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LOI CAM DOAN

T6i xin cam doan day 1a cong trinh nghién cau cua riéng t6i. Cac sd
liu va két qua trong luan &n nay la trung thuc va chua duoc ai cong bd trong

bat ky cong trinh nao khéc.
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AAC : Abdominal Aorta Calcification Scoring
Chi s6 Canxi hoa dong mach chu bung.
Beta2 M : Beta 2 microglobulin
BMI : Body Mass Index
Chi s6 khéi co thé
BMD ; Bone mineral density
Mat d6 xuong
BN : Bénh nhan
BTM : Bénh than man
BTM - GDC X Bénh than man — giai doan cudi
Canxi HC ; Canxi hiéu chinh
CKD-EPI : Chronic Kidney Disease Epidemiology Collaboration
Hop tac dich t& hoc vé bénh thin man
CKD-MBD : Chronic Kidney Disease - Mineral and Bone Disorder
Réi loan xuong va khoang xuong do bénh than man
CS X Cong su
CSTL : Cot sdng that lung
CXb : Co xuong dui
PLC : Do léch chuan
DTNC Pbi tugng nghién ciru
DEXA : Dual — energy X-ray absorptiometry
Phép do d6 hip phu tia X nang luong kép
PTDH : Dai thao duong
ESRD : End Stage Renal Disease

Bénh than man giai doan cudi
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Kidney Disease: Improving Global Outcomes
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Kidney / Dialysis Outcomes Quality Initiative:
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National Kidney Foundation
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Relative risk
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World Health Organization
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MO PAU

1. TINH CAP THIET CUA PE TAI

Bénh than man giai doan cudi 1a hau qua caa phan Ién cac bénh than
man tinh va mot s cac bénh ly toan than, chuyén hoa (dai thdo duong, lupus
ban d6 hé thdng, ting huyét ap...), dic trung boi ton thuong cac nephron
khong hoi phuc dan dén giam dan chiic ning cta ca hai than.

Diéu tri bénh than man giai doan cudi cho dén nay di c6 nhiéu tién bo
nhung van con doi hoi trang bi ky thuat va chi phi lén. Ngay nay, véi su phat
trién cua c4c bién phap diéu tri thay thé than suy nhu tham phan phlc mac,
loc mau chu ky, ghép than nén thoi gian séng ciing nhu chat luong séng cua
nhitng bénh nhan mac bénh than man giai doan cudi da duoc cai thién rd rét
S0 Véi trude day [4]. Ciing tir d6 nhitng bién chung caa bénh than man (BTM)
nhung khong kiém soat duoc bang cac phuong phap tham phan, loc mau sé
xuat hién nhiéu hon, trong d6 c6 cac bién chimg lién quan dén suy giam chic
nang than, vai trd cua than d6i véi chuyén hoa xuong.

Loan dudng xuong do than la bién chimg xwong do than da duoc Liu
&Chu mo ta tir nam 1942, la hau qua cta cuong can giap thir phat sau suy giam
chirc nang than, lam cho tién Iwgng cua bénh nhan bénh than man tré nén XAu
hon vi nguy co giy xuong cao do nhuyén xuong, viém xuong xo nang va loang
xuong [92]. C4c nghién ctu tiép theo da 1am sang to thém vai trd cac khoang
xuong va mot s6 chét khac nhu canxi, phospho, PTH, vitamin D, nhom, beta 2
microglobulin, phosphatase kiém, beta-Crosslaps, FGF-23,... lién quan dén cac
rbi loan xuong ké trén & bénh than man, loc mau chu ky. Bén canh d6, nhiing
réi loan vé khoang xuong sé dan dén tinh trang ling dong khoang xuong, nhat
la canxi, gay nén tén thuong cac t6 chic ngoai xuong (van tim, mach mau, co,
khép, da...), trong s ndy quan trong Ia canxi héa mach méu vi gay nén céc

bién cb tim mach. ..
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Tir nhitng nghién cttu vé méi lién quan giita cac bat thuong khoang xuong
(sinh hda), bat thuong vé xuwong, canxi hda mach mau hoic mé mém vai nhau,
nén nam 2005 Hoi dong vé cai thién két qua toan dién vé bénh than (KDIGO),
mot to chire cia Hoi than hoc qué)c té, d3 dua ra thuat ngtt va dinh nghia mai
dé ap dung trén toan thé gisi vé rdi loan xuong va khoang xwong do Bénh than
man (RLXVKX- BTM) [51]. Nam 2009, lan dau tiéen KDIGO dua ra 39
khuyén cdo vé chan doan va diéu tri vé Bénh than man - réi loan xuong va
khoang xuong. Nam 2017, KDIGO tiép tuc cap nhat v&i diéu chinh 15 trén
téng s6 39 khuyén cdo cua nam 2009 véi muc dich phat hién va diéu tri s6m,
tich cuc cac bat thuong khoang xuong va xuong trén bénh nhan bénh than
man, loc mau chu ky [51], [52], diéu ndy da néi 1én rang nghién ctru rdi loan
xuong va khoang xuong do Bénh than man 1a cip thiét va dang quan tam.

O Viét Nam, d& c6 nhiing cong b vé khoang xuwong, mat do xuong. Tuy
nhién, nghién cau van chi méi ding lai vé nong do canxi, phospho, PTH;
chua c¢6 nhiéu nghién cu vé vitamin D, béta 2 microglobulin, Nném, vé mat
d6 xuong bang DEXA, vé canxi hoa dong mach cha bung va lién quan gitta 3
ri loan nay trén bénh nhan loc mau chu ky. Vi vay, chiing t6i chon dé tai dé
lam luan an: “Nghién ciu réi logn xwong, khodng va cdc yéu té lién quan
trén bénh nhan bénh th@n man giai dean 5 loc mau chu ky” dé nghién ctu
mot cach day du, toan dién tat ca 3 rdi loan: khoang xuong, xuong, canxi hoa
mach mau trén bénh nhan dang loc mau chu ky.

2. MUC TIEU NGHIEN CUU

2.1. Danh gia céc rdi loan khoang xwong, mat do xwong, canxi hda mach
méu theo phan loai réi loan xuong va khoang xuwong - Bénh than man cua
KDIGO 2017 trén bénh nhan dang loc mau chu ky.

2.2. Khao sat mdi lién quan giira réi loan xuong va khoang xuong vdi

mot s6 yéu td 1am sang va can 1am sang & bénh nhan dang loc méau chu ky.
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3. Y NGHIA KHOA HQC VA THUC TIEN
3.1. 'Y nghia khoa hoc

KDIGO 2017 cap nhat khuyén céo chan doan, muc tiéu cic khoang
xuong can dat va khuyén cdo diéu tri vé rdi loan khoang xwong, xuwong trong
bénh than man, loc mau chu ky. Két qua nghién ciu nay gidp bd sung cac
hiéu biét vé ty 18 dat tiéu chi khoang xuong, vé lodng xuong, canxi hoa dong
mach chil bung va gép phan danh gia cac yéu t lién quan, co ché bénh sinh
cua réi loan khoang xuong, xwong trong bénh than man.
3.2. Y nghia thyec tién

Phat hién, chan doan cing IGc ca 3 rdi loan: khodng xuong, lodng
xuong, canxi hoa dong mach cha bung trén bénh nhan bénh than man loc mau
chu ky 1a can thiét trong thuc tién. Gilp céc thay thudc 1am sang, chuyén
nganh loc mau xir tri kip thoi theo khuyén cdo diéu tri caa KDIGO 2017 gép
phan giam céc bién chiing vé xuong va tim mach va xa hon 1a giam ty I¢ ti
vong chung va tir vong tim mach.
4. PONG GOP CUA DE TAI

La dé tai du tién nghién ctu, danh gid mot cach toan dién ¢ ca 3 linh
vuc Vé réi loan khoang xwong, mat d6 xuong, lodng xwong va canxi hda dong
mach chu bung ¢ bénh nhan bénh than man loc mau theo phan loai cua
KDIGO 2017 tai Viét Nam qua s liéu cua 1 trung tam loc mau.

Tur s6 lidu két qua caa nghién ctu s& cung cap mot bac tranh toan dién
vé rbi loan khoang xwong, xuong trong bénh than man loc méau chu ky, dé tur
d6 cac thay thudc 1am sang can c6 ké hoach dy phong thich hop va diéu tri

hiéu qua cac rdi loan nay. Pay 1a nhitng dong gép méi ciia dé tai nay.



Chwong 1
TONG QUAN TAI LIEU

1.1. BENH THAN MAN- LOC MAU CHU KY
1.1.1. Dich t& hoc bénh thin man

Theo thdng ké cua t6 chirc khao sat danh gia sac khoe va dinh dudng Hoa
Ky (NHANES) ty I¢ bénh nhan bénh than man ngay cang tang trong nhiing
nam gan day. Véi 5000 nguoi tham gia trong nghién ciu cia NHANES, ty 18
mac BTM & ngudi 16n tir 20 tudi tré 18n qua cac nam tir 1999 dén 2014 phan
theo giai doan 1-2 va giai doan 3- 5 tai Hoa Ky nhu sau: tir nam 1999-2002 :
13,9% va 5,8% , tir nam 2003-2006 : 14,4% va 6,8% , tir nam 2007-2010 :
13,4% va 6,4%, tir nam 2011-2014: 14,8% va 7,2% [33]. Tai Canada, theo
Arora Paul MSc va cong su ghi nhan ty 16 BTM giai doan 3-5 mgi mac hang
niam chiém khoang 12,5% dan sb trong khoang thai gian tir nam 2007 — 2009
[85]. Tai An D9, ty 1€ hién mic BTM cac giai doan nam 2015 1a 6,3% thuong
gap nhiéu nhét 1a cdng nhan & cac ving nong thon va nguyén nhan thuong gap
do bién ching ciia bénh dai thao dudng va ting huyét ap.

Niam 2009, theo mot bao cdo tai Han Qudc cho thay ty 18 bénh nhan BTM
cang lac cang ting, ty 18 hién mac bénh than man tai Han Quéc 1a 8,2% [84].

Tac gia Sidney C.W Tang va cs (nam 2019) tip hop sd liéu 17 Quéc gia
thudc chau A (50 quéc gia) dd dua ra birc tranh toan canh vé tinh hinh mac
bénh than, sb luong bénh nhan diéu trj thay thé than va ty 1é bénh nhan duoc
diéu tri thay thé than trén 1 triéu dan. Theo céc tac gia nay, Chau 4 c6 4,4 ty
dan, chiém 60% tong dan sb thé gidi. S6 liéu vé BTM va diéu trj thay thé than
& mot sb Quéc gia nhu sau: O Trung quéc, ty 1¢ méc BTM 1a 10,8% dan, c6
524.467 bénh nhan loc mau va 86.344 bénh nhan loc mang bung. O Hong
Kong, c6 10.258 bénh nhan diéu tri thay thé than va ty 1& 1a 1388/1 triéu dan.
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O Dai Loan, c6 81.340 bénh nhan thay thé than va ty 1& 1a 3392/1 triéu dan. O
Nhat, c6 330.000 bénh nhan diéu tri thay thé than va ty 18 1a 2599/1 triéu dan.
O Han Quéc, c6 93.884 bénh nhan diéu tri thay thé than va ty 18 1a 1816/1
triéu dan. O Singapore, c¢6 8166 bénh nhan diéu trj thay thé than va ty 1¢ 1a
1596/1 triéu dan. O Malaysia, c6 41.525 b¢nh nhan diéu tri thay thé than va ty
16 1a 1345/1 triéu dan. O Thai Lan, c6 85.848 bénh nhan diéu tri thay thé than
va ty 18 1a 130/1 triéu dan. O An d6, c6 174.000 bénh nhan diéu trj thay thé
than va ty 1€ 1a 134/1 triéu dan... [95]
1.1.2. Chan doan bénh thin man
1.1.2.1. Pinh nghia, chdn dodn

Bénh than man (BTM) 1a tinh trang ton thuwong than vé cau tric hoic
chirc nang tdn tai trén 3 thang, biéu hién boi albumin niéu hodc cac bat
thuong vé hinh anh hoc hodc suy giam chtic nang than dugce xac dinh thong
qua mtrc loc cau than < 60 ml/phat/ 1,73 m? [26].

Bang 1.1. Tiéu chuan chan doan BTM theo KDIGO 2012 [81]

Dau an ton thuong than|- Albumin niéu (albumin niéu > 30 mg/24 gio; ti 18

(> 1 d4u 4n) albumin/ creatinine > 30 mg/g hodc 3 mg/mmol)

- Bat thuong vé can lang nudc tiéu.

- R6i loan dién giai hodc cac bat thuong khac do

bénh 1i 6ng than.

- Bat thuong phat hién bang mé hoc.

- Bat thuong vé cau trdc phat hién bang hinh anh hoc

- Tién sir ghép than.

Giam muc loc cau than |< 60 ml/phat/ 1,73 m ?da (MLCT giai doan 3a-5)




1.1.2.2. Phéan logi giai dogn bénh thdn man
Bang 1.2. Phan giai doan bénh than man theo muc loc cau than ctia KDIGO 2012

Do MLCT MLCT (ml/phat/ 1,73m?) M6 ta
Gbl1 >90 Binh thuong hoac cao
Gb2 60 - 89 Giam nhe
GD3a 45 - 59 Giam nhe-trung binh
GDb3b 30-44 Giam trung binh-ning
Gb4 15-29 Giam nang
GDb5 <15 Suy than giai doan cudi

Theo khuyén cdo ctia KDIGO 2012, mire loc cau than duoc tinh theo cong
thire CKD-EPI 2009 [50][81].
1.1.3. Bénh thian man giai doan cudi

Bénh than man giai doan cudi (end stage renal disease, ESRD) 1a bénh
than man giai doan 5 theo phan loai cia KDIGO, day la giai doan ning nhat
ctia bénh than man (BTM) véi mic loc cau than (MLCT) < 15mL/ph/1,73 m?,
biéu hién bang hoi ching ting uré mau, va tinh trang nay co thé s& giy ti
vong néu khong duoc diéu tri thay thé than [4]. Hoi ching ting uré mau la
mot hoi ching 1am sang va can 1am sang, gy ra do su gia ting cua uré huyét
thanh, Tuy nhién, khi ngudi bénh bi suy giam chtrc nang than (cap hodc man)
thi khong nhiing chi ting uré mau ma con tang hon 100 san pham c6 ngudn
gbc nito khac trong mau nhu peptide, aminoacid, creatinin... vi viy,thuat ngi
chinh x4c hon goi 14 “hoi chimg ting azote mau”. Do khong phai tat ca cac
san pham c6 ngudn gdc nito nao ciing do dac duogc, nén cho dén nay, uré va
creatinin ting dong nghia véi sy ting cc san pham azote khac.
1.1.4. Loc mau chu ky

Loc mau chu ky, con dugc goi la than nhén tao, 1a 1 trong 3 phuong phap
diéu tri bénh than man gian doan cudi. So véi loc mang bung, ghép than thi loc

mau chu ky 1a phuong phéap duoc st dung nhidu nhat ¢ cac nude trén thé gisi [4].



1.1.4.1. Nguyén ly

Cac nguyén ly loc mau (tham phan mau) 1a dong mau chay & mot bén cua
mang ban tham va dich loc chay nguoc chiéu & mat con lai. Cac 1 loc cua
mang ban tham cho phép nuéc va chét cé trong luong phan tir nho tir khoang
méu qua khoang dich loc, nhitng chat c6 trong luong phan tir 16n nhu protein
va cac té bao mau dugc giir lai trong méau. Van chuyén nudc va cac chit hoa
tan qua mang té bao cé thé xay ra bang cach khuéch tan va siéu loc [4].

- Sir khuéch tan: 1a qué trinh chuyén dich cac chat hoa tan qua lai hai
phia mang ban thdm dudi anh huong cua chénh léch nong do. Muc d6 trao
d6i mot chat hoa tan phu thuoc vao hé sé khuéch tan cua chat d6 qua mang
va tré khang cia méau, mang loc va dich loc. Mang loc ¢é suc dé khang cao
néu mang day va 15 loc ¢o kich thuéc nho. Toc do trao doi cua mot chat phu
thudc vao trong lugng phan tir cua chat do, trong lugng phan tir cang nho sy
trao d6i xay ra cang nhanh.

- Siéu loc: nguoi ta dung bién phap lam tang ap luc thuy tinh ¢ khoang
mau cao hon ap luc thuy tinh trong khoang dich nén nudc duoc van chuyeén tir
khoang mau qua mang loc ra dich loc (dich tham phan) kéo theo cac chat hoa
tan dé loai ra ngoai.

- Co ché hap phu mang: c4c chat hoa tan c6 thé duoc liy di khong chi
nho khuéch tan hay loc ma con qua co ché hap phu cua chinh mang loc hoac
bang cac chat hap phu. Hap phu bang mang loc 1a hién twong céc chat hoa tan
bam dinh vao mang loc khi mau di qua mang. Chi cd céc loai mang loc tong
hop mai ¢6 kha niang hap phu (mtc do hap phu tuy theo cau tric va dién tich
cuia mang). Khi mang loc da bi cac phan tr “doc chat” 1ap day (bdo hoa) thi
can thiét phai thay méi vi khéng con tac dung.

Hap phu bing céc chat hip phu (than hoat va/hoic resin) duoc thuc hién
nho viéc dan dong mau hoic dich thé (huyét tuong, albumin) tiép Xuc truc

tiép (tudi — perfusion) vao cac cot chat hap phy, khi d6 cac chat doc (ndi sinh
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hodc ngoai sinh) loai gan két véi protein ho ic tan trong m& ma binh thuong
khong thé loc bo bang cac co ché khac s& duoc hap phu bang luc tac dong vat
ly (lwc hut tinh dién) va phan tng hoé hoc.

1.1.4.2. Hoat déng ky thudt cia loc mau chu ky

Mau ctia bénh nhan duoc chong dong bang heparin, dugc bom vao bo
loc véi tée @6 tir 200- 400 ml/phat, dich loc véi nhiét d6 37°C va bom vao
khoang ddi dién voi mau theo chiéu nguoc lai, véi toc do 500 - 800
ml/phut dé hé sb thanh loc uré tir 200 - 350 ml/ phat, 2 microglobulin tir
20 - 25 ml/phat. Hiéu qua caa viéc loc phu thudc vao téc ¢6 mau, dich loc
qua bo loc va dic tinh cua bo loc. Véi da sd bénh nhan bénh than man doi
hoi can loc méu tir 9 - 12 giod/ tuan va thuong dugc chia lam ba lan chay
bang nhau. Panh gia hiéu qua loc mau cua than nhan tao dwa vao hai
phuong phap: ty I¢ phan traim giam uré mau va chi sé Kt/V. Loc mau dugc
goi 1a cd hiéu qua tét khi gia tri cia Kt/V trong khoang 1,2 - 1,4. Chi s6
Kt/V 12 mot cdng thirc todn hoc lién quan dén URR (s6 phan tram uré giam
sau mdi lan diéu tri), va thuc chat chi 1a mot cach bién dbi khac nhung
Kt/V ¢6 tinh d¢én 2 yéu tb khac:

+ Luong uré phat sinh trong qua trinh loc mau.

+ Luong uré duoc loai bo cung véi nudce rat ra trong khi loc méu.

Cong thtrc Kt/V chinh xac hon URR trong viéc tinh lugng uré duoc
loai bo trong qua trinh loc mau, do Kt/V tinh ca luong uré duoc rut ra
cung voi nudce [4].
1.1.4.3. Chi dinh lgc mau chu ky

Trir khi nguoi bénh tir chéi, hau hét nguoi bénh BTM giai doan cudi véi
lam sang cua hoi chimg ting uré huyét (thuong xay ra khi do thanh thai
creatinin dudi 15 ml/phit/ 1,73m? da, hodc sém hon & nguoi bénh dai thdo
duong) déu c6 chi dinh diéu tri thay thé than trong d6 c6 loc mau chu ky dugc

xem 1a mot lya chon dau tién [4].



Mat khac, cac chi dinh cua loc mau chu ky ngoai hoi chimg tang uré mau
trén bénh nhan bénh than man giai doan cudi con gom:

- Tang kali mau khong dap (ng véi diéu tri noi khoa.

- Toan chuyén héa niang (khi viéc ding HCO3 ¢6 thé s& gay qué tai tuan hoan).

- Qua tai tuan hoan, phul phéi cap khong dap ung véi diéu tri noi khoa.

- Suy dinh dudng tién trién khéng dap wng voi can thiép dinh dudng.

- Mtc loc cau than tir 5-10ml/ph/1,73 m? nhung chua c6 triéu chang.
1.1.4.4. Chéng chi dinh lec méu chu ky cho tieng buéi loc

- Réi loan dong chay méau nang.

- Khéng tao duoc dudng mach mau (FAV, cathether...) dé loc mau.

- Suy tim nang.

- Truy mach, rdi loan nhip tim nang.
1.1.4.5. Bién chirng ciza méi budi loc

- Ha huyét &4p/tang huyét ap

- Co rut co

- Chay méau

- Hoi chang rdi loan can bang khi loc mau

- Réi loan nhip tim va dau nguc

- Ngung tim.

- Hoi chiing 1an loc dau tién (first-use syndrome)

Phan tng dang phan vé vai qua loc cé cuprophane, phan tng dang
phan vé véi mang loc polyacrylonitrile ¢ bénh nhan c6 sir dung thudc uc
ché men chuyén.

- C4c bién chung lién quan dén thanh phan nudc, dich loc va tuan hoan
ngoai co thé (tiép xuc vai lugng dich loc 16n 120 dén 200 lit mdi budi loc)

- Nhiém doc cac doc chat trong xur ly dich loc gom: chloramine (tan
mau), déng (thiéu mau), nhdém, fluoride

- Bién chang nhiém tring: Endotoxin (gay sét) trong dich loc bi nhiém

ban, lay nhiém chéo (viém gan B, viém gan C, HIV...) [4].
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1.1.4.6. Bién ching lau dai

- Bénh tim mach

- Suy dinh dudng protein-nang luong

- Di h6a do loc mau

- Thay d6i hormone (PTH, insulin, GH, prolactin, hormone giap, truc ha
d6i — tuyén yén — thuong than)

- Nhiém trting va mién dich

- Loan dudng xuong do than, canxi héa héa mach mau va mé mém
(trinh bay trong phan sau).
1.2. ROl LOAN KHOANG VA XUONG O BENH THAN MAN VA LQC
MAU CHU KY
1.2.1. Chirc niing than va chuyén hoéa khoing xwong
1.2.1.1. Cac dang canxi binh thwong trong co thé

Canxi 1a nguyén t6 dung thir 5 sau carbon, hydro, oxy, nito ma co thé
khong thé ty tong hop dugc phai bo sung tir bén ngoai. Canxi 1a mot yéu té
quan trong trong co thé, chiém 2% trong luong co thé. O nguoi 16n c6 khoang
14009 canxi trong d6 99% & xuong, rang; 1% con lai la & trong mau, dich
gian bao, co va md, chi khoang 0,03% & trong huyét tuong [88].

O huyét twong canxi ton tai dudi 3 dang:

- Canxi gan protein khoang: 4,6 mg/dL

- Phuc hop canxi (mudi citrate, carbonate va phospho) khoang: 0,6 mg/dl

- Canxi ion hoa khoang: 4,8 mg/dL.

Canxi ion hoa la thanh phan c6 hoat tinh sinh hoc, ndng d6 binh thuong
& muc 4.7 dén 5.2 mg/dL (1.17 t6i 1.3 mmol/L) [3][79].
1.2.1.2. Chuyén hod binh thwong phospho trong co thé

Phospho c6 vai trd rat quan trong trong té bao nhu tham gia cau tao

mang té bao, du trit nang lwgng, van chuyén cac chat trong té bao, dic
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biét phospho con c6 vai trd trong san xuat ATP, 1a chat can thiét cho moi
hoat dong cua té bao. Phospho tham gia ciu tao ADN, ARN, gilp cho
héng cau san xuat 2, 3 diphosphoglycerat can cho qué trinh giai phong
oxy tur hemoglobin.

Phospho méu ton tai duéi 2 dang: hitu co va vo co. Phospho hitu co chi
yéu la Phospho-lipid. Khoang 80% phospho vé co 13 loai siéu loc duoc. O
nguoi 16n binh thudng nong dé phospho méu thay ddi tir 2,5 - 4 mg/dL.
Khoang 50-65% phospho trong thac an dwoc hap thu phan ¢ hong trang.
Hap thu phospho c6 thé bi giam béi nong do canxi méau cao hoic uéng thudc
khang acid: nhom hydroxyd két hop véi phospho dan dén giam hép thu.
Phospho dugc ddo thai qua duong nudc tieu [24].
1.2.1.3. Chuyén hod binh thwong cia hormone tuyén cdn giap (PTH)
trong co thé

PTH la polypeptide véi 84 acid amin, trong Iuong phéan tir 9300. Sinh
tong hop trong noi bao bat ngudn tur tién chat gom 113 acid amin, sau clng
chuyén thanh PTH trong bo may Golgi. PTH dugc phdng thich nhanh ti
tuyén can giap khi nong do canxi ion hoa huyét twong giam, véi thoi gian
nira doi cta PTH rat ngan khoang 2-4 phat. Nong d6 huyét tuong cua PTH
khoang 10-65 pg/ml. Tac dung cua PTH nham duy tri nong d6 canxi dich
ngoai bao bang céach tac dung truc tiép 1én xuong va than nhung gian tiép
tai rut thong qua tac dung trén sinh téng hop 1,25 (OH),D, 1am ting nong
do canxi mau.

Sy tiét PTH lién quan chit ché véi ndng do canxi ion hda. Khi nong do
canxi mau giam 1am tang tiét PTH. PTH s& tac dong 1am ting téc do chuyén
hoa khoang tai xuwong nham huy dong canxi vao mau, giam thanh thai canxi &

than va tang hap thy canxi ¢ rudt non [4].
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So @6 1.1. Sy diéu hoa hormon tuyén can giap.
(ngudn https://.www.myendo-health.com)

1.2.1.4. Vai tro cda vitamin D

Trudce day vitamin D dwoc coi 1a vitamin rat can thiét cho viéc diéu
hoa chuyén hda canxi. Trong thé ky 19, tam quan trong cua viéc tiép xlc
véi &nh nang mat troi da dugce ghi nhan trong viéc phong ngira va diéu tri
bénh coi xwong.Vao dau thé ky 20, vitamin D di dugc xac dinh cau tric va
tong hop dugc.Vitamin D duoc tim thiy dudi hai hinh thuc, vitamin D2
(ergocanxiferol) va vitamin D3 (cholecanxiferol). Ngay nay, vitamin D con
duoc biét dén co vai tro rat quan trong khong chi dbi voi diéu hoa qua trinh
chuyén hoa xuong va khoang xwong, ma con c6 kha ning tc ché sy ting
sinh va biét hoa cua té bao vi né c6 chirc niang quan trong trong viéc diéu
chinh hé thng mién dich. Hon nita, c6 nhiéu dit liéu 1am sang va trén thuc
nghiém cho thay vitamin D c6 anh hudng dén su tiét insulin va Gc ché tiét
renin. Trong BTM, thay d6i chuyén héa vitamin D l1a mét trong nhiing yéu
td quan trong nhét trong co ché bénh sinh caa cuong can giap tht phat va

cac biéu hién cua rdi loan khoang xuong [24] [55] [96].
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1.2.2. Bénh thian man va ré1 loan xwong, khoang xwong
1.2.2.1. Lich s va dinh nghia réi loan xwong, khodng xwong do bénh than man

- Loan dwong xwong do thdn.

+ Nam 1943: Liu va Chu, gidi thi€u bénh hoc xuong do suy than sau do
duoc goi loan dudng xuong do than (Renal osteodystrophy - ROD) [92].

+ Nam 1966, Pendras va cdng sy da bao cao kinh nghiém vdi 22 bénh
nhan than loc mau trong thoi gian dai c¢6 bénh 1y vé xuwong goi 13 “bénh
xuong cua suy than man 1 kho khin nhat”’[56].

+ Nam 1993, Sherrard [38] va cOng su lan dau tién dua ra 2 tiéu chi dé
xép loai loan dudng xuong do than khi sinh thiét xuwong:

* Vung osteiod (un mineralized bone - ving xuong khong khoang hoéa).

* Vung xo hoa (fibrosis).

+ Hoi nghi qudc t& KDIGO 2005 vé rdi loan chuyén hoa khoang xuwong
va bénh 1y xuong da dé nghi 3 chia khoa dé mo ta két qua mo hoc sinh thiét
xuong, goi la phan loai TMV (T: bone Turnover, M: Mineralization, V:
Volume). Phéan loai méi ndy ngoai chu chuyén xwong (T) nhu phan loai 1993,
con c6 thém khoang hoa (M) va thé tich xuong (M).

Sw ra doi ciia thudt ngi roi loan xwong va khodng xwong do bénh thin man.

So vdéi thuat nglt loan dudng xuong do than trén bénh nhan bénh than
man di dugc biét tir 1au (mo ta ¢ trén). Thuat ngit roi loan xuwong va khoang
(MBD- mineral and bone disorder) trén bénh nhan BTM duoc dé xuit va dua
vao str dung tir nam 2005 do c¢6 nhiéu 1y do [51] [52] [59]:

Ngoai tén thuong & xuong, loan dudng xuong trong BTM con c6 nhiing
roi loan ngoai xuong do cuing co ché, d6 1a nhiing bat thuong vé khoang chat
va canxi hoa dong mach [22]. Pay chinh 14 2 yéu t6 lién quan dén bénh Iy tim
mach va tir vong do tit ca nguyén nhan trén bénh nhan BTM:

+ Bénh 1y tim mach xdy ra trén 70% bénh nhan BTM tir vong va ti 1¢ ti

vong & bénh nhan loc than khoing 20% / mdi nim.
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+ BTM loc mau, ti I¢ tir vong do bénh 1y tim mach gép 50-100 1an so voi
dan sb chung.

+ BTM giai doan 3-5 chua loc mau tir vong vi bénh 1y tim mach gép 17
14n so véi nhitng nguoi duoc loc than.

+ Bénh nhan loc mau ¢6 sy canxi héa dong mach vanh cao gép 2-5 lan
so v6i nhimg ngudi cung d6 tudi. Nhirng bénh nhan chua loc méu ciing c6
nguy co tang sy canxi hoa dong mach vanh.

+ Bénh nhan BTM c¢6 bét thuong vé phospho, PTH, vitamin D, FGF-23
dan dén xuong bat thuong.

- O bénh nhan loc mau, c¢6 16i loan canxi, phospho va PTH s& din dén
nguy co tir vong (17,5%), thiéu mau (6%), ting uré mau (5,5%).

Tir nhitng 1y do trén, nén dinh nghia vé loan dudng xuong do than truyén
théng khong phan anh day du cic dau hiéu lién quan véi rdi loan xuong,
ngoai xuong va khoang xuong.

Nam 2003, Hoi déng danh gia chét luong két cuc bénh than/loc mau
(K/DOQI) duéi su tai trg cua Quy Than Quéc gia Hoa ky (NKF) di to chirc
Hoi thao qudc té tai Washington DC va c6 két luan: O bénh nhan BTM, c6 3
yéu t6 bat thuong: chuyén héa khoang xuong, xwong va canxi hdoa ngoai
xuong, dan xen chit ché voi nhau, gop phan ting ti 1é mic va tr vong & bénh
nhan BTM [79].

Niam 2005, hoi dong cai thién két qua toan dién vé bénh than (KDIGO)
da dua ra két luan:

+ Thuat ngir roi loan xuong va khoang xuong - bénh than man, can duoc
sir dung dé mo ta mot hoi chuing 1am sang rong hon bao gém bat thuong veé
tim mach, xuong, khoang xuong, dugc xem 1a mot bién chimg ciia BTM. Rbi
loan xwong va khoang xuwong - Bénh than man 12 thuat ngir thich hop dé mé ta
toan dién vé 1am sang hoic 1a mot hoi ching. Bao gém nhiing bat thuong vé

1am sang, bat thuong sinh héa, hinh anh hoc & bénh nhan BTM.
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Hoi ddng cai thién két qua toan dién vé bénh than (KDIGO) di dua ra
cac dinh nghia sau:

- Roi logn xwong, khodng xwong do Bénh thin man.

Réi loan xuong, khoang xuong do Bénh than man la mét rbi loan hé
théng cua chuyén hoa xuwong va khoang xuong do BTM biéu hién boi mot
hoac két hop cac thanh t6 sau day [51]:

+ BAt thuong chuyén héa canxi, phospho, PTH, hoic vitamin D

+ Bat thuong chu chuyén xuong, khoang hoa, thé tich, ting truang hoac
mat d§ xuong.

+ Canxi hoa mach mau hoac md mém khac.

- Dinh nghia loan dwong xwong do than [22] [75].

+ Loan dudng xuong do than 1a su thay d6i hinh thai hoc cta xuwong trén
bénh nhan BTM.

+ Loan dudng xuong do than dugc xem 1a mot thanh té vé xuong trong
rdi loan hé théng cua roi loan xuong, khoang xuong - BTM, duoc danh gia
vé mat hinh thai mé hoc qua sinh thiét xuong.

