mot doan hé rleng g6ém 955 phu nit
(455 fruang hop va 500 mau chung) Tat ca cac fruong hop la phu ni
¢6 kiéu hinh PCOS A (nghia la c6 biéu hién it rung fring/khong rung
fring, cuong androgen va PCOM). Trong doan hé xac thuc, ngudng
AMH la 23 pmol/L (3.2 ng/mL) dat d6 nhay 88. 6% va db dac hiu
84.6% cho chan doan PCOM, vai vung dudi dudng cong déc finh
hoat dong la 93.6%.

méi ngay, frong 21 ngay (n = 84). K&t qua thu duoc rinh bay dudi
day:

May phan tich cobase 411
bo lap lai Do chum trung
gian
Mau Trung SD cv SD cv
binh ng/mL | % ng/mL %
ng/mL
Huyétthanhngusi 1| 0.046 | 0.0008 | 1.7 | 0.002 | 3.6
Huyét thanh ngusi 2 | 0.807 0010 | 1.3 | 0.028 |35
Huyétthanh ngusi3 | 4.32 0076 | 1.8 | 0.158 | 3.7
Huyét thanh nguai 4 125 0.148 | 12| 0419 | 34
Huyétthanh nguai b | 20.1 029 | 15| 0738 |37
PreciConfrol AMH 1 0.964 0.011 1.1 0.024 |25
PreciConfrol AMH 2 4.86 0060 | 12| 0.141 |29
May phan tich cobas e 601 va cobas e 602
bo lap lai Do chum trung
gian
Mau Trung SD cv SD cv
binh ng/mL | % ng/mL %
ng/mL

Huyétthanhngusi 1 | 0.048 | 0.0007 | 1.6 | 0.002 | 3.2
Huyétthanh ngusi2 | 0.816 0.011 13| 0.027 |34
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May phan tich cobas e 601 va cobas e 602 Passing/Bablok?0 Ha&i quy fuyén finh
bo lap lai Do chum trung y=0.974x-0.224 y=0.974x-0.145
glan 1=0.986 r=0.999
Mau Trung SD | Cv | 8D | OV | Nongde mautrong khoang fir 0.941 t6i 162 pmol/L.
binh ng/mL % ng/mL | % |
ecsys AMH Plus 10059516190 tuong duong Elecsys AMH Plus
ng/mL 08818061190 frong thanh phan thusc thir va quy frinh san xuét
Huyét thanh ngusi 3 424 0.047 1.1 0.164 3.9 Do dac hiéu phan tich
Huyétthanhngusi4 | 12.8 0221 | 1.7 | 0477 |37 Khang thé don dong duoc st dung c6 tinh déc hiéu cao véi AMH
Huyétthanhngusi 5 | 208 | 0631 | 2.6 | 0725 | 35| "9ud! Phan ung chéoxay ravdicac chaf sou:
PreciControl AMH 1 | 0.957 | 0009 | 10| 0023 |25 Tac nhan phan ing Néng do xétnghiem | Khanang phan ing
PreciConfrol AMH 2 | 4.82 | 0062 |11 | 0123 | 25| oM@ °':/:°
May phan tich cobase 411 Inhibin A 100 ng/mL n.dp
bo lap lai Do chum trung Activin A 100 ng/mL n.d.
gian LH 500 miU/mL n. d.
Méu Trung SO fcv| sb Qv FSH 500 miU/mL n.d.
binh pmol/L | % | pmol/L | % —
meVL f) n. d. = khéng phat hién
p = Tai liéu tham khao
Huyejt fnanh ngu?f I| 0330 | 0006 | 1.7 0012 |36 1 Wilson CA, di Clemente N, Ehrenfels C, ef al. Mullerian inhibiting
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Luon st dung mét dau cham (déu cham cau/déu cham héf) trong to
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Vui long xem Tom tat ctia ban bao cao hiéu nang va an foan fai:
https://ec.europa.eu/tools/eudamed
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navifyportal.roche.com d@é biét dinh nghia cdia cac ky hiéu dugc sur
dung):
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