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DANH MUC CAC CHU VIET TAT
AHA (American Heart Association) : Hoi Tim mach Hoa Ky

BMI (Body Mass Index) : Chi s6 khéi co thé

BT : Binh thuong

BTM : Bénh than man

CDC (Center for Disease Control : Trung tam kiém soét va phong ngira
and Prevention) bénh tat Hoa Ky

CRP (C-reactive Protein) : Protein phan ung C

EMT (Epithelial-to-Mesenchymal

e : Chuyén d6i biéu mo thanh trung mo
Transition)

FSGS (Focal Segmental

i : X0 hoa cau than 6 doan
Glomerulosclerosis)

Gb : Giai doan
HATB : Huyét ap trung binh
HATT : Huyét ap tAm thu
HATTr : Huyét ap tam truong
HC : Hong cau
hs-CRP (high sensitivity C-reactive _ .

_ : Protein phan trng C dd nhay cao
Protein)
ICAM-1 (intercellular adhesion . ,

: Phan tir két dinh gian bao -1

molecule -1)
IL-6 . Interleukin - 6
MLCT : Mire loc cau than
NCTM : Nguy co tim mach
NKF (National Kidney Foundation) : Hoi Than qudc gia Hoa Ky
STM : Suy than man
TGF-betal (Transforming Growth  : Yéu t6 ting truéng chuyén do6i TGF-
Factor-betal) betal
THA : Tang huyét ap
TNF-o (Tumor necrosis factor-a) ~ : Yéu t6 hoai tiru - a

VCTM - Viém cau than man
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PAT VAN PE

1. Tinh cap thiét cia dé tai

Ton thuong than man tinh 1a qua trinh tién trién lién tuc ma hau qua
cudi cung 1a suy thdn man giai doan cudi, cho du t6n thwong ban dau 12 & cau
than hay k€ than. Pay la van dé stre khoe co tinh toan cau, véi ty 1€ méc bénh
tang nhanh va chi phi diéu tri khong 16. O My ty 1 bénh than giai doan 1 - 4
tang tr 10% tir giai doan nam 1988 - 1994 1én 13,1% giai doan 1999 — 2004
[29]. Mot diéu tra cit ngang ¢ Trung Qubc vao nam 2012 cho thay ty 1é mac
bénh than man ¢ Trung Quodc 13 10,8% twong duong 119,5 tridu ngudi, trong
do6 ty 1€ ¢o suy than man 1a 1,7% [102]. Tai Viét Nam chua c6 nghién ctru nao
& quy md toan qudc vé ty 1& mac bénh than man tinh, chu yéu 13 cac két qua
bao cdo mang tinh chét dich t& ciia mot ving cu thé. Tac gia V5 Tam cho thay
ty 1¢ suy than man & tinh Thira Thién Hué chiém 0,92% trong sd ngudi trong

cong dong duoc khao sat [10].

Tién trién cua bénh than man phu thudc vao toc do xo hoda than va tur do
lam giam mirc loc cau than. Co nhicu yéu to thiic day qua trinh xo héa than &
bénh nhan bénh than man trong do co6 c6 vai trd cua yéu té sinh hoc gy xo va

tinh trang viém man tinh ¢ b&énh nhan bi bénh than man [8].

Transforming Growth Factor - betal (TGF-betal: yéu té ting trudng
chuyén d6i — betal) 1a yéu t6 sinh hoc gay xo0. O than, TGF-betal gdp phan
quan trong vao co ché gay xo hoa than din dén giam muc loc cau than. O
cau than, TGF-betal doéng vai tro chinh vao sy bién d6i mang loc cau than,
x0 hoa cau than, 1am giam bé mit loc va cudi cung gy ra xep cudn tiéu cau
than. O 6ng than, TGF-betal tham gia ca truc tiép va gian tiép vao su thoai

hoa 6ng than [58].



high sensitivity C-reactive Protein (hs-CRP: Protein phan tmg C do
nhay cao) 1a chat chi diém sinh hoc c6 dién cua tinh trang viém. Ngoai gia tri
1a yéu t6 nguy co ddi véi cac bién cb tim mach, hs-CRP con lién quan dén
nguy co tién trién nhanh cua bénh Iy than man va giam muc loc cau than &

bénh nhan bénh than man [91], [97].

Cac cong trinh nghién ctru ¢ nudc ngoai trén bénh nhan bi bénh than
man cho théy néng do TGF-betal gia tang & bénh nhan bi bénh than man
va nguoc lai nd tham gia vao co ché gy xo than dé tir d6 dan dén suy giam
chirc nang than & bénh nhan bi bénh than man, cling qua cac nghién ctru
nay cho thay nong do TGF-betal huyét thanh cé lién quan dén yéu té
chung toc, mau da [22].

Tinh trang viém man tinh & bénh nhan bénh than man lam gia tang téng
hop TGF-betal va nguoc lai chinh sy gia ting néng do TGF-betal huyét
thanh lai gdy ra tinh trang xo hoa than tir 46 dan dén giam muc loc cau than ¢

bénh nhan bi bénh than man [51], [98].

Hién nay, trén thé gi¢i da c6 mot s6 nghién ctru vé nong do TGF-betal,
hs-CRP huyét thanh ¢ bénh nhan bi bénh than man do tang huyét ap va dai
thao dudng va dang tién hanh céac thir nghiém 1am sang vé tc ché TGF-betal
va viém v6i muc dich 1am cham tién trién bénh than man [27], [90], [94].