Trong khudn kho dé tai luan an nay, chung toi thuc hién céc chi tiéu chan
doan rdi loan xuong va khoang xuong - bénh than man theo khuyén céo cua
KDIGO 2017.
1.2.2.2. Réi loan chuyén héa khodng xwong

Roi loan chuyén hoa khoang xuong 1a bién chimg thuong gip ciia BTM,
bat dau & giai doan som cua BTM. O giai doan 3 cua BTM, than bi ton
thuong khong thé bai tiét phospho hay chuyén vitamin D thanh calcitriol, ting
hoat dong myén can giap bu tru. Tang PTH va giam calcitriol, dugc tim théy
& 40% bénh nhan c6 muc loc cau than (MLCT) 40-50ml/phut, va 80% bénh
nhan c¢6 muirc loc cau than dudi 20ml/phit. Tang FGF-23 ciing duoc thiy &
BTM giai doan sém. Tién trinh cua bénh than man cubi cung lién quan dén
mat bu ddi v6i suy giam muc loc cau than, cudi cung dua dén viéc ting

phospho mau, bénh xuong, canxi héa ngoai xuong.
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- Tang phospho madu

O giai doan sém cia BTM khi muc loc cau than bat dau giam xudng, su
bai tiét phospho qua nuéc tiéu van nhu cii. Khi muc loc cau than duéi
40ml/phat, kha niang loc cau than d6i véi phospho giam din dén ndéng do
phospho mau ting. Khi bénh than man nang dan va MLCT giam xudng dudi
15 ml/phut, tdng phospho c6 thé c6 & hau hét cac bénh nhan. Su ting phospho
mau nay co thé gay ra mot sb hau qua sau:

+ Giam nong do canxi ion hoa, sy du thira phospho di 1am cho phan ung
sau xay ra, gay ra su giam Ca ion hoa:

Ca’* + HPO4% — CaHPO4

+ Tang phospho mau cé thé 1am giam sy giai phong canxi tir xwong. Canxi
méu giam kich thich tiét hormon tuyén can giap PTH. Phospho ciing truc tiép
kich thich tiét PTH, truc tiép va gian tiép l1am giam hiéu luc cua vitamin D. Khi
suy giam chuc nang than, phospho khong duoc thai ra gay tang phospho mau,
phospho cang ting cao thi néng do canxi mau cang giam, ting thém cuong can
giap thtr phat, néu tinh trang trén khong kiém soat duoc s& gay loan dudng
xuong. Tang phospho dong vai tro quan trong trong bénh than man [90].

- Gidm canxi va cwong tuyén can giap thi phat.

Giam canxi mau xuat hién sém trong BTM. Khi chiic nang than suy giam
tir tir kich thich tang tiét PTH, hién tuong ndy xuat hién tir BTM giai doan 2, két
hop vai tinh trang thiéu hut 1,25 (OH);D3 va & dong phospho do suy giam chirc
nang than tac dong truc tiép dén chirc ning cua tuyén can giap. Khi than mat dan
chirc nang s& 1am giam s luong cua cac thu thé vitamin D va giam nhay cam
céc thu thé ctia canxi va cudng tuyén can giap thar phat xuat hién [24] [55].

C6 3 gia thuyét giai thich co ché bénh sinh ciia giam canxi mau:

+ Do o dong phospho.

+ Do sy dé khang cua xuong d6i véi PTH.

+ Do rbi loan chuyén hoa vitamin D.
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Cac nguyén nhan gay ra cuong can giap tha phéat trong BTM:

+ Do & dong phospho

+ Nong do canxi thap

+ R4i loan chuyén hoa vitamin D va thiéu cung cap calcitriol.

+ Sy dé khang cua xuong ddi véi PTH

+ Sy tang sinh doc 1ap cua té bao tuyén can giap

- Réi logn chuyén héa vitamin D.

R&i loan chuyén hoa vitmin D trén bénh nhan BTM do 2 yéu to:

+ Do suy giam chtc nang than, nhu mé than mat chirc nang dan dén
giam tong hop calcitriol.

+ Tich tu phospho do giam MLCT din dén nong do phospho mau ting
cao kim ham su téng hop 1,25 (OH),Ds. [55]

Theo cac khuyén céo cia NKF K/DOQI 2003 thiéu 250H vitamin D
duoc xac dinh khi nong do < 15 ng/ml, khong day du khi tir 15- 30 ng/ml va
binh thuong khi > 30 ng/ml [79]. Tac gia Patricia Joao Matias va cong su
nghién cau 250H D3 va canxi hoéa dong mach, nguy co tim mach & bénh
nhan loc mau chu ky cho thdy giam ndng d6 vitamin D huyét thanh gan day
da duoc cho la cd lién quan véi @6 cung cua dong mach va canxi hdéa dong
mach ¢ nhitng bénh nhan loc mau chu Ky, nhung co ché sinh bénh cua su
lién quan nay chua duoc biét rd [73].

- Réi loan nhém & bénh than man.

Nhoém cé mat trong tu nhién kha nhiéu, nhung mudi nhém thuong gap
nhit 1a duéi dang khéng hoa tan, va chi mot lugng rat nho nhém dugc hap
thu & rudt va mot sé luong it nhdém nay duoc bai tiét ¢ than. Nhiém doc
nhom thuong x@y ra ¢ nhitng bénh nhéan loc mau hoac BTM ¢6 MLCT <30
ml/phut (giai doan 4,5 chua loc mau) vi nhdm dugc hap thu tir duong ruot
hoic di vao co thé tir dich tham phan trong loc méau hoic duong toan than
khac va khong duoc bai tiét hoic bai tiét khong day du vi bénh than [72].
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Nhiém doc than kinh cip do nhdm duogc chan doan dua vao bénh canh
1am sang (kich dong, co giat, hén mé) va ting mic nhdm huyét twong 1én
dén 400-1000 pg/L va nhiém ban nhém dich thim phan tir 150 dén 1000
ug/L. Bénh Iy ndo do loc mau thuong xay ra sau thoi gian loc mau 12 dén 24
thang hodc hon, véi biéu hién da dang, nhu réi loan phat &m, réi loan van
dong, nghe nhin... xét nghiém chan doan dua vao ting nhém huyét tuong tir
150- 350 pg/L.

Bénh xuong lién quan véi nhém lan dau tién duoc mo ta & mot sé ving
dia 1y dac biét tai Anh quoc va Hoa ky. Nhitng nghién ciu dich t& hoc da ghi
nhan rang, rdi loan nay, bao gom bénh canh 1am sang véi dang di nhu vit
(waddling), yéu va gy nhoém co gan (goc chi) két hop véi nhdm trong dich
tham phan trén 100 pg/L. Chinh vi sy tan pha cia nhiém doc nhom va kho
khan trong diéu tri, nén dy phong nhiém déc nhdm 1a duoc wu tién hon 1a diéu
tri nhiém doc nhém, dic biét dbi véi cac réi loan than kinh va bénh xuong.
Chinh diéu d6, nén viéc theo ddi dinh ky nhém mau va dinh lwong nhdém dich
tham phan 1a can thiét dé du phong nhiém déc nhdm. Tir d6 trong huéng dan
KDOQI 2003 vé chuyén hoa va bénh xuong trong bénh than da dua ra khuyén
c4o vé nhdm la: Bé dy phong nhiém doc nhdm, viéc sir dung déu dan nhém
can tranh va nhém dich tham phan phai < 10pg/L. Dé danh gia phoi nhidém
nhdm va nguy co nhiém déc nhém, nhém mau can duge dinh l1an it nhat 1 1an 1
nim va mdi 3 thang ¢ nhitng bénh nhan cé st dung thubc chira nhém. nhém
mau nén can gitt & mic < 20ug/L. O tat ca bénh nhan ¢ nhém mau > 60pg/L,
test DFO duong tinh hodc cd biéu hién 1am sang cua nhidm doc nhdm, nguon
tang N"hém mau can phai dugc xac dinh va phai duoc loai trir [79] [105] [107].

- Réi loan B2 microglobulin & bénh than man.

Amyloidosis do 2 microglobulin (ciing con tén goi khac la amyloidosis
lién quan dén loc mau) 1a mot bién chung anh huong dén bénh nhan nghiém

trong. R6i loan nay dic trung vai lang dong nhiing B2 microglobulin tai
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khop va nhitng cdu tric xung quanh khép. Nhitng biéu 1am sang bao gdom
hoi ching dng co tay, bénh Iy viém cot séng, tu mau khép va dau bat dong
khép. O thoi gian muodn hon, lang dong c6 thé xuat hién ¢ duong dng tiéu
hoa va tim [109].

B2 microglobulin la mét polypeptid khong glycosyl, trong luong phan tir
11.729 daltons [108]. Chuyén héa chinh cua 2 microglobulin tai than. O
ngudi binh thuong, ndng d6 B2 microglobulin huyét thanh nhé hon 2 mg/L, &
bénh nhan loc mau chu ky nong do B2 microglobulin huyét thanh cao gap 15
dén 30 lan so voi ngudi binh thuong. Co ché sinh bénh cua bénh ly
amyloidosis B2 microglobulin van con chua rd, nhung nhiéu chuyén gia thira
nhan rang su tich liiy p2 microglobulin mét thoi gian dai 1a quan trong hon.
Cac biéu hién cua amyloidosis 2 microglobulin thuong xuat hién sau nhiéu
nam loc mau, sau 2 dén 10 nim. C4c nghién ctu di cho thay c6 dén 90 %
bénh nhan cé bang chang bénh ly amyloidosis p2 microglobulin lic 5 nim
sau loc mau [27], [79], [82].
1.2.2.3. Réi logn xwong do than

- Loan dudng xwong do than

Hién nay loan dudng xwong do than la mot thanh té cua rdi loan hé
théng réi loan xwong va khoang xuong - BTM. Dé danh gia va chan doan xac
dinh loan dudng xuwong do than can thiét phai sinh thiét xwong. Dién giai két
qua sinh thiét xuong trong danh gia loan dudng xuong do than co thé su
dung ba thuat ngit mé hoc l1a chu chuyén xuong, khoang hoa va thé tich (hé
théng TMV). Hé théng phan loai TMV cung cap nhitng md ta thich hop vé
lam sang cua cac bénh vé xuong co ban duoc danh gia trén mé bénh hoc,
gitip dinh nghia sinh 1y bénh va nhitng khuyén cao diéu tri.

Chu chuyén xuong phan anh téc do6 tai tao xwong, binh thuong song
hanh cling ldc 2 qué trinh: hay xuong va tao xuong. Né duge danh gia bang

phuong phap do hinh thai mé hoc xuong qua viéc do luong tinh dong hoc caa
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chtic ning nguyén bao xuwong. Chu chuyén xuong bi anh huong chi yéu bai
cac hormon, cytokine, cac kich thich co hoc va cac yéu té phat trién lién quan
dén sy hdi phuc, hoat dong huy xuong va tao xuong.

Su khoang hoa duogc danh gia thong qua moé bénh hoc xuong bdi su do
ludng thé tich tién cét bao, do day cua tién cdt bao va bang dong hoc cua ching.
Phuong phap do tetracycline-base thoi gian khoang hda xwong va thoi gian
truong thanh cua tién cdt bao. Nguyén nhan gay ra bat thuong khoang hoa
xuong bao gdbm cung cap khong day dia vitamin D, thiéu cac khoang xuong
(canxi), toan hda, hoic nhiém doc nhom tai xuong.

Thé tich la thuat ngit nham chu y lwong xuwong trén mot don vi thé tich
ciia mo. Pugc danh gia thong qua moé hoc béi do luong thé tich xwong trong
xuong x6p. Yéu té quyét dinh thé tich xuwong bao gém tudi, gigi, ching toc,
yéu t6 vé gen, dinh dudng, roi loan noi tiét, hoat dong thé luc, nhiém doc,
chtrc nang than kinh, mach méau cung cap, yéu té tang truong va cytokin.

Bang 1.3. Hé thong phan loai TMV [75]

Chu chuyén xwong Khoang hoa The tich
Thap Thap
- Binh thuong -
Trung binh , Trung binh
Bat thuong
Cao Cao

- Mat d§ xwong, loing xwong va bénh than man

O bénh nhan BTM giai doan cudi thuong bi mat xuwong nhanh chéng do
bat thuong chu chuyén xwong dan dén ty 1& mac cac van dé vé xuong tang
cao, vi du nhu thiéu xwong va loang xwong. Hon nita, bénh xuong lién quan
dén hormon tuyén can giap anh huong nhiéu dén mat o xwong [43] [74].

Véi cac bang chimg méi qua nghién ctu tién ciru dd chtimg minh rang
mat d6 xuong (MPX) thdp duoc do bang hip phu tia X ning luong kép
(DEXA) du doan duogc gay xuwong 6 bénh nhan BTM giai doan G3a—G5D nén
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khuyén cdo KDIGO 2017 vé chan doan, diéu tri va phong ngua rdi loan
xuong va khoang xuong trén BTM da thay doi, diéu chinh so véi khuyén cao
KDIGO 2009 (tiéu muc 3.2.1): O bénh nhan BTM giai doan G3a—G5D Vi
bang ching vé BTM — Réi loan xwong va khoang xuong va/hoic cac yéu to
nguy co vé bénh loing xuwong, chiing t6i dé nghi kiém tra MPX dé danh gia
nguy co gy xuong néu két qua anh huéng dén céc quyét dinh diéu tri (2B).
Pong luc chinh cho sira dbi nay 1a viéc tang sir dung thudc chong lodng
xuong & bénh nhan BTM, MBX thép va c6 nguy co gdy xuong cao. Hon nita,
sinh thiét xuong khong thé thuc hién dugc mét cach thuong qui, rong rai,
diéu nay da anh huong dén viéc st dung liéu phap chéng hay xuong & bénh
nhan c6 nguy co giy xuong cao nhu khuyén cdo KDIGO 2009 [51] [52].
1.2.2.4. Canxi hoa ngoai xuwong

Canxi hoa ngoai xuong, con goi 1a canxi hda mé mém, gép phan vao lam
nang thém bénh nhan BTM. Canxi c6 thé lang dong trong dong mach (canxi
héa mach mau), trong mat, trong cac co quan (thuong giap ¢ tim va phéi),
xung quanh khép va trong da. Vi tri de doa, khéng mong muén nhat cua su
canxi hoa ngoai xuong 1a tai cA&c mach mau, cha yéu biéu hién sy voi hda &
I6p ndi mac va trung mac cuaa cac dong mach. Canxi hoa I6p trung mac lam
cho dong mach xo ctng, 1am ting 4p luc mach, ting van téc séng mach dan
t6i phi dai co that trai, suy chirc niang that trai va suy tim, canxi hoa cé thé
Xuat hién tai cac van tim tir ¢6 dan téi suy tim. Canxi hda hé tim mach thuong
tién trién, lan rong va 1a bién chiing tram trong nhat ¢ cac bénh nhan bi BTM
[39] [53] [62] [68].

Theo tac gia Diego Brancaccio va cong sy (2009) ciia Pai hoc Milan, Y:
canxi héa mach mau 1a do cic chat chi diém xwong nhu 1a osteopontin,
phosphatase kiém va osteocalcin cung khu trii doc theo véi nhing té bao
gidng nguyén bao xuong tai vach dong mach & bénh nhan ting uré mau, diéu

nay chi ra rang canxi hoa mach mau 1a mét tién trinh sinh hoc chu dong tuong
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tu v6i sy khoang hoa xwong [37]. Mot s6 nghién ciru méi hién nay cho thay
canxi héa mach mau c¢6 lién quan véi tang FGF-23 [60]

Xo vita dong mach vanh va cdc mach mau khac twong quan vai mie do
ton thuong & dong mach chi, va mot sé nghién ciu da goi y rang chup X
quang don thuan ciia dong mach chu bung, hoic mach chau va mach dui c6
thé 1a phuong phap danh gia hitu ich. Kauppila va cong sy da mo ta mot
cach hé thong dinh luong canxi héa & nguoi tham gia nghién cuau

Framingham vé tim mach [65].

Hinh 1.1. Hinh anh X Quang bung chup nghiéng minh hoa bénh nhan co canxi hda
dong mach chu bung (A) va khong ¢ canxi hoa dong mach chu bung (B) [35]

Duya trén X quang thit lung-bung bén va tinh toan diém sb canxi hoa
dong mach cha bung. Phuong phap nay dugc nghién ctru ban dau trén 617
d6i twong va gia tri du doan ctia né d6i véi cac bién cd tim mach va ty 18 ti
vong di dugc xac nhan trong mot nhdm Ién gém 2500 ddi tuong trong
nghién ctu Framingham. Gan diy, diém canxi héa dong mach chu bung
duoc chiung minh 13 ¢6 twong quan tot voi diém chup cét 16p vi tinh (CT
scan) cua dong mach vanh ¢ bénh nhéan loc mau chu ky. Canxi hoa dong
mach chi bung ciing c6 thé lién quan dén tir vong do moi nguyén nhan va

tim mach trong BTM giai doan cudi.
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1.2.2.5. Céc hwéng ddn vé chin dodn, dinh gid, diéu tri réi logn xwong va
khodng xwong do bénh th@n mgn

Tir khi ra doi khai niém va dinh nghia méi vé BTM-1di loan xuong va
khoang xuong, 2 t6 chirc co uy tin vé than hoc cua thé gidi 1a KDOQI va
KDIGO d3 dua ra cac huéng dan, khuyén cao vé chan dodn, theo ddi va diéu
tri vé van dé nay:

KDOQI 2003 d3 dua ra hudng dan thuc hanh 1am sang vé chuyén héa
khoang xuong va bénh xuong trong BTM. KDOQI 2003 da dua ra 16 huéng
dan, gém 12 hudng dan vé chuyén hoa khoang xuong voi 49 khuyén céo va 4
huéng dan vé bénh xwong do BTM véi 15 khuyén céo [79].

KDIGO 2009 di dwa ra huéng dan thuc hanh 1am sang vé chan doan,
danh gia, du phong va diéu tri vé BTM-R6i loan xuong va khoang xuong.
KDIGO 2009 d3 dua ra khuyén cao gdm 6 chuwong (39 khuyén c4o): 3 chuong
chan doan (bat thuong vé sinh hoa: 6 khuyén céo, bat thuong vé xuong 5
khuyén céo, canxi h6a mach méau: 2 khuyén cao) va 2 chuong diéu tri (diéu tri
roi loan phospho, canxi: 8 khuyén céo, bat thuong PTH: 5 khuyén céo; diéu
tri bénh xuong véi biphosphonate, thuéc chéng lodng xwong khac, hormon
tang truong: 5 khuyén céo) va 1 chuong vé danh gia va diéu tri bénh xuong
sau ghép than (8 khuyén céo) [51].

KDIGO 2012 huéng dan thuc hanh 1am sang vé danh gia, diéu tri BTM,
gdm 5 chuong va 97 khuyén céo, trong d6 c6 8 khuyén cdo vé bénh xuong
chuyén hoa trong BTM bao gdm cac bat thudng xét nghiém [50] [81].

- Gan day nhat, KDIGO 2017 di dwa ra cap nhat huéng dan thuc hanh
lam sang vé chan doan, danh gia, du phong va diéu tri vé BTM-R4i loan
xuong va khoang xuong. Trén co s¢ cua huéng ddn KDIGO 2009 goém 39
khuyén céo, dya vao nhiing bang ching méi, KDIGO 2017 di cap nhat diéu
chinh 15 khuyén cdo sau day [52]:

1. BTM G3a-G5D c¢6 dau hiéu cua bénh CKD-MBD va/hoic ¢6 cac yéu
t6 nguy co bi lodng xuong, dé nghi kiém tra MPX dé danh gia nguy co giy
xuong néu két qua cé anh huong dén quyét dinh diéu trj (2B).
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2. BTM G3a-G5D, c6 thé thuc hién sinh thiét xuong néu két qua vé loai
loan dudng xwong than s& anh huong dén quyét dinh diéu tri.

3. BTM G3a-G5D, khi diéu tri bénh CKD-MBD can xem xét danh gia
phdi hop vé ndng do phosphate, canxi va PTH.

4. BTM G3a-G5D, dé nghi nén ha nong do phosphate & mac cao xudng
muc gidi han binh thuong (2C).

5. BTM G3a-G5D (& ngudi 16n), & nghi nén tranh ting canxi huyét (2C).

6. BTM G5D, dé nghi st dung ndng do canxi trong dich loc than nhan
tao tir 1,25 dén 1,50 mmol/l (2,5 va 3,0 mEqg/l) (2C).

7. BTM G3a-G5D, diéu tri ha phosphate nén dya trén mic do phosphate
huyét thanh ting cao dan dan hozc lién tyc.

8. BTM G3a-G5D dang diéu tri ha phosphate, dé nghi nén han ché liéu
diing chat két dinh phosphate cé chira canxi (2B).

9. BTM G3a-G5D, dé nghi han ché khau phan an c6 chira phosphate
trong viéc diéu tri ting phosphate huyét don doc hoac két hop véi cac phuong
phap diéu tri khac (2D).

10. BTM CKD 3a-5 khong loc méau, mac PTH téi vu khong rd rang. Tuy
nhién, dé nghi giit mac PTH ciia bénh nhan & mac gisi han trén cua xét nghiém,

11. BTM CKD 3a-5 khdng loc mau, dé nghi khdng st dung thuong
xuyén calcitriol va cac chét twong ty vitamin D (2C). C6 thé su dung calcitriol
va céc chat tuong tu vitamin D cho bénh nhan CKD 4-5 ¢6 cuong can giap
nang va trung binh.

12. BTM 5D doi hoi diéu tri ha thap PTH, dé nghi st dung cac loai
thuéc giong canxi (calcimimetics), calcitriol, hoic cac chat tuwong tu
vitamin D, hoac két hop cac loai thudc gibng canxi vai calcitriol hodc cac
chat tuong ty vitamin D (2B).

13. BTM G3a-5D c¢6 nhitng bat thuong vé sinh hda cia CKD-MBD va

mic MPX thip va/hoicgiy xuong, dé nghi chon lwa viéc diéu tri phai tinh
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dén muc d6 va sy hdi phuc cua céc bat thudng sinh héa ciing nhu su tién trién
cua BTM, véi sy xem xét dén sinh thiét xwong (2D).

14. BTM G1-G5T c¢6 cac yéu té nguy co giy lodng xuong, dé nghi
thyc hién kiém tra MPX dé danh gia nguy co gdy xuong néu két qua s&
thay thé liéu phap (2C).

15. Trong 12 thang dau tién sau khi ghép than c6 muc loc cau than uéc tinh
cao hon 30 ml/phat/1,73 m? va MDX thap, dé nghi viéc diéu tri str dung vitamin
D, calcitriol/alfacalcidol va/hozc thube chong hay xuong can duoc xem xét (2D).

Nhu vay, két hop khuyén céo cia KDOQI 2003, KDIGO 2009 va ban
cap nhat cia KDIGO 2017 ¢6 nhitng ndi dung can luu ¥ vé chan doan BTM
— RLX nhu sau:

- Vé xuong: KDIGO 2017 d3 cap nhat do MPX vao st dung dé chan doan
loding xuong & bénh nhan BTM tir giai doan 3a dén 5 dang loc mau chu ky.

- Vé khoang xuong: KDIGO 2017 van gitt tiéu chuan can dat cua céac
khoang xuong trong mau d6i voi BTM giai doan 5 dang loc mau nhu khuyén
cao KDIGO 2009, cu thé:

+ Canxi: 2,1- 2,6 mmol/L.

+ Phospho: 0,8 — 1,50 mmol/L.

+ PTH: 130 dén 600 pg/mL (2 — 9 lan khoang binh thuong).

+ 25 OH Vit D: Khong day du (insufficiency) khi 25 OH D3 < 30 ng/mL.

Riéng KDOQI 2003, trong khuyén céo, c6 dua ra thém 2 thanh t6 khac
trong phan khoang xuong can luu y caa 1a B2 microglobulin va nhém mau.

- V& canxi hda mach méu: KDIGO 2017 van giit khuyén cdo KDIGO
2009, cu thé 1a: O bénh nhan BTM giai doan 3 dén 5 loc mau chu ky: X
quang bung bén dugc khuyén cao dé tim soét canxi héa mach mau va siéu
am tim dé tham do canxi hoa van tim, nhu 1a thay thé hop ly cho cat 1op vi

tinh (2C) [51] [52] [79] [99].
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1.3. CAC NGHIEN CUU TRONG VA NGOAI NUOC CO LIEN QUAN
1.3.1. Cac nghién ciru vé khoang xwong

Céac nghién ciru trong nwoc lién quan

Hoang BUi Bao (2004) nghién cau chic ning tuyén can giap ¢ bénh
nhan BTM giai doan 4 chua dugc loc mau chu ky. Qua nghién ctu 37 bénh
nhan: 59,5% bénh nhan c6 néng do PTH ting cao > 200 pg/ml goi y cuong
tuyén can giap tht phét, khdng thay c6 bénh 1y xwong bat dong [2].

V6 Tam (2005) nghién cau rdi loan chuyén héa canxi, phospho, PTH méu
va két qua diéu tri bang calcitriol & bénh nhan BTM. 40 bénh nhan: PTH ting
(> 65 pg/ml) ty & 95%, canxi ion hoa mau giam (< 1,02mmol/l) ty 1€ 67,5%;
phosphomau tang (>1,5mmol/l) ty 1¢ 57,5%, Chi s6 Ca x P mI%/I? trong méau ting
nhe, sau 30 ngay diéu tri bang calcitriol két qua tét. Cu thé canxi muc binh
thuong tir 10% tang 1én 75%, phospho binh thuong tir 37,5% tang 1én 60% [12].

Vii Lé Anh va cong su (2010) nghién ciu gém 173 bénh nhan BTM giai
doan tir 3 - 5 theo KDOQI chua duge diéu tri thay thé than. Canxi méau giam
(canxi hiéu chinh: 8,3 + 1,7 mg/dL), va giam dan theo d6 nang cta bénh than
man. C6 twong quan thuan gitra canxi hiéu chinh va MLCT (r = 0,169, p = 0,026).
Phospho mau tang (trung vi 6,4 mg/dL), va twong quan nghich véi MLCT
(r = - 0,568; p < 0,001). Nong do PTH huyét thanh (trung vi 184 pg/mL) ting
dan theo d6 nang cua bénh than man (hé sé twong quan gitra PTH va MLCT
(r =-0,594; p <0,001). Canxi tuong quan nghich véi phospho (r = - 0,208,
p = 0,006). Phospho tuwong quan thuan véi PTH (r = 0,442, p < 0,001). Tuong
quan gitta canxi va PTH khong c6 y nghia thong ké (p = 0,332) [1].

Phan Thi Thanh Hai, Nguyén Gia Binh (2010) céc tac gia da tién hanh
dinh lugng nong do canxi ion, canxi toan phan, phospho, parathyroid hormon,
51 bénh nhan BTM va 30 ngudi khoe manh. Nong do phospho, PTH huyét
thanh & cac nhom BTM déu ting c6 ¥ nghia so véi nhém chang (p < 0,05).

Nong d6 canxi toan phan huyét thanh & cac nhém BTM giam c6 ¥ nghia so
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véi nhém ching (p < 0,05). Nong do canxi ion & cac nhém BTM khéng c6 sy
khac biét so vai nhom chung [21].

Tran Van Vi, Lé Van Hung (2010) Khao séat su bién d6i nong do canxi,
phospho va PTH trong mau & bénh nhan BTM giai doan cudi dang diéu tri
bang phuong phap tham phan phic mac trén 80 bénh nhan. Giam canxi mau
40 truong hop (50%), ting phospho mau 60 trudng hop (75%), tich sé canxi x
phospho mau > 5,6 mmol?/1> 23 truong hop (28,8%), tang PTH > 200 pg/mL
60 truong hop (75%), 34 truong hop chiém 42,5% c6 nong do PTH > 500
pg/mL 8 truong hop chiém 10% c6 néng d6 PTH < 100 pg/ml kém theo ting
canxi va phospho mau [20].

Nguyén Thi Kim Thiy (2011) khao sat bién doi nong do phospho ¢ 161
bénh nhan BTM. Két qua: 29,8% bénh nhan chua loc mau chu ky va 53,4%
bénh nhan loc méau chu ky c6 nong do phospho mau ting. BTM cang nang,
nong d phospho cang tang (p < 0,0001) [14].

- Nguyén Hitu Nhat (2012) nghién ctu réi loan chuyén hoéa canxi,
phospho va PTH & bénh nhan BTM giai doan cudi, trén 38 bénh nhan, két qua
ti 1¢ tang canxi, phospho va PTH huyét twong lan luot 1a 38/38 (100%), 20/38
(52,6%) va 34/38 (89,5%) [10].

- Nguyén Thi Hoa (2014) nghién ctu nong do phospho va canxi mau
tuong ghi nhan rang: O nhém bénh nhan BTM loc mau chu ky, nong do
phospho mau tuong 13 2,09 + 0,46 mmol/L, ndong do canxi mau twong 13 2,11 +
0,20 mmol/L, tich sb canxi - phospho méu twong 12 4,40 £ 1,05 mmol2/L2. Ty
1& bénh nhan c6 ndng do canxi, phospho, tich sé canxi - phospho méau tuong dat
muc tiéu theo khuyén céo cua K/DOQI tuong tng 1a 58%, 30% va 33,3%. C6
26,3% bénh nhan dat ca 3 muc tiéu vé néng d6 canxi TP, phospho, tich sb
canxi - phospho mau tuong, c¢6 5,8% khong dat bat ctir muc tiéu nao [7].

Céac nghién ciru nwéc ngoai lién quan

Téc gia Geoffrey A Block va cong sy nghién ciu thuan tap vé chuyeén
hoa khoang xwong, bénh suét va tir suat cua 40.538 bénh nhan LMCK tai Hoa
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ky ndm 1997, da ghi nhan tang phospho va tang PTH mau lién quan c6 y
nghia vé6i tinh trang nhap vién do tit ca nguyén nhan, do bénh ly tim mach va
do gy xuong ¢ bénh nhin dang loc méu chu ky. Nhing réi loan khoéang
xuong 13 yéu tb nguy co doc 1ap vai ty 1& tir vong, mac bénh lién quan dén
bénh tim mach va giy xwong trén dbi twgng bénh nhan nay [31].

Manuel Naves-Diaz va cong su thuc hién nghién ciru CORES, da phéan
tich su lién quan giira canxi, phospho, PTH va tir vong (tit ca nguyén nhan,
tim mach) trén 16173 bénh nhan loc mau chu ky tir 18 tudi tro Ién tai 6
nudc Chau my La tinh, tir 01/2000 dén 6/2004 da dua ra két luan rang ting
hoac giam canxi mau hiéu chinh, phospho mau, PTH mau lam tang nguy co
tir vong do tat ca nguyén nhan va ciing tuong tu nhu vay ddi véi tir vong do
chi nguyén nhan tim mach [80].

Theo M. Wolf va cong su céng bd nam 2007 trén tap chi Kidney
International, nghién cau nong d6 Vitamin D va tir vong sém & cac bénh nhan
loc mau chu ky, véi 825 bénh nhan dugc tuyén chon bat dau loc mau cua 569
don vi loc mau thuoc 37 bang caa Hoa ky, do tudi trung binh 12 63 + 15 tudi,
47 % la nix. Nong do trung binh 250H vitamin D 1a 21 + 13 ng/ml, chi c6
22% cb 250H vitamin D > 30 ng/ml, 60 % & muc 10 — 30 ng/ml va 18 %
thiéu vitamin D nang (< 10ng/ml). So voi nam, nit thiéu 250H vitamin D
nang nhiéu hon (23% so vai 15%, p < 0,01). Nong d6 250H vitamin D tuong
quan yéu véi canxi mau (r = 0,18), PTH (r = - 0, 14) va albumin (r = 0,31),
Khéng ¢ twong quan véi phospho va creatinin. Nong do PTH trung binh 1
193 pg/ml, 17% PTH < 75 pg/ml, 20% PTH trr 75-150 pg/ml va 63% > 150
pg/ml, so véi ngudi c6 PTH > 150 pg/ml, ngudi ¢é PTH < 150 pg/ml c6 muc
trung binh 250H vitamin D cao hon ¢ y nghia thong ké (24 +12 so vai 20 +
13, p < 0,01) [102].

Niam 2007, tac gia Levin cling cong su nghién cau ti 1é rdi loan vitamin D,

PTH, canxi, phospho ¢ bénh nhan BTM trén 153 trung tdm ¢ My, Colombia va
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Canada vé6i 1.814 bénh nhan. Két qua cho thdy PTH cao (> 65pg/dl) xay ra &
12% voéi MLCT > 80 ml/phat. Canxi va phospho mau déu binh thuong cho
dén khi MLCT < 40 ml/phdt, 1,25 OH, Ds thip va PTH cao ¢ MLCT cao la
phd bién hon so véi mo ta trude day [66].

Jose Luis Fermandez-Martin (2013) va cong su da nghién curu toan canh
vé BTM-RLXVKX & bénh nhan loc méu chu ky tai Chau Au qua nghién ctu
COSMOS, gém 4500 bénh nhan thudc 227 trung tdm loc mau cua 20 nudc, tir
2004 dén 2007 c6 mot s6 két qua nhu sau: tudi trung binh= 64,8 + 14,2 tudi,
nam gigi chiém 59,7%, thoi gian loc mau trung binh 1a 4,2 + 4,4 nim, BMI
trung binh: 25,5 + 10,3. Ty & mac bénh ly tim mach rat cao (76%), c6 canxi
hoa ngoai xuong 1a 41,8 % (Pong Au: 26,7%, Tay Au: 45,1%). Ty Ié canxi
hoéa mach mau va van tim twong g 1a 34,1% va 14,9% va cling ghi nhan ty
1& canxi h6a mach mau cao & cac nudc Tay Au va Dia Trung Hai [42].

Ty l¢é dat 3 tiéu chi vé khoang xuong cua KDIGO.

+ Canxi (mg/d) giam: 16,5 %; Trung binh: 77 %; Tang: 6,5 %.

+ Phospho (mg/dL) giam: 2,8 %; Trung binh: 26,7 %; Tang: 70,5 %.

+ PTH < 2 1an gidi han trén binh thuong: 31,3 %; PTH >2-9 lan gidi han
trén binh thuong: 56,1 %; PTH>9 1an gidi han trén binh thuong: 12,7 %.

Prashant Regmi (2014) qua nghién cau trén 150 bénh nhan bénh than
man, tac gia nhan thay so véi trudng hop Ca x P < 55 mg?/dL2, trudong hop
> 55 mg?/dI? c6 nguy co twong dbi 1a 1,82 cho bénh tim mach, 3.24 di Véi
dot quy va 2.43 doi véi bénh tim mach vanh. G nhitng bénh nhan tién loc
méu, Ca X P cao 1a yéu tb du bao doc 1ap cia nguy co tim mach [91].

Tac gia Piyawan Kittiskulnam va cong su nam 2016 nghién cuu ty 1¢
thiéu vitamin D ¢ nhitng bénh nhan diéu tri thay thé than suy tai Thai Lan,
nghién ctu hoi ctu, quan sat, cit ngang trén 111 bénh nhan LMCK, tiéu
chuan thiéu 250H vitamin D (huyét thanh) khi < 15 ng/ml, 250H vitamin
D khong day du khi tir 15- 30 ng/ml. Két qua vitamin D ¢ muc thap duoc
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xac dinh 1a 100% & bénh nhan loc mang bung (81% thiéu vitamin D, 19%
khong day du vitamin D), 94% & bénh nhan HDF online (50% thiéu
vitamin D, 44% khong day du) va 100% & bénh nhan ghép than (55% thiéu
vitamin D, 45% khong day du) [89].

William D Kaehny va cs (1977) nghién ciu nong do nhém huyét tuong
va nudc tiu & bénh nhan loc mau chu ky, nhdm dugc dinh luong bang
phuong phap do quang phd hap thu nguyén ti (flameless atomic absorption
spectrophotometry) di dua ra két luan rang c6 mot sé luong dang ké nhém da
di chuyén vao mau trong qua trinh loc mau, cho du dich tham phan chira
lugng nhdém rat it nhung khi vao mau két dinh trong huyét tuong va nhém
khong cé thé tham phan duogc [58].

1.3.2. Cac nghién ciru vé mat do xwong, loing xwong

Cac nghién ciru trong nwoc lién quan

Nguyén Thi Ditng, V& Tam (2015) nghién ciu mat d6 xuong bang
Hologic Explorer QDR 4500 trén 93 bénh nhan dang loc mau chu ky tai Khoa
than nhan tao Bénh vién Cho ray, Thanh phé Ho Chi Minh (12/2013-8/2014)
da két luan: 52,7% sd bénh nhéan du tiéu chuan lodng xwong. Mat do xuong
tai c6 xuwong dui c6 lién quan dén céc yéu té: gisi tinh va albumin méau. Mat
do6 xuong tai toan bo xwong dui c¢6 lién quan dén céac yéu té: gidi tinh va
albumin mau va phospho méau [6].

Cac nghién céru nwoc ngoai lién quan

Theo Lidija Orlic va cong su tai Croatia (2010) nghién ctu trén 134 bénh
nhan LMCK (72 nam, 62 nit, tudi trung binh 56,4), LMCK bang ky thuat tham
tdch mau (HD), thoi gian loc mau trung binh la 54 thang, ghi nhan ty 1€ lodng
xuong & ham gidi chiém 10% khi do MPX & CSTL va 3% khi do & CXD, ¢ vi
tri khac (tay, vi tri khac cua xwong dui) 1a tir 0 dén 29% ty I¢ thiéu xuong tir
33% dén 49%. O nhom nit gidi ty 1é lodng xuong khi do & CSTL la 31%, &
CXD 1a 18%, & toan bo XD 1a 18%, ty 1¢ thiéu xuong & nit tir 26% dén 55%
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[83]. T4c gia Soichiro limori va cong su (2012) nghién ctu vé MDPX va céc chi
diém sinh hoc cua chu chuyén xuong trong tién luong giy xwong & bénh nhan
BTM giai doan cubi LMCK. Do MPX hang nim va xét nghiém sinh héa hang
thang cho 485 bénh nhan loc mau, tir thang 4/2003 dén thang 3/2008, két qua
c6 46 gy xuong mai cac loai va 29 giy xuong d6t sdng qua phim chup da c6
két luan: ¢ bénh nhan loc mau chu ky PTH thdp hoic cao hoic ting
phosphatase kiém dic hiéu xuong 1a cac yéu té nguy co gy xuong cao. MPX
do bang phuong phap DEXA & toan bo xuwong dui 1a hitu ich trong tién doan
bat ky loai gdy xwong & phu nitr véi PTH thap hoic giy xuong dot séng cho
moi bénh nhan, nguy co cao co y nghia giita ty 16 méi mic giy xuong lién
quan ca PTH thap < 150 pg/mL (HR: 3,47; p < 0,01) va PTH cao > 300 pg/mL
(HR: 5,88; p < 0,0001) so véi PTH 150 — 300 pg/mL, MDbX c¢6 lién quan véi
tudi, chiéu cao va can nang & CXD va ¢ ca xuong quay [49].

Theo tac gia Fawzy Hamed Saafan (2014) nghién ctu trén 100 bénh
nhan LMCK, do MPX bang DXA phét hién c6 20% lodng xuong va 53%
thiéu xuong, MPX c¢6 mdi twong quan rat chit ché véi tudi (r = - 0,26) va voi
giGi (r = 0,47) [40].

Theo Ludmila Brunerova va coéng su tai Cong hoa Séc (nam 2016)
nghién ctu trén 59 bénh nhan (43 nam, 16 ni, tudi trung binh 67,6) LMCK
bang ky thuat siéu loc — tham tach mau (HDF), thoi gian loc mau trung binh
la 53,8 thang, ghi nhan ty 1¢ thiéu xuong 13 36%, loing xuong 1a 34% trong
d6 ty 1& nam gidi bi lodng xuong chiém 25% s6 bénh nhan nam va 56% so
bénh nhan nit c6 loang xuong [32].

Theo M. Saleem Najar va cong su tai An d6 (2017) nghién cau 151 bénh
nhan (98 nam, 53 nit, tudi trung binh 51,1) BTM giai doan 3-5, trong d6 15
(10%) bénh nhan BTM giai doan 3, trong do 63 (41,3 %) bénh nhan BTM
giai doan 4 va 73 (48,7 %) bénh nhan BTM giai doan 5. Két qua ghi nhan
MDX & CSTL (L1, L2) 1a 0,96 + 0,087 g/cm?, MbX & CXD 1a 0,88 + 0,085
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g/cm?, ty 1 lodng xuong tai CXD & 48 bénh nhan (31,6%) trong khi 43 bénh
nhan (28,5%) bi lodng xuwong & CSTL (L1, L2). Ty 1& lodng xwong, thiéu
xuong & CXP cao nhat & nhdm bénh nhan BTM giai doan 5, trong nghién
ctru ndy cling da két luan rang chi sé khdi co thé co twong quan véi lodng
xuong, bénh nhan giam BMI c6 nguy co tang cao loang xwong [70].
1.3.3. Cac nghién ciru lién quan dén canxi héa ngoai xwong
Cac nghién ciru trong nwoc lién quan
Cho dén nay, c4c cong bd trong nudc chwa ghi nhan dén canxi héa mach mau
va van tim trén bénh nhan BTM loc mau chu ky.
Cac nghién ciru nwoéc ngoai lién quan

Theo sé liéu caa KDOQI 2003 vé hudng dan thuc hanh 1am sang
chuyén hda va bénh 1y xwong & bénh than man thi canxi hoa dong mach hiém
gap & tré em, it gap ¢ do tudi 15 — 30 tudi va thuong gap ¢ ngudi trén 40 tudi.
Canxi hoa dong mach thuong gap ¢ nhitng bénh nhan BTM va nhitng bénh
nhan LMCK, canxi héa dong mach c6 thé ton tai ngay sau khi da ghép than.
O bénh nhan LMCK ty 1& méac canxi hoa dong mach d3 dugc béo céo dao
dong tir 3 dén 83%, ty 1&6 mac canxi hoa dong mach gia tiang theo thoi gian
diéu tri loc méu.Theo cdng bb nim 1977 trén 135 bénh nhan LMCK, ty I¢
méc canxi hoa dong mach 1a 27% khi loc mau duéi 1 nam va 1én dén 83% &
bénh nhan co thoi gian loc mau hon 8 nam [79].

Két qua nghién ctu cua Peter W.F. Wilson va cong su tai Hoa ky nim
2001 vé canxi hoa dong mach chua bung bing X quang bung bén thi n6 13 yéu
t6 tién doan ty 1é mac va tir vong tim mach trén 2515 ngudi tham gia nghién
ctru (tudi trung binh 13 61, 1049 nam, 1466 nit), ty & canxi hoa dong mach
cha bung cia dbi tuwgng nghién ctu nay 1a 31%, ty 16 mac canxi hoa dong
mach cha bung khdng khac biét gitra 2 gidi [87].

Tac gia Riri Andri Muzasti nam 2019 nghién cttu tai Indonesia trén
76 bénh nhan LMCK cho thay c6 68,4% bénh nhan c6 canxi hoa dong
mach chua bung [76].
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Téc gia Eero Honkanen va cong su nim 2008 nghién ctu s6 liéu trén
47 trung tdm & sau quédc gia chau Au, tiéu chi chon bénh tudi >18 tudi va thoi
gian loc mau >3 thang. Chyp X quang bung bén cta dong mach cha bung
duoc st dung dé xac dinh diém canxi hoa dong mach chu bung, tong cong cé
933 bénh nhan duoc chup phim bung bén. Hién tugng canxi héa (diém canxi
hoa theo kauppila > 1) chiém 81% bénh nhan. Cac yéu té du doan doc lap cho
su hién dién va mirc do nghiém trong cua canxi hoa 1a tudi (ty suat chénh
OR=1.103 / nam; p <0,0001), thoi gian loc mau (OR=1.110 / nam; p = 0,002)
va tién sir bénh tim mach (OR= 3,247; P <0,0001) [47].

Theo Dominique Pagniez (2012), bénh nhan BTM tang nguy co gay
xuong so voi nguoi binh thuong.

Theo tac gia Mieke J. Peeters va cong su tai Ha Lan (2017) nghién ctu
canxi hoa dong mach chu bung bang X quang bung bén theo khuyén céo cua
Kauppila trén 280 bénh nhan BTM chua loc mau thi c6 50% bénh nhén co
canxi hoa dong mach chi bung vira hodc niang véi chi s6 AAC >4. Lén tudi,
bénh tim mach trudc do, tang triglycerid mau, tang phospho mau la nhiing
yéu té nguy co doc 1ap véi canxi hoa co thang diém AAC >4 [86].

Nhin chung, cac tac gia trong va ngoai nudc chi di sau nghién cuu tirng
linh vuc cua roi loan xuong, khoang xuong, mat do xuong do bénh than man,
loc mau theo khuyén céo caa KDIGO 2017. Con it tac gia nghién ciu day du

ca 3 roi loan nay va cac mai lién quan giira cac réi loan véi nhau.
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Nghién ciru cua ching toi tién hanh tir thang 01/2017 dén thang 12/2018
tai khoa Than nhan tao, Bénh vién Quan 2, Thanh phé Hb chi Minh.

Chung toi tién hanh khao sat 276 nguoi, dugc chia 1am 2 nhém: Nhom
bénh than man giai doan cudi dang loc mau chu ky gém 163 bénh nhan va
nhoém d6i ching (tham chiéu) gom 113 ngudi khoe manh twong ddng vé tudi
va gigi vai nhom bénh.

2.1.1. Tiéu chuan chon doi twong
2.1.1.1. Phwong phdp chon méu

Phuong phap chon mau la chon mau thuan tién. Nghién ciu duoc thuc
hién trén tat ca cac bénh nhan bénh than man giai doan cubi dang diéu tri loc
méu chu ky va nhém chang 1a nhimg ngudi khoe manh, dén kham sac khoe
tai Bénh vién Quan 2, thanh phé H6 Chi Minh.
2.1.1.2. Tiéu chud@n chen bénh nhan bénh th@n man giai doan cuéi loc
mau chu ky

- Bénh nhan bénh than man giai doan cudi dang diéu tri loc mau chu ky
(Giai doan 5D) tai Khoa than nhén tao tir 6 thang tro 1€n

- Tudi tredng thanh tir 18 tudi tro 18n.

-Pdng y tham gia nghién cau

- Chua duoc ghép than.
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Bang 2.1. Phan giai doan BTM theo KDIGO 2012

Giai . Mhic loc cau than
doan Mo ta (Ml/phat/1,73m? da)
1 | Ton thuong than véi chic ning than binh - 90
thuong -
2 | MLCT Giam nhe 60 — 89
3a | MLCT giam muc do nhe dén trung binh 45 — 59
3b | MLCT giam muc d6 trung binh dén ning 30-44
MLCT giam nang 15-29
Suy than <15

2.1.1.3. Tiéu chu@n chen nhoém tham chiéu

- La nhimg ngudi khoe manh dén kiém tra sic khoe tai khoa kham bénh

(khdng mac bénh than man va cac bénh 1y kém theo khéac xac dinh théng
qua tham kham lam sang va cac xét nghiém can lam sang).

- bong y tham gia nghién ctu.

- Tudi trudng thanh tir 18 tudi tré 1én

- Khéng nghién ruou, khdng hat thubce 14.
2.1.1.4. Tiéu chudn logi trir doi tweng

- Dot cap cua bénh than man.

- Phu nit d3 cét budng trang, tir cung, méc cac bénh ly budng tring, tir cung.

- Pang trong tinh trang nhiém trung, viém...

- Tién sir mac c4c bénh c6 anh huong xuong nhu bénh co xuong khép,
bénh ly duong ong tiéu hoa, gan mat, bénh tuyén can giap, bat dong kéo dai,
bénh hé théng. ..

- C6 str dung (trong vong 1 thang tinh dén ngay lam céc xét nghiém
nghién ciru) cac thudc 1am anh huong dén chu chuyén xuong nhu Canxi,
Phospho-binders, vitamin D, corticosteroides, cac thudc diéu tri lodng
xuong (Bisphosphonates, Raloxifene...), calcimimetics, cac thudc anh
huéng dén PTH, 25(0OH) Vit D.
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ctru

- Thiét ké nghién ctu: Phuong phap nghién citu mé ta cat ngang co
dbi chung.

- C& mau: Chon ¢& mau thuan tién theo thai gian nghién cau.

- Pja diém nghién ciu: Khoa Than nhan tao - Bénh vién Quan 2, thanh
phd H6 Chi Minh.

2.2.2. Phuong tién nghién ciru

- May xét nghigm sinh hoa, huyét hec:

+ May Celltac Alpha MEK 6510K (Phén tich cong thtc mau), May
Screen Master 3000 (xet nghiém sinh héa thong thuong) tai Khoa xét
nghiém BV Quan 2

+ May Architect Plus 16200 cua Abbott (xét nghiém Canxi,Phospho),
may Siemens Immulite 2000 Xpi (xét nghiém Beta 2 microglobulin), May
Roche Cobas e 8100 (xét nghiém PTH, Vit D) tai Khoa xét nghiém Bénh vién
Hoa Hao, 254 Hoa Hao, Phuong 4, Quan 10, tp HCM.

+ May Agilent Technologics 7700 (xét nghiém nhom), thuc hién tai
Trung tdm dich vu phan tich thi nghiém Thanh phé Ho chi Minh, 02 Nguyén
Van Thu, Phuong Pakao, Quan 1, Tp HCM).

- May do mat d6 xuwong: Mat d6 xuong duoc do bang phép do hap phu
tia X nang lugng kép DEXA (Dual - Energy X - ray Absorptionmetry), thé hé
may Hologic Discovery Wi, do tai Bénh vién Pai hoc y duoc tp H6 chi Minh,
215 Hong Bang, Quan 5, TP HCM.

- May chup X quang bung: May chup X quang HF 525 tai Khoa chan
doan hinh anh, tham do chic nang Bénh vién Quan 2, TP H6 Chi Minh.

2.2.3. Céc bién sb 1am sang

S6 lieu cua mdi ddi twong tham gia nghién ctru duoc thu thap bang mot

phiéu nghién cau,ghi nhan nhitng théng tin vé ca nhan, nhitng chi s6 nhan

trac va biéu hién 1am sang, can 1am sang. ..
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2.2.3.1. Chiéu cao can ngng chi sé khéi co thé

- Phuwong phdp tién hanh. Can dit ¢ vi tri can bang. Déi tuong & Vi tri tu
thé dung thang thoai mai, mat nhin vé phia trudc, 2 gt chan sat mat sau cua

chan chum lai thanh hinh chir V. i chén tran, khong d6i mii, khong mang bat

ctr vat gi, chi mic 40 quan mong.

- Po cdn néng co thé. Két qua tinh bang kg, sai s6 khong qué 100g.

- Po chiéu cao cua co thé. Bang thudc do chiéu cao gan lién vai can,

bénh nhan dung trong tu thé do can niang. Két qua tinh bang m.

- Chi s6 khéi ciia co thé (BMI). Puoc tinh theo cong thirc sau.

=BMI = Trong lugng (kg)/chiéu cao?

- Két qud: Dua theo tiéu chuan cua cac nudc ASEAN.

Bang 2.2. Tiéu chuan danh gia béo phi dua vao BMI cho nguoi Chau A

trrdng thanh [101]

Loai BMI (Kg/m?)
Gay <185
Binh thuong 18.5-22.9
Thura can >23
+ Nguy co 23-24.9
+ Béo phi do 1 25-29.9
+ Béo phi do 2 >30

- Trong nghién ctu nay, Chang t6i phén bénh nhan thanh 2 nhém nguy co:

o Thtra can khi BMI > 23 kg/m?.
o Khong thira can khi BMI <23 kg/m?.
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2.2.3.2. Huyét ap

- Phwong phdp do HA: Theo khuyén céo cua Hoi Tang huyét ap Viét Nam.

- Dung cu: May do huyét ap dong ho hiéu ALPK2 da dugc chuan hoa
bang may do huyét 4p ké thiry ngan. Bang quan tay dai > 43 cm, rong 12 — 13
cm, chiém 2/3 chiéu dai va chu vi canh tay, cach bd nép gap khuyu tay 2 cm.

- Chudn bj déi tiwong triede khi do:

+ Khong duoc hoat dong manh trude khi do 1 gio.

+ Nghi ngoi thoai méi it nhat 5 — 10 phdt trude khi do.

+ Khong uéng ca phé hoic cac loai thuc ubng cé cafein trude do 30 phut.

+ Khdng ubng ruou trude khi do.

+ Khéng duoc hit thudce 4.

+ Khong ding cac loai kich thich giao cam ngoai lai nhu: thuéc chéng
ngat miii, thuéc nho mat lam gian dong tir.

+ Khi do dbi tuong can duoc yén tinh, d& chiu, thoai mai, khéng lanh.

- Tu thé d6i twong: tu thé nam ngua tai giwdng.

- Cach do

+ Bat mach quay trudc, bom hoi tir tir dén 30 mmHg trén maic mat
mach, xa xep nhanh, ghi lai 4p luc mach tai xuat hién, xa xep hét hoi.

+ Pt dng nghe trén dong mach canh tay, bom nhanh trén 30 mmHg trén
murc da ghi, xa cham 2 mmHg/giay. Huyét ap tam thu (HATT) twong ang véi
tiéng dap dau tién. Huyét ap tam truong (HATTr) 13 diém nghe duoc xac dinh
tiéng dap bién mat. Va huyét ap trung binh (HATB) = (HATT + 2 HATTr)/3.

+ Po huyét 4p o tay khdng 1am 16 do dong tinh mach (FAV) dé loc méu
chu ky.

+ Do 2 1an cach nhau 2 phat réi lay trung binh cong hai lan do. Néu hai
lan do chénh léch > 10 mmHg thi do 1an 3 va Iy s trung binh cua lan do thir

2 vathua 3.
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- Phan logi ting huyét ap
Bang 2.3. Phan d6 ting huyét ap theo khuyén cdo chan doan va diéu trj cua Hoi

tang Huyét ap Viét Nam va Hoi Tim mach Viét Nam VNHA/VSH 2018 [8]

HA tam thu HA tam truong
Toi wu <120 va < 80
Binh thuwong** 120 - 129 va/hoac 80-84
Binh thwong cao ** 130-139 va/hoac 85-89
Tang HA d¢ 1 140 - 159 va/hoac 90-99
Tiang HA d 2 160 - 179 va/hoac 100 - 109
Tang HA d¢ 3 > 180 va/hoac >110
Tang HA tam thu don doc > 140 va <90

** Tign ting huyét 4p khi HA TT > 120-129 mmHg va HA TTr
> 80-89 mmHg.

Luu y Khi HA khong cung murc phan loai thi chon mac HA tam thu hay
tam truong cao nhat. THA tam thu don doc xép loai theo mic HATT.
2.2.3.3. Phwong phdp loc méau chu ky

- Chuan bi bénh nhan: Bénh nhan dugc tu van, cung cap cac thdng tin
can thiét cua loc méau chu ky. Chuan bi bénh nhén truéc khi loc mau chu ky
nhu 1am 16 do dong-tinh mach, vaccin phong viém gan siéu vi B...

Bénh nhan duoc loc mau 3 lan/tuan, cach ngay véi tong luong thoi gian
12 gio/tuan.

- May loc - mang loc: Str dung may loc Surdial — Nipro, mang loc
Elisio™ 14 loai mang tong hop (synthetic hemodialyser) Polyethersulfone cua
hdng Nipro, Nhat Ban san xuat.

- Ky thuat loc mau: phuong phap loc HD standard (hemodialysis), co

ché chinh 1a khuéch tan va siéu loc véi dung dich loc bicabonate.
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2.2.4. Céc bién s6 can 1am sang
2.2.4.1. Cac xét nghiém chung

- Qui dinh v& liy méau tinh mach dé lam xét nghiém huyét hoc va sinh
hoa (xét nghiém chung va xét nghiém khoang xuong), cho vao dng nghiém
méu chat chdng dong khi xét nghiém mau huyét tuong va khong co chdng
dong d6i véi mau huyét thanh.

+ Nhém chtng: ldy mau chua an sang, trudc 9 gio sang va it nhat sau 8
gio nhin doi.

+ Nhom loc mau chu ky: Thyc hién ldy mau mau dé lam xét nghiém (sinh
hoa) theo khuyén cao caa KDIGO. Bénh nhan nhin doi va 1ay trudc cudc loc dau
tién cua tuan. Vi du bénh nhan loc chu ky vao cac ngay 2,4,6 thi lay mau trudc
phién loc ngay tht 2; bénh nhan loc chu ky vao 3,5,7 thi ldy mau trude phién loc
ngay tha 3. LAy mau khi bénh nhan bat dau st dung mang loc méi.

- Cong thic mau: Cong thirc mau duoc dém bang may Celltac Alpha
MEK 6510 K

+ Chan doan va phan do thiéu mau ¢ bénh nhan bénh than man theo K/DOQI.

Bang 2.4: Chan doan va phan chia mirc d6 thiéu mau (K/DOQI 2003) [79].

Muc do Hemolobin (g/L)
Nam: 100 < Hemoglobin < 130
Nhe
Ni: 100 < Hemoglobin < 120
Vira 80 < Hemoglobin < 100
Nzng Hemoglobin < 80

- Uré, creatinin, Albumin mau, mic loc cau than:

+ Ure mau:

Phuong phap: Pinh luong ure mau bang phuong phap ctia Neuman.U va
Jiegenhorn (dung enzyme urase).
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Tién hanh trén may phan tich tu dong Screen Master 3000.

Gia tri binh thuong (tham khao): 2,1 - 6,6 mmol/l [100]

+ Creatinin mau.

Phuong phép dinh luong creatinine mau bang phuong phap Jaffe.

Nguyén tic 14 creatinin tao thanh 1 phac hop mau véi dung dich acid
picrite trong dung dich kiém.

Tién hanh trén may phan tich tu dong Screen Master 3000.

Gia tri binh thuong (tham khao) 53-115 pumol/I [3]

+ Albumin mau.

Phuong phap: Pinh luong albumin méu theo nguyén tic albumin huyét
thanh tac dung véi bromocresol green trong moi truong cua dung dich dém
succinate pH 4.2 tao phuc hop mau xanh luc. Bam d6 mau ty I thuan véi
nong do albumin huyét thanh ¢ budc séng 620 nm bang phép do diém cudi.

Tién hanh trén may phan tich tu dong Screen Master 3000.

Gia tri binh thuong (tham khao): 34 — 48 g/L [3]

+ Muc loc cau than.

Muc loc cau than udc tinh (eMLCT) dugc tinh bang cong thirc CKD-EPI
2009 [104].

eMLCT (ml/phiit/1.73m?)=141 x min (sCr/k,1)* x max (sCr/k,1)12®x 0,993

Néu Ia nix gidi: x 1,118

Néu 14 ngudi da den: x 1,159

Trong do:

sCr: nong do creatinine mau (mg/dl)

k:nit=0,7; nam=0,9

a: nit = -0,329; nam= - 0,411

min: s6 nhé nhat caa sCr/k hoic 1

max: s6 16n nhat caa sCr/k hoic 1
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Doi don vi cua creatinine mau: pmol/l x 0,0113 = mg/dl
Tubi: tinh theo nim
2.2.4.2. Céc xét nghiém vé khodng xwong
- Xét nghiém Canxi mau
Phwong phdp xét nghiém canxi mau toan phan
+ Cong cu thyuc hién: May Architect Plus 16200 Abbott
+ Mau mau: huyét twong tinh mach véi chong dong 1a heparin.
+ Bao quan: 2- 8°C trong 1 tuan
+ Nguyeén tic phan tng: pH = 10,6
8- Hydroxyquinoline

Ca’*+ oCPC » Ca-0CPC Complex 2* (tim)
+ Thuéc thir:

Ethanolamine (pH 10,6) 0,375 mol/L

8-Hydroxyquinoline 7,16 mmol/L

0-Cresolphthalein complexone 82,0 umol/L

+ Gi4 tri binh thuong (tham khao) canxi mau toan phan: 2,15 — 2,55 mmol/L [3].

+ Cong thuc tinh canxi hiéu chinh [79]:

Canxi hiéu chinh = canxi mau toan phan + [0,8 x (4 — albumin
huyét thanh)]. (Albumin huyét thanh dugc tinh theo don vi g/dL)

Canxi mau toan phan: mg/dl (mg/dL x 0,25= mmol/L).

* Chan doan rdi loan canxi mau (canxi mau hiéu chinh) danh cho bénh
nhan loc mau (5D) theo tiéu chuan KDIGO [51] [52]

Canxi mau binh thuong (hi¢u chinh): 2,1- 2,6 mmol/L

Canxi mau tang (hiéu chinh): > 2,6 mmol/L

Canxi mau giam (hiéu chinh): < 2,1 mmol/L.

- Xét nghiém Phospho méau

+ CoOng cu thuc hién: May Architect Plus 16200 Abbott.

+ Mau mau: 2ml huyét thanh chdng dong bang heparin.
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+ Bao quan mau: 15-25°C: 1 ngay, 2-8 °C: 4 ngay, < 20°C: 90 ngay
+ Nguyén tic phan ung: phospho vo co s& phan ung véi molybdate dé
tao thanh phtic hop heteropolyacid. Sy hip thu mau dugc do & budc song
340/380 nm, cuong dd mau ti 1& véi ndng d6 phospho vo co trong mau [3].
7 H3PO4 + 12 (M0702,)% + 72 H* —— 7 H3PO,4 (M003), + 36 H,0
+ Thubc tha: Sulphuric acid 200 mmol/L, Ammoniumheptamolybdate
0.35 mmol/L, Glycine 50 mmol/L.Chat bao quan.
+ Cong thirc chuyén ddi don vi: mmol/L = 0,323 x mg/dL
+ Gia tri binh thuong (tham khao) phospho méau: 0,87 — 1,45 mmol/L.
* Chan doan r6i loan phospho mau danh cho bénh nhan loc mau (5D)
theo tiéu chuan cia KDIGO [51] [52]:
Giam: < 0,8 mmol/L.
Binh thuong: 0,8 — 1,50 mmol/L.
Tang: > 1,50 mmol/L.
-Chisoé Cax P
Chi s Ca x P: La tich caa canxi mau hiéu chinh theo albumin mau nhan
véi Phospho méu.
Pon vi: mmol ?/I?
* Chan doén ri loan chi sé Ca x P danh cho bénh nhén loc méu (5D)
theo tiéu chuan K/DOQI:
Binh thuong: < 4,4 mmol /12,
Tang: > 4,4 mmol /12,
- Xét nghiém iPTH méau.
+ Cong cu thyuc hién: May Cobas e 8100 cua Hang Roche.
+ MAau méu: 1y 2ml huyét tuong hoa véi heparin / EDTA, sodium citrate. ..

+ Bao quan: > 25°C trong 24 gio, 2-8 °C trong 3 ngay, < -20°C trong 90 ngay
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+ Thudc thir:

* Hoa chat gom 3 lo

M (lo nap trang): 1 lo 6,5ml vi hat phu Streptavidin 0,72 mg/ml, chat bao quan.

R1 (lo ndp xam): 1 lo 7ml khang thé khang don dong khang PTH (tur
chuét) duoc gan Biotin 1,5 mgl/l

R2 (lo nap den): 1 lo 7ml khang thé khang don dong khang PTH (tir chudt)
duoc gan Ruthenium 2,0 mg/l, &&m phosphate 100 mmol/l, PH 7.0, chét bao quan.

+ Bao quan nhiét do tt nhat tir 2-8°C

Khoéng mé nap, bao quan 2-8°C dung dugc dén hét han str dung.

Sau khi mg nap, bao quan 2-8°C dung dugc trong 12 tuan (cha y: dong
ma& nap bang tay trudc va khi sir dung)

+ Nguyén ly: mau duogc tién hanh do dwa vao nguyén Iy mién dich dién
hoa phat quang theo nguyén tac Sandwich. Tong qua trinh do gdm 18 phut.

+ Tién hanh: Héa chat da duoc chuan va kiém tra dat.

Mau thir da duoc tach cup va dan Barcode

Chon Workplace — Test Selection — Sample ID — nhéap Barcode —
chon Test — Save — Start 2 1an.

+ Gidi han do: 1,2 - 5000 pg/ml hay 0,127 — 530 pmol/L

+ Gia tri binh thwong (tham khao): 10 — 65 pg/mL hay 1,6 — 6,9 pmol/L.

* Chan doan rdi loan PTH theo tiéu chuan KDIGO danh cho bénh nhan
loc mau (5D) [51] [52]:

Giam: < 130 pg/mL.

Binh thuong: 130 dén 600 pg/mL.

Tang: > 600pg/mL.

- Xét nghiém Vitamin D mau (25 OH D)

+ Nguyén ly: Dinh lugng theo phuwong phap mién dich kiéu canh tranh,
sir dung céng nghé dién hoa phat quang (ECLIA).Tong thoi gian phan tich

maot mau 18 pht.
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+ Giai doan u thir nhat: 25-OH vitamin D3 trong mau bénh pham canh
tranh véi biotin ¢6 gan vitamin D trong phtc hop trong thubc thar R2 (gom
biotin-vitaminD/polyclonal 25-OH vitamin D3 - Khang thé dic hiéu c6 gan
ruthenium). Phan con lai cua phic hop phu thudc vao nong do chat phan tich
trong mau.

+ Giai doan u th hai: Sau khi cho thém céc vi hat dugc bao phu boi
Streptavidin. Phicc hop duoc gan két vao pha ran do su tuong tac gitta biotin
va streptavidin.

+ Phirc hop phan tmg dugc dua vao budng do. Tai ddy cac vi hat dugc
gitr lai bang tur tinh trén bé mit dién cuc. Nhitng chat thira duoc ria di bang
procell. Ding mot dong dién mét chiéu tac déng vao dién cuc nham kich
thich phat quang va cuong do tin hiéu anh sang phat ra cé thé do duoc bang
bo phan nhan quang.

+ Két qua duoc tinh toan dua vao duong cong chuan thu duoc bang céch
chuan 2 diém va duong cong gbc duoc cung cap tir nha san xuat. Nong do
chat can dinh luong ty 1¢ thuan véi cudng d6 anh sang thu dugc.

+ Cdng cu, hoa chat

* Cong cu: May Cobas e 8100 cua hdng Roche.

* Hoa chat

Lo 1 (M) - nap trong, cd Streptavidin-coated microparticles, thé tich 6,5 mL:
(nong do Streptavidin-coated microparticles 0,72 mg/mL) va chat bao quan.

Lo 2 (R1) nap mau xam, c6 Reaction buffer: 8 mL, cetate buffer khoang
220 mmol/L, pH 3.9, albumin (human) 2 g/L, chat bao quan.

Lo 3 (R2) nap mau den, c6 nti-25-OH vitamin D3-Ab~Ru (bpy), 25-OH
vitamin D derivate~biotin thé tich 9 mL: Polyclonal anti-25-OH vitamin D3
antibody (ctru) danh dau bang phuac hop ruthenium 1.5 mg/L, biotinylated 25-
OH vitamin D 0.15 mg/L, phosphate buffer 20 mmol/L, pH 6.5
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- Céc budc tién hanh:

+ L4y bénh pham

Thuc hién trén mau mau, cé thé st dung: Huyét thanh; Huyét tuong:
ding chat chéng dong Li-Heparin, EDTA.

Tinh 6n dinh cia miu: MAu 6n dinh 8h/ nhiét d6 18-25°C; 4 ngay/ nhiét
d6 28°C, 6 thang/nhiét do -20°C. Khong dé dong da véi mau huyét twong
ding chéng déng Li-heparin.

+ Tién hanh ky thuat

* Chuan bj may phan tich

Dung dudng chuan theo mau nha san xuat

Phan tich QC: & ca 3 level: 1, 2 va 3. Khi QC dat mai tién hanh phan
tich mau

* Phan tich mau

Mau bénh pham sau khi ly tam tach huyét tuong, huyét thanh nén duoc
tién hanh phan tich trong vong 2h.

Mau sau khi ly tim dugc chuyén vao khay dung bénh pham

Panh s6 (hodc ID cia ngudi bénh), chon test va thao tac theo protocol
cua may, may s¢€ tu dong phan tich.

- Nhan dinh két qua:

Tri s6 tham khao: 30 - 80 (ng/mL).