Tuy nhién, & trong nude chua c6 mot nghién ctru ndo vé nong do TGF-
betal va hs-CRP & bénh nhan bi bénh than man. Pong thoi dé tim hiéu moi
lién quan giita nong do yéu t6 sinh hoc gy xo 1a TGF-betal véi tinh trang
viém ma chat chi diém sinh hoc 1a hs-CRP & bénh nhan bi bénh than man.
Chung t6i tién hanh nghién ctru dé tai:

“Nghién ctru ndng d6 TGF-betal va hs- huyét thanh ¢ bénh nhin

bi bénh than man”.



2. Muc tiéu nghién ctu cia dé tai

1. Xac dinh nong do TGF-betal va hs-CRP huyét thanh & bénh nhan bi
bénh than man do viém cau than man.

2. Khao sat mbi lién quan ctia ndng d6 TGF-betal va hs-CRP huyét thanh
véi tudi, gidi, chi s6 BMI, huyét ap, néng dd hemoglobin méu, muc loc cau than,
nong do albumin huyét thanh va méi lién quan giita nong d6 TGF-betal huyét
thanh voi ndng d6 hs-CRP huyét thanh & bénh nhan bi bénh than man do viém
cau than man.

3. Y nghia khoa hoc va thuc tién ciia dé tai

- Y nghia khoa hoc: Nghién ciru vé nong d6 TGF-betal va hs-CRP
huyét thanh ¢ bénh nhan bi bénh than man 13 mét nghién ctru méi chua duge
thuc hién ¢ trong nudc. Két qua nghién ctru s& gop phan cung cip thém hiéu
biét vé su bién d6i ndng d6 TGF-betal va hs-CRP trong qua trinh danh gia,
tién luong bénh nhan bi bénh than man.

- Y nghia thye tién:

+ Gop phan xac dinh su bién d6i nong d6 TGF-betal va hs-CRP huyét
thanh & bénh nhan bi bénh than man.

+ Nghién ctru vé sy bién doi nong do TGF-betal va hs-CRP huyét thanh &
bénh nhan bi bénh than man cung cap cho nguoi lam 1am sang thém mot kénh
thong tin can thiét trong viéc tién lugng bénh nhan bi bénh than man cling nhu
sir dung cac bién phap diéu tri dé lam cham tién trién dén bénh than man giai

doan cudi va du phong céac bién c6 tim mach & bénh nhan bi bénh than man.



CHUONG 1. TONG QUAN TAI LIEU

1.1. BENH THAN MAN

Theo Hoi than quéc gia Hoa Ky (NKF/KDIGO) 2012, mdt s6 thuét ngl
vé bénh than man duoc dinh nghia nhu sau [48].
1.1.1. Bénh than man

Bénh nhan dugc xac dinh 14 bj bénh than man khi c6 bat thuong ciu
tric hoac chirc nang cua than kéo dai trén 3 thang.

Tiéu chuan xac dinh bénh than man:

- Céc dau hiéu ton thuong than (tir 3 thang trd 1én):

+ Albumin ni€u (albumin ni¢u > 30 mg/24 gi¢ hodc ty 1¢ albumin
ni¢u/creatinin ni¢u > 30 mg/g).

+ Hong cau niéu.

+ Céc bat thuong vé dién giai do roi loan chirc nang ong than.

+ Céc bat thuong duoc phat hién qua khai thac tién sir.

+ Cac bat thuong duoc phat hién qua cac phuong tién thim do hinh anh.

+ Tién st ghép than.

- Va hodic murc loc cau than giam dudi 60 ml/ph/1,73 2 tir 3 thang trd 16n [48].

Ciing theo Hoi than qubc gia Hoa Ky - 2012, khi dwa vao muc loc cau
than c6 cac dinh nghia nhu sau [48]:

- Khi mic loc cau than > 90 ml/ph/1,73m*: tuong mg véi chiic ning
than binh thuong.

- Khi mre loc cau than dudi 60 ml/ph/1,73m? : ludn tuong tng véi suy
than, du c6 hodc khong c6 nhimng chi diém cua bénh 1y than.

- Khi mirc loc ciu than tir gitra 60 dén 89 ml/ph/ 1,73m2 c6 thé 1a binh
thuong hodc giam chirc nang than, tuy thudc vao c6 hodac khong céd cac bat

thuong vé than di kém.



Trong d6 protein niéu kéo dai va lién tuc 1a mot trong nhimg ddu 4n
thuong gap va quan trong trong viéc xac dinh cé ton thuong than trong thuc
hanh Iam sang [17].

1.1.2. Suy than man

Suy than man Ia tinh trang suy gidm chic nang than man tinh khong
hdi phuc theo thdi gian nhiu thang, nhiéu nim, do ton thuwong khong hoi
phuc vé s luong va chiic ning clia cac nephron.

Khai ni€ém bénh than man tinh da bao ham c4 suy than man. Suy than
man duoc xac dinh khi bénh nhan bi bénh than man c¢6 mirc loc cau than < 60
ml/ph/1,73m? [17].

1.1.3. Nguyén nhan bénh than man

- O nudce ngoai: Cac bénh viém cau than, viém than bé than & cic nude
Au My giam di 1 rét, cac bénh 1y than bam sinh di truyén khong thay doi.
Trong khi d6 bénh than man do cac bénh mach mau théan, dai thao duong tang
1én dang ké [99], [103].

- O khu vuc chau A thi viém cau than man (VCTM) va viém than bé than
man (VTBTM) van 12 hai nguyén nhan chinh din dén suy than man [81], [102].

- Nguyén nhan suy than man ¢ Vi¢t Nam:

+ Theo tac gia Nguyén Vin Xang, Do Thi Liéu, nguyén nhan cua suy
than man dugc chia thanh cac nhém dudi day [17]:

* Bénh viém cau than man bao gém do viém cau than cap dan dén, do
hoi chtng than hu, do viém cau than ¢ bénh nhan lupus ban d6 hé thong, bénh
than dai thao duong, Scholein Henoch, ... Nhom nay chiém khoang 40%
nguyén nhan cua suy than man.

* Bénh viém than bé than man chiém ty 18 30%.

* Bénh mach mau than bao gém x0 mach than lanh tinh hoac ac tinh,

huyét khdi vi mach than, viém quanh dong mach dang nut, tac tinh mach than.



* Bénh than bam sinh di truyén hodc khéng di truyén bao gom than da
nang, loan san than, hoi chimg Alport, bénh than chuyén hoa.

+ Theo tac gia Vo Tam, nghién clru tinh hinh va dac diém suy than man &
nguoi trudng thanh trong mot sé ving thudc tinh Thira thién Hué cho thiy nguyén
nhan gay suy than man do viém than bé than man chiém ty 1€ 55,00%; con nguyén
nhéan gay suy than man do viém cau than man chiém ty 1& 37,5% [10].

1.1.4. Chan doan bénh thin man
1.1.4.1. Chén dodn xdc dinh bénh thin man

- Bénh nhéan dugc chan doan bi bénh than man dua theo cac tiéu chuan
cta Hoi than hoc Hoa Ky 2012 (NKF/KDIGO-2012) [48]:

Co cac dau hiéu ton thuong than [bao gém: albumin niéu, héng cau
niéu, cac bat thuong vé dién giai do réi loan chirc ning dng than, cac bat
thuong dugc phat hién qua khai thac tién st, cac bat thuong duoc phat hién
qua cac phuong ti¢én tham do hinh anh):

Va / hodc bénh nhin c6 mire loc ciu than < 60 ml/ph/1 ,73m2.

+ Néu thoi gian > 3 thang, bénh than man dugc xac dinh chan doan.

+ Néu thoi gian khong > 3 thang hoac khong rd rang, bénh than man khong
duoc x4c dinh. Bénh nhan c6 thé bj bénh than man va can tiép tuc theo doi.

- Suy than man tinh duogc chan doan khi bénh nhan bi bénh than man c6
mirc loc cau than < 60 ml/ph/1,73m? [17].
1.1.4.2. Chin dodn giai doan bénh thin man

T6n thuong than man tién trién thanh bénh than man giai doan cubi co
thé kéo dai tir 5 - 10 nam hodc 1au hon tuy thudc vao sy gidm sut ) luong
nephron churc nang biéu hién béng gidm muc loc cau than. Hién nay, cac tac
gia trong nudc déu thdng nhat chia bénh than man thanh 5 giai doan theo Hoi
than qudc gia Hoa Ky - 2012 [12], [17], [48]:

- Giai doan 1: MLCT > 90 ml/ph/1,73m° Pay la giai doan ma

bénh nhan c6 bénh than man nhung muc loc cau than con binh thuong.



- Giai doan 2: MLCT 60 - 89 ml/ph/1,73m. Bénh nhan c6 bénh
than man nhung muc loc cau than giam nhe.

- Giai doan 3: MLCT 30 - 59 mI/ph/l,?sz. Bénh nhan c6 bénh
thAn man va c¢6 mac loc cau than giam vua. Trong giai doan nay
NKF/KDOKI 2012 chia ra lam 2 dudi nhom la:

+ Giai doan 3a: MLCT 45 — 59 ml/ph/1,73m?

+ Giai doan 3b: MLCT 30 — 44 ml/ph/1,73m?

- Giai doan 4: MLCT 15 - 29 ml/ph/1,73m?. Bénh nhén c6 bénh
than man va muc loc cau than giam ning.

- Giai doan 5: MLCT < 15 ml/ph/1,73m?. Bénh nhén c6 bénh than
man va c6 mirc loc cau than giam rat ning [48].

1.1.5. Tién trién ciia bénh than man
1.1.5.1. Tién trién ciia mit chirc ning than

Cac bénh than man tinh du 1a bénh ly ban dau ¢ cau than, k& than, mach
mau than hay bénh than bam sinh, di truyén thuong tién trién 1am mat dan
chtrc nang than dén khi suy than giai doan cubi. Thoi gian tién trién tir khi bi
bénh than dan dén suy than giai doan cudi o thé nhanh hay cham, vai tuan
hoac vai thang dbi voi viem cau than hinh liém ngoai mao mach, cho dén 5 -
10 nam ddi véi cac bénh cau than nguyén phat, ciing ¢ thé 15 - 20 nim sau
[12]. Trong qua trinh tién trién cta bénh, c6 nhig dot bénh tién trién ning.
MJdi dot bénh tién trién nang, s6 lugng nephron chirc nang bi ton thuong va bi
loai khoi vong chirc nang tang dot bién, 1am chtic ning than giam nhanh hon.
Cang nhiéu dot bénh tién trién niang thi cang nhanh din dén suy than giai
doan cudi. Binh thuong néu khong cé cac dot tién trién ning cua bénh, thi
chtrc nang than giam dan twong d6i déu theo thoi gian. C6 nhiéu yéu t6 nguy
co anh hudéng dén tién trién ctia bénh than man noi chung va suy than man n0i
riéng, c¢6 nhimg yéu t6 nguy co thay doi dugc va co nhiing yéu td nguy co

khong thay d6i duoc. Viée tac dong clia nguoi thiy thude va bénh nhan chu



yéu 1a vao nhoém nguy co c6 thé thay db i dugc véi muc dich duy tri 6n dinh
muc loc cu than dang c6 va lam cham sy tién trién cua qué trinh suy than dén
bénh than man giai doan cubi [17].