- Chan doén réi loan 25 OH D méau danh cho bénh nhan loc mau (5D)
theo tiéu chuan cia KDIGO [51] [52]:

+ Khong day du 25 OH Vit D (insufficiency) khi 25 OH D < 30 ng/mL

+ Thiéu 25 OH Vit D (deficiency) khi 25 OH D < 15 ng/mL.

- Xét nghiém Nhém mau

+ Cong cu thyc hién: Phan tich nhdm mau bang hé théng khdi pho

plasma cam tng ICP-MS 7700x cua hang Agilent, thuc hién tai Trung tam
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dich vu phan tich thi nghiém Thanh phé H5 Chi Minh (02 Nguyén Vin Thu,
Phuong Pakao, Quan 1, Tp HCM). Cac thong s6 cua may:

Théng sb Gia tri
RF power 1450 — 1550W
Plasma gas 15L/min
Aux.gas 1.0L/min
Carrier gas 1.05L/min
Sampling depth 8-9mm
Integration Time/Mass 0.3S
Mass 27

+ Quy trinh k¥ thuat:

Phan tich trén mau mau: huyét thanh.

Sir dung hé théng xt Iy mau microwave caa hing CEM.

HGt mau vao ong xir Iy mau Teflon, thém vao mdi 6ng axit HNOS;
H202; thém dung dich kiém soat Au va Lu. Pay nap va dit cac 6ng xir ly
mau vao 10 vi song. Gia nhiét 1&n 190°C giir 10 phat = lam ngudi = dinh
muc 50mL - do ICP-MS 7700.

Chuan do may pha tir chuan Al 1000mg/L ctia Merck. Ddy diém chuan
(Al mg/L): 0.01 0.05 0.10 0.50 1.0 5.0

Dung dich ni chuan Rh, In, Ir 100ug/L.

Két qua do:

KQDP x Vdm

Ham luong mau (mg/L) =
Gm

Trong do:

KQP: Két qua do duoc doc trén may (ppm)
Vdm: Thé tich dinh mic mau (mL)

Gm: Khéi lugng mau (g)/Thé tich mau (mL)

F: hé s6 pha lodng mau.
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+ Phan tich két qua gitra nhdm nghién ctiu va nhdm tham chiéu (ddi chang).

+ Phén loai Nhdm mau danh cho bénh nhéan loc mau (5D) theo tiéu
chuan caa KDOQI [79].

Déi Véi bénh nhéin dang loc mau chu ky [79]:

Nhém mau nén (baseline) can dat 1a nhém méu < 20 pg/L.

Nh&m méu gidi han (chua diéu tri) khi nhém mau 20 - 60 pg/L.

Nhdm mau cao (can xi 1y) khi nhém mau > 60 pg/L.

- Xét nghiém beta 2 microglobulin mau

+ Pinh luwong beta 2 microglobulin dua trén nguyén Iy mién dich, theo
phuong phap mién dich do do duc. Mau bénh pham duoc cho thém thudce thar R1
(dém), sau d6 cho thém thudc thir 2 (khang thé khang beta 2 microglobulin-
latex) va phan Gng bat dau xay ra. Hat latex gan khang thé khang beta 2
microglobulin phan tng véi khang nguyén c6 trong mau bénh pham dé tao thanh
phtc hop khang nguyén — khang thé. Nong do beta 2 microglobulin ty 18 voi do
duc, dya trén duong chuan sé tinh dugc néng do beta 2 microglobulin.

+ COng cu thyuc hién: May Siemens Immulite 2000 Xpi

+ LAy mau: Phan tich mau trong mau, cd thé dung: huyét thanh, huyét
tuong, chat chéng dong Li-heparin, EDTD

+ B4ao quan: 3 ngay nhiét do tir 2-8°C va 6 thang nhiét do (-15°C) dén (-25°C).

+ Hoa chat:

Thudc ther 1 (R1): dém TRISa/HLC: 23g/L, pH 8.7; NaCl: 19 g/L; EDT:
2g/L, chat bao quan.

Thudc thir 2 (R2) Latex particles coated with polyclonal anti-human beta
2 microglobulin antibody (rabit): 0.5g/L, chat bao quan.

TRIS = Tris (hydroxymethyl)-aminomethane

Dung dich chuan

Dung dich QC (2 muc)

+ Chuan bi may phan tich:

Dung duong chuan

Phan tich QC: ¢ ca 2 level. Khi QC dat, tién hanh phan tich mAu.
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- Phén tich mau:

+ MAu bénh pham nén dugc tién hanh phan tich trong vong 2 gio.

+ MAu sau khi ly tdm duoc chuyén vao khay dung bénh pham

+ Panh s6 (hoic ID cua nguoi bénh): chon test va theo protocol cua may.

- Nhan dinh két qua:

+ Tri s6 tham khao: 0.8 — 2.2 mg/L (68 — 186nmol/L)

Hé sb chuyén d6i: mg/L x 84.7 = nmol/L

+ Phén tich két qua gitta nhém nghién ciu va nhom tham chiéu (d6i chang).

+ Phén loai beta 2 microglobulin mau danh cho bénh nhéan loc mau (5D)
theo tiéu chuan caa KDOQI [79].

B2 Microglobulin mau ¢ nguoi binh thuong: < 2.0 mg/L.

B2 Microglobulin mau ¢ bénh nhan loc mau (5D) ting gip 15 dén 30 lan
nguoi binh thuong.
2.2.4.3. Do mdt djp xwong

- Phuong tién. Mat d6 xuong dugc do bang phép do hap phu tia X ning
lugng kép DEXA, thé hé may Hologic Discovery Wi, do Hoa ky san xuat.

- Nguyén tic.

+ Dung tia X ¢ 2 mirc nang lwong khac nhau quét qua mot khdi xuong,
may s& do do hap thu ning luong tia X cua xuong, tinh ra duoc khéi luong
chat khoang cua xuong tinh bang gram (BMC- Bone Mineral Content).

+ Dién tich S cuia khéi xuong ciing duoc may do truc tiép (tinh bang cm?).

+ Lay BMC chia cho dién tich S s& dugc Mat d6 xwong (con goi |2 area
BMD- Bone Mineral Density) va tir d6 Mat do xuwong c¢6 don vi la gram/cm?,

+ U'u diém.

Chinh xac, sai s6 ~1%

Str dung btrc Xa nang lwong thap => an toan

Po duoc nhiéu vi tri: cot séng, co xuong dui, cang tay, toan than

+ Nhuoc diém.
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Chi do duoc mat do xuong trén mot dién tich (g/cm?), khong do duoc
mat d6 xuong trong mot thé tich nhu phuong phap chup cat 16p vi tinh dinh
lurong (QCT - Quantitative Computed Tomography).

Cac gai xwong & cot sdng 1am cho phép do kém chinh xac (BMD cao
hon thuc té).

- Chéng chi dinh do DEXA.

Phu nir dang mang thai (tuyét doi)

Bénh nhan di dung cac chat sau day trong vong 7 ngiy: lod, Barium,
dong vi phong xa.

- Chan doan lodng xwong dwa vao tri s T-Score.

T-Score = (BMD —-mBMD) / SD.

Trong do:

+ BMD: Mat d¢ xuong cua ddi tugng khao sét

+ mBMD: Mat d6 xuong trung binh quan thé dan so tudi tir 20-30 tudi.

+ SD: d¢ léch chuan caa BMD trung binh caa quan thé dan s trén.

- Tiéu chuan chan doan loang xuong theo To chuc y té thé giéi (WHO) [100]

+ T-Score > -1 : Binh thuong
+-2.5<T-Score<-1 : Thiéu xuong
+ T-Score <-2.5 : Loang xuong

+ Lodng xuong + tién str giy xuong : lodng xwong ning
2.2.4.4. Chup phim bung tim canxi héa mgch méau

- Phuong tién: May chup X quang HF 525, tai Khoa chan doan hinh anh,
tham do chirc nang BV Quan 2, thanh phd H6 Chi Minh.

- Nguyén tac:

Theo khuyén céo cia KDIGO, ¢ bénh nhan bénh than man giai doan 3-5D
can chup mot phim XQ bung bén (lateral abdominal radiograph) dé phét hién
canxi hoa (voi hod) mach mau va lam siéu am tim dé phat hién voi hoa cac
van tim [51] [52].
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- K§ thuat X quang bung bén: Thuc hién theo khuyén céo cia Kauppila
va cong su, mot phim X quang bung bén lay tir dét séng nguc 10 (T10) dén
hét @6t sdng cung thr 2 (S2). Khoang céch tir bong dén phim 1m, 94 kV [65].

- Panh gia két qua:

Viéc phan tich, danh gia hinh anh X quang duogc thuc hién béi bac sy
chuyén khoa chan doan hinh anh.

Vi hoa dong mach chu bung duoc tinh theo thang diém canxi hoa dong
mach cha bung (AAC).

Trén phim bung bén, canxi hoa dong mach chu dugc tinh cho tung
dbt séng riéng biét tir L1-L4. Diém giita cac khoang gian d6t 1a mdc phan
chia cho tung doan.

Piém duoc tinh riéng cho thanh truéc va thanh sau caa dong mach cha
theo thang diém tir 0 dén 3.

0: Khong c6 voi hoa dong mach chu bung.

1: vOi hod rai rac, chiém it hon 1/3 chiéu dai cua doan dong mach chu
bung duoc tinh.

2: voi hoa chiém tir 1/3 dén dudi 2/3 chiéu dai cia doan déng mach chu
bung duoc tinh.

3: vOi hoa chiém hon 2/3 chiéu dai ctia doan dong mach chii bung duoc tinh.
AAC la tong diém canxi hoé cua ca thanh trudc va thanh sau caa bon doan,
AAC c6 két qua thay doi tir 0-24 diém.

-Nhan dinh két qua qua thang diém Kauppila va cong su:

Khéng c6 canxi hoa dong mach chi bung khi AAC = 0 diém.

Canxi hoa dong mach chu bung nhe khi AAC tr 1 — 4.

Canxi hoa dong mach chu bung vira, nang khi AAC > 4.

Trong d¢ tai nghién ctu ciia ching t6i, ching toi chi nghién ctu canxi hoa
dong mach chu bung bang X quang bung bén. Phén tich, danh gia hinh anh X
quang duoc thuc hién boi bac sy chuyén khoa chan doan hinh anh. Canxi hoa
dong mach chi bung dugc tinh theo thang diém Kauppila (AAC) va ghi nhan
cd canxi hoa dong mach cha bung khi bénh nhan c6 AAC > 4 diém.
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1
1
3 Total
4 Maximum

2
T T I 3 6 2

15 6

8

Hinh 2.2: Vi dy thang diém Kauppila duoc tinh cho hinh 2.1 nady AAC 14 15
2.2.5. Phwong phap xir 1y s6 liéu

Xt ly sb liéu theo phuong phap thong ké y hoc trén may tinh bang
chuong trinh SPSS phién ban 20.0 va Excel 2010. Sé liéu duoc ra soat tinh
phl hop bang phan mém SPSS truéc khi xtr Iy, phan tich [13].

CAc gia tri cua bién sé dinh tinh duoc trinh bay dudi dang sé luong n va
ty 1& phan tram.

Cac tri s6 cua bién dinh lwong biéu dién bang tri sb trung binh + d6 léch
chuan (Xy + SD), s6 Min, s6 Max.

Khao sat su twong quan cua 2 bién s dinh luogng lién tuc c6 phan b
chuan bang hé sé Pearson va st dung hé sé6 Spearman khi bién sb dinh luong
lién tuc khdng cd phan bd chuan.

Str dung test %2 va Fisher Exact test cho cac bién sé dinh tinh.

Str dung test T va ANOVA cho céc bién sb dinh luong ¢ phan bé chuan
va céc test phi tham sé néu cac bién s6 dinh luong khong cé phan b chuan.

Két qua kiém dinh su khéc biét c6 ¥ nghia thong ké khi p < 0,05.
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2.2.5.1. Cong thize tinh trung binh va dj léch chudn
S trung binh Phuong sai

~-_1 y1 2__1 =\ 2
X=—i1% §%= = Ni=1 (% —X)

Do léch chuan S = \/§ trong d6 n 1a ¢c& mau
2.2.5.2. So sanh 2 trung binh bdng phwong phdp kiém dinh t hai mdu déc lap

t= % trong d6 %, X, 1an luot 1a s trung binh 2 mau va SED 1a d6

léch chuan cua (X; — %), SED = i/SE2, — SE2, trong d6 SE;, SE, la sai s6
chuan cia 2 mau.

2.2.5.3. So s&nh 2 ty I¢

vd = (ni+ ni)p (1—p) trongdép =222,
1 2

ni+n,’
Z=d/Vdvéid=p, —p,
2.2.5.4. Danh gia twong quan Pearson
Yici(x1=%) 01— )
(TG DB, 0 97

Tinh hé s6 tuong quan r =

Trong d6 X, ¥ | gia tri trung binh cta bién sé x, y

Panh gia mirc d6 twong quan: ta co |r| <1

r=0 Khong tuong quan gi véi nhau
Ir| >0,9 Tuong quan rat chit ché
0,7<]r|<0,9 Tuong quan chit ché

0,5 <|r<0,7 Tuong quan kha chat ché
0,3<]r]<0,5 Tuong quan muc do vira
Ir<0,3 Tuong quan yéu

r>0 Tuong quan thuan

r<o Tuong quan nghich
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2.2.5.5. Khdo sat méi lién quan cac bién sé bang phép tinh héi quy don bién
va da bién

- Tt ca céc bién sé doc 1ap chu yéu déu dugc xem xét bang phép toan
hdi quy don bién dé xac dinh cd lién quan véi bién s6 phu thudc hay khong.

- Céc bién s6 doc 1ap cd lién quan trong két qua hoi quy don bién déu
duogc dua vao xét tinh lién quan véi bién sé phu thuc bang phép toan hoi quy
da bién theo phuong phap Enter trong phan mém SPSS. Riéng muc mat do
xuong (MPX), khi xem xét do chénh thi xét theo d6 chénh caa do léch chuan
thay vi d6 chénh cua don vi MPX (Theo tac gia Nguyén van Tuan, Phan tich
dit lidu véi R) [17].

2.3. PAO PUC TRONG NGHIEN CUU

+ Nghién ctiu & dugc chap thuan cua Hoi dong dao duc y sinh hoc Truong
Pai hoc Y Dugc Hué va Bénh Vién Quan 2, thanh phd Ho chi Minh.

+ Puoc sy dong thuan cua caa bénh nhan:Ton trong y kién cua dbi tuong
nghién ctu va bénh nhan cé quyén tir chdi.

+ CAc sb lieu thu thap chinh xac, trung thuc va bi mat.

+ C4c xét nghiém sir dung trong nghién ciu 1a vi quyén lgi bénh nhéan va
chi phi do nghién ctru sinh chi tra.

+ Thuc hién nghién ciru khong vi pham dao durc y sinh hoc.
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2.4.SO PO NGHIEN CcUU

Déi tuong nghién ciu
(thoa mén tiéu chuan chon)

!

Nhoém ching khoe manh, dén
kham suc khoe (n=113)

Nhém bénh than man Gd 5
loc mau chu ki (n=163)

Ghi nhan céc chi s nhan tric, huyét &p, BMI...
kham Iam sang, ghi nhan cac dic diém 1am sang
Xét nghiém co ban: Cong thic mau,Ure,

creatinin, Albumin

L

Xeét nghiém khoang xuong:
- Khoang xuong: Canxi, phospho, PTH, Vit
D, Nhom, béta 2 microglobulin.

Muc tiéu 1
Danh gia:
- Réi loan khoang xuong.
- Mat do xuong, Loang xuong.
- Canxi héa mach mau.
(Theo phan loai CKD — MBD 2017)

y

Po mat do xuong bang
phuong phap DXA

X quang bung bén tim
canxi h6a mach mau

1)

Muc tiéu 2:
Khdo sat:
Mbi lien quan gita réi loan xuong va
khoang xwong véi mot s6 yéu té 1am sang,
can lam sang.
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Chuong 3
KET QUA NGHIEN CUU

Qua nghién ctu 276 ngudi, gom 163 bénh nhan bénh than man giai doan

cudi dang diéu tri bang loc mau chu ky va 113 nguoi khoe manh 1am nhém

chung, chung t6i ¢6 dugc cac két qua nhu sau:

3.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU

3.1.1. Pic diém tudi, giéi va nhan tric

Bang 3.1. Bac diém vé tuoi, gidi cua doi tugng nghién clru

Nhom 1ud <40 40 -60 >60 Tong
n % n % n % n %
Nhom | Nam 35 [ 21,47 | 43 |26,39| 18 |11,04| 96 |58,89
bénh | Nit 9 | 552 | 34 [2086| 24 |14,72| 67 |41,11
Nhom | Nam 20 [ 17,70 | 28 |24,78| 13 |1150| 61 |53,98
chung | N 16 | 14,16 | 24 |21,24| 12 |1062| 52 |46,02
p=0,63 p=0,49
n | Trungbinh+DLC | Nho nhit Lén nhat
Tudi nhém bénh 163 49,28 +15,60 19 84
Tuo6i nhém chung | 113 47,81+12,88 24 77
p=041

Nhan xet:

Phan nhom tudi, gitra nhém bénh va nhém chang khong c6 su khac biét

c¢6 y nghia théng ké (p > 0,05).

Khoéng co sy khac biét co y nghia thong ké gitra ty Ié nam va nir cia 2

nhom nghién cau (p > 0,05). Ty I¢ nam/nix cia nhom bénh 1a 96/67 (1,43) va
cua nhém chang la 61/52 (1,17).

Khéng cd sy khac biét vé d6 tudi trung binh giira nhém bénh nhan loc

mau chu ky va nhom chung (p > 0,05).




57

Bang 3.2. Chi s6 nhan tric cta ddi trong nghién ctu

Chi s6 nhan tric Nhém bénh Nhém chieng p
N 51,40 + 8,82 54,44 +6,92 0,04
Cén nang
Nam 58,60 + 7,93 68,21 + 8,80 0,03
(kg)
Chung 55,50 £ 9,11 61,88 £ 10,52 0,0001
N 1,52 £0,05 1,56 £0,06 0,0001
Chiéu cao
Nam 1,65 + 0,05 1,67 £0,05 0,016
(m)
Chung 1,60 £ 0,08 1,62 £ 0,08 0,04
N 21,96 + 3,59 22,41 £2,13 0,42
BMI
Nam 21,54 3,00 24,35+ 252 0,0001
(kg/m?)
Chung 21,71 £ 3,25 23,46 + 2,53 0,0001

Nhan xét: Can nang, chiéu cao va chi s khdi co thé (BMI) caa nhém

chtng cao hon c6 ¥ nghia théng ké so vai nhém bénh (p < 0,05).

3.1.2. Thoi gian loc mau

Bang 3.3. Thoi gian da loc mau ctia bénh nhan loc mau chu ky.

Thoi gian loc mau | Ngan nhat Dai nhat Trung binh
Théng 12 276 71,63 47,54
Nam 1 23 5,97 £ 3,96

Nhan xét: Thoi gian trung binh da loc mau caa bénh nhan loc mau chu

ky 1a 71,63 thang (5,97 nam). Bénh nhan loc mau dai nhat 1a 23 nam.
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3.1.3. Huyét ap

Bang 3.4. Huyét ap ctia cia bénh nhan loc mau chu ky.

Chung (n =163) 136,50 + 2,79
TB HA Tam thu
Nam (n = 96) 142,81 + 22,88
(mmHg)
N@ (n = 67) 127,46 + 22,25
Chung (n =163) 78,47 11,25
TB HA Tam truong
Nam (n = 96) 81,15+ 10,45
(mmHg)
N (n = 67) 74,63 £ 11,33
Chung (n=163) 97/163 59,51%
Tang huyét ap Nam (n = 96) 69/96 71,87 %
Nt (n = 67) 28/67 41,79 %

Nhan xét: Tang huyét 4p & bénh nhan loc mau chu ky 1a 59,51%.
3.1.4. Cac xét nghiém huyét hoc, sinh hoa co ban

Bang 3.5. CAc xét nghiém huyét hoc, sinh hoa co ban cta dbi tugng nghién ctu.

Xét nghiém Nhém bénh Nhom chirng 0
i (n=163) (n=113)
Hong cau (T/L) 3,49 +0,74 4,68 + 0,60 <0,0001
Hb (g/L) 99,9+ 17,7 138,2 + 18,8 <0,0001
Hct (%) 30,20 £6,05 40,99 + 6,18 <0,0001
Albumin (g/L) 36,73 + 4,88 40,91 + 3,36 <0,0001
Ure (mmol/L) 20,26 = 7,39 593+1,11 <0,0001
Creatinin (umol/L) 947,33 £291,13 74,64 +12,81 <0,0001
MLCT (ml/ph(t) 5,25 + 1,97 103,40 + 20,20 <0,0001

Nhan xét: S6 luong trung binh ctia hong cau va hemoglobin, hematocrite,
aloumin mau, MLCT & nhém bénh thap hon so véi nhém chang (p < 0,001).
Nong d6 trung binh cia ure, creatinin mau cia nhom bénh cao hon so Vi
nhom chimg c6 ¥ nghia théng ké (p < 0,001).
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3.1.5. Tinh trang thiéu mau
Bang 3.6. Tinh trang thiéu mau & bénh nhan loc mau chu ky

Tinh trang thiéu mau n %
Binh thuong 15 9,20
Thiéu mau nhe 66 40,49
Thiéu méau vira 64 39,27
Thiéu mau ning 18 11,04
Tong cong 163 100,00

Nhan xét: Ty I¢é thiéu mau & nhoém bénh nhan loc méau chu ky 1én dén
90,80%, chu yéu Ia thiéu mau nhe (40,49%) va thiéu mau vira (39,27%).
3.2. KET QUA VE KHOANG XUONG, MAT PO XUONG VA CANXI HOA
MACH MAU O BENH NHAN BENH THAN MAN LOC MAU CHU KY
3.2.1. Két qua vé cac khoang xwong
3.2.1.1. Néng dé trung binh cdc khodng xwong
Bang 3.7. Nong do trung binh cac yéu t6 khodng xuong ctia dbi tuong nghién ctru

Nhém bénh Nhom chirng
Khoang xwong (n=163) (n=113) P
TB+ DLC TB £ BLC
Canxi mau HC (mmol/L) 2,09 £ 0,44 2,21 +0,34 0,0154
Phospho mau (mmol/L) 2,14 + 0,65 1,14 £ 0,21 0,0001
Canxi x P (mmoL?/L?) 4,43 +1,67 2,51 +0,60 0,0001
PTH mau (pg/mL) 557,82 £561,00 | 26,27 £ 8,50 0,0001
Beta2 Microglobulin (mg/L) | 27,41+ 10,91 1,33+0,42 0,0001
Vit D mau (ng/mL) 26,66 + 10,36 34,73 £8,08 0,0001
Nhém mau (ug/L) 8,37 £ 4,88 6,70 £ 3,96 0,005

Nhan xét: C6 sy khac biét c6 y nghia thong ké vé nong do cac khoang
xuong gitta nhdm bénh vai nhdm chuang: canxi, phospho, PTH, vitamin D,
beta 2 microglobulin mau (p < 0,001), nhém mau (p < 0,01) va tich canxi x

phospho mau (p < 0,05).
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3.2.1.2. Phan loai réi loan khodng xwong ciia déi twong nghién ciu

Bang 3.8. Phan loai roi loan canxi mau theo KDIGO ctia nhém LMCK

Canxi mau HC (mmol/L) | Sé lwong Ty 18 % p

Giam (< 2,10) 78 47,85

Trung binh (2,10 - 2,60) 69 42,33

Tang (> 2, 60) 16 9,82 0.0001
Tong cong 163 100,00

Nhan xét: O nhdm LMCK, rdi loan canxi mau chiém 57,67%, gom

47,85% giam (ha) canxi mau va 9,82% tang canxi mau.

Bang 3.9. Phan loai rdi loan phospho méu theo KDIGO ctia nhém LMCK

Phospho mau (mmol/L) S6 lwong Ty 18 % p
Giam (< 0,8) 0 0,00
Trung binh (0,8 — 1,50) 42 25,77
Tang (> 1,50) 121 74,23 0.0001
Tong cong 163 100,00

Nhan xét: Co 74,23% tang phospho mau theo phan loai cua KDIGO.

Bang 3.10. Phan loai tich canxi x phospho mau theo K/DOQI ciia nhém LMCK

Canxi x P (mmol?/I?) S6 lrong Ty 18 % P
<44 84 51,53
>4.4 79 48,47 0,69
Tong cong 163 100,00

Nhan xét: O nhom LMCK c6 48,47% tang chi so tich Canxi x Phospho

mau theo phan loai caa K/DOQI.
Bang 3.11. Phan loai PTH méu theo KDIGO ¢ nhém bénh nhan LMCK

PTH mau (pg/mL) S6 lwong Ty 1¢ % P
<130 34 20,86
130 - 600 73 44,78
500 £ 34.36 0,0009
Tong cong 163 100,00

Nhan xét: O nhom LMCK néng d6 PTH mau trong khoang khuyén cao
cia KDIGO (130 - 600 pg/mL) dat 44,78%. Tang PTH mau (> 600 pg/mL)
chiém 34,36% va PTH mau thap (< 130 pg/mL) chiém 20,86 %.
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Bang 3.12. Phan nhom ndng d6 vitamin D mau theo KDIGO cua DPTNC

Vitamin D (ng/mL) >30ng/mL | 15-30ng/mL | <15ng/mL
Nir (al) 14 8,59 44 27,00 9 5,52
Nhém bénh

Nam (a2) | 35 | 21,47 | 55 33,74 6 3,68

(n,%)
Chung (a3) | 49 | 30,06 | 99 60,74 15 9,20
Nhém Nir (b1) 37 | 32,74 | 15 13,27 0 0,00
chang Nam (b2) | 46 | 40,71 | 15 13,27 0 0,00
(n,%) Chung (b3) | 83 | 7345 | 30 26,55 0 0,00

p chung (a3/b3): 0,0001, p nir (al/bl1): 0,0001, p nam (a2/b2): 0,0001

Nhan xét: O nhom LMCK, vitamin D mau dudi mic khuyén céo cua
KDIGO 1 69,94%, trong d6 khong day du vitamin D (15 — 30 ng/mL) chiém
ty 1& 60,74% va thiéu vitamin D (< 15 ng/mL) chiém ty 1& 9,20%.

Ty Ié thiéu vitamin D va khong day da vitamin D ¢ bénh nhan loc mau

chu ky cao hon so v&i nhém ching rat ¢ y nghia thong ké (p < 0,001).
Bang 3.13. Phan nhom ndng d6 nhdm méau theo KDOQI ctia PTNC

Nhém mau (ug/L) >60 (ug/L) | 20-60 (ug/L) | <20 (ug/L)
N (al) - - 2 1,23 | 65 | 39,88
Nhom bénh
Nam (a2) - - 2 1,23 | 94 | 57,67
(n,%)
Chung (a3) - - 4 2,45 | 159 | 97,55
Nhom Nz (b1) - - - - 52 | 46,02
chung Nam (b2) - - - - 61 | 53,98
(n,%) | Chung (b3) | - - - - 113 | 100,00
p chung (a3/b3): 0,09, p nir (al/bl): 0,21, p nam (a2/b2): 0,26

Nhan xét: 97,55% bénh nhan LMCK c6 mac nhém mau dat khuyén cao
cua KDOQI dudi 20 (ug/L) va 2,45% c6 mac nhdém mau tir 20 — 60 (ug/L).
Phan nhom néng d6 nhdm mau theo KDOQI khdng khac biét co y nghia

gitta nhém LMCK va nhém ching, gitra gidi tinh cta 2 nhom (p > 0,05).
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Bang 3.14. Phan nhom ndng d6 Beta 2 microglobulin mau theo thdi gian

loc mau ciaa KDOQI.

Beta2M (mg/L)
TGLM (ndm) n| % p
TB + PLC

<2 nam (al)| 27 | 16,56 23,72 +10, 85
>2-<6nam (a2)| 82 50,31 26, 36 + 10, 35 p (a2/al) = 0,20

>6-<10nam (a3)| 37 | 22,70 31,21 +11,51 p (a3/al) = 0,007
>10 nam (a4)| 17 110,43 30,12 +10, 22 p (a4/al) = 0,046

p (al,a2,a3,a4) = 0,0001

Nhan xét: Nong do6 beta 2 microglobulin mau ¢ nhém LMCK tiang dan
theo thoi gian loc mau rat c¢6 y nghia théng ké (p < 0,001). So vdi thoi gian
loc mau < 2 nam, ndng d6 beta 2 microglobulin mau trong khoang thoi gian
> 2 - < 6 nam chua c6 khac biét (p > 0,05) nhung cé khac biét trong khoang
thoi gian > 6 - <10 nam va > 10 nam (p < 0,05).
3.2.1.3. Két qud vé réi loan khodng xwong & bénh nhan lpc mau chu ky

Biang 3.15. Réi loan céc chi s khoang xuong theo KDIGO & nhém LMCK

Loai roi loan Binh thuwong Roi loan Tong cong
. n 69 94 163
Canxi
% 42,33 57,67 100,00
n 42 121 163
Phospho
% 25,77 74,23 100,00
, n 84 79 163
TichCaxP
% 51,53 48,47 100,00
n 73 90 163
PTH
% 44,78 55,22 100,00
o n 49 114 163
Vitamin D
% 30,06 69,94 100,00

Nhan xét: O bénh nhan LMCK, ty I¢ rdi loan cac yéu té khoang xuong
sap xép theo thir tu 12 phospho (74,23%), vitamin D (69,94%), canxi (57,67%),
PTH (55,229%) va tich Canxi x P (48,47%).



63

Bang 3.16. Ty 1 bénh nhan dat tiéu chuan cac chi sb khoang xuwong theo

KDIGO ¢ nhom LMCK
Khoang xwong Pat tieu chuan Khéng dat tiéu chuén

(n=163) n % n %
Canxi mau 69 42,33 94 57,67
Phospho mau 42 25,77 121 74,23
PTH mau 73 44,78 90 55,22
Vitamin D 49 30,06 114 69,94
Dat ca 3 yéu t6

. . 8 4,91 155 95,09
Canxi, Pva PTH
Tat ca 4 yéu tb

) 7 4,29 156 95,71

khoang xuong

Nhan xét: Ty 1é bénh nhan dat tiéu chuan vé néng do6 khoang xuong
theo KDIGO giam dan nhu sau: PTH (44,78%), canxi (42,33%), vitamin D
(30,06%), phospho (25,77%). Ty Ié bénh nhan dat 3 tiéu chuan khoang xuong
(Ca, P, PTH) theo KDIGO chi c6 4,91%. Ty I¢ bénh nhan dat 4 tiéu chuan
khoang xuong (Ca, P, PTH, vitamin D) theo KDIGO chi 4,29%.

3.2.2. Két qua vé mat d§ xwong
Bang 3.17. Mat d6 xuong trung binh do ¢ cot song that lung, toan b xuwong

dui, c6 xuong dui ¢ bénh nhan loc mau chu ky.

Mat do xuwong n TB + PLC (g/cm?) | Nhé nhat - Lén nhat
CSTL 163 0,955 £ 0,244 0,366 — 1,495
Toan bo Xb 163 0,846 =+ 0,274 0,303 - 1,598
CXb 163 0,752 £ 0,249 0,178 -1,492

p = 0,0001

Nhan xét: Mat d6 xuong & nhom LMCK giam dan theo thir tyu: cot séng
that lung (0,955 + 0,244g/cm?), toan bo xuong dui (0,846 + 0,274 g/lcm?), ¢
xuong dui (0,752 + 0,249 g/cm?). MDBX trung binh tai 3 vi tri do & nhém
LMCK khéc biét c6 ¥ nghia théng ké (p < 0,0001).
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Bang 3.18. Mat d§ xuong phan theo gidi ¢ bénh nhan loc mau chu ky

Mat d§ xwong | n | TBxPLC (g/cm?) | Nhé nhit- Lénnhdt | p
CSTL
Nam 96 0,998 £ 0,226 0,384 - 1,429
0,024
N 67 0,893 + 0,256 0,366 — 1,495
Toan bo Xb
Nam 96 0,890 = 0,264 0,330 - 1,598
0,015
N 67 0,784 £0,278 0,303 -1,575
CXb
Nam 96 0,794 £ 0,246 0,309 — 1,492
0,0096
Nt 67 0,692 £ 0,242 0,178 - 1,285

Nhan xét: O bénh nhan loc mau chu ky, mat do xwong trung binh nam

cao hon nit c6 ¥ nghia théng ké & tat ca 3 vi tri dugce do: ¢t séng that lung

(p < 0,05), toan bo xwong dui (p < 0,05), c6 xwong dui (p < 0,01).

Bang 3.19. Mat d§ xuong phan theo do tudi & bénh nhan loc mau chu ky

MDX

Vi tri

TB + DLC (g/cm?)

< 40 tudi (n=44)

40 — 60 tuoi (n=77)

> 60 tudi (n=42)

CSTL

0,996 + 0,246

0,972 + 0,238

0,880 + 0,241

0,061

Toan bo Xb

0,924 + 0,211

0,860 +0, 241

0,739 + 0,351

0,0001

CXb

0,824 + 0,258

0,789 £ 0,219

0,609 + 0,238

0,005

Nhan xét: O bénh nhan loc mau chu ky, mat d6 xuwong trung binh giam

dan theo tudi c6 ¥ nghia thong ké ¢ vi tri toan bo xwong dui (p < 0,001) va

co xuong dui (p < 0,01) nhung khong co khac biét tai vi tri cot séng that
lung (p > 0,05).
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Bang 3.20. Ty 1¢ loang xuwong theo WHO dua vao mat d§ xuong tai tung vi

tri do & bénh nhan loc mau chu ky.