1.1.5.2. Cdc yéu té tién trién bénh thidn man

- Gidi tinh: theo nhiéu nghién ciru nam gidi tién trién bénh than nhanh
hon nit gidi [17].

- Yéu t6 chung toc: nguoi da den c6 nguy co suy than cao hon ngudi da
trang [52].

- Yéu t6 di truyén: khi méi sinh s6 luong nephron ctia mdi nguoi trung
binh khoang 2 triéu nephron va khong ting 1én trong sudt cudc doi. Nhing tré
sinh ra co trong lugng thap dudi 2,5 kg, sinh thiéu thang, me dung mot sb
thudc co thé gay doc cho than, me méc mot s& bénh nhu dai thao duong, tién
san giat trong thoi gian mang thai, me dung nhiéu thudc 14 s& ¢ nguy co giam
s6 luong nephron. Chinh vi tinh trang c6 it nephron cho nén than s& dé nhay
cam voi cac tic nhan gay bénh va do d6 nguy co than bj ton thuong cao hon
tré binh thuong khac [17].

- C4c nguyén nhan gay bénh thin man van con ton tai: bénh dai thao
duong, bénh lupus ban do hé thdng, soi dudng tiét niéu, viém than bé than
man, u tuyén tién liét,... [8].

- Tang hoat dong bu trir cta cac nephron con chirc nang & than c6 giam sd
lugng nephron chirc nang. Co ché bu trir nay da duoc chimg minh 1 mot nguyén
nhan gay xo hoa cau than va lam mét chic nang cua cac nephron con lai [23].

- Ché @6 an nhiéu protein d& dugc chimg minh ca & thuc nghiém trén
dong vat va trén nguoi lam bénh than man tién trién nang lén. Ché d6 an han
ché protein, du acid amin can thiét, i nang lugng va vitamin, da dugc ching

minh lam cham tién trién bénh than man.



- Giam thé tich tuan hoan:

+ Giam thé tich ngoai bao do bi mat nudc nhu ia chay, non, dung thudc
loi tiéu qua murc dan t6i gidm tuwdi mau thin 12 nguyén nhan thudng gip giy
ra dot bot phat suy sup chirc nang than.

+ Suy tim « huyét gdy giam cung luong tim, 1am chtrc ning than xau
di, diéu tri tt suy tim lam cai thién chirc ning than [8].

- Tang huyét ap: ting huyét ap vira 1a hau qua vira 1a nguyén nhan gay
bénh than man. 80% sd bénh nhan bénh than giai doan cubi c6 ting huyét ap.
Néu tang huyét ap khong duoc kiém soat s& lam bénh thin man tién trién
nhanh hon dén bénh than man giai doan cubi [23].

- Nhiém khuan: bat ky nhiém khuan & co quan nao nhu viém amydal, viém
phdi, nhiém virus cip,. .., déu c6 thé gay dot bot phat suy sup chiic ning than [12].

- Tic nghén dudng din nudc tiéu: moi nguyén nhan giy tic nghén
duong din nude tiéu s& 1am suy sup chtrc nang than nhanh chong. Nhu séi tir
dai bé than lot Xuéng ni¢u quan, nhu than hoai tr bong ra lot xuéng ni¢u quan,
cuc mau dong gay tac niéu quan.

- Thudc va céac tac nhan gay doc cho than:

+ Thubc gay tac dong doc truc tiép cho than nhu cac khang sinh nhoém
aminoglycosid, thudc can quang dudng tinh mach, cac kim loai nang,. ..

+ Tac dung gian tiép cia thudc do twong tac vdi co ché ty diéu hoa
dong mau than lam giam tudi mau than, nhu cac thube chdng viém giam dau
nhom non-steroid, ... [8].

- Huyét khdi mach mau than: huyét khéi tinh mach than 1a bién chtng
hay gap khi c6 hdi ching than hu lam suy sup chirc ndng than nhanh chong.
Mang xo vita gdy hep dong mach than 1am giam tudi mau than, ciing lam tién
trién suy than nhanh [12].

- Protein niéu: Ca & ngudi va trén thuc nghiém, nguoi ta déu thdy mirc

dd nang va muac dd ton tai dai dang ctia protein ni€éu ¢ moi li€én quan chat ché



v6i mirc d6 suy giam chirc nang than va xo hoa cau than. Ché do an giam
protein da lam gidm dugc protein ni€u, [am cham tién trién ctia bénh than man
va chdm xo hoa ciu than. Protein niéu xuit phat tir cac cAu than ton thuong
cling phan anh tinh trang tang ap luc mao mach trong ciu than & cic nephron
nay. Kha nang tht hai lién quan t6i protein niéu 13 ting tinh thdm cua thanh
mao mach cau than, phan anh ton thuong cAu than tién trién. Té bao ndi mo, té
bao gian mach, té bao c6 chan, 16p dién tich am cua mang nén bj tén thuong da
dé lot cac phan tir 16n ké ca lipid, diéu nay co thé gbp phan lam xo hoa cau than
tién trién. Cho dén nay, liéu protein niéu c6 dong gop vao co ché bénh sinh
ctia xo hoa cau than hay chi 1a phan anh muc do ning ctia bénh than, van chua
dugc rd. Nhung rd rang nhitng bénh nhan bi bénh cau than nguyén phat co
protein niéu nhiéu va kéo dai cho thiy tién luong xau. Con nhitng bénh nhan
ton thuong cau than tdi thiéu, chirc nang than van duoc duy tri 6n dinh, mac
du protein niéu nhiéu va kéo dai [8].