Vi tri Loang xwong Thiéu xwong Binh thwong

) n % n % n %
CSTL 25 15,34 54 33,13 84 51,53
Toan bo Xb 28 17,18 66 40,49 69 42,33
CXb 32 19,63 60 36,81 71 43,56

Nhan xét: Ty 1¢ loang xuwong tang dan tir CSTL, toan bo XP va CXP
theo cac ty 1 15,34%, 17,18%, 19,63%. Ty I¢ thiéu xuong tang dan tir CSTL,
co xuwong dui va toan bo XD theo céc ty 1é 33,13%, 36,81%, 40,49%.

Bang 3.21. Ty 18 lodng xuong theo tiéu chuan cia WHO ¢ bénh nhan LMCK.

Tinh trang xwong S6 lwong Ty 18
Binh thuong 50 30,68
Thiéu xuong 66 40,49
Loang xuong 47 28,83

Tong cong 163 100,00

Nhan xét: Dya theo tiéu chuan cia WHO, khi ¢6 T- Score < 2,5 tai 1
trong 3 vi tri do (hoac CSTI hoac toan by XD hoac CXD), trén nhém LMCK
c6 47 bénh nhan chiém ty 1& 28,83% c6 lodng xuong va 66 bénh nhan chiém
ty 1€ 40,49% thiéu xuong.

Bang 3.22. Mat d6 xuong tai CSTL theo tiéu chuan WHO ¢ nhém LMCK.

CSTL i TB + PLC Nhé nhét - )
Phan loai (g/cm?) l6n nhat
Lo&ng xuong 47 | 0,774+0,166 | 0,449 — 1,287
Thiéu xuong 66 | 0,967 +0,248 | 0,384—1,495 | 0,0001
Binh thuong 50 | 1,108+0,184 | 0,366 — 1,480

Nhan xét: Mat do xuong tai cot séng that lung & nhom bénh nhan du
tiéu chuan chan doan lodng xwong thdp hon nhém khong lodng xwong c6 ¥

nghia thong ké (p < 0,001).
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Bang 3.23. Mat d xuong tai toan bd XD theo WHO & nhom LMCK.

Toan by XP TB + PLC Nhé nhat -
Phan loai " (glcm?) I6n nhat
Loang xwong 47 0,624 + 0,232 0,303 - 1,274
Thiéu xwong 66 0,852 + 0,238 0,450 - 1,571
Binh thuong 50 1,047 £ 0,183 0,677- 1,598

Nhan xét: Mat do xuong tai toan bd xuwong dui & nhdm bénh nhan du

tiéu chuan chan doan lodng xwong thdp hon nhém khong lodng xwong c6 ¥

nghia thong ké (p < 0,001).
Bang 3.24. Mat do xuong tai CXD theo ti€u chuian WHO & nhém LMCK.

CXb TB £ DLC Nhé nhat -
Phan loai " (g/cm?) lén nhat
Lodng xuong 47 0,555 + 0,159 0,302 — 1,105
Thiéu xuong 66 0,752 + 0,185 0,394 — 1,410
Binh thuong 50 0,937 + 0,251 0,178 — 1,492

Nhan xét: Mat do xuong tai CXD & nhém chan doan lodng xuong thap

hon nhom khéng lodng xwong c6 ¥ nghia thong ké (p < 0,001).

3.2.3. Két qua vé canxi héa mach mau

Bang 3.25. Canxi hoa dong mach chu bung & bénh nhan loc mau chu ky.

Canxi héa dong mach chi bung

S6 lwgng ()

Ty 1€ (%)

Co 56 34,36
Khdng 107 65,64
Tong cong 163 100,00

Nhan xét: Trén 163 bénh nhan loc mau chu ky c6 56 bénh nhan (ty 1é

34, 36%) cb canxi hdéa dong mach chu bung.
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Bang 3.26. Canxi hoa dong mach chti bung phan theo gidi tinh ¢ bénh nhan LMCK

Canxi héa dong mach Nam Nir

cha bung n % n % P
Co 26 15,96 30 18,40
Khéng 70 42,94 37 22,70 0,02
Tong cong 96 58,90 67 41,10

Nhan xét: Tinh trang canxi hoa dong mach chu bung phén theo gidi tinh

khac biét c6 y nghia p < 0,05.
Bang 3.27. Canxi hda dong mach cht bung phan theo nhém tudi & bénh nhan LMCK

Canxi hoa < 40 tudi 40 - 60 tudi > 60 tudi
PM chu bung n % n % n % P
Co 8 490 | 25 | 1534 | 23 | 1411
Khong 36 | 2209 | 52 [319 | 19 | 11,66 | 0,002
Tong cong 44 | 2699 | 77 | 47,24 | 42 | 2577

Nhan xét: Tinh trang canxi héa dong mach cha bung phan theo nhém

tudi khac biét co

y nghia p <0,01.

Bang 3.28. Mat do xuong phan theo canxi hoa dong mach chu bung

0 bénh nhan LMCK
Canxi héa| TB=+PLC Nhé nhat —
MDX (g/cm?) Lén nhat P

Co (n=56) 0,868 +0,221 | 0,449 — 1,460

CSTL — 0,001
Khong (n=107) | 1,000 £ 0,244 | 0,366 — 1,495
. Co (n=56) 0,827 +£0,295 | 0,303-1,575

Toan bo Xb — 0,493
Khéng (n=107) | 0,857 +0,263 | 0,330 - 1,598
Co (n=56) 0,705+ 0,256 | 0,302 -1,492

CXb ~ 0,083
Khéng (n=107) | 0,777 0,243 | 0,178 - 0,475

Nhan xét: O nhdm LMCK c6 canxi héa mach méau thi MPX tai cot

séng that lung thip hon c6 y nghia so véi nhdm khong c6 canxi héa mach
méau (p = 0,001). Mat do xuong tai CXD va TBXD khong khac biét co y
nghia thdng ké giita 2 nhém (p > 0,05).
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3.3. KET QUA LIEN QUAN GIUA CAC ROI LOAN KHOANG XUONG,
XUONG VOI CAC YEU TO O BENH NHAN BENH THAN MAN LQC
MAU CHU KY

3.3.1. Két qua twong quan giira roi loan khoing xwong véi cic yéu t6 ciia
nhom bénh than man lgc mau chu ky

3.3.1.1. Két qud twong quan giira nong dé cdc khodng xwong véi cac yéu té
Iam sang, cdn lam sang

Bang 3.29. Tuong quan giita nong do cac khoang xuwong voi cac yéu td 1am sang,

Ye“;gé‘fga”g Tubi BMI | HATTr | HATT TEK’/'I g'&”

Canxi r | 0066 | -009 | -0,062 | -0,078 | 0,019
higu chinh | p 0,40 023 | 043 | 032 0,81
hospho || 0342 | 0146 | 0135 | 0142 | 0010
o | 00001 | 006 | 009 | 007 0,90

axp r | 0232~ | 0,060 | 0038 | 0041 | 0,024
o | 0003 | 045 | 063 | 060 0,76

- r | -0,083 | 0,096 | -0,093 | -0,095 | 0,336

0 0,29 022 | 024 | 023 | 0,0001

iamin o || -0.166" | 0101 | 0086 | 0,124 | -0,021
D 0,03 020 | 028 | 011 0,79

o r | -0,090 | -0,039 | 0,207 | 0,209" | -0,045

0 0,25 063 | 0008 | 0,007 | 057

r | 0065 | -0012 | 0004 | 0003 | 0233"

Beta2M ™ 0,41 0,88 | 096 | 097 | 0,003

(*": Twong quan vira phai, *: C6 twong quan)

Nhan xét: - Phospho mau va chi sé canxi x phospho tuong quan nghich
véi @6 tudi lan luot 1a: r = - 0,342, p < 0,001 va r = - 0,232, p < 0,01. PTH
mau twong quan thuan véi thoi gian loc mau: r = 0,336, p < 0,001. Vitamin D
mau tuong quan nghich voi do tudi: r = - 0,166, p < 0,05.

- Nhdm mau twong quan thuan véi tri s6 huyét ap tam truong va tam thu
lan luot 14: r = 0,207, p < 0,01 var = 0,209, p < 0,01. Beta 2 microglobulin mau
tuong quan thuan vaéi thoi gian loc mau: r = 0,233, p < 0,01.
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Bang 3.30.Tuong quan giita khoang xuwong véi cac yéu td can 1am sang

Khoang xwong | HC Hb Hct |Albumin| Ure |Creatinin MLCT
r |-0,272"" |-0,369"|-0,341""| -0,917"" |-0,178"| -0,188" | 0,119
Canxi HC
p | 0,001 0,001 | 0,001 | 0,0001 | 0,02 0,02 0,13
r | -0,047 | -0,018 | -0,016 | 0,156° |0,328"| 0,175" | -0,074
Phospho
p 0,55 0,82 0,84 0,047 | 0,001 | 0,03 0,35
r | -0,185" |-0,232""|-0,215" | -0,421"" | 0,124 | 0,026 | 0,036
CaxP
p 0,02 0,003 | 0,006 | 0,0001 | 0,11 0,74 0,65
r | 0062 | -0,004 | -0,016 | 0,070 | 0,080 | -0,021 | -0,054
PTH
p 0,43 0,96 0,84 0,38 0,31 0,79 0,50
r | -0,088 | 0,016 | -0,020 | 0,038 |-0,153| -0,027 | 0,129
Vitamin D
p 0,26 0,84 0,80 0,63 | 0,051 0,73 0,10
r | 0,091 0,065 | 0,075 | -0,018 | 0,097 | 0,067 | -0,017
Nhom
p 0,25 0,41 0,34 0,82 0,22 0,40 0,83
r | 0,030 | -0,047 | 0,023 | -0,097 |0,168"| -0,096 | 0,031
Beta2 M
p 0,71 0,56 0,77 0,22 0,03 0,23 0,70

Nhan xet: Canxi mau hiéu chinh twong quan nghich véi albumin
(r=-0,917, p < 0,001), hemoglobin (r = - 0,369, p < 0,01), ure (r =- 0,178,
p < 0,05), creatinin (r = - 0,188, p < 0,05). Phospho mau tuong quan thuan véi
albumin (r = 0,156, p < 0,05), ure (r = 0,328, p < 0,01), creatinin (r = 0,175,
p < 0,05). Chi sé canxi x phospho mau twong quan nghich véi albumin
(r = - 0,421, p < 0,001), hemoglobin (r = - 0,232, p < 0,01). Beta 2

microglobulin mau twong quan thuan véi ure (r = 0,168, p < 0,05).
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Bang 3.31. Tuong quan giita cac yéu t6 khoang xuong v6i nhau ¢ bénh nhan LMCK

Khoang xwong | Canxi |Phospho|Cax P |VitD| PTH Nhém |Béta2z M
r - -0,094 0,492 (0,012 | -0,076 0,047 0,035
Canxi
p - 0,23 |0,0001| 0,88 | 0,33 0,55 0,66
r | -0,094 - 0,809|0,105|0,273™| 0,094 0,095
Phospho
p | 023 - 0,0001| 0,18 | 0,001 0,23 0,23
r 10,492**| 0,809 - 10,110|0,223"| 0,079 0,106
CaxP
p | 0,0001 | 0,0001 - 0,16 | 0,004 0,32 0,18
r | 0,012 | 0,105 | 0,110 - |-0,082 0,106 -0,231™
Vit D
p | 0,88 0,18 0,16 - 0,30 0,18 0,003
r | -0,076 | 0,273 |0,223"|-0,082| - -0,161* |0,247**
PTH
p | 033 0,001 | 0,004 | 0,30 - 0,04 0,001
r | 0,047 0,094 | 0,079 {0,106 |-0,161" - -0,224™
Nhoém
p | 055 0,23 0,32 | 0,18 | 0,04 - 0,004
Nhan xét: Canxi mau hiéu chinh twong quan thuan véi chi s6 canxi x

phospho (r = 0,492, p < 0,001). Phospho mau tuong quan thuan véi chi s6
canxi x phospho (r = 0,809, p < 0,001), PTH (r = 0,273, p < 0,01). Chi s
canxi X phospho tuong quan thuan vai canxi hiéu chinh (r = 0,492, p < 0,001),
phospho (r = 0,809, p < 0,001), PTH (r = 0,223, p < 0,01).

- Vitamin D mau twong quan nghich vai beta 2 microglobulin (r = - 0,231,

p < 0,01). Ngoai tuong quan thuan véi phospho va tich Ca xP ké trén, PTH

mau con tuong quan nghich véi nhom (r = - 0,161, p < 0,05) va tuong quan

thuan voi beta 2 microglobulin mau (r = 0,247, p = 0,001). Beta 2

microglobulin mau twong quan nghich véi nhém (r = - 0,224, p < 0,01).
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3.3.1.2. Phan tich héi qui da bién giita réi logn khodng xwong véi cac yéu
té 1am sang, cdn 1am sang
* Canxi mau

Bang 3.32. Ho1 quy don bién ndng d§ canxi mau vdi cac bién s6 nghién ctru

Céac biénsé| B Wald p =xp (5) C195%
(OR)

Tudi -0,015 | 2,016 | 0,156 0,985 0,966 —1,006
Gidi 0,585 | 3,273 | 0,070 0,557 0,295 —1,050
BMI -0,039 | 0,624 | 0,430 0,962 0,874 -1,059
TGLM -0,034 | 0,703 | 0,402 0,967 0,894 —1,046
MLCT 0,072 | 0,769 | 0,381 1,075 0,915 -1,263
Huyét ap 0,006 | 0,000 | 0,984 1,006 0,534 -1,895
Albumin 0,296 | 28,917 | 0,0001 1,345 1,207 —1,498
Phospho 0,137 | 0,310 | 0,578 1,147 0,708-1,858
CanxixP | -0,330 | 9,765 | 0,002 0,719 0,584-0,884
PTH 0,000 | 0,848 | 0,357 1,000 0,999-1,000
Vit D 0,003 | 0,045 | 0,831 1,003 0,973-1,034
Nhom 0,004 | 0,018 | 0,893 1,004 0,942-1,071
Beta 2M 0,000 | 0,658 | 0,417 1,000 1,000-1,000

Nhan xét: Khi phan tich héi qui da bién, véi R = 0,955; R? = 0,855, R?
hiéu chinh = 0,853 va mirc y nghia cia md hinh p = 0,0001. O bénh nhan loc
méu chu Ky, chi s Ca x P va albumin anh hudng co y nghia thong ké 1én
nong do canxi mau hiéu chinh (p= 0,0001).

Phwong trinh hoi qui da bién:

Nong do canxi méau hiéu chinh = 4,807 + 0,034 x tich Ca x P - 0,078 x albumin.
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* Phospho mau.

Bang 3.33. Hoi quy don bién giira phospho méu véi bién s6 nghién ctru

Céc bién sb B Wald p |Exp(B)(OR)| CIl95%

Tudi -0,046 | 12,872 | 0,0001 0,955 0,932 — 0,980
Gioi 0,489 | 1,834 | 0,176 0,613 0,302 —1,244
BMI 0,118 | 3,807 | 0,051 1,126 0,999 —1,268
TGLM 0,022 | 0,223 | 0,636 1,023 0,932 —1,122
MLCT -0,046 | 0,260 | 0,610 0,955 0,801 -1,139
Huyét ap 0,524 | 2,103 | 0,147 1,689 0,832 -3,430
Albumin 0,110 | 6,288 | 0,012 1,116 1,024-1,216
Canxi -1,014 | 4,945 | 0,026 0,363 0,149-0,887

Canxi x P 1,925 | 33,286 | 0,0001 6,857 3,565-13,189

PTH 0,001 7,885 0,005 1,001 1,000-1,002
Vit D 0,018 0,911 0,340 1,018 0,982-1,055
Nhom 0,050 1,556 0,212 1,051 0,972-1,136
Beta 2M 0,000 1,319 0,251 1,000 1,000-1,000

Nhan xét: Khi phan tich hoi qui da bién, véi R = 0,978, R? = 0,957, R?
hiéu chinh = 0,956 va mirc ¥ nghia caa mé hinh p = 0,0001. G bénh nhan loc
mau chu ky, chi s Cax P va canxi hiéu chinh anh huong 1én nong d6 phospho
mau c6 ¥ nghia théng ké.

Phwong trinh hoi qui da bién:

Nong do phospho mau = 1,762 + 0,431 x (Ca x P) — 0,857 x Canxi HC
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*PTH mau
Bang 3.34. Hoi quy don bién gitra PTH mau véi cac bién sd nghién ciru
CA4c bién sb B Wald p Exp (B) C195%
(OR)
Tuodi 0,004 0,149 | 0,699 1,004 0,984 -1,024
Gioi 0,103 0,104 | 0,747 1,109 0,592 —2,078
BMI 0,006 0,016 | 0,899 1,006 0,915 -1,107
TGLM 0,149 8,079 | 0,004 1,161 1,047 -1,286
MLCT 0,050 0,378 | 0,539 1,051 0,897 —1,232
Huyét &p -0,058 | 0,032 | 0,858 0,944 0,503 -1,771
Albumin -0,066 | 3,683 | 0,055 0,937 0,876-1,001
Canxi 0,921 5,747 | 0,017 2,513 1,183-5,337
Phospho -0,395 | 2,537 | 0,111 0,674 0,414-1,095
Canxi x P -0,006 | 0,004 | 0,952 0,994 0,826-1,197
Vit D -0,013 | 0,686 | 0,408 0,987 0,958-1,017
Nhom 0,025 0,570 | 0,450 1,025 0,961-0,1093
Beta 2M 0,000 0,117 | 0,733 1,000 1,000-1,000

Nhan xét: Khi phan tich hdi qui da bién, voi R = 0,321, R? = 0,103, R?
hiéu chinh = 0,092 va mitc ¥ nghia caa mé hinh p = 0,0001. O bénh nhan loc
mau chu ky, chi c6 thoi gian loc méau c6 anh luong l1én nong do PTH co y
nghia thong keé.

Phwong trinh hoi qui don bién:

Nong do PTH = 245,795 + 45,409 x thi gian loc mau (ndm)
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*Vitamin D mau

Bang 3.35. Ho1 quy don bién gitra Vitamin D mau vdi cac bién s6 nghién ctru

CA4c bién sb B Wald p Exp (B) C195%
(OR)
Tubi 0,008 | 0,517 | 0,472 1,008 0,986 1,030
Gigi 0,776 | 4,449 | 0,035 2,172 1,056 —4,466
BMI 0,034 | 0,406 | 0,524 1,035 0,931 -1,150
TGLM 0,002 | 0,186 | 0,667 1,002 0,994 1,009
MLCT -0,146 | 2,855 | 0,091 0,864 0,730 -1,024
Huyét ap -0,350 | 0,973 | 0,324 0,705 0,352 1,413

Albuminmau | 0,024 | 0,436 | 0,509 1,024 0,954 1,099

Canxi -0,653 | 2,499 | 0,114 0,521 0,232-1,169
Phospho -0,329 | 1,534 | 0,215 0,720 0,428-1,211
Canxi x P -0,199 | 3,757 | 0,053 0,819 0,670-1,002
PTH 0,000 | 0,051 | 0,822 1,000 0,999-1,001
Nhém 0,014 | 0,152 | 0,696 1,014 0,946-1,088
Beta 2M 0,000 | 2,344 | 0,126 1,000 1,000-1,000

Nhan xét: O bénh nhan loc mau chu ky, réi loan ndng do Vitamin D lién
quan v&i gigi tinh c6 ¥ nghia p = 0,035. Phan tich héi quy logistic don bién
cho thay gidi nit c6 nguy co rdi loan Vitamin D gap 2,17 lan gi¢i nam (p = 0,035,
Cl1 95%: 1,056 — 4,466).
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* Nhdm mau

Bang 3.36. Hoi quy don bién giita nh6m mau véi cac bién sb nghién ciru

Céc bién so B Wald p Exp (B) C195%
(OR)
Tudi -0,034 | 1,037 | 0,309 0,967 0,906 —1,032
Gidi 0,369 | 0,133 | 0,716 1,446 0,199 -10,530
BMI -0,137 | 0,998 | 0,318 0,872 0,667 —1,141
TGLM -0,045 | 0,159 | 0,690 0,956 0,769 -1,190
MLCT -0,078 | 0,103 | 0,748 0,925 0,575 -1,488
Huyét &p -0.730 | 0,392 | 0,531 0,482 0,049 —4,737
Albumin -0,032 | 0,087 | 0,768 0,968 0,782-1,199
Canxi -0,064 | 0,003 | 0,955 0,938 0,101-8,712
Phospho 0,260 | 0,113 | 0,736 1,297 0,285-5,900
Canxi x P 0,084 | 0,084 | 0,772 1,087 0,618-1,912
PTH 0,001 | 2,337 | 0,126 1,001 1,000-1,002
Vitamin D -0,059 | 0,800 | 0,371 0,942 0,828-1,073
Beta2M 0,000 | 1,625 | 0,202 1,000 1,000-1,000

Nhan xét: Trong nghién ctu nay, ching tdi chua tim thay mai lién quan

gitra nhdm mau véi cac bién s nghién ctu & bénh nhan loc mau chu ky.
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* Beta 2 microglobulin mau
Bang 3.37. Hoi quy don bién giira beta 2 microglobulin mau véi bién sb

nghién ctru (dinh lugng)

Céc bién so B t p Cl 95%

Tudi 19,336 | 0,351 | 0,726 (-89,556) —128,228
BMI -113,255 | -0,428 | 0,669 (-635,515) — 409,005
TGLM 558,626 | 2,626 | 0,009 138,603 — 978,648
MLCT 505,538 | 1,162 | 0,247 (-353,872) —128,228
Albumin -234,709 | -1,340 | 0,182 (-580,614) —111,196
Canxi 1417,092 | 0,730 | 0,466 (-2414,772) — 5248,956

Phospho 1380,951 | 1,045 0,298 (-1229,049 — 3990,950

Canxi x P 519,775 | 1,011 | 0,314 (-495,681) —1535,231
PTH 3291 | 2,177 | 0,031 0,305 — 6,276

Vitamin D | -205,652 | -2,526 | 0,013 (-366,442) — (-44,863)
Nhom -434,253 | -2,510 | 0,013 (-775,925) — (-92,581)

Nhan xét: Do s liéu beta 2 microglobulin mau chi c6 1 nhém réi loan
(trén binh thuong) nén chi khao sat hdi quy tuyén tinh (va khong xét dén giai,
nhom huyét ap). Khi phan tich hdi qui da bién, véi R = 0,321, R? = 0,103, R?
hi¢u chinh = 0,097 va muc y nghia cia mo hinh p = 0,0001. Thoi gian loc
mau, vitamin D va nhdm 1a 3 yéu t6 anh hudéng I&n nong d6 nong do beta 2
microglobulin c6 ¥ nghia théng ké.

Phwong trinh hoi qui da bién:

Beta 2 MC mau = 32000,769 + 429,065 x TGLM — 190,936 x VitD — 389,157 x nhom.
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3.3.2. Két qua twong quan giira mat d xwong, lién quan giira loang
xXuwong v6i mot so cac yéu to ciia bénh thin man loc mau chu ky
3.3.2.1. Két qud tiwong quan, héi qui da bién gika mdt dé xwong véi cac yéu
té 1am sang, cdn 1am sang

- Twong quan gifia mdt dj xwong véi cac yéu té 1am sang, cgn 1am sang

Bang 3.38. Tuong quan gitta mat do xuong va mot sd yéu t6 1am sang

Mat do xwong Tubi BMI | HATTr | HATT | TGLM
r | -0,225%* | 0,024 | -0,068 | -0,027 | -0,071
MDX CSTL
p | 0004 | 077 | 039 | 073 0,37
MDX r | -0,288** | 0,024 | -0,044 | -0,006 | -0,027
Toanho XD | p | 0,0001 | 0,76 057 | 0,94 0,73
r | -0,352** | 0,014 | -0,072 | -0,077 | -0,028
MDX CXD
p | 00001 | 086 036 | 0,33 0,72

Nhan xét: Mat d6 xuong tuong quan nghich vai tudi ¢ ca 3 vi tri CSTL
(r=-0,225, p <0,01), toan bo XP (r = - 0,288, p < 0,001) va CXP (r = - 0,352,

p <0,001).
Bang 3.39. Tuong quan gitta mat do xwong va mot sb yéu té can 1am sang
Mat d¢ xwong Hb Albumin Ure Creatinin | MLCT
r -0,089 -0,035 -0,118 -0,082 0,200"
CSTL
p 0,26 0,66 0,13 0,30 0,01
Toan bo r -0,096 -0,083 -0,206™ -0,011 0,153
Xb p 0,22 0,29 0,008 0,89 0,051
r -0,025 -0,030 -0,194" -0,011 0,179
CXb
p 0,75 0,71 0,01 0,89 0,02

Nhan xét: MPX tuong quan nghich véi ure mau & TBXD (r = - 0,206,
p <0,01) va CXD (r =- 0,194, p < 0,05). MBX tuong quan thuan véi muc loc
cau than & vi tri CSTL (r = 0,200, p < 0,05) va CXP (r = 0,179, p < 0,05).
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Bang 3.40. Tuong quan gitta mit do xwong va mot sb yéu td can 1am sang (tt)

MDP xuwong |Canxi| p |[CaxP| PTH | VitD Nhom Beta 2M
CSTL r [ 0,083 |-0,005|-0,030 |-0,266™°|0,218™| -0,076 -0,269™
p| 029 |09 | 0,70 | 0,001 | 0,005 0,34 0,001
Toan | r | 0,124 |-0,014| 0,013 |-0,219™| 0,179" | -0,069 -0,130
boXb | p| 012 | 0,86 | 0,87 | 0,005 | 0,02 0,38 0,10
XD r | 0,072 |-0,023|-0,025|-0,168" | 0,138 -0,057 -0,124
p| 036|077 | 075 | 0,03 | 0,08 0,47 0,11

Nhan xét: Mat do xuong tuwong quan nghich véi PTH mau ¢ ca 3 vi tri:
CSTL (r =- 0,266, p <0,01), toan b6 XD (r=- 0,219, p <0,01) va CXP (r =- 0,168,
p < 0,05). MBX tuong quan thuan véi vitamin D mau ¢ vi tri CSTL (r = 0,218,
p <0,01) vatoan bo (XB r= 0,179, p <0,05). MbX tuong quan nghich vai beta
2 microglobulin mau ¢ CSTL (r =- 0,269, p < 0,01).

- Phan tich hoi quy gi#a mdt dé xwong vdi cac yéu té 1am sang, can
Iam sang

Bang 3.41. Hoi quy logistic don bién gitta MPX tai CSTL véi cac bién sd

Cacbiénsé | B | Wwald D Ez(gé?) C195%
Tudi 0,058 | 13,099 | 0,0001| 1,060 | 1,027—1,093
Gioi 2,047 | 14845 | 00001 | 7,745 | 2,734 21,940
BMI 0,045 | 0428 | 0513 | 1047 | 0,913-1,199
TGLM 0552 | 1551 | 0,213 | 1736 | 0,729 4,135
MLCT 0,035 | 0097 | 0,756 | 0965 | 0,773—1,205
Huyét 4p 0,362 | 0,686 | 0,407 | 1436 | 0,610 3379
Albumin 0,215 | 11,573 | 0,001 | 0807 | 0,713-0,913
Canxi 1400 | 6559 | 0,010 | 4,056 | 1,389 11,841
Phospho 0,308 | 0802 | 0370 | 0,735 0,375-1,442
Canxi x P 0,140 | 1,265 | 0,261 | 1,150 | 0,901 1,468
PTH 1,357 | 6,603 | 0,010 | 3886 | 1,380 10,941
VitD 0,050 | 3436 | 0,064 | 0951 | 0,903 1,003
Nhom 0,064 | 2,359 | 0,125 | 1,066 | 0,983 1156
B2M 0,000 | 0,817 | 0,366 | 1,000 | 1,000 1,000
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Bang 3.42. Phan tich hdi quy logistic da bién gitta MPX tai CSTL véi cac

yéu tb tudi, gidi, albumin, canxi, PTH mau.

oz Exp (B)
Yéu to B S.E. | Wald | df p Cl195%
(OR)
0,031 | 1,045 | 1,004-1,087
0,016 | 4,572 |1,320-15,832
0,404 | 0,455 | 0,072-2,891
0,030 | 4,078 |1,148—14,487
0,506 | 0,923 | 0,728 -1,169

0,523 | 0,060

Tudi | 0,044 | 0,020 | 4,657
Giéi | 1,520 | 0,634 | 5,752
Canxi | -0,788 | 0,944 | 0,697
PTH | 1,406 | 0,647 | 4.723
Albumin | -0.080 | 0,121 | 0,442
Hang sé | -2,814 | 0,403 | 0,408

e

Nhan xét: Trong phan tich hdi quy don bién & bénh nhan loc méu chu
ky, c6 5 yéu té gop phan du doan nguy co giam MPX tai CSTL (p < 0,05) la
tudi, gisi tinh, nhém canxi, PTH va albumin.

Khi phén tich hoi quy da bién véi 5 bién s6 néu trén c6 phuong trinh hoi
quy logistic da bién Ia:

o —2814+0,044XtU0i+1,520X gioi—0,788X Canxi+1,406xX PTH—0,080x Albumin
P = I 1 o-2814+0,044xtu0i+1,520xgi0i—0,788xCanxi+1,406xPTH—0,080x Albumin

Két qua phan tich hoi quy da bién chi con 3 yéu té co ¥ nghia lién quan
dén nguy co giam MPX tai CSTL theo thir tu la:

+ Gigi: voi OR = 4,572, p: 0,016 < 0,05 (bénh nhan ni nguy co bi giam
MBDX tai CSTL gap 4,57 lan so véi bénh nhan nam).

+ PTH mau: véi OR = 4,078, p: 0,03 < 0,05 (nhdm bénh nhén cé PTH
mau rdi loan thi nguy co bi giam MPX tai CSTL gap 4,078 lan so véi nhom
bénh nhan c6 PTH mau binh thuong).

+ Tudi: véi OR = 1,045, p: 0,031 < 0,05 (khi bénh nhan tang thém 1 tudi
thi nguy co giam MPX tai CSTL tang 1én 1,045 1an).



80

Bang 3.43. Hoi quy logistic don bién gitta MPX tai CXD véi cac bién sb

CA4c bién sé B Wald p Bxp (B) C195%
(OR)

Tudi 0,112 | 29,853 |0,0001 1,118 1,074- 1,164
Gigi 0,927 | 5,292 | 0,021 2,527 1,147 — 5,568
BMI 0,051 | 0,731 | 0,393 1,052 0,936 1,182
TGLM -0,024 | 0,209 | 0,648 0,976 0,881 — 1,082
MLCT -0,112 | 1,078 | 0,299 0,894 0,725 -1,104
Huyét &p -0,325 | 0,670 | 0,413 0,723 0,332 -1,573
Albumin -0,101 | 4,575 | 0,032 0,904 0,825 —0,992
Canxi 0,744 | 2,366 | 0,124 2,105 0,815- 5,432
Phospho -1,269 | 12,291 | 0,0001 0,281 0,138 - 0,571
CanxixP | -0,299 | 4,624 | 0,032 0,742 0,565-0,974
PTH 0,892 | 4,302 | 0,038 2,441 1,050 - 5,673
VitaminD | -0,054 | 4,797 | 0,029 0,947 0,903 0,994
Nhom 2,599 | 4,910 | 0,027 13,448 | 1,350 —133,959
B2M 0,000 | 5,011 | 0,666 1,000 1,000 — 1,000
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Bang 3.44. Phan tich hdi quy logistic da bién giita MPX tai CXD véi tudi,
gi61, albumin, phospho, tich Ca x P, PTH, Vitamin D va nhém.

e Exp (B)
Cacbienso| B SE. | Wald |[df| p 95% C.1
(OR)

Tudi 0,110 | 0,023 | 23,264 | 1 |0,0001 1,117 1,068 - 1,168

Gioi -0,532 0,595 | 0,800 | 1 | 0,371 0,587 0,183 - 1,884

Albumin |-0,056 | 0,136 | 0,171 | 1 | 0,679 0,945 0,724 - 1,234

Phospho |-1,294|1,907 | 0,461 | 1 | 0,497 0,74 0,007 - 11,502

Canxi 0,125 | 0,786 | 0,025 | 1 | 0,874 1,133 0,243 - 5,290

PTH 0,001 | 0,001 | 7,600 | 1 | 0,006 1,001 1,000 - 1,002

VitD -0,038 | 0,032 | 1,448 | 1 | 0,229 0,963 0,904 - 1,024

Nhom 0,084 | 0,057 | 2,152 | 1 | 0,142 1,087 0,972 -1,216

Hang sé | -3,860 | 4,738 | 0,664 | 1 | 0,415 0,021

Nhan xét: Trong phan tich hoi quy don bién & bénh nhan loc méau chu
ky, c6 8 yéu té gop phan du doan nguy co giam MPX tai CXP (p < 0,05):
tuoi, gioi tinh, albumin, phospho, tich CaxP, PTH, Vitamin D va nhom.

Khi phan tich hdi quy da bién véi 8 bién sé néu trén, ¢6 phuong trinh hoi

quy logistic da bién Ia:

e—3,860+0,0110Xtuoi—0,532 Xgioi—0,056xAlbumin—1,294XPhospho+0,125XCanxi+0,001XPTH—0,038xVitD+0,057 X Alu min ium

P = {3 =38e070 0T I0XFaoT=0 ST gToT-0 0Sew AThmin T 299<Piospiio 10 TZ5wCami¥ 0 00 X PTA=0 036XV D T0 087 ATt
Két qua phan tich hdi quy da bién cho thay chi con 2 yéu tb c6 lién quan
dén nguy co giam MPX tai CXD 14 tudi va PTH mau:

+ Tudi: véi OR = 1,117, p: 0,0001 < 0,01 (khi bénh nhan ting thém 1
tudi thi nguy co giam MPX tai CXD tang thém 1,12 1an).
+ PTH méu: vai OR = 1,001 p: 0,006 < 0,01 (do OR # 1 nén nhém bénh

nhan ¢ PTH méu réi loan chwa c6 nguy co 13 vé giam MDX tai CXD).
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Bang 3.45. Hoi quy logistic don bién gitta MPX tai TBXD véi cac bién sb

Céc biénso | B Wald p | Exp(B) (OR) C195%
Tudi 0,093 | 24,189 | 0,0001 1,097 1,057- 1,138
Gigi 1,150 | 7,054 | 0,008 3,159 1,352 — 7,383
BMI 0,002 | 0,001 | 0,978 1,002 0,884 1,136
TGLM 0,010 | 0,038 | 0,846 1,010 0,913 1,117
MLCT -0,107 | 0,897 | 0,343 0,898 0,720 -1,121
Huyét ap -0,293 | 0,493 | 0,483 0,746 0,329 -1,692
Albumin -0,161 | 8,678 | 0,003 0,851 0,764-0,947
Canxi -1,589 | 10,059 | 0,002 0,204 0,076 0,545
Phospho -0,754 | 4,712 | 0,030 0,470 0,238 — 0,929
CaxP -0,067 | 0,272 | 0,602 0,935 0,726 —1,204
PTH 1,054 | 5,048 | 0,025 2,870 1,144 - 7,197
Vit D -0,047 | 3,526 | 0,060 0,954 0,908 1,002
Nhom 0,017 | 0,175 | 0,676 1,018 0,938 —1104
B2M 0,000 | 1,226 | 0,268 1,000 1,000 — 1,000
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Bang 3.46. Phan tich hoi quy logistic da bién gitra MPX tai toan bo XD véi

tudi, gidi, albumin, phospho, canxi va PTH mau.

Cacbiéns6| B | S.E. |Wald |df| p Exp (B) 95% C.I
(OR)
Tudi 0,111 | 0,027 |17,416| 1 |0,0001| 1,117 1,061 1,177
Gi6i 0,362 | 0,555 | 0,425 | 1 | 0,515 1,436 0,484 — 4,266
Albumin  |-0,087| 0,118 | 0,547 | 1 | 0,459 0.917 0,728 — 1,154
Phospho | 0,255 | 0,448 | 0,324 | 1 | 0,569 1,290 0,537 — 3,102
Canxi -1,581( 0,923 | 2,938 | 1 | 0,087 0,206 0,034 — 1,255
PTH 1,304 | 0,631 | 4,264 | 1 | 0,039 3,683 | 1,069 12,694
Hiangsé |-5,510| 4,536 | 1,475 | 1 | 0,225 0,004

Nhan xét: Trong phan tich hdi quy don bién ¢ bénh nhan loc mau chu

ky, c0 6 yéu t6 gop phan du doan nguy co giam MPX tai toan bo XD (p < 0,05):

tuoi, gioi tinh, albumin, phospho, canxi va PTH.

Khi phan tich hdi quy da bién véi 6 bién sé néu trén, ¢6 phuong trinh hoi

quy logistic da bién Ia:

e

—5,510+0,111Xtu0i+0,632xgioi—0,087xAlbumin +0,0255XPhospho—1,581XCanxi+0,1,304XPTH

p= 1+ e—5,510+0,111><tuoi+0,632xgioi—0,087xAlbumin+0,0255xPhospho—1,581><Canxi+0,1,304><PTH

Két qua phan tich hoi quy da bién cho thay chi con 2 yéu t6 ¢ lién quan

dén nguy co giam MPX tai toan bo XD theo thir tur 12
+ PTH méu: véi OR = 3,683, p: 0,039 < 0,05 (nhdm bénh nhan rdi loan
PTH méu nguy co bi giam MPX tai toan bo XD gap 3,683 lan so v4i nhom

bénh nhan néng do PTH mau binh thuong).
+ Tuoi: véi OR = 1,117, p: 0,0001 < 0,01 (bénh nhan ting thém 1 tudi
thi nguy co giam MPX tai toan bo XD ting thém 1,12 lan).
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3.3.2.2. Két qud lién quan, héi qui da bién giia loing xwong véi cac yéu té

Iam sang, cdn lam sang

- Lién quan giita lodng xwong véi Cac yéu té 1am sang, can 1am sang

Bang 3.47. Lién quan giira lodng xuwong va mot sb yéu t6 1am sang

MDX CXD MDX CSTL MDX Toan bj XD

Réi loan xwong | Co LX| KLX Co LX | KLX CoLX | KLX
n@) n@)| P [n@e) [n@e)] P [nEe) [ne) | P

am | 13| 83 5 | o1 10 | 86

y 7.98 | 50,02 307 | 5583 6,13 | 52,76
Gisi o | 4 0,019 [~ 50— 5 0,001 |22 0,006

11,66 | 29,45 1227 | 28,83 11,04 | 30,06

o | 0 | 3 | 41 2 | a2

00 | 2699 184 | 2515 123 | 25,77

Nh6m 10 | 67 9 | 68 6 | 71
wai | 4°00 | 613 |41,10 %000 550 | 4172|0004 | 365 | 4356 | 0001

w0 | 2 | 2 13 | 29 20 | 22

13,50 | 12,27 798 | 17,79 1227 | 13,50

<23 122%38 sgis 111%4 5529 9152 5(?231
BMI SRR 0,04 =20 051 [ 053

2 6,75 | 2822 429 | 3067 798 | 32,52

s | 17 | 80 13 | 84 15 | 82

Téng 1043 4908 | .| 7.98 | 5153 | . | 92 |5031
HA™ [ iong | 35 | 51| 12 | 54 | 13 | 53 | 053

9,20 | 31,29 736 | 3313 708 | 3252

Khong | 4 | 11 1 | 14 2 13

™ | 245 | 6,75 061 | 859 123 | 798

15 | 51 9 | 57 13 | 53
Thicy |™Phel 990 | 31,29 o | 552 |3497] | 798 | 3282
M [ T8 | 56 | 11 | 53 | 8 | 56 |

491 | 3436 6,75 | 3252 491 | 3436

™ | 5 | 13 4 | 14 5 | 13

nang | 307 | 7,98 245 | 859 307 | 7.98

_ 2 | 87 14 | 9 19 | 90
Thoi |S6ndm| 4455 | 53 7 1o | 859 5828 | | 1166|5521 |
Lﬁ;lagK e | 10 | 44 |7 11 | 43 | 9 45 |

6,13 | 26,99 6,75 | 2638 552 | 27.61

Nhan xét: O bénh nhan loc méau chu ky, phan nhom khong lodng xwong va

c6 loang xuong lién quan c6 ¥ nghia véi gisi (p < 0,05) va nhém tudi (p < 0,01).
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Bang 3.48. Lién quan gitra loang xuong va mdt s6 yéu to can lam sang

MDX CXD MDX CSTL MDX toan by XP
Réi loan xwong  |C6 LX| KLX C6 LX| KLX C6 LX| KLX
n (%) | n (%) P n (%) | n (%) P n (%) | n (%) P
o 15 79 10 84 8 86
9,20 | 48,47 6,13 | 51,53 491 |52,76
RL Canxi , 0,17 0,052 0 o 0,001
17 5 15 54 4
Khong**
g 10,43 | 31,90 9,20 | 33,13 12,27 | 30,06
- 17 | 104 18 103 17 | 104
10,43 | 63,80 11,04 | 63,19 10,43 | 63,80
RL Phospho 0,002 0,78 0,07
Khan 15 27 7 35 11 31
g 9,20 | 16,56 429 | 2147 6,75 | 19,02
- 11 68 13 66 13 66
RL 6,75 | 41,72 7,98 | 40,49 7,98 | 40,49
0,08 0,70 0,81
CaxP Khon 21 63 12 72 15 69
g 12,88 | 38,65 7,36 | 44,17 9,20 | 42,33
- 26 88 19 95 22 92
RL 15,95 | 53,99 11,66 | 58,28 13,50 | 56,44
_ 0,12 0,47 0,27
Vit D Khan 6 43 6 43 6 43
g 3,68 | 26,38 368 | 26,38 3,68 |26,38
- 23 67 20 70 21 69
14,11 | 41,10 12,27 | 42,94 12,88 | 42,33
RL PTH 0,035 0,007 0,02
Khon 9 64 5 68 7 66
91 552 | 39.26 307 | 41,72 429 | 40,49
- 3 1 2 2 2 2
1,84 | 0,61 1,23 | 1,23 1,23 | 1,23
RL Nhom 0,024 0,11 0,14
A 29 | 130 23 136 26 | 133
Khong
17,79 | 79,76 14,11 | 83,44 15,95 | 81,60

Nhan xét: Loang xuong & CXD lién quan ¢ y nghia vai rdi loan phospho,
r6i loan PTH va rdi loan nhém (p < 0,05). Lodng xwong & CSTL lién quan c6 y
nghia véi réi loan PTH (p < 0,05). Loang xwong & toan bo XP lién quan cd y

nghia vai réi loan canxi va réi loan PTH mau (p < 0,05).
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- Héi qui da bién giiia lodng xwong Vi cac yéu té 1am sang, can 1am sang

Bang 3.49. Hoi quy don bién giita lodng xwong va cac bién sb.

Céc biénsdo | B Wald p Exp (B) C195%
(OR)

Nhémtudi | 1,733 | 9,645 | 0,002 5,658 1,895 — 16,891
Giéi 1,327 | 13,347 | 0,0001 3,768 1,849 — 1,075
BMI -0,034 | 0,392 | 0,531 0,967 0,869 1,136
TGLM 0,023 | 0,293 | 0,588 1,023 0,941 1,113
MLCT -0,089 | 0,929 | 0,335 0,915 0,765 —1,096
Huyét &p -0,487 | 1,940 | 0,164 0,615 0,310-1,219
Albumin -0,145 | 10,246 | 0,001 0,865 0,792-0,945
Canxi -0,743 | 4,485 | 0,034 0,476 0,239 0,946
Phospho -0,818 | 7,842 | 0,005 0,441 0,249 — 0,782
CanxixP | -0,070 | 0,437 | 0,509 0,932 0,756-1,149
PTH 1,030 | 7,538 | 0,006 2,802 1,343 5,847
VitD 0,467 | 1,379 | 0,240 1,594 0,732 -3,473
Nhom 2,059 | 3,107 | 0,078 0,128 0,013 -1,259
B2 M 0,000 | 0,240 | 0,624 1,000 1,000 — 1,000
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Bang 3.50. Phan tich hoi quy logistic da bién giita lodng xuong v6i nhom

tudi, gi61, albumin, canxi, phospho va PTH

A A Exp (B)
Cacbiéenso| B S.E. |Wald | df p 95% ClI
(OR)
Tuoi 1,401 | 0,605 | 5,366 0,021 4,058 |1,241-13,274
Giai 1,044 10,403 6,731 0,009 2,841 1,291 - 6, 254

Albumin -0,101 0,052 | 3,718 0,054 0,904 0,816 - 1,002
0,872 0,932 0,396 — 2,194

0,496 0,743 0,315-1,751

Canxi -0,070 {0,437 | 0,026

Phospho -0,298 (0,437 | 0,463

PTH 1,087 | 0,416 | 6,821 0,009 2,967 1,312 -6,710

R R R, R, R PR

Hang so 0,691 |1,883|0,135 0,713 1,997

Nhan xét: Trong phan tich hoi quy don bién & bénh nhan loc méau chu
Ky, c6 6 yéu to gop phan dy doan nguy co lodng xuwong (p < 0,05) 1a: tudi,
gidi tinh, albumin, canxi, phospho va PTH.

Khi phén tich hoi quy da bién véi 6 bién s6 néu trén c6 phuong trinh hoi
quy logistic da bién Ia:

e0,691+1,4-01><tuoi+1,04-4-><gi0i—0,101xAlbumin—0,070xCanxi—0,298Phospho+1,087><PTH

p= 14+ e0,691+1,4—01Xtu0i+1,04—4—><gi0i—0,101XAlbumin—0,07OXCanXi—0,298Phosph0+1,087><PTH

Két qua phan tich hdi quy da bién cho thay chi con 3 yéu t6 ¢ lién quan
dén nguy co loang xuong theo thir ty la:

+ Tudi: voi OR = 4,058, p: 0,021 < 0,05 (bénh nhan & nhém tudi > 40 co
nguy co ting lodng xuong gap 4,05 lan so vai nhém bénh nhan < 40 tudi).

+ PTH mau: véi OR = 2,967, p: 0,009 < 0,01 (bénh nhan rdi loan PTH
mau nguy co ting mirc do lodng xuong gap gan 3 lan (2,96 1an) so véi nhém
bénh nhan c6 PTH mau binh thuong.

+ Gi6i tinh: véi OR = 2,841, p: 0,009 < 0,01 (b&nh nhan nit 6 nguy co

lodng xwong gap 2,84 1an so vé4i bénh nhan nam).
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3.3.3. Két qua lién quan gitra canxi hoa mach mau véi cac yéu to ¢ bénh

nhan lgc mau chu ky
3.3.3.1. Lién quan gi@#a canxi héa mgch mau védi cac yéu té 1am sang, cgn
lam sang

Bang 3.51. Lién quan gitra canxi héa dong mach chu bung va cac bién so

Yéu tb

Canxi héa mach mau

Yéu té

Canxi héa mach mau

lam san Co* | Khong™ can lam san Co* | Khong**
9 @) | n@) | P : 9 Thw) | n) | P
Nam |28 70 6 28 66
Gigi 1595 | 4294 |05 | RL Canxi 1718 | 4049 |45
NG 30 37 Khong |28 41
Y1840 | 2270 91 1718 | 2515
8 36 ) 41 80
<40 | 491 | 2200 CoO | 2515 | 4908
) RL Phospho 0,83
Nhom! 4060 20 52 10,002 Khong | 12 2
tudi 1534 | 3190 | 91 920 | 1656
23 19 ) 33 57
>60 | 9411 | 1166 CO | 2025 | 3497
RL PTH 0.49
o3 | 36 70 Khong| . 23 50
M 2209 | 42,94 | 089 1411 | 3067
3| 20 37 6 37 77
= 1227 | 2270 . 2270 | 4724
RL VitD 0,44
6 27 70 chong| 19 30
Ting 1656 | 4294 | . 9| 1166 | 18,40
HA [ o [ 29 37 : 6 1 3
9 1779 | 2270 AL Nhom 0,61 184 |, o
Khéng 6 9 Khon 55 104 ’
™ | 3,68 5 52 91 3374 | 63,80
Thisy | T™M | 26 40
mai nhe | 1595 | 2454 | .,
awy | ™16 48 !
via | 982 | 2945
™ 8 10
nang 4,91 6,13
<6 | 31 78
Thot | o | 1902 | 4785 000
L%;I%‘K >6 25 29 ’
nim | 1534 | 17.79

dinh c6 canxi hoa khi c¢6 trén 4 diém theo thang diém Kauppila)
Nhan xét: O bénh nhan loc mau chu ky, tinh trang khong hoac ¢ canxi

(*: canxi hoa dong mach chu bung duoc thuc hién bang X quang bung bén va xac

hoa dong mach chu bung lién quan c6 ¥ nghia véi gigi tinh, nhdm tudi, huyét
ap va thoi gian loc mau (p < 0,05).
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3.3.3.2. Phan tich héi qui da bién gi@a canxi hda mach mau va cac yéu té
Iam sang va cdn lam sang

Bang 3.52. Hoi quy don bién giira canxi hoa PMC bung véi cac bién sé

CA4c bién sb B Wald p | Exp (B) (OR) C195%
Tudi 0,043 | 13,357 | 0,0001 1,044 1,020 — 1,068
Gigi 0,781 | 5,388 | 0,020 2,183 1,129 — 4,220
BMI 0,004 | 0,007 | 0,935 1,004 0,909 1,109
TGLM 0,774 | 5,015 | 0,025 2,169 1,101 - 4,272
MLCT -0,031 | 0,131 | 0,717 0,970 0,821 1,145
Albumin -0,065 | 3,072 | 0,080 0,937 0,872-1,008
Huyét ap 0,709 | 4,456 | 0,035 2,032 1,052 -3,925
Canxi 0,809 | 3,962 | 0,047 2,245 1,012 4,978
Phospho -0,044 | 0,029 | 0,865 0,957 0,580 — 1,579
Canxi x P 0,104 | 1,107 | 0,293 1,109 0,914-1,345
PTH 0,000 | 1,898 | 0,168 1,000 1,000- 1,001
Vit D -0,006 | 0,126 | 0,722 0,994 0,963 —1,026
Nhom -0,050 | 1,925 | 0,165 0,951 0,886 —1,021
B2M 0,000 | 3,892 | 0,049 1,000 1,000 — 1,000
MDX-CSTL -2,397 | 10,036 | 0,002 0,091 0,021- 0,401
MDX-CXD -0,822 | 4,197 | 0,040 0,440 0,200-0,965
MDX-TBXDP | -0973 | 0423 | 0,021 0,378 0,165-0,865
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Bang 3.53. Hoi quy logistic da bién giita canxi hoa PMC bung véi tudi, gidi,
TGLM, huyét ap, Ca, beta 2 MC, MPX-CSTL, MPX-CXP va MPX-TBXD

Cacbiénsdé | B | S.EE. |Wald |df| p =xp (B) 95%C.1
(OR)

Tudi 0,046 | 0,015 | 8,981 0,003| 1,047 1,016 - 1,078
Gidi -0,100| 0,427 | 0,054 0,816 | 0,905 0,392 - 2,091
TGLM 0,897 | 0,415 | 4,661 0,031| 2,451 1,086 - 5,531
Huyét ap 0,478 | 0,412 | 1,346 0,246 | 1,613 0,719 - 3,616
Canxi 0,765 | 0,445 | 2,958 0,085| 2,149 0,899 - 5,140
B2M 0,000 | 0,000 | 1,207 0,272| 1,000 1,000 - 1,000

MDbX-CSTL |-2,881| 1,033 | 7,782 0,005 0,056 0,007 - 0,424

MbX-CXb |0,327 | 1,100 | 0,088 0,766 1,387 0,161 - 11,982

MbX-TBXb | 1,252 | 0,912 | 1,888 0,169 3,499 0,586 - 20,886

Rl R R PP P RP|RP|RP|PR

Hang s6 -4,218| 1,607 | 6,890 0,009 0,015

Nhan xét: Trong phan tich hdi quy don bién ¢ bénh nhan loc mau chu
ky, ¢4 9 yéu té6 gop phan du doan nguy co canxi hoa dong mach (p < 0,05)
gom: tudi, gigi tinh, thai gian loc mau, huyét &p, canxi, beta 2 microglobulin
mau, MPbX - CSTL, MbX-CXD va MbX- toan bd XDP.

Khi phén tich hoi quy da bién véi 9 bién s6 néu trén c6 phuong trinh hoi
quy logistic da bién Ia:

e—4,218+0,046><tu0i —0,100xgi0i+0,897xt _locmau+0,478xHuyetap+0,765xCanxi+0,000 B 2Micro—2,881xMDXCSTL +0,327xMDXCXD+1,252xMDXtoanbo XD

p = 1+ e—4,218+0,046><tu0i—0,100><gi0i +0,897xt _locmau+0,478xHuyetap+0,765xCanxi+0,000 B2 Micro—2,881xMDXCSTL+0,327xMDXCXD+1,252xMDXtoanboXD

Két qua phan tich hdi quy da bién cho thay chi con 3 yéu t c6 ¥ nghia
tang nguy co canxi hoa dong mach theo thir tu la:

+ Thoi gian loc mau: véi OR = 2,451, p: 0,031 < 0,05 (bénh nhén co thoi
gian loc mau trén 6 nam c6 nguy co ting tinh trang voi hoa dong mach géap

2,45 1an so véi bénh nhan co thoi gian loc mau < 6 nam).
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+ Tudi: voi OR = 1,047, p: 0,003 < 0,01 (nénh nhan tang thém 1 tudi thi
tinh trang voi hoa dong mach co6 nguy co ting 1,047 1an).

+ MbX tai CSTL: voi OR = 0,056, p: 0,005 < 0,01 (khi MbX-CSTL
tang 1én 1 don vi (g/cm?) thi canxi hoa dong mach c6 kha nang giam 0,056 lan
hoac khi MPX-CSTL ting 1én 1 d6 léch chuan (0,244g/cm?) thi nguy co
canxi hoa dong mach giam OR = e “128024 = ( 365 |an. Ciing c6 nghia 1a khi
MDbX-CSTL giam b6t 1 @6 1éch chuan thi nguy co canxi hoa dong mach tang
lén 2,74 1an (OR = 1/0,365 = 2,74 lan).
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Chuwong 4
BAN LUAN

4.1. BAN LUAN VE CAC PAC PIEM POI TUQNG NGHIEN CUU
4.1.1. Gioi

Trong 276 ddi twong nghién ciru cia ching toi, ty 16 nam / nit cia nhém
bénh la 96/67 (1,43) va ctia nhom ching la 61/52 (1,17).

Mot s6 nghién ciu khac & BTM nhu nghién ciu caa Nguyén Hoang
Thanh Van (2015) c6 ty 1€ nir 1a 44,07%, nam la 55,93% & nhém chang; ¢
nhom bénh ty I¢ nam la 55,93% va nir 45,45% [19]. Nghién ctu cua Vi Lé
Anh (2010) trén 173 BN BTM tai H6 Chi Minh, nam chiém 50,3%, nit gidi
chiém 49,7% [1]. Huynh Trinh Tri ndm 2011 nghién ctu trén 122 BN BTM
tai An Giang ghi nhan nir chiém 49.2% va nam chiém 50.8%][16].

So sanh véi cac nghién ciu nudc ngoai, nhu tac gia Teresa Adragao
(2004) nghién ciru vé canxi hda mach méu trén 123 BN BTM LMCK, nam gidi
chiém 61%, nir chiém 39% [23]. Theo nghién ctu COSMOS cua José Luis
Fernandez-Martin va cs cdng bé nam 2012 trén 227 BN LMCK c6 ty 1¢ nam
gioi la 59,7% [42]. Tac gia Patricia Joao Matias (2008) nghién ctru 227 BN
LMCK tai Bd DPao Nha c6 ty 1é nam gidi chiém 52%, nit giéi chiém 48% [73].

Nhu vay nghién ctu cua ching toi ¢6 su khac biét vai céc tac gia nudc
ngoai. Piéu nay co thé do thiét ké, sb lwgng mau d6i tuong nghién ctu khac
nhau ciia mdi nghién ciu va nhit 1a chinh sach diéu tri thay thé than suy (bao
gom LMCK) ciing khac nhau cuia tirng bénh vién, ting Quéc gia.

4.1.2. Tudi
Trong 163 ddi twong nghién ctu cia ching toi, tudi trung binh 1a; 49,28 +

15,60. Tudi nho nhat 19 tudi va tudi Ion nhat 84 tuoi.
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So sénh véi két qua cua céc tac gia khac, nhu Nguyén Thi Ditng (2014)
nghién ctru lodng xwong va cac yéu té nguy co & BN LMCK cho thiy tudi
trung binh 14 55,48 + 15,73 tudi [6].

Theo tac gia Nguyén Hoang Thanh Van (2014) nghién ctu ndng do beta
crosslaps va hormone tuyén can giap huyét thanh & BN BTM GBC, tudi trung
binh ctia nhém chang 1a 47,03 £19,55 tudi; nhom diéu tri bao tén 1a 54,74 +
18,60 tudi; nhdm LMCK 1a 48,94 + 14,45 tudi, khdng co su khac biét co y
nghia théng ké gita 3 nhom nghién ciu vé tudi [19]. Tac gia Nguyén Vian
Tuan (2015), nghién ciu nong d6 TGF-beta va hs-CRP huyét thanh & BN BTM
c6 MLCT < 60 ml/ph/1,73m2, tudi trung binh 1a 51,26 + 16,32 [18]. T4c gia
Ngb Thi Khanh Trang (2017) nghién ctu dic diém va gia tri tién luong cta hoi
chimg suy dinh dudng - viém - xo vita & BN BTM GBC ghi nhan do tudi trung
binh nhém LMCK la 45,98 + 15,36 tudi [15].Tac gia Hoang Trong Ai Quéc
nghién cau asymmetric dimethylarginine huyét tuong & BN BTM, ¢6 tudi trung
binh 14 54,57 + 18,39 tudi [11].

Nhu vay, Nhém BN nghién ctu cua ching t6i ¢6 d6 tudi trung binh
tuong duong vai cac nghién cuu khac trong nudc.

So sénh véi cac nghién ciru nudce ngoai, nhu cua tac gia Eero Honkanen va
cs (2009) nghién ciu vé canxi hoa dong mach chi bung & BN LMCK (NC
CORD) ghi nhan tudi trung binh cua dbi twong nghién cau la 61,4 [47].Tac gia
Jiayi Yan (2017) nghién ciu vé mdi lién quan gitta FGF-23 huyét thanh va roi
loan lipid mau, xo vira dong mach trén BN BTM giai doan 3-5D ghi nhan d6
tudi trung binh nhém LMCK 1a 58,03+12,57 tudi [57]. Tac gia Kazushige
Nakani (2018) nghién ctru MPX tai CXP & BN LMCK ghi nhan tudi trung
binh 1a 63,07+13,01 tudi [77]. Tac gia Ludmila Brunerova nghién cau vé lodng

xuong trén BN BTM LMCK ghi nhan tudi trung binh 12 67,6 + 13,1 tudi [32].
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Nhin chung d¢ tudi cia BN LMCK theo céc tac gia nudc ngoai cao
hon nghién ctu cua ching t6i, didu nay co thé Ii giai do tai cac nudc phét
trién, diéu kién cham soéc y té cao, BTM duoc quan 1y va diéu tri tot, bén
canh d6 tudi tho dan sé trung binh cao hon, do d6 d6 tudi BN LMCK cao
hon ciing 1a phu hop.

4.1.3. Chi s6 nhén tric

Két qua nghién ciru cua ching tdi vé chiéu cao (m), can nang (kg) va BMI
(kg/m? trung binh, & nhém BN LMCK lan luot 12 1,60 + 0,08; 55,50 + 9,11 va
21,71 + 3,25. C6 sy khéc biét gitra 2 gigi vé chiéu cao va can niang va BMI.

Téc gia Nguyén Hoang Thanh Van (2014) ghi nhan BN BTM GBC ¢6
chiéu cao trung binh (cm) 14 156,76 + 9,18 (nam 163,43+6,20,nir 151,19+7,38;
p < 0,01; trung binh cén nang (kg) 46,27 + 8,90 (nam 51,52+6,94, nir 41,90 +
7,99; p < 0,01) trung binh BMI 18,76 + 2,83 (nam 19,32+2,64; nit 18,28+2,93;
p > 0,05) [19]. Tac gia Hoang Trong Ai Quéc (2015) ghi nhan BMI cua 176 BN
BTM 14 20,18 + 2,78 kg/m? [11].

Cac nghién ctu vé bénh nhan BTM GBC & nudc ta cho két qua kha
tuong duong nhau vé chi s nhan trac va BMI trén ddi twong nay.

Theo nghién ciu cua tac giai nudc ngoai nhu cuia Ahmed Fayed (2018)
trén 100 BN BTM vé FGF-23 cho thay BMI 1a 23,2+2,7 kg/m? [41], khdng c6
su khac biét gitra nhom BTM va nhom chiing. Nghién ctu cia Yamada (2016)
trén 142 BN tai Nhat Ban c6 BMI 13 25,0 + 4,4 kg/m? [110]. Nghién ctu cua
Chathoth (2015) trén 89 BN c6 BMI 13 27,7 + 6,7 kg/m? [106]. Nghién cau cua
Nakayama trén 195 BN BTM c6 BMI la 22,5 + 4,5 kg/m? [78]. Nhin chung céc
chi s6 nhan tric cia BN BTM theo c4c nghién ctru nudc ngoai cao hon nghién
ctiu ctia chung t6i, diéu ndy cd thé do ¢ cac nudc phat trién nguyén nhan caa

BTM hay gap la do cac bénh chuyén hda va tiéu dudng, nén BMI thuong ting,
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& nudce ta chu yéu 1a do viém cau than man, nhidm tring hé tiét niéu, hon nira
BTM GBC LMCK c6 ting ure mau man khién BN chan an kém theo ché d6 n
giam protid nén tinh trang suy dinh dudng chiém ti & cao. Vi vy danh gia va
quan ly tinh trang dinh dudng & BN LMCK 14 rat quan trong.

4.1.4. Thoi gian loc mau

Thoi gian loc mau trung binh trong nghién cau cua chung téi la 71,63 +
47,54 thang (5,97 + 3,96 niam), ngan nhat 1a 12 thang va dai nhat 1a 276 thang.

Theo tac gia Nguyén Thi Kim Thay (2011) nghién ctu trén 40 BN BTM
LMCK tai Bénh vién Trung wong quan doi 108 c6 TGLM trung binh 5,7+ 4,3
nim [14]. Theo Nguyén Hoang Thanh Van (2014) TGLM trung binh ctia nhém
LMCK la 47,94 = 34,12 thang [19]. Nghién cuau cia Ngoé Thi Khanh Trang
(2017) TGLM trung binh 35,77 thang; TGLM dai nhat 224 thang [15].

Nghién ciu ciia Hamid Nasri (2008) vé PTH trén BN LMCK ghi nhan
TGLM trung binh 25 + 30 thang [46]. Theo tac gia Xianglei Kong va cs (2012)
nghién ciu vé réi loan khoang xuong va xuong & BN BTM LMCK tai Trung
Quéc c6 TGLM trung binh 47.8 + 41.2 thang [61]. Nghién cau cua Yeon Joo Lee
(2015) vé vitamin D & BN LMCK cho thidy TGLM trung binh 8.0 + 7.4 nam, trén
10 ndm chiém 36,2%, dudi 10 ndm chiém 63,8% [64].

Nhin chung, TGLM trung binh cta nghién ciru ching t6i twong dong voi
cac nghién ctru trong va ngoai nudc, theo chiing toi day 1a yéu to quan trong
dé so sanh két qua nghién ctu caa dé tai va cac nghién ciu khac, bai 18 nhiéu
bién ching c6 lién quan dén TGLM & BN LMCK , trong d6 c6 ri loan
xuong va khoang Xuong, cho nén néu so sanh hai két qua khong tuong dong
vé TGLM s& khap khiéng. Hién nay, ngay cang nhiéu BN c6 TGLM rét dai,
diéu nady mot phan do than nhan tao da duoc trién khai rong rai tir bénh vién

tuyén trung wong, tuyén tinh, dén tan tuyén quan huyén, diéu kién kinh té va
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hiéu biét cua nguoi dan ngay dugc nang cao nén sé BN duoc diéu tri bang
than nhan tao cang ngay cang tang va hon nira cac ky thuat, theo déi, xu ly
cac bién chung caa loc mau ngay cang tt hon.

4.1.5. Ting huyét ap

Trong nghién ciru caa ching toi, Tang huyét 4p & BN LMCK 12 59,51%.

Nghién ctu cia Nguyén Hoang Thanh Van & BN BTM GBC diéu tri
bao t6n va BN LMCK, ting huyét 4p lan luot la: 74,77% va 71,21% [19].
Theo tac gia Ngb Thi Khanh Trang (2017) nghién citu & BN BTM GDC ghi
nhan ty 1é tang huyét 4p & BTM GBC chua loc méau, tham phan phic mac va
LMCK lan luot 12 77,2%; 76,8%; 72,1% [15].

Tang huyét 4p & BN BTM c¢6 nhiéu co ché: tang tiét renin 1am kich hoat
hé théng renin- angiotensin - aldosteron, tinh trang & mudi va nudc, hé than
kinh phu thudc catecholamin, hormon chéng bai niéu, ting sic can mach ngoai
bién, giam hoat tinh caa hé théng giam ap, céc rdi loan lipid mau ... Pa s cac
truong hop 14 ting huyét 4p tdm thu Ian tim truong.

Tang huyét 4p va BTM vé ban chat c6 méi quan hé qua lai, ting huyét ap
khong duoc kiém soat 1a mot yéu té nguy co dan dén BTM, ting tdc do tién
trién BTM va c6 lién quan dén céc bién chiing ning, de doa tinh mang va ting
ti I€ tir vong 6 BN BTM.

4.1.6. Thiéu mau

Ty Ié thiéu mau ¢ nhém BN LMCK trong nghién ctiu caa ching toi 1én
dén 90,80%, chu yéu la thiéu mau nhe (40,49%) va thiéu mau vira (39,27%).

Két qua nay kha phd hop véi nghién ctu caa Nguyén Hoang Thanh Van
la 84,85% & nhém LMCK [19], cia Ngb Thi Khanh Trang ty 1é thiéu mau
trong nhdém LMCK 1én dén 95,1% [15].

Bién chang thiéu mau 1a thuong gap va gia ting theo mirc dd ning cua

BTM. Nguyén nhan thiéu mau trong BTM chinh 1a do than khéng thé san
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xuat da luong erythropoietin, ngoai ra con c6 moét sé6 nguyén nhan khéac gop
phan gay nén tinh trang thiéu mau do6 1a do tan mau va/hoic xuat huyét trong
hoi chimg ting uré mau, do doi song hong cau giam, do wc ché tuy xuong san
Xuat hong cau, do thiéu nguyén liéu tao mau nhu acid folic, protéin, sit... va
ngay ca v& hong cau trong mdi 1an loc mau. Nghién ciu cua ching t6i cho
thay ti I¢ thiéu mau con cao, mic du cac BN nay déu duoc diéu cac thude kich
thich tao méu, cung cap nguyén liéu tao mau hoac truyén mau...Diéu nay cho
thay viéc diéu tri thiéu méau cho dbi tugng trong nghién cau cia ching toi can
dugc quan tim hon nita dé khac phuc bién chiing nay.

4.1.7. Ban luan vé mot s6 xét nghiém co ban

Két qua vé uré va creatinin mau trong nghién ctru ting cao, MLCT giam
rd. Nong do trung binh cua uré, creatinin, MLCT chung trong nghién ctu
ching toi lan luot 12 20,26 + 7,39 mmol/l; 947,33 + 291,13 umol/l; 5,25 £ 1,97
ml/ph/1,73m?.Céc chi s trén twong ty nhu két qua cac tac gia Nguyén Hoang
Thanh Van, Ngé Thi Khanh Trang, Nguyén Vin Tuan.

O BN LMCK viéc lay miu mau xét nghiém truéc budi loc mau véi két
qua uré, creatinin tang va tinh MLCT giam la phu hop.

Nong d6 albumin trung binh (36,73 + 4,88 g/L) giam hon ¢ ¥ nghia thdng
ké so v&i nhém ching (p<0,001). Két qua nong do albumin caa Nguyén Hoang
Thanh Van trén nhém BN BTM GBC diéu trj bao ton la 34,41 + 6,08 g/L [19],
co LMCK la 40,21 + 4,47 g/L. Theo t&c gia Xianglei Kong va cs (2012) thi
albumin trung binh & nhém BN LMCK 14 37.8 £ 4.8 g/L [61], theo tac gia Yeon
Joo Lee va cs thi nong do albumin méu ¢ BN LMCK 12 40.9 2.9 g/L [64].

Nhu vay khong cé su khac biét nhiéu vé ndng d6 albumin mau & BN
dang LMCK trong nghién ctiu ctia chling t6i va cac tac gia khac da cong bd

trong va ngoai nudc.
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4.2. BAN LUAN VE KHOANG XUONG, MAT PQ XUONG VA CANXI
HOA MACH MAU O BENH NHAN LQC MAU CHU KY
4.2.1. Vé nong dd trung binh cac khoang xwong

Trong nghién ctu caa ching tdi ghi nhan cd sy khéc biét co y nghia thong
ké gitra nong do cac khoang xwong cua nhdm BN LMCK véi nhom ching
(tham chiéu): Canxi, phospho, tich canxi x phospho, PTH, vitamin D, beta 2
microglobulin méau (p < 0,001) va nhém mau (p < 0,005). Nong do PTH, beta 2
microglobulin mau & nhém BN LMCK cao gap 20 lan so véi nhém chuang.
4.2.1.1. Canxi, phospho va tich canxi x phospho

Két qua tir nghién ciru cua ching t6i ¢ 163 BN LMCK va 113 ngudi khoé
manh lam ching, cho thay nong do trung binh cua canxi mau hiéu chinh &
nhém nghién ctu 12 2,09 + 0,44 (mmol/L) thap hon ¢ ¥ nghia théng ké so véi
nhém ching, nong do trung binh ciia phospho 1a 2,14 + 0,65 (mmol/L) va trung
binh cua tich Canxi x Phospho 14 4,43 + 1,67 (mmol%1?) déu cao hon nhom
chang c6 ¥ nghia théng ké.

So véi cac nghién cau khéc, két qua nghién ciu cua chung toi kha tuong
d6ng vai nghién ctu caa Nguyén Vinh Hung (2009) tai Bénh vién Bach Mai-
Ha Noi trén 34 BN BTM GBC c6 ndng d trung binh cta canxi toan phan Ia:
1,84+0,42 mmol/L thip hon nhom chimg c6 ¥ nghia thong ké [9]. Nong do
trung binh cua phospho huyét thanh 1a: 2,92+0,84 mmol/L cao hon nhém
chimg c6 y nghia thong ké va nghién ctru cia Nguyén Thi Hoa (2014) trén
nhém BTM LMCK, ndng d6 phospho huyét tuong 1a 2,09+0,46 mmol/L cao
hon nhém chimg c6 ¥ nghia théng ké, ndng do canxi toan phan huyét tuong 1a
2,11+0,20 mmol/L thip hon nhom chimg c¢6 y nghia thdng ké, tich sb canxi -
phospho huyét twong 1a 4,40£1,05 mmol?/I? cao hon nhém chimg c6 y nghia
thong ké [7].
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Theo tac gia Nguyén Hoang Thanh Van (2015) trén 66 BN LMCK thi
nong d6 canxi mau hiéu chinh trung binh 1a 2,40 +0,27 mmol/L, néng do
phospho mau trung binh la 2,49 + 0,82 mmol/L va trung binh tich Canxi x
Phospho 13 5,9 + 1,73 (mmol/I?) [19], nhu vay két qua nghién ciu caa ching toi
c6 thap hon so véi nghién ctru trén, déu nay co thé ly giai do khac nhau vé c&
mau nghién ctu, thoi gian mac bénh than man, thoi gian LMCK, ché @6 diéu tri
sir dung cac ché pham cé canxi va vitamin D cho cac BN kém theo sy diéu chinh
mot s6 chat dién giai trong qua trinh loc mau ciing gdp phan tao lai su can bang
cua canxi va phospho mau.

4.21.2. PTH

Trong nghién cau cua ching tdi ghi nhan nong ¢4 PTH mau trung
binh 14 557,82 + 561,00 pg/mL, ting cao gip 20 lan so v&i nhdm ching.
Nong do PTH mau trong khoang khuyén céo cia KDIGO (130 - 600
pg/mL) dat 44,78%. Tang PTH mau (> 600 pg/mL) chiém 34,36% va PTH
mau thap (< 130 pg/mL) chiém 20,86 %.

Theo nghién ctu cua tac gia De Boer (2002) trén 218 BN véi MLCT
trung binh 34 mL/ph/1,73m? c6 néng d6 PTH trung binh 1a 146 + 139 pg/mL
[36]. Theo nghién ctru cua Levin. A (2007) trén 1814 BN chia thanh 3 nhém
véi MLCT > 60 ml/ph, 59-30 ml/ph va < 30 ml/ph c6 néng d¢6 PTH trung
binh lan luot 13 46,4 + 28,11 pg/mL, 71,7 + 59,08 pg/mL va 185,5 + 159
pg/mL[66]. Theo nghién ciu cia Hamdy Sliem (2011) trén 46 BN LMCK c0
nong do PTH trung binh 1a 296,3 + 56,1 pg/mL cao hon nhém chtng xap xi 6
lan (51,5+6,7 pg/mL) [93]. Theo tac gia Laradi A va cs (2011) nghién cau vé
ri loan canxi, phospho theo khuyén cdo KDIGO trén 22 BN LMCK tai Le
Mans, Phap c6 két qua ndng d6 trung binh PTH mau 1a 337,3 pg/mL, nong do
PTH mau trong khoang khuyén cdo cua KDIGO dat 68,2%. Tang PTH méau
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chiém 13 % va PTH mau thap chiém 18,2% [63]. Theo nghién ctiu cua tac gia
Nawal Benabdellah va cs (2012) trén 83 BN LMCK, tai bénh vién Al Farabi
d’Oujda, Maroc dd ghi nhan két qua cuong can giap tha phét 1a 56,7% va
PTH méu trung binh 1a 508+380 pg/mL, nong d6 PTH mau trong khoang
khuyén cdo cia KDIGO dat 43,1%, Tang PTH mau chiém 29,2% va PTH
mau thap chiém 27,7% [30].

Trong nghién ctu cia Nguyén Thi Kim Thuay (2011) trén 40 BN
LMCK tai Bénh vién Trung wong quan doi 108 c6 néng do PTH trung binh
la 100,10 + 100,08 pg/dL [14]. Theo Nguyén Hoang Thanh Van (2015) trén
186 nguoi gom 59 ching, 61 BTM GBC diéu tri bao tén va 66 LMCK da
ghi nhan nong d6 PTH cua 3 nhom lan luot 12 23,09+9,58: 228,05 + 172,55:
324,64 + 287,23 pg/mL[19].

Nhu vay so vai cac nghién cuu khac nhau cua cac tac gia trong va ngoai
nuéc nong do PTH ¢ BN BTM déu ¢6 tang cao, nhung muc do ting c6 khac
nhau, diéu nay c6 thé ly giai do dbi twgng nghién ciu khac nhau, sé luong
mau nghién ctu, chang toc, thoi gian mic bénh, TGLM, va diéu tri noi khoa
bao ton khac nhau.

Co ché bénh sinh caa cuong tuyén can giap thir phat sau BTM da duoc
biét tir nhiéu thap ky qua Ia do ting phospho méau dai dang.Tang phospho mau
gian tiép lam ting tiét PTH do lam giam nong do canxi huyét thanh theo mot
hoic ca ba co ché sau day: Phospho mau ting cao gy két taa canxi trong céc
md mém, 1am giam lugng canxi tir xwong do ting su dé khang cua xuong ddi
véi tac dong caa PTH, tc ché enzym la-hydroxylase dan dén giam thém muc
1,25 (OH),Ds (calcitriol) vén da giam va calcitriol thdp dan dén giam hap thu
canxi ¢ rudt va ha canxi huyét.Tuy nhién, biang ching gan day cho thay

phospho mau anh huong truc tiép dén viéc tiét PTH, khdng phu thudc vao tac
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dung cua canxi va calcitriol trong huyét thanh. Tuy nhién, co ché ma phospho
lam ting cuong tiét PTH van chua duoc hiéu 1d hoan toan nhung co thé lién
quan giam ndng do canxi noi bao, do d6 lam giam san xuat prostaglandin va
kich thich bai tiét PTH tha phat. Mat khac, Cac nghién ctu 1am sang & BN
BTM di cho thay rang viéc han ché phospho trong ché d6 an udng lam giam
muc PTH va cai thién cuong can giap tha phat khéng phu thuéc vao muc
canxi ion hoa va calcitriol trong huyét thanh, dy l1a nhiing ghi nhan dang
quan tdm trong thuc tién 1am sang [34].
4.2.1.3. Vitamin D

O ngudi, ndng d6 25 OH D huyét thanh 1a chat chi thi tét nhat cua tinh
trang vitamin D, vi n6 ¢6 tuong quan véi kho du trir cia toan bg vitamin D
trong co thé, cd thoi gian ban huy kéo dai hon va ndng do trong mau cao hon
1,25 (OH), D. Theo c4c khuyén céo cia NKF K/DOQI thiéu 250H D; duoc
xac dinh khi < 15 ng/mL, khong day du khi tir 15- 30 ng/mL va binh thuong
khi > 30 ng/mL. Nhirng huéng din thuc hanh 1am sang caa K/DOQI d3 dé nghi
250H vitamin D phai duoc bd sung & BN BTM ¢6 25 OH D; < 30 ng/mL.

Vitamin D (25- hydroxyvitamin D) trong nghién cttu cua chdng toi cé
nong do trung binh 1a 26,66 + 10,36 ng/mL, thap c6 y nghia théng ké so véi
nhém chang 34,73 + 8,08 ng/mL.

Tac gia M. Wolf va cs da nghién ctitu mare d6 vitamin D va tir vong sém
& cac BN LMCK, trén 825 BN duoc tuyén chon bat dau loc mau caa 569
don vi loc mau thuoc 37 bang caa Hoa ky, do tudi trung binh 1a 63 + 15 tudi,
47 % la nir, 60% da trang, 32% da den va 8% la chung toc khac. Nong do
trung binh 25 OH D la 21 £ 13 ng/mL, chi ¢6 22% cé 25 OH D ¢ mitrc > 30 ng/mL,
60 % ¢ muc 10 — 30 ng/mL va 18 % la thiéu vitamin D nang (< 10ng/mL). So
véi nam, nit thiéu 25 OH D nang nhiéu hon (23 % so véi 15%, p < 0,01). So



102

véi nguoi da tring, ngudi da den c6 ndng d6 trung binh 25 OH D thap hon
(17 £10 so véi 24 = 14 ng/mL, p < 0,01) [102].

Téc gia Piyawan Kittiskulnam va cs nghién ctu ty Ié thiéu vitamin D &
nhitng BN diéu trj thay thé than suy tai Thai Lan, gdém 111 BN (37 tham
phan mang bung , 32 Loc mau va 42 ghép than), két qua cho thiy nong do
trung binh 250H D cuaa 3 nhdém lan luot 13; 10.5 + 5.9; 17.7 + 85 va 15.4 +
6.1 (ng/mL), trong nhom loc méau 16 BN (50%) c6 250H D < 15 ng/mL [89].

Tac gia Patricia Joao Matias va cs nghién cttu 25 OH D trén 223 BN
LMCK cuia 1 don vi loc mau tai Bo diao Nha, tir 11/2006 — 6/2007, 48% la ni,
do tudi trung binh 1a 62,7 + 15.3, TGLM trung binh la 42,9 + 39,3 thang, da
ghi nhan: 25 OH D trung binh la 21.6 £ 12.2 ng/mL, trong d6 c6 80% BN c6
250H D < 30 ng/mL, 33,6% < 15 ng/mL va 45,7% c0 tir 15-30 ng/mL [73].

Nhu vay so voi nghién ctiu caa cac tac gia khac két qua caa ching toi
cling kha tuwong dong va dat ra van dé can quan tdm hon nita dé phat hién va
diéu tri sy thiéu hut, khong day du 25 OH D & BN LMCK.
4.2.1.4. Beta 2 microglobulin

Két qua tr nghién cou caa ching tdi cho thdy nong do beta 2
microglobulin trung binh & nhom BTM LMCK la 27, 41+10,91mg/L, cao
gap 20 1an so véi nhém ching c6 ¥ nghia théng ké.

Theo tac gia Nguyén Hiru Diing ndm 2013 Nghién ciu nong do beta 2-
microglobulin (B2M) huyét thanh & 326 bénh nhan (BN) bénh than man loc méu
chu ky (LMCK) va 48 ngudi khoe manh lam ching, két qua cho thay: 100% BN
c6 tang P2 microglobulin, nong do trung binh nhém bénh (64,7 + 21,1 mg/L)
tang cao c¢6 y nghia so vdi nhom chang (1,87 + 0,34 mg/L), p < 0,001 [5].

Trong nghién ctu caa Okuno S (2009) Néng do B2 microglobulin huyét
thanh trung binh caa tong s6 490 bénh nhan BTM loc mau chu ky 1a 32,5 (+ 7,2)
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mg/L. Trong thoi gian theo doi 40 = 15 thang, ¢6 91 truong hop tir vong do moi
nguyén nhan, va trong sé d6, 36 ngudi mac cac bénh tim mach. Phan tich Kaplan-
Meier cho thay ty I8 tir vong do moi nguyén nhan & nhém B2 microglobulin cao
hon dang ké so véi nhém B2 microglobulin thap hon (p < 0,001) [82].

Theo c6ng bé ciia Asim Mumtaz ndm 2010 trén tap chi Saudi Journal of
Kidney Diseases and Transplantation két qua nghién cau néng do Beta 2
microglobolin trén 50 bénh nhan loc mau chu ky cho thiy nong do Beta 2
microglobolin ting cao gap 46 1an so v&i nhdm chang [27].

Nhu vay két qua nghién ctu cia chung t6i kha twong ddng voi két qua
cua CAc tac gia trén.

B2 microglobulin 1a mét polypeptid khong glycosyl. Chuyén héa chinh cua
B2 microglobulin tai than. O ngudi binh thuong, ndng d6 p2 microglobulin huyét
thanh nhé hon 2 mg/L. O BN LMCK nong d6 B2 microglobulin huyét thanh cao
gap 15 dén 30 lan so voi ngudi binh thuong. B2 microglobulin huyét thanh giam
xudng 1a muc tiéu can dat dugc trong qua trinh danh gia diéu tri bénh, dé tir 46
thao d, phéa huay su ling dong amyloid, giam viém, day 1a cac yéu té gop phan
trong tién trién caa bénh [79].
4.2.1.5. Nhém

Két qua nghién cttu caa ching tdi cho thay ndng ¢6 nhdm mau trung binh
la 8,37 £ 4,88 ug/L, 97,55% BN LMCK trong nghién ciru c6 mic nhém méau
dat trong ngudng khuyén céo ciia KDIGO dudi 20 pg/L.

Guillaume MA va cs (2018) , nghién cau trén 315 BN LMCK cua 7
trung tdm loc mau tai Senegal, trong 7 nam (6/2010-7/2017),TGLM
trung binh: 47,78 + 13,89 thang di ghi nhan 7 BN (3,5%) co diéu tri
nhiém doc nhém trong tién s bénh (truéc khi lay sé liu nghién ctu),
C6 29 BN (9,2%) duogc dinh lwong nhdm mau va co két qua 52% & muc

nhom mau binh thuong < 20 pg/L [45].
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Nhdm c6 mit trong tu nhién kha nhiéu, nhung mudi nhém thudng
gap nhat 1a du6i dang khdng hoa tan,va chi mot luong rat nho nhém duoc
hap thu & rudt va sé luong it 0i nhdém nay duoc bai tiét ¢ than. Nhiém doc
nhom thuong xdy ra ¢ nhitng BN LMCK hoiac BTM c6 MLCT < 30
ml/phat (giai doan 4,5 chua loc mau) vi nhém duoc hap thu tir duong ruot
hoic di vao co thé tir dich tham phan trong loc mau hoic dudng toan than
khac va khong duoc bai tiét hoic bai tiét khong day du vi bénh than. Khi
nhém cé trong dich tham phan thi nhém c6 thé di vao thang trong co thé
cta BN loc mau qua mang loc. Nhiém ddc nhém ¢ BN LMCK thuong xay
ra cham vi 90% nhom la két hop véi céac protein huyét twong (chu yéu la
transferrin). Nhom khi vao co thé sé& tich lily & cac md khac nhau, gom
xwong, ndo, tuyén can gidp va cic co quan khac... Cac hoi ching (do
nhom) xuat hién phy thuoc vao thai gian va mic do caa tich lily nhom.
Tich lily nhém lan dau tién duoc mé ta 1a bénh ndo do loc mau (sa sut tri
tué¢ & BN LMCK), sau d6 nhém dugc cong nhan la nguyén nhan cua ca
bénh nhuyén xuong giy giy xuong do loc mau, con duoc goi la bénh
xuong lién quan dén nhém, va bénh thiéu mau hong cau nhé ma khong co
thiéu sat. Ngoai ra nhim doc than kinh ciap do nhém cé thé xdy ra mot
cach dot ngot, do tang nhém mau qua mic va thuong la tae vong [54]. Trén
BN LMCK, mét sé tai liéu cua y van da dé cap dén nhiém, ngo doc man tinh
nhom va day 1a mot yéu té gop phan vao lodng xwong & bénh nhan nhiéu nam
loc mau chu ky [79].

Két qua nghién cau cia ching toi da s6 ¢ nhém mau binh thuong chi ¢6
mot s6 it co ting nhdm mau nhung chua can diéu tri, twong tw cac béo co
gan day trén thé gioi, diéu d6 noi 1én viéc xtr Iy nudc & don vi loc mau da

thuc hién tot. Véan dé dinh lwong nhdm mau ¢ BN BTM, LMCK nay con méi
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va ching t6i chua thay cdng bd nao & Viét Nam, cho nén can tiép tuc nghién
cuau, theo doi thém sau nay.

4.2.1.6. Vé ty 1¢ réi loan khodng xwong theo phdin loai KDIGO & bénh nhan
loc mau chu ky

Vé phan loai rdi loan khoang xuong theo KDIGO, két qua nghién ctu
chdng t6i thay trén 163 BN LMCK rdi loan canxi mau chiém dén 57,67%.

So sanh véi cac tac gia khac khi nghién ciru van dé nay, ciing can luu y
dén cac tiéu chuan khuyén céo cua KDIGO hay caa KDOQI, két qua trong
nghién ciu cua ching t6i gan nhu twong doéng voi cac nghién ciu khac:
Nghién ctu caa Nguyén Hoang Thanh Van (2015), theo khuyén cao
KDOQI, ty ¢ BN LMCK c6 canxi mau ha va binh thuong chiém 69,7%,
tang phospho mau 14 81,82 % va 2,42% ting PTH mau. Réi loan phospho la
thuong gap nhat [19].

Theo nghién ctu cua Lesley A Stevens (2004), theo khuyén céo
KDOQI, trén 357 BN LMCK c6 80,4% ha canxi mau, 38,7% tang phospho
mau, 31,1% tang PTH mau [94].

Theo cdng b cua Eric W. Young (2005) trén tap chi Kidney International,
théng ké mé ta trén s6 lieu BN LMCK da qudc gia caa Nhat Ban, Chau Au va
Hoa Ky, theo tiéu chi khuyén cdo KDOQI, ghi nhan ty 18 ha canxi mau la
9,2%, tang phospho mau 51,6% va tang PTH mau 26,7%, [103].

Tac gia Laradi A va cs (2011), nghién cuau 22 BN LMCK da ghi nhan
phospho mau trung binh la 1,50 mmol/L, 50% BN c6 tang phospho mau,
4,5% BN cé ha phospho méau . Canxi mau trung binh la 2,15 mmol/L, 31,6 %
BN ¢0 ha canxi mau, 25 OH Ds trung binh la 24,1 ng/mL, 70% BN c6 25 OH
D < 30 ng/mL. Ty 1& dat yéu cau theo khuyén céo cia KDIGO: 45,5 % Vi
phospho, 63,6% Vi canxi toan phan va 68,2% vai PTH [63].
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Két qua nghién ctu cia Ghosh va cs ¢ong b nam 2012 ghi nhan giam
canxi mau chiém 56,41% va ting phospho mau chiém 64,10% ¢ nhém BTM
GPC diéu tri bao tén; giam canxi mau chiém 54,95% va ting phospho mau
chiém 70,27% & nhém BN LMCK, theo khuyén co ciia KDIGO [28].

Téc gia Guillaume MA (2015), nghién cau hoi ctu, mé ta réi loan
khoang xuwong cua 135 BN LMCK cua 3 trung tdm loc mau tai Dakar,
Senegal (tir 1/1999-1/201, Tudi trung binh: 50,24 + 14,59. TGLM trung binh:
47 thang, c6 TGLM it nhat |a 6 thang. Ty I¢ réi loan calci-phospho gom: 23%
ha canxi, 30,8% tang phospho, 42,6% ting PTH. Ty |é dat theo tiéu chuan
KDIGO 63,7% vai canxi, 60,9% vai phospho, 44,7% vaéi PTH, 21,5% vai 25
OH D. Chi c0 17,78% BN dat 3 khoang xuong chinh (canxi, phospho, PTH)
theo gié tri muc tiéu cia KDIGO [44].

Theo tac gia Samaké M va cs (2019), tai bénh vién Pont G, cong hoa
Mali (1/2015 - 7/2015), gom 102 BN LMCK , tudi trung binh: 48,92 (22-84),
ty 1€ nam/nir: 1,13, TGLM trung binh: 37,64 thang (6-188 thang), ty I¢ dat
theo tiéu chuan KDIGO: 57,8% véi canxi, 29,4% voi phospho, 29,4% voi
PTH, 25 OH D giam chiém 53,9%. Theo 4 tiéu chi cua KDIGO chi 5,9 % dat
theo cac dinh muc, va dat 6,9% theo 2 hoac 3 tiéu chi [71].

Nhu vay so véi cac nghién ciu nay, chdng toi nhan thay ty 1€ réi loan va
ty 1& dat muc tiéu canxi, phospho, PTH va vitamin D trén ddi tuong nghién
ctru cia ching toi theo khuyén céo cua KDIGO Ia thap, tuong dong véi cac
nghién ctu khéac. Tur b liéu nghién ctu ndy, c6 thé dua ra kién nghi can quan
tam hon nita dén viéc phat hién va diéu chinh vé réi loan khoang xuong theo
cac khuyén céo cua KDIGO trén BN LMCK.
4.2.2.Vé mat d xwong

Két qua MPX ¢ 163 BN LMCK giam dan theo thir tu: CSTL (0,955 +
0,244g/cm?), toan bo XD (0,846 + 0,274 g/cm?), CXD (0,752 + 0,249 g/cm?).
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Khi tién hanh do MPX bing DEXA, ching t6i ghi nhan loing xwong &
CSTL, toan bo XD, CXP lan luot 1a 15,34 %, 17,18%, 19,63% va thiéu xuong
& CSTL, toan bo XD, CXD lan luot 1a 33,13%, 40,49%, 36,81%. Dua vao tiéu
chuan chan doan lodng xuong cia WHO, khi ¢6 T- Score < 2,5 tai 1 trong 3 vi
tri do (K& trén), & 163 BN LMCK c6 47 BN (28,83%) lodng xuong va 66 BN
(40,49 %) thiéu xuong.

BTM dugc xem la yéu té nguy co doc lap gy nén lodng xuong, ngay
ca khi ving mat cac yéu té nguy co truyén théng [51]. Nam 2017, KDIGO
dua trén cac bang ching méi da cap nhat lai, diéu chinh 15 trén tong s6 38
khuyén cdo cua nam 2009, trong d6 da chap thuan do MPX bang DEXA dé
chan doan lodng xuong ¢ d6i twong BN LMCK (nim KDIGO 2009 chua
d6ng thuan), ¢ tiéu muc 3.2.1. caa khuyén céo da ghi nhan rang: O BN BTM
giai doan G3a—G5D véi bang chang vé réi loan khoang xwong va xuong do
BTM va/hoic c6 c4c yéu to nguy co vé bénh lodng xuong, dé nghi kiém tra
MDX dé danh gia nguy co giy xuwong néu két qua anh hudng dén céc quyét
dinh diéu trj [52].

Theo tac gia Nguyén Thi Ditng, V6 Tam (2015), nghién ctu trén 93 BN
LMCK tai Bénh vién Cho Ry di ghi nhan MPX trung binh tai ¢6 XD, mau
chuyén, lién mau chuyén, ving Ward va toan bo XD lan luot 1a 0,603 +
0,105; 0,583 + 0,121; 0,811 + 0,166; 0,489 + 0,146; 0,723 + 0,138 g/cm?. Ty
18 loang xuong ving cd XD 1a 39,8%, viing mau chuyén 1a 15,1%; vung lién
mau chuyén 1a 28%; ving Ward 1a 38,7%; va toan bo Xb 1a 26,9%. Ty Ié
thiéu xuong & ving co XP 1a 54,8%; & ving mau chuyén 1a 46,3%; & ving
lien mau chuyén 1a 60,2%; Ward 1a 45,2% va toan bo XP 1a 62,7%. Ty Ié
lodng xuong tai it nhat 1 ving khao sat 12 52,7%, ty 1& thiéu xuong tai it nhat

1 vung khao sat 1a 47,3% [6].
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Theo Lidija Orlic va cs tai Croatia (2010) nghién cau trén 134 BN LMCK
(72 nam, 62 nit, tudi trung binh 56,4), TGLM trung binh 1a 54 thang, ghi nhan
MDX & CSTL nam la 1, 011 + 0,182 g/cm?, nit la 0, 866 + 0,158 g/cm?, MbX
& toan bo XD nam 14 0, 941 + 0,138 g/cm?, nit la 0, 757 + 0,136 g/cm?, MDX &
CXD nam 12 0,808 + 0,125 g/cm?, nit 12 0,679 + 0,130 g/cm?, [83].

Téc gia Soichiro Limori va cs & Nhat Ban (2012) do MPX bang DEXA
cho 462 BN LMCK, gém 416 BN khéng c6 giy xuong va 46 BN cO gdy
xuong moi tai bénh vién Shuwa, Saitama (nim 2003 dén 2008). G nhém
BTM LMCK khong gdy xuong MDX CSTL la 0,614 + 0,174 g/cm?, MbX
toan bo XD 1a 0,743 £ 0, 163 g/cm?, MDX CXD 14 0,636 + 0,141 g/cm?, &
nhom giy xuong méi MPX ¢ CSTL, toan bo XD va CXP lan luot 1a: 0.571+
0.164; 0.646 + 0.176; 0.567+ 0.133 g/cm?, trong d6 MDBX & CSTL giita 2
nhém c6 va khong c6 gdy xuong khong khac biét co ¥ nghia théng ké, nhung
MDBX & CXP va toan bo XD khéc biét rat co y nghia thong ké [49].

Fawzy Hamed Saafan va cs (2014) nghién ctu trén 100 BN BTM
LMCK tai Cairo - Ai Cap, ghi nhan 27% BN loc mau c6 MbX binh thuong,
53% bi thiéu xuwong va 20% loang xuong [40].

Ludmila Brunerova va cs , Cong hoa Séc (2016) nghién cuu trén 59 BN
LMCK (43 nam, 16 nir, tudi trung binh 67,6), TGLM trung binh la 53,8
thang, ghi nhan ty I¢ thiéu xuong 1a 36%, lodng xuong 1a 34% trong do6 ty 18
nam gigi bi loiing xuong chiém 25% s6 bénh nhan nam va 56% s6 bénh nhan
nir c6 loang xuong [32].

M Saleem Najar va cs tai An d6 (2017) nghién ctu 151 BN (98 nam, 53
nit, tudi trung binh 51,1) BTM giai doan 3-5, ghi nhan MPX ¢ CSTL (L1, L2)
la 0,96 + 0,087 g/cm?, MDX ¢ CXD 1a 0,88 + 0,085 g/cm?. Lodng xuong dua
trén T-Score CXD c6 31 BN (31,6%) trong khi 43 BN (28,5%) bi loang xuong
& CSTL[70].
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Nhu vay, két qua nghién ciu vé MPX cuia chung toi trén déi tuong BTM
dang LMCK kha phu hop véi cac nghién cau cua cac tac gia trude day da
cong bd, tuy nhién so voi mot vai nghién ciu ty 18 lodng xuong trong nghién
ctru cua ching tdi thap hon, diéu nay c6 thé do khéc biét vé TGLM, ty 1¢ gi6i
tinh, ching toc, ché do diéu tri khac nhau.

MBDBX do bang DEXA Ia tiéu chuan chinh dé chan doan lodng xuong. Mt
khéac, cac cong nghé mdi nhu microCT (high resolution microcomputed
tomography) va microMRI (micromagnetic resonance imaging) dang duoc
phét trién dé danh gia vi cu triic xwong ba chiéu khéng xam lan. Tuy nhién,
van con it dir liéu danh gia cac k¥ thuat nay & BN BTM va chi ¢d & cac Bénh
vién, Vién nghién ctu 16n, chi sit dung chi yéu dé nghién ctu [29].

4.2.3. Canxi h6a dong mach chi bung

Ba réi loan chinh caa bénh 1y rdi loan khoang xuong- xwong do bénh than
man 14 bat thuong vé khoang xuong, bat thuong vé xuong va canxi hoa mo
mém. Canxi héa md mém 1a van dé nghiém trong & BN BTM. Canxi héa mo
mém c6 thé khu tri & dong mach (canxi hda mach mau), & mat, noi tang, xung
quanh khdp, da... Canxi hoa dong mach cd thé thay & hau hét cac dong mach
canh tay, co tay, ban tay, mat, ban chan, khoang bung, nguc, khung chau va néo.
Canxi hoa mach mau duoc thim do bang k¥ thuat chup X quang. KDIGO 2009
va gan day KDIGO 2017 tiép tuc dua ra 2 khuyén cdo vé canxi hod mach mau.
khuyén céo 3.3.1: O nhitng BN BTM tir G3a-G5D dé nghi chup X quang bung
bén dé phat hién canxi hoa dong mach va ciing c6 thé 1am siéu am tim dé phat
hién canxi hoa van tim, ngoai c6 thé thay thé bang chup cat 16p vi tinh. Khuyén
cao 3.3.2: Nhitng BN BTM G3a-G5D c6 canxi héa mach mau va van tim duoc

xem la c6 nguy co tim mach cao nhét [52].
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163 BN LMCK trong nghién ctru cé 56 BN (34,4%) c6 canxi hoa dong
mach chu bung.

Theo sé liéu cia KDOQI 2003, canxi hda ddng mach hiém gip & tré em,
it gap ¢ do tudi 15 — 30 tudi va thudng gap o ngudi trén 40 tudi. Canxi hoa
déng mach la thuong gap ¢ nhitng BN suy than va LMCK, canxi hoa dong
mach ciing c6 thé ton tai ngay sau khi da ghép than. O BN LMCK ty I&é mac
canxi hoa dong mach da dugc bao céo dao dong tir 3 dén 83%. Nhin chung, ty
16 mac canxi hoa dong mach gia tang theo TGLM. Theo céng bd nam 1977
trén 135 BN LMCK, ty 1é mic canxi hoa dong mach 1a 27% khi loc mau dudi
1 ndm va Ién dén 83% & BN ¢6 TGLM hon 8 niam [79].

Peter W.F. Wilson va cs, Hoa ky (2001) nghién ctru canxi héa dong
mach chu bung (AAC) va tién doan ty 1& mac, ty I& tir vong tim mach trén
2515 ngudi, 1049 nam, 1466 nit, tudi trung binh 61 da ghi nhan AAC la 31%,
ty ¢ mac AAC khong khac biét giira 2 giéi [87].

Theo tac gia Nigel D Toussaint va cs, cdng b nam 2011, tai Uc, chup X
quang bung bén ¢ 132 BN LMCK, tudi trung binh cua 1a 69 tudi (tr 29-90),
60% la nam, 36% tiéu duong, trung binh TGLM la 38 thang. AAC hién dién
& 94,4% BN, diém AAC trung binh 11,0+ 6,4 (trung vi 12), cac yéu té du
bao doc lap cho su hién dién va mtc d6 nghiém trong cua canxi hoa 1a tudi (p
=0,03), TGLM (p = 0,04) va tién sir bénh tim mach (p = 0,009) [97].

Téc gia Mieke J. Peeters va cs , Ha Lan (2017), nghién citu AAC bang X
quang bung bén trén 280 BN BTM chua loc mau thi ¢c6 50% AAC cdé AAC
vira hoic nang véi chi s6 AAC >4 [86].

Hién nay, chua c6 cong bd nao cua tac gia trong nudc vé canxi hda mach
méu phat hién bang X-Quang bung bén trén BN LMCK. So vaéi cac cong b

cuia C4c tac gia trén thé gisi thi ty & canxi hoa dong mach chii bung trong
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nghién ctu cua ching t6i thap hon, diéu nay c6 thé do khéc biét vé do tudi
trung binh ciia quan thé nghién ctu, TGLM, bénh Iy nén truéc dob.