- Rdi loan lipid mau goép phan giy nén xo vita mach mau noi chung va
mach than noéi riéng lam tang tién trién cta bénh than man. Bénh nhan bi bénh
than man thuong c6 réi loan lipid mau va va 1am ting nguy co tim mach,
tham chi ngoai du bao cua bat thudng lipid mau. Bat thuong lipid mau co vai
trd quan trong trong xo cung cau than ¢ chudt thuc nghiém; Tuy nhién, c4c
nghién ctru twong tu & ngudi van dang con duoc 1am sang t6. Ton thuong cau
than ting 1én & bénh than thuc nghiém khi cho du cholesterol vao ché do an.
Bénh cau than ton thuong t6i thiéu hodc viém ciu than mang, dic trung boi
rdi loan lipid mau, thuong khong dan dén seo cdu than. Tuy nhién, nhiing
nghién ctru thir nghiém 1am sang gan day cho thay bat thuong lipid lién quan
vol gidm muce loc cau than va diéu trj béng statin khong chi c6 1gi trén tim
mach ma con ¢6 1oi trén bénh than man tién trién. Céc nghién ctru cho théy
statin c6 thé 1am cham tién trién & bénh than giai doan 3. Nhiing hi¢u qua nay

cua statin doc lap véi hiéu qua giam lipid mau [40].
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- Vai tro cua TGF-betal va hs-CRP trong tién trién ctia bénh than man:
TGF-betal 1a mot dau 4n sinh hoc gy xo ¢ vai trd quan trong trong tién
trién bénh than man duoc nghién ctru nhiéu gan day. TGF-betal tham gia vao
co ché bénh Iy xo héa than tir &6 dan dén giam muc loc cau than. O ciu than,
TGF-betal dong vai tro chinh vao su bién doi mang loc cau than, xo hoa cau
than, lam giam bé mat loc va cudi cung gay ra xep cudn tiéu cau than. O 6ng
than, TGF-betal tham gia ca truc tiép va gian tiép vao su thoai hoa dng than
[58]. Con hs-CRP lién quan dén hiéu Gmg viém, tinh trang dinh dudng, bién
cd tim mach, tinh trang bénh tat va tr vong & bénh nhan bénh than man.
Ngoai gid tri 1a yéu t6 nguy co d6i v6i cac bién ¢b tim mach d3 dugc nghién
ctru nhiéu [82], hs-CRP con lién quan dén nguy co tién trién nhanh cta bénh
Iy thdn man va giam muc loc cAu than & bénh nhan bénh than man [91].

1.1.6. M6i lién quan giira viém va xo trong bénh thin man

Viém c6 mot vai trd quan trong trong tién trién ctia bénh than man. Pic
trung moO hoc cua ton thuong than man 1a tinh trang viém man tinh, bao gém
sy xam nhap cua bach ciu va té chuc xo. Cac dau an viém bao gém C-
reactive protein, interleukin-1, interleukin -6 va tumor necrosis factor-a tang
trong huyét thanh bénh nhéan bi bénh than man. Xo hoa than luén lién quan
chat ché vai tinh trang viém ké than man tinh. Muc tiéu ctia qua trinh viém la
dé loai bo cac manh vun cia té bao va cua td chirc lién két, phuc hdi t6 chic
d3 bi ton thuong [76].

Co ché bénh sinh cua viém rat phirc tap va lién quan dén nhiéu yéu to,
lién quan dén su tuong tac cua cac cytokine, chemokine va cic phan tir két
dinh. Cho du ton thuong ban dau 1a gi, viém than ciing dugc duoc dic trung
b1 sy xam nhép vao cau than va k& than boi céc té bao viém, bao gém bach
cau da nhan trung tinh, dai thuc bao, lympho bao, ... Sy xam nhap cac té bao
nhu vay d duoc chimg minh trong thyc nghiém va trong mau sinh thiét than

ngudi. Pap tng té bao manh mé thiy rd trong cac bénh 1y than co ling dong
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phtrc hop mién dich & mang day cau than hodc khoang gian mach cau than.
Céc phtrc hop bd thé va cac cytokine xAm nhap truc tiép vao cac khoang gian
mach dan dén sy xam nhap cac té bao viém (bach cau da nhan trung tinh, dai
thuc bao, lympho bao) va ting bd 16¢ cac phan tir két dinh. Cac té bao than tai
chd ciing sinh soi, dic biét 1a té bao gian mach [38].

Qua trinh viém ban dau duogc gy ra bai hién tuong thuc bao qua trung
gian cytokine. Pau tién 1a bach cau da nhan trung tinh hap thu cic manh vyn
té bao va thuc bao cac té bao chét. Bach cau da nhéan trung tinh giai phong ra
cac cytokine viém va tién xo. Tiép theo dai thuc bao xam nhap vao t6 chuc
ton thuong, thyc bao va tiét ra cac cytokine xo. Pai thyc bao la nguén chinh
tiét ra transforming growth factor-betal (TGF-betal) trong t6 chirc xo. Té bao
lympho T va B ciing dugc tuyén mo vao noi ton thuong va tiét ra cac cytokine
x0. TGF-betal con 1a mot chat hoa tmg dong manh ddi véi dong dai thuc bao
va bach cau don nhan. Ngoai TGF-betal, protein-1 c6 ngudn gdc tir bach cau
don nhén, protein-1 va protein-2 c6 ngudn gdc tir dai thuc bao ciing tham gia
vao tuyén mo céc té bao viém [51].

Trong xo hoa than, hoat hoa hé renin-angiotensin-aldosterone va chinh
angiotensin II kich thich tinh trang viém, bao gé)m lam tang boc 10 cac
cytokine, chemokine, yéu t6 phat trién va cac gdc oxy hoa. Angiotensin II gay
ra tinh trang viém mach, suy chirc nang ndi mach, tang hoat dong ctia Cac
phan tir két dinh va tuyén mo céc té bao viém xam nhap téi than [74].

Nhu vay xo héa than lién quan chat ché dén qua trinh viém va duoc thé
hién thong qua mot mang ludi cac cytokine, cac yéu td phat trién. Cac nghién
ctru gan day tap trung vao TGF-betal, mot cytokine chii yéu trong qué trinh
X0 va qua trinh chuyén d6i thanh nguyén bao soi xo thong qua bién ddi ngugc

biéu mé thanh trung mé hodc ndi md thanh trung mé [51].
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1.1.7. Piéu tri bao ton bénh thin man

Ap dung cac bién phap diéu tri danh cho bénh nhan bi bénh than man

phu thudc vao giai doan ctia bénh than man.

Trong giai doan sém cua bénh than man diéu tri bao gém ché do dinh
dudng, thudc va diéu tri nguyén nhan. Cac bién phap nay duoc goi 1a diéu tri
bao ton. Trong giai doan cudi ciia bénh than man can thiét phai phéi hop giira
diéu tri bao ton khi dang chd doi cac bién phap diéu tri thay thé than suy nhu
tham phan mang bung, than nhan tao hay ghép than.

Muc dich cua diéu tri bao ton 1a dam bao cho nguoi bénh gitt duoc
chtrc ning than con lai v6i thoi gian dai nhat c6 thé duoc, nhd vao gitt duoc
hang dinh ndi moi mac du ¢é giam chic ning than.

Pé dat duoc muc dich cua diéu trj bao ton, can thiét phai nhim dén céc
muc tiéu sau [11]:

- Can phai lam cham su tién trién ciia bénh than man.

- Giam thiéu sy tich Ity cta ure va nhiitng doc td thudc ure.

- Kiém soat tot ting huyét ap.

- Ngin ngira xo vita va bién chimg tim mach.

- Gitt dugc can bang nude dién giai va canxi, phdt pho.

- Tranh su thiéu dudng va giir gin tot hon chat lugng séng ciia ngudi bénh.

Céc bién phap diéu tri bao ton bao gom: tiét thuc, diéu trj ting huyét
ap, diéu tri thiéu mau, du phong céc rdi loan canxi phot pho, diéu tri ting acid
uric méau va dy phong nhiing tai bién do thudc va hudng t6i st dung cac loai

thudc 1am cham qué trinh xo hoa than [18], [77], [94].
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1.2. TRANSFORMING GROWTH FACTOR - betal TRONG BENH LY
THAN MAN

1.2.1. Tong quan vé Transforming Growth Factor — betal

1.2.1.1. Phén twr Transforming Growth Factor — betal

Transforming growth factor-betal(TGF-betal: yéu t chuyén d6i ting
trudng - betal) dugc phat hién tor nam 1983, 1a mdt thanh vién ctia ho TGF-
beta gdm TGF-betal, TGF-beta2 va TGF-beta3. Nhiing protein niy cé dic
tinh chung 1a kiém soat qué trinh phan bao cua té bao biéu mo, té bao ndi mo
cling nhu cac té bao tao mau. Trong sb6 3 thanh vién cua ho TGF-beta, duoc
biét dén nhiéu nhat vé mit sinh hoc té bao, sinh 1y va sinh 1y bénh trong co
thé séng 1a TGF-betal [71].

O ngudi TGF-betal duoc mé héa trén nhiém sic thé s6 19. TGF-betal
dugc ma hoa tién than 1a 390 acid amin sau d6 duoc xtr 1y thiy phan boi furin
convertase, mot men thity phan protein, tao thanh chudi peptid c6 112 acid
amin (goi 1a TGF-betal trudng thanh) va phan con lai ctia chat tién than, duoc
goi la LAP (latency associated peptid). Sau d6 TGF-betal trudong thanh lién
két voi LAP boi lién két khong hoa tri dé tao thanh mot phirc hop goi 1a SLC
(’small” latent complex) co trong lwong 100 kD, su lién két ndy che day mién
gan thu thé ciia TGF-betal truong thanh (hinh 1.1). Nhiéu té bao tiét TGF-
betal & dang phuc hop hang 3 c6 kich thudc 16n (220 kD) trong su lién két
v6i mot phan tir khac goi 1a protein mang TGF-betal, viét tit 1a LTBP (latent
TGF-betal binding protein). LTBP lién két cong hoa tri voi LAP [44].
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Hinh 1.1: Qu4 trinh chuyén ddi sau dich ma ctia TGF-betal [44]