4.3. BAN LUAN VE LIEN QUAN GIUA ROl LOAN KHOANG
XUONG, XUONG VOI CAC YEU TO O BENH NHAN BENH THAN
MAN LQC MAU CHU KY

4.3.1. Cac yéu t6 lién quan véi roi loan khoang xwong

Theo t&c gia Geoffrey A Block, nam 2004, & Hoa ky c6 hon 300.000 BN
dang loc mau va ty 1€ tir vong con trén 20% /1 nam & BN loc méu, mac du da co
nhiing cai thién hon vé ky thuat loc mau so véi trude day. Nhiing nghién cau da
duoc tién hanh dé danh gia cac yéu td nguy co tir vong trén doi tuong nay. Phan
l6n cac nghién ciru da nhan thay c6 méi lién quan chat ché giira ty 18 tir vong , ty
1é mac bénh véi cac yéu té nguy co thudc dan sé hoc (I6n tudi, gici nam, da
trang), nhitng bénh ly cing mac (d4i duong, bénh tim mach) va nhiing xét
nghiém noi 1én réi loan dinh duang (albumin, preaalbumin, creatinin)[31].

Khi khao sat twong quan giira ndng do cac khoang xuong véi mot sé yéu
t6 1am sang, can 1am sang co ban & 163 BN LMCK, két qua caa ching tdi so
sanh vai cac nghién ctru khac nhu sau:

+ Vé Canxi mau hiéu chinh.

Két qua nghién ciu cua ching toi phan tich hdi quy da bién va ghi
nhan nong do canxi mau hiéu chinh c6 twong quan voi albumin rat ¢ y
nghia (p= 0,0001).

Diéu nay ciing phu hop véi két qua nghién ciu cia cac tac gia nudc ngoai:

Nghién ctu caa Geoffrey A Block va cs da ghi nhan: Nong do canxi mau
hiéu chinh trong quan nghich véi albumin mau (r = - 0,10); uré mau (r = - 0,11);
creatinin mau (r = - 0,07), twong quan thuan vai tudi (r = 0,13), thoi gian loc

méu (r = 0,09) [31].
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Nghién ctu CORES cua Manuel Naves-Diaz va cs ghi nhan két qua:
Canxi mau hiéu chinh tuong quan nghich véi tudi (r = - 0,063), twong quan
thuan véi TGLM (r =0, 131),vai creatinin mau (r = 0,128) [80].

+ Vé Phospho mau:

Phospho, canxi va PTH mau 1a 3 yéu t6 chinh caa khoang xuong.
Trong bénh ly bénh than man - rdi loan khoang xwong va xuong thi ri
loan cua 3 khoang xwong nay ciing dwgc xem 1a chu yéu, sau nay c6 thém
vitamin D va FGF-23.

Geoffrey A Block va cs da nghién cuu trén 40.538 BN dang LMCK tai
Hoa ky, da ghi nhan: Nong do phospho mau twong quan nghich véi tudi (r= -
0,30), twong quan thuan voi TGLM (r = 0,11), uré (r = 0,33), creatinin mau (r
= 0,36), albumin mau (r = 0,14) [31].

Manuel Naves-Diaz va cs da nghién citu CORES, trén 16173 BN LMCK
tir 18 tudi tro 1én, tai 183 don vi loc méau thuoc 6 nudc Chau my La tinh
(Argentina, Brazil, Columbia, Chile, Mexico, Venezuela), 01/2000 dén 6/2004,
da ghi nhan két qua nhu sau: phospho mau twong quan nghich véi tudi (r = -
0,223); twong quan thuan véi TGLM (r = 0,081), creatinin méau (r = 0,377) [80].

Nghién ctu ciia chung toi da ghi nhan két qua twong ty:

Phan tich hoi quy da bién di ghi nhan néng d6 phospho mau ¢ tuong
quan voi canxi hiéu chinh, chi sé canxi x phospho, trong d6 tich Ca x P rat c6 y
nghia (p = 0,0001).

+ Vé PTH mau.

Theo nghién cttu Manuel Naves-Diaz va ¢s ¢ BN LMCK , PTH mau
twong quan thuan voi TGLM (r = 0,207); creatinin (r = 0,160); twrong quan
nghich vai tudi (r = - 0,114) [80].

Tac gia Adrian R Levy va cs (2019) nghién ctru 165 BN cuong can giap
thir phat sau BTM LMCK, tai 42 co s¢ caa Hoi chir thap do Hoa ky, tir 1/2016 —
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1/2017, da phan néng d6 PTH thanh 3 nhdm < 600 pg/mL, 600 — 1000 pg/mL, >
1000 pg/mL va ghi nhan: PTH mau cd lién quan véi ndng d6 phospho mau (p <
0,001), nhung khong lién quan véi canxi mau (p = 0,06), khong lién quan véi
hemoglobin mau (p = 0,3), khong lién quan véi albumin mau (p=0,05) [67].

Tac gia Samaké M va cs nghién ctru 102 BN LMCK tai Bénh vién Pont
G, Bamako, cong hoa Mali, tir 1/2015 dén 7/2015, TGLM trung binh 1a 37,64
thang, da ghi nhan 1ét qua: PTH c6 lién quan véi TGLM (p = 0,002), phospho
(p =0.001) va giéi tinh (p =0,01) [71].

Nghién cau cua ching toi ciing ghi nhan cac két qua tuong tu: phan tich
hoi quy da bién cho két qua ndong d6 PTH mau chi ¢ twong quan c6 ¥ nghia
(p = 0,004) véi TGLM.

+ Vé Vitamin D.

Tac gia M. Wolf va cs da nghién ciru mirc d6 Vitamin D va tir vong som
& cac bénh nhan loc mau, nghién ciu cit ngang trén 825 BN LMCK tai Hoa
Ky, c6 két qua 25 OH D3 tuong quan thuan véi canxi (r = 0,18); albumin (r =
0,31); twong quan nghich véi PTH (r = - 0,14); khong c6 tuong quan vdi
phospho va creatinin [102].

Piyawan Kittiskulnam va cs nghién cau ty Ié thiéu vitamin D ¢ nhiing
BN dugc diéu trj thay thé than suy tai Thai Lan, nghién ctu hdi ctu, quan sat,
cit ngang, gom 111 BN diéu trj thay thé than, phan tich hdi qui da bién da tim
thay rang chen hé thong renin — angiotensin, nong do triglyceride va PTH
huyét thanh 1a twong quan véi thiéu vitamin D sau khi da diéu chinh gidi,
ndng d6 canxi, phospho va albumin huyét thanh [89].

Patricia Joao Matias va cs nghién cuu 25 OH Ds trén 223 BN LMCK, tai
B6 dao Nha, tir 11/2006 — 6/2007 d& ghi nhan: 25 OH Ds twong quan nghich véi
tudi (r = - 0,31, p < 0,001), véi CRP (r = - 0,25, p < 0,001) va véi canxi hoa
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mach méu (r = - 0,26, p < 0,001, TGLM (r = - 0,14, p = 0,04). 25 OH D, tuong
quan thuan vdéi albumin (r = 0,23, p = 0,001) va 1,25 (OH), D3 (r = 0,25, p <
0,001). Phan tich héi qui da bién, 25 OH Ds 12 lién quan véi dai thao duong (p <
0,001), vai ha albumin mau (p = 0,003), véi ting BNP mau (p = 0,005), va véi
chi s canxi hda mach mau cao (>3) (0,002) [73].

Trong nghién ctu cta chdng téi, ghi nhan két qua Vitamin D mau tuong
quan nghich vai do tudi (r = - 0,166, p < 0,05) , vai beta 2 microglobulin
mau (r = - 0,231, p < 0,01). Khi phan tich héi quy logistic don bién cho thay
bénh nhan nir c6 nguy co rdi loan Vitamin D gap 2,17 lan bénh nhan nam (p =
0,035, Cl 95%: 1,056 — 4,466) Nhu vy tuong quan giira vitamin D vai tudi 1a
phl hop Véi cac nghién ctiu ciia cac tac gia nudc ngoai, vé tuong quan giita
vitamin D v&i beta 2 microglobulin méu 1a van dé ma chung t6i chua thay
duoc néu trong céc tai liéu tham khao.

+ Vé Nhém mau.

Theo KDOQI 2003 vé chuyén hda va bénh xwong trong bénh than da
dua ra khuyén céo vé nhdm 1a: dé du phong nhiém doc nhém, viéc sir dung
déu dian nhém can tranh va nhdm trong dich tham phan phai < 10pg/L. Bé
danh gid phoi nhiém nhdm va nguy co nhiém déc nhém, nhém mau can
duoc dinh 1an it nhat 1 1an 1 nim va mdi 3 thang & nhitng BN ¢6 st dung
thuéc chira nhdm. Nhdm mau cian ban can giir & mic < 20ug/L. & tat ca bénh
nhan c6 nhdm mau > 60pug/L, test DFO duong tinh hodc c6 biéu hién 1am
sang caa nhiém doc nhém, ngudn ting nhdm méu can phai dugc xac dinh va
phai duoc loai tru [79].

Theo Ching-Wei Hsu (2016, Pai Loan, trén 901 BN LMCK theo dbi 1
nam, nhém huyét thanh dugc dinh luong va dugc phan thanh bén nhom (tw

phan vi): ta phan vi tha nhat (6 g /1), t& phan vi thir hai (6-9 pg /1), ta phan vi
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thir ba (9-13 pg / L) va tir phan vi tu (>13 pg /). Md hinh hdi quy Cox duoc str
dung dé xac dinh tim quan trong caia cac bién trong dy doan ty Ié tir vong. Két
qua chi 9,3% bénh nhan c6 ndng do nhém >20 pg /I. Két thic qué trinh theo
doi, 54 bénh nhan (6%) tir vong, nguyén nhan tr vong chinh la bénh tim mach.
Phan tich Kaplan- Meier cho thay BN trong ttr phan vi thar tu co ty 18 tir vong
cao hon so v6i BN tir phan vi dau tién (log rank test, y2=13.47, p=0.004). St
dung t& phan vi thir nhat 1am tham chiéu, phan tich hoi quy Cox da bién chi ra
rang BN trong tr phan vi thir ba (HR = 1,31, KTC 95% = 1,12-1,53, p = 0,038)
va tu phan vi tht tu (HR= 3,19, HR 95% = 1,08-8,62, p = 0,048) c6 tang nguy
co tir vong do moi nguyén nhan [48].

Theo tac gia Guillaume MA va cs (2018), NC trén 315 BN LMCK cua 7
trung tdm loc mau tai Senegal, trong 7 nam (6/2010-7/2017), TGLM trung binh
la 47,78 + 13,89 thang, phat hién c6 7 BN (3,5%) c6 diéu tri nhiém doc nhdom
trong tién si bénh. C6 29 BN (9,2%) duogc dinh luong nhdm mau va co két qua
52% & mac nhdm mau binh thuong < 20 pg/L, két qua nghién ciu khong
thong bao cac tuong quan ctia nNhdm mau trén déi twong nghién ctu [45].

Tac gia Ming-Hsien Tsai, Pai Loan, (2018) NC hoi ctiu 636 BN LMCK dé
danh gia tac dong cua nong do nhdm trong huyét thanh vai ty 1¢ tir vong. Trong
thot gian theo doi 5,3 + 2,9 nam, 253 truong hop tir vong do moi nguyén nhén va
173 truong hop do tim mach dugc ghi nhan. Phén tich thd cho thdy nong do
nhém huyét thanh >6 ng/mL 1a yéu té du bao co ¥ nghia tir vong do tat ca cac
nguyén nhan va do tim mach . Sau diéu chinh da bién, nong d6 nhdm huyét
thanh >6 ng / ml van 1a mot yéu té du bao co ¥ nghia vé tir vong do moi nguyén
nhan nhung khong dang ké ddi vai tr vong do tim mach. Do dé, nong d6 nhém
huyét thanh >6 ng / mL c6 lién quan doc 1ap vai tir vong do moi nguyén nhan &
BN LMCK, goi y rang can thiép som ndng do nhdm & BN LMCK c6 thé c6 loi

ngay ca khi khong c6 nhiém doc rd rang [98].
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Trong nghién ctu caa ching tdi, ndng d6 nhém tuong quan thuan véi tri
s6 huyét ap tam truong (r = 0,207, p < 0,01) va tdm thu (r = 0,209, p < 0,01).
Nhung khi phén tich hdi qui don bién, chiing t6i chua tim thiy céc twrong quan,
lien quan gitta nhém mau véi cac bién sé nghién cau khac, vé van dé nay can
c6 nghién ctiu sau rong hon nhét 1 voi ¢ mau 16n hon.

+ Beta 2 microglobulin mau.

Céc biéu hién cua amyloidosis 2 microglobulin thudng xuét hién sau
nhiéu nam loc méu, gitra 2 dén 10 nam. C6 cac nghién ctru, dén 90 % bénh nhén
c6 bang ching bénh ly amyloidosis p2 microglobulin lic 5 nam sau loc mau, c6
nhiéu bénh nhan co biéu hién bénh Iy nay nhung khong c6 biéu hién 1am sang,
hon nita, cac biéu hién 1am sang thuong 1a khong dac hiéu va dé nham véi cac
réi loan bénh khop khac. Tét ca cac yéu td nay noi 1én su kho khan dac biét chan
doan trén lam sang cua bénh ly amyloidosis 32 microglobulin [79].

Theo Asim Mumtaz (2010) NC néng do beta 2 microglobolin trén 50 BN
LMCK cho thay nong do beta 2 microglobolin ting gap 46 lan so v&i nhom
ching, nong do beta 2 microglobolin cd lién quan véi tudi bénh nhan, twong
quan nghich véi albumin mau [27].

Theo tac gia Nguyén Hiru Diing nim 2013, NC nong do beta 2-
microglobulin (B2M) huyét thanh ¢ 326 BN LMCK va 48 ngudi khoe manh
lam chung, két qua cho thay: 100% BN co ting p2M. C6 mdi twong quan
thuan muc @6 chat, c6 y nghia gitra 2M véi TGLM (r = 0,64, p < 0,01);
CRP méu (r = 0,51, p < 0,01). Nhém BN néng d6 albumin mau thap ¢ nong
d6 beta-microglobulin cao hon c¢6 ¥ nghia so v6i nhém ¢ néng do albumin
mau binh thuong, p < 0,05 [5].

Két qua nghién ctu cua ching toi ghi nhan B2 microglobulin mau twong
quan thuan véi TGLM (r = 0,233, p < 0,01), vai ure (r = 0,168, p < 0,05); va
tuong quan nghich vai nhém mau (r = - 0,224, p < 0,01).
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4.3.2. Cac yéu t6 lién quan véi mat d xwong, Lodng xwong

- Vé mdt dp xwong

Mat do xuong tuong quan véi tudi gidi va cac yéu té khéc lién quan dén
chirc ning than. Khi suy giam chirc ning than man tinh s& din dén mét s6 bénh
Iy nhu cudng can gidp tha phét, viem man tinh, toan chuyén hoa,... Chinh
nhitng diéu ndy s& anh huong dén xuong. Phan 16n BN BTM 14 thiéu Vitamin
D nhat la BN nit loc mau va da man kinh . Phan Ién cac nghién ciru da cong bd
khi do MPX bang phuong phap DEXA, c6 twong quan gitta MPX thap Véi
BTM va LMCK. Nhiéu nghién ctu da chi ra rang c6 tuong quan giira tudi, giéi
nit va giam khdi xwong & Bn LMCK . Ngoai ra viém man, suy dinh dudng va
toan chuyén hoéa 1a tuong quan voi MPX [25].

Lidija Orlic va cs (2010) MC MbX cua 134 BN LMCK tai Croatia da
ghi nhan: O BN nam, MPX tuong quan thuan véi tudi & CSTL (r: 0,300,
p < 0,01), trong khi tuong quan nghich véi tudi tai CXB (r = - 0,293, p < 0,05),
tam giac Ward’s (r = - 0,314, p < 0,01); twong quan thuan vai BMI ¢ toan bo
XD (r: 0,294, p < 0,01) va cénh tay (r: 0,271, p < 0,01). MbX tuong quan
nghich véi TGLM chi tai vi tri canh tay; twuong quan nghich tai toan by Xb
(r=-0,280, p < 0,01); twong quan nghich véi ALP & tat ca cac vi tri do trir vi tri
CXD va tam giac Ward’s. MDX khong twong quan vdi canxi, Phospho va chi
s6 canxi x P. O BN nit, MPX tuong quan thuan tudi & CSTL (r: 0,273, p < 0,05),
trong khi twong quan nghich véi tudi tai CXD (r = - 0,277, p < 0,05), tam giac
Ward’s (r = - 0,366, p < 0,01), tuong quan thuan voi BMI & tat ca vi tri:
CSTL (r: 0,328, p < 0,01), CXDP (r: 0,406, p < 0,001), toan bo XD (r: 0, 421,
p < 0,001).Twong quan nghich véi TGLM ¢ tat ca vi tri do: CSTL (r = - 0,453,
p <0,001), CXb (r =- 0,436, p <0,001) toan bé Xb (r = - 0,384, p < 0,01),
tuong quan nghich véi PTH ¢ tat ca cac vi tri: CSTL (r = - 0,384, p <0,01), CXD
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(r=-0,369, p <0,01),toan bo XD (r = - 0,400, p < 0,01), twong quan nghich
véi ALP ¢ tat ca cac vi tri do. MPX khéng twong quan véi canxi, phospho va
chi s6 canxi x phospho [83].

Soichiro limori va cs (2012), NC 485 BN LMCK tai Nhat da ghi nhan:
MDBX do bang phuong phap DEXA, dic biét ¢ vi tri toan bo XD 14 hitu ich
trong tién doan gdy xuong bat Ky vi tri ndo ¢ phu nir voi PTH thap hoic gay
xuwong d6t song cho moi bénh nhan. PTH thdp hoic cao hoic ting
phosphatase kiém dic hiéu xuong (b-AP) 1a cac yéu té nguy co giy xuong
cao. Nguy co cao co ¥ nghia cta ty 1é mic méi gy xuong lién quan véi PTH,
ca PTH thap < 150 pg/ml (HR: 3,47, p < 0,01) va PTH cao > 300 pg/ml (HR:
5,88, p < 0,0001) so vai PTH 150 — 300 pg/ml [49].

Fawzi Hamed Saafan va cs , Ai Cap (2014), NC 100 BN LMCK va 20
nguoi doi ching. Nhdm LMCK gom 49 nir va 51 nam, tudi trung binh 49,37
+ 1,02 (26-62), TGLM trung binh 13 4,2 + 1,3 ndm, da ghi nhan két qua: C6
tuong quan nghich gitra MbX va PTH (r = - 0,35, p < 0,005), phospho (r
= - 0,20, p=0,01), tudi (r = - 0,26, p < 0,008), can nang (r = - 0,24, p < 0,01),
BMI (r=-0,21, p=0,03) va TGLM (r = - 0,21, p = 0,03). Tuwong quan thuan
gitta MDX véi canxi (r = 0,20, p < 0,04), chiéu cao (r = 0,31, p < 0,005) va
gidi (r=0,47, p <0,005) [40].

Ludmila Brunorova va cs, Cong hoa Sec (2016) NC trén 59 BN LMCK ,
cd két qua 34% loang xuong, chu chuyén xuong cao chiém 80% trong s6 nay
va PTH > 300 ng/L la 69% [32]. Kazushige Nakanishi va cs (2018), NC MbX
bang DEXA & CXP va dau xa xuong quay (khdng co shunt) ciia 293 BN (195
nam va 94 nit) LMCK tai Nhat Ban, tudi trung binh 1a 63, TGLM trung binh
10 nam, da ghi nhan két qua: MPX tai CXD tuong quan nghich véi tudi
(r:-0,41, p <0,01), can nang (r: 0,465, p < 0,01), canxi mau hiéu chinh (r: - 0,117,
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p < 0,05), véi ALP (r: - 0,283; p < 0,01); MbX CXbP tuong quan thuan véi
hemoglobin (r: 0,178; p < 0,01), albumin (r: 0,208; p < 0,01), creatinin (r: 0,41,
p < 0,01), phospho (r: 0, 143, p < 0,05), MbX CXD khoéng c6 tuwong quan
VOITGLM (r: - 0,037; p: 0,526) véi PTH (r: - 0,007; p <0,909) [77].

Nghién ctu caa chung toi da ghi nhan nhitng két qua:

Phan tich hdi quy da bién nguy co giam MPX & CXP ¢6 2 yéu td 1a tudi
(OR=1,117, p < 0,01), PTH (OR = 1,001 p < 0,01); & CSTL ¢6 3 yéu t6 la Gigi
(OR = 4,572, p < 0,05), PTH (OR = 4,078, p < 0,05), tudi (OR = 1,045,
p < 0,05); & toan bo XP c6 2 yéu td 1a PTH (OR = 3,683, p < 0,05), tudi
(OR=1,117,p<0,01).

Nhin chung, két qua nay Ia phi hop véi nghién ciru da cong bo cia cac
tac gia nudc ngoai.

- Vé loding xwong

Theo T chic y té thé gidi (WHO) lodng xuwong la bénh 1y cua
xuong, din dén ting nguy co gy xuong. Trong lodng xuwong MPX giam,
vi cdu trac xuong bi pha v&, sb luong va cac dang cua nhitng protein khong
collagen trong bi bién doi. Co ché co ban nhat cia tit ca cdc nguyén nhan
bénh lodng xwong 13 mét can bang giita hily xwong va tao xwong. Nhing
BN BTM GBC thuong gia ting mat xwong do nhiing bat thudng vé chu
chuyén xuong tir 46 dan dén nhiing van dé vé strc khoe xuong, nhu thiéu
xuong, lodng xwong. Hon nita, & BN LMCK, ngoai nhitng yéu té nguy co
truyén thong lién quan dén MPX, loing xuwong nhu tudi, gidi, cAn ning, chi
s6 khdi co thé... con c6 nhitng yéu td lién quan dén rdi loan chuyén hoa
khoang xuwong cua BTM, cuia LMCK nhu cac khoang xuong canxi,
phospho, PTH, vitamin D..., tinh trang dinh dudng albumin, creatinin mau

va thoi gian dai loc mau... [51] [52].
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Theo Fawzi Hamed Saafan va cs (2014) da NC lién quan giita cuong
can giap va loang xuong & BN LMCK ghi nhan két qua: MPX (bang siéu
am got chan dinh lwong QUS) ¢6 27% BN la binh thudng, 53% thiéu
xuong, 20% loang xuong. 40% bénh nhan c¢6 PTH tang [40].

Tac gia M Salem Najar (2017), NC ty 1¢ hién mac lodng xwong &6 BN
BTM giai doan 3-5, tai An do, gém 151 BN ghi nhan: loang xuong dua vao
T Score tai CXD c6 31 BN (31,6%), CSTL 43 BN (28,5%); ty 1€ loang xuong
va thiéu xuong cao nhat & BTM GBC. MPX tuong quan thuan véi BMI,
MBX thap c6 nguy co bi loang xuong (p = 0,014) [70].

Theo Kazushige Nakanishi va cs (2018), NC vé MPX bang DEXA ghi
nhan: nhiing yéu té nguy co chung cia lodng xwong nhu giam can, tudi cao,
giam khéi lugng co va suy dinh dudng c6 lién quan dén MPX CXD va xuong
quay. Bénh nhan cd tién sir gdy xuong thi MDX CXPD thap hon ¢ ¥ nghia so
véi nhom khoéng cd tién sir gdy xwong [77].

Két qua nghién ciru cua ching toi ghi nhan: loang xwong & ca 3 vi tri 6
lien quan véi gidi (p < 0,05) va nhom tudi (p < 0,01). Loang xuong c6 lién
quan Vv&i roi loan PTH, Phospho, Nhém ¢ CXP (p < 0,05), véi PTH &
CSTL (p < 0,05), voi PTH, canxi ¢ toan bo XD (p < 0,05). Phan tich hoi quy
da bién nguy co loing xuwong chung c6 3 yéu t6 1a tudi (OR = 4,058, p <
0,05), PTH (OR =2,967, p < 0,01), gi¢i nit (OR = 2,841 p < 0,01).

4.3.3. Két qua lién quan véi canxi héa mach mau

Két qua vé lién quan giira canxi hoa dong mach cha bung va mét sé yéu
t6 1am sang, can 1am sang cua nghién ciu, ching téi ghi nhan: G BN LMCK,
tinh trang khéng hoac c6 canxi héa dong mach cha bung lién quan c6 ¥ nghia
véi gi6i tinh, nhom tudi, huyét 4p va TGLM (p<0,05). Khi phan tich hoi quy
da bién c6 3 yéu té c6 y nghia ting nguy co canxi hoa mach mau theo th tu
la: TGLM, tudi, MDX tai CSTL.
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Cac nghién ctru da chi ra canxi hda dong mach cd lién quan véi tudi va
TGLM. Ngoai ra ting phosphate mau va ting canxi mau ciing 1a yéu té khoi
phat cling nhu 1am tién trién c4c ton thuong canxi héa mach méu, 1am gia ting
nguy co bénh tat va tir vong do tim mach, bénh mach vanh... [69].

Theo tac gia Peter W. F. Wilson (2001), chup X quang bung bén cua
1049 nam va 1466 ni, tir nam 1967 dén 1989, vai sb licu 454 truong hop
bénh mach vanh, 709 trueong hop bénh tim mach, va 365 truong hop tir vong
do tim mach. Hoi quy logistic dugc st dung dé kiém tra méi lién quan giira
AAC va céc bién cb trén da xac dinh cac yéutd  nguy co gém tudi, sir dung
thudc 14, dai thao duong, huyét ap tam thu, phi dai that trai, chi s6 khdi co thé,
cholesterol va HDL cholesterol [87].

Theo tac gia Nigel D Toussaint (2011), chup X-quang bung bén ¢ 132 BN
LMCK, 94,4% BN c6 AAC, trén hdi quy logistic don bién, AAC c6 lién quan
dang ké véi tudi (p = 0,002). Cac yéu t6 du bao doc 1ap cho sy hién dién va
murc d6 nghiém trong cua AAC duoc dwa vao md hinh cudi cung 12 tudi (OR
1,042 / nam (1,004, 1,082), p = 0,03), TGLM (OR 1,012 / nim (1,001, 1,023),
p = 0,04) va su hién dién cua bénh ly tim mach (OR 3,237 (1,347, 7,801),
p = 0,009) [97].

Tac gia Mieke J. Peeters va ¢s , Ha Lan (2017), NC AAC trén 280 BN
BTM chua loc mau di ghi nhan : Lén tudi, cd bénh tim mach trude do, ting
triglycerid méu va phospho méu 1a cac yéu té doc lap quyét dinh diém AAC
>4. Piém AAC >4 ¢6 lién quan doc 1ap véi cac bién cd tim mach, voi hazard
ratio 14 5,5 (KTC 95% 1.2-24.8) [86].

Nhu vay két qua nghién cau cua ching toi vé canxi hoa dong mach chu
bung kha twong dong voi két qua céc tac gia da cong bd trén thé gisi. O trong

nude, chua thay cong bd két qua vé van dé nay, theo ching t6i can quan tam
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nghién ctru dé cd sb liéu nhiéu hon nira V& canxi h6a mach mau va ngay ca
canxi hdéa van tim & nudc ta.
4.4. HAN CHE CUA PE TAl

Nghién ciru cia ching tdi ton tai mot s6 han ché sau:

- Dé tai thuc hién ldy mau thuan tién toan bo bénh nhan du tiéu chuan
nghién cau tai mot don vi loc mau chu ky nén co mau véi sb lugng bénh nhan
tham gia nghién cau con han ché.

- Thiét ké nghién ctu cua dé tai md ta cat ngang, c6 ddi chung. Khi
nghién ctu vé khoang xuong, lodng xuong di c6 nhom ddi chung vé xét
nghiém sinh hoa khoang xuong va chi s6 T- Score. Nhung do diéu kién han
ché kinh phi nghién ctru nén chua c6 nhom ching vé canxi héa dong mach
chu bung va phéat hién canxi hoa van tim qua siéu @m & nhom bénh theo
khuyén céo ciia KDIGO. Mit khac chua co két qua can thiép céc roi loan vé
khoang xuwong, loang xuong... sau khi phat hién.

Nhitng diéu ndy goi mé hudng nghién ciu tiép theo trong tuong lai sau

khi c6 két qua nghién ctu nay.
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KET LUAN

Qua nghién ctru khoang xuwong, mat d6 xuong, canxi héa mach mau theo
phan loai caa KDIGO 2017, ching ti c6 mot sé két luan nhu sau:

1. V@ roi loan khoing xwong, mat do xwong, canxi héa mach mau theo
phéan loai cia KDIGO 2017 trén bénh nhan loc mau chu ky
1.1. Réi logn Khoang xwong

- Nong d6 trung binh cac khoang xuwong trong mau géom canxi, phospho,
PTH, vitamin D, beta 2 microglobulin, nhém & bénh nhan loc méu chu ky
kh&c biét c6 ¥ nghia théng ké so véi nhém ching.

- Theo phan loai cua KDIGO: Bénh nhan loc mau chu ky c6 47,85%
giam va 9,82% tang canxi; 74,23% tang phospho ; 48,47% tang tich Canxi x
Phospho ; 34,36% tang va 20,86 % giam PTH, 97,55% dat ngudng khuyén
c4o vé nhdm; 69,94% dudi mac khuyén céo vé vitamin D.

- Chi ¢6 4,91% bénh nhan dat 3 tiéu chuan va 4,29% dat 4 tiéu chuan vé
khoang xuong theo khuyén céo cia KDIGO.

1.2. Mdt d¢ xwong, loang xwong.

- O bénh nhan loc mau chu ky c6 28,83% loang xuong va 40,49 % thiéu
xuong theo tiéu chuan chan doan loang xuwong cua WHO,.

- Ty Ié lodng xwong tai C4c Vi tri cot song that lung, toan bo xwong dui
va c6 xuong dui 1an luot nhu sau: 15,34%, 17,18%, 19,63%.

- Ty Ié thiéu xuong tai cac vi tri cot song that lung, ¢6 xuwong dui va toan
b6 xwong dui 1an luot nhu sau: 33,13%, 36,81%, 40,49%.

1.3. Canxi héoa déong mach chii bung

- O bénh nhan loc mau chu ky cd 34, 36% bi canxi héa dong mach
cha bung.

- Tinh trang canxi héa dong mach chu bung khac biét co6 y nghia theo
gidi tinh (p < 0,05) va theo nhém tudi (p < 0,01).
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2. VVé cac mdi lién quan giira cac roi loan khoing xwong va xwong véi mot
s6 yéu td 1am sang va can 1am sang & bénh nhan loc mau chu ky
2.1. Khoang xwong

+ Phospho méu tuong quan nghich véi do tudi (p < 0,001); twong quan
thuan vai albumin, creatinin (p < 0,05 ), véi ure, PTH (p < 0,01).

Nong dd phospho méu = 1,762 + 0,431 x tich Ca x P — 0,857 x Canxi
mau hiéu chinh.

+ Canxi mau hiéu chinh tuong quan nghich véi albumin (p < 0,001), vai
Hb (p < 0,01),véi ure, creatinin (p <0,05).

Nong dd Canxi mau hiéu chinh = 4,807 + 0,034 x tich Ca x P - 0,078
x albumin.

+ PTH mau tuong quan thuan vai thoi gian loc mau, 2 microglobulin
(p <0,001); trong quan nghich véi nhom (p < 0,05).

Nong do PTH mau = 245,795 + 45,409 x thoi gian loc mau (nim)

+Vitamin D mau twong quan nghich véi do tudi (p < 0,05 ), véi B2
microglobulin (p < 0,01).

+ B2 microglobulin mau twong quan thuan véi thoi gian loc mau (p < 0,01),
ure (p <0,05); twong quan nghich véi nhom (p < 0,01).

Nong dd B2 microglobulin mau = 32000,769 + 429,065 x TGLM -
190,936 x Vit D - 389,157 x nhom.
2.2. Mat do xwong, lodng xwong

+ Phan tich hoi quy da bién nguy co giam Mat 46 xuong & CXD ¢6 2
yéu t6 12 tudi (OR = 1,117, p < 0,01) va PTH (OR = 1,001 p < 0,01); & CSTL ¢c6
3 yéu td la gigi (OR = 4,572, p < 0,05), PTH (OR = 4,078, p < 0,05) va tudi (OR =
1,045, p < 0,05); ¢ toan bo XD ¢6 2 yéu t6 1a PTH (OR = 3,683, p < 0,05), va tudi
(OR=1,117,p<0,0).

+ Phén tich hi quy da bién nguy co lodng xuwong chung ¢6 3 yéu t6 la tusi (OR
= 4,058, p < 0,05), PTH (OR = 2,967, p < 0,01) va gi6i nit (OR = 2,841, p < 0,01).
2.3. Canxi hoa dpng mach cha bung

Yéu t6 co y nghia ting nguy co canxi hoa dong mach gom: thai gian loc
mau (> 6 nam: OR = 2,451, p<0,05), tudi (OR=1,047,p <0,01) va MDBX tai
CSTL (OR =0,056, p<0,01).
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KIEN NGHI

Qua s liéu két qua nghién ciu ¢ 1 don vi loc mau chu ky, Ching toi dé
xuat mot sé kién nghi nhu sau:

1. Ty 1é bénh nhén loc mau chu ky c6 khoang xuong dat tiéu chi theo
khuyén céo con rat thap, ty 1¢ loang xuong, thiéu xuong, canxi héa dong
mach cha bung kha cao. Pit ra van dé trong thuc hanh 1am sang, thay thuéc
chuyén nganh loc mau can bam sat huéng dan cap nhat cia KDIGO 2017 vé
réi loan xwong va khoang xuong trong bénh than man dé dinh ky theo dbi,
chan doan va diéu tri thich hop.

2. Can mé rong nghién ciru mot cach sau rong va toan dién hon ¢ mot
s6 linh vuc con méi va it cong b nhu: rdi loan nhém, B2 microglobulin,

canxi hoa dong mach cha bung... trén bénh nhan loc mau chu ky.
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