Pre-pro-TGF-betal trdai qua qua trinh sau dich ma. 1, Peptid dwoc tach ra
vdn chuyén qua ledi ni bao. 2, Hai monome trimg phdn boi cau disulfide & vi tri
cysteine 223 va 225 o LAP va cystein o vi tri 356 cua peptid truong thanh. 3,
Protein dwoc tach ra boi furin convertase tqi vi tri arginine 278. Qua trinh nay
tao ra LAP va peptid truéng thanh. Lién két khéng céng héa tri gita chitng ngdn
chén hoat héa ciia peptid trieong thanh, hinh thanh nén SLC. 4, SLC ¢6 thé lién
két cong héa tri véi mét LTBP dé hinh thanh nén LLC (large latent complex) [44].
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TGF-betal khong hoat tinh dugc hoat héa theo cac con duong sau [79]:

- Hoat hoa TGF-betal boi su thay d6i pH, nhiét d6 hodc cac tac nhan
ndi moi ma nhitng tac nhan nay pha vo su tuong tac gitra LAP va TGF-betal
truong thanh.

- Hoat hoa bang cach két hop cua dang TGF-betal khong hoat tinh voi
thu thé manose-6-phosphate cing voi su phdi hop cua transglutaminase va
serine protease plasminogen/plasmin. Qua trinh nay goi 1a hoat héa TGF-betal
phu thudc plasmin, lién quan dén sy kiém soat ting sinh té bao co tron thanh
mach trong co thé.

- Hoat hoa bang cach thay doi hinh dang sau khi két hop voi
thrombospondin, mot phirc hop cta hat o tiéu cau va chat mo gian bao. Su
lién két giita thrombospondin v&i LAP 1am boc 16 vi tri gén thy thé cua TGF-
betal vi vay hoat hoa no.

- Globulin mién dich IgG, mét protein khac lién quan dén hoat hoa
TGF-betal khong hoat tinh trong bénh tu mién, cling hoat hoa bé‘lng cach thay
d6i hinh dang cua phitc hop TGF-betal khong hoat tinh hodc bang cach hoat
hoéa truc tiép TGF-betal sau khi noi thirc héa phirc hop IgG/TGF-betal thong
qua thu thé Fc. Phirc hop TGF-betal va IgG c6 vai trd quan trong trong ca
sinh ly va vai tro bénh 1y cia TGF-betal.

- Burc xa ion hoa, lam thay ddi tinh trang oxy hoa khir, va tham chi nitric
oxid ciing lién quan dén su hoat hoa TGF-betal khong hoat tinh [79].
1.2.1.2. H¢ théng tin hi¢u ciia TGF-betal

Khi duoc hoat hoa, TGF-betal co thé tuong tac vai thu thé cua no dé
gdy ra tin hiéu. Thu thé ctia TGF-betal 1a hé thong thu thé kép typ I (TRRI) va
typ Il (TRRII), d6 1a cac serine/threonine kinase xuyén mang. Nhitng thy thé
nay thudc ho glycoprotein dac trung bdi khu vuc ngoai bao giau cystein, mot
chudi xoan a don xuyén mang, va mot mién kinase & khu vuc té bao chat.

Thu thé typ I, cling c6 tén 1a activin receptor-like kinase (ALKs), chira khu
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vuc giau glycine va serine (goi 1a mién GS) lién ké v61 mién kinase. Khi

TGF-betal két hop voi thu thé typ II, thu thé typ I duoc tich hop vao dé tao

thanh phuc hop thy thé typ II/typ I. Hién twong xdy ra tiép theo tai phtc hop

thu thé typ II/typ I 14 qué trinh chuyén phospho & mién GS cta thy thé typ I gdy
ra hoat héa thu thé typ I. Qua trinh chuyén phospho 13 budc dau tién cua hé
thong tin hiéu ndi bao ctia TGF-betal [25].

Tiép theo la qua trinh chuyén tin hiéu cua TGF-betal tir thu thé dén

nhan té bao, goi 1a con duong tin hiéu phy thudc Smad (hinh 1.2) [25], [33]:

R-Smads| Smads

Co-Smads/| smad4

b

I-Smads[

Smad1i MH1 linker MH2
Smad5

Smad2
Smad3

Smad6
Smad7

TGF-[
¥ type |

type Il P R-Smad cytoplasm
P <— 9

k - S Co-Smad

nucleus

Hinh 1.2: Con dudng tin hiéu cia TGF-betal toi nhan té bao [33]
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(@) Protein Smad dwoc chia ra 3 logi la R-Smads, Co-Smads va I-
Smads. f-hairpin la vi tri quan trong trong tuwong tdac voi ADN.

(b) Hoat héa Smad: Sau khi hoat héa, TGF-betal cé thé lién két véi thu
thé typ II. Sw lién két khéng lam thay doi tinh trang phosphoryl héa cua thy
thé typ I, ma gdy ra sw hinh thanh phitc hop thu thé typ 1l va typ I. Thu thé
typ 1I hoat héa thu thé typ I bang cach chuyén phospho ciia mién GS. Thy thé
typ I hoat héa cé thé phosphoryl héa mét trong sé R-Smad. Sy phosphoryl
hoa R-Smad lam gidm ikc ché lan nhau ciia cdc mién MH-1 va MH-2 va cho
phép no tuong tac voi mot Co-Smad, hinh thanh nén phirc hop R-Smad va Co-
Smad. Phirc hop R-Smad/Co-Smad chuyén vao nhdn té bao khéi dong qud
trinh phién md théng qua sy twong tdc véi mét tdp hop cdc yéu té phién ma.

Smad 14 cac protein ndi bao ¢ chirc ning truyén tin hiéu ngoai bao tir
TGF-betal dén nhan té bao noi chung kich hoat dong thac phién ma gen.
Smad thé hién vai trd trung tAm trong truyén tin hiéu tir thu thé duoc hoat hoa
bai TGE-betal t6i gen dich trong nhén té bao. Dua vao dic trung vé cdu trac
va chirc nang cua chung, Smads dugc phan thanh 3 nhém: receptor mediated
(R)-Smads, common mediator (Co)-Smads va inhibitory (I)-Smads. Trong do
R-Smads 2 va R-Smads 3 chiu trach nhiém dan truyén phan 16n tin hiéu tir
TGF-betal. Cho dén nay chi duy nhat mot Co-Smads duogc xac dinh & dong
vat cd vu la Smad-4. Cac protein Smad c6 hai khu vuc bao tdn cao, goi la
mién twong dong MH-1 vd MH-2, twong tng & cic vi tri amino- va carboxy-
cudi cling cua cac protein nay [33].

Khi su két hop giira TGF-betal véi thy thé typ II va hinh thanh nén
phtc hop thu thé typ II/typ 1. Thu thé typ II trao d6i phosphat va hoat héa thu
thé typ 1. Thong qua mién MH-2, R-Smads c6 thé két hop v6i mién GS cua
thu thé typ I, su két hop nay duoc khoi dong boi mot protein goi 1a SARA
(SARA: Smad anchor for receptor activation). SARA lién két dac hiéu véi thu

thé typ I sau d6 két hop voi Smad2 va Smad3 thanh phirc hop thu thé duoc
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hoat hoa. Qua trinh nay xay ra & khoang noi bao. V& co ban, mién MH-1 va
MH-2 ctia R-Smads c6 tac dung trc ché 1an nhau. Su két hop gitta R-Smad véi
thu thé typ I dugc theo sau bai qua trinh phosphoryl hoa & vi tri carboxyl- boi
TRRI kinase, khién cho R-Smad tach ra khoi phtrc hop thu thé. Piéu nay tao
ra mot su thay ddi ma sy thay ddi d6 lam giam su uc ché 13n nhau gitra mién
MH-1 va MH-2 va khéi dong su hinh thanh phirc hop gitta R-Smad va Co-
Smad-4. Phirc hop R-Smad/Co-Smad duoc chuyén vao nhan té bao, noi ma
n6 c6 thé lién két tryc tiép voi ADN hoidc két hop véi cac yéu to phién ma dé
gdy ra cac hoat dong phién ma [33].

1.2.2. TGF-betal trong tién trién ciia bénh thin man

O nong d6 sinh 1y, TGF-betal ¢ vai tro can thiét d6i v6i su phat trién
binh thudng, stra chita t6 chirc va duy tri cac chirc ning clia co quan ndi tang.
Tuy nhién, su gia ting ndng 40 TGF-betal lai giy ra nhimng bién d6i bénh 1y
cua bénh than. Trong bénh ly cau than & nguoi, nhu viém cau than 6 doan
(FSGS), bénh cau than IgA, viém cau than hinh 1iém, viém cau than lupus va
bénh than dai thao duong, TGF-betal dong vai tro 1a mot yéu té quan trong
g6p phan vao tinh trang xo cimg cau than. Dic trung chinh cta nhitng bénh 1y
nay 1a su tich lily qua muc chit ngoai bao, su gia ting tic dung cua TGF-
betal trong cau than va k& than da dugc chimg minh [67].

Nguoi ta da chimg minh 3 rang, ting boc 16 TGF-betal kich thich su
tong hop protein chat ngoai bao, giam hoat dong cila cac proteinase c6 vai tro
thoai hoa chat ngoai bao va ting tong hop cac chat trc ché proteinase, dan dén
gia tang lang dong chit ngoai bao. Hon nita, trong bénh 1y cta té bao c6 chan
tién trién, nhu bénh viém cau than 6 doan, bénh cau than IgA va bénh than dai
thao duong, su tang boc 10 TGF-betal trong té bao c6 chan di duoc ching
minh vai trd ciia TGF-betal trong ton thuong té bao c6 chan [50].

Vai tro cia TGF-betal nhu 1a yéu t6 trung tdm tham gia vao co ché ton

thuong than & bénh than dai thao dudng di dwgc ching minh trong nhiéu
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nghién ctru trén mo hinh thuc nghiém bénh than dai thao duong cling nhu trén
bénh nhan bi bénh than dai thao dudong. Trén bénh nhan bi bénh dai thao duong
ca typ 1 va typ 2 déu co ting boc 10 TGF-betal & ca cau than va dng than trong
ca giai doan sdém va giai doan mudn cia bénh va ciing chi ra mobi lién quan chat
ché véi mirc d6 kiém soat dudng mau & bénh nhan déi thao dudong. Trong khi &
giai doan som cua bénh than dai thdo duong, TGF-betal dugc kich thich boi su
tang duong mau va sy cang ra cua cudn tiéu cau than. O giai doan mudn, sy
tong hop lién tuc TGF-betal c6 thé do sy kich thich boi cac glycated protein (vi
du AGEs), tic dong ciia cac yéu t6 phat trién (angiotensin II, yéu t6 phat trién
c¢6 ngudn gdc tiéu cau - PDGF). Nguoi ta da chimg minh rang, TGF-betal khoi
phat hang loat cac qua trinh sinh 1y bénh & giai doan khoi dau cia ton thuong
than, bao gém chét té bao theo chuong trinh cua té bao biéu mo éng than, bict
hoa ngugc té bao noi tai, léng dong chét ngoai bao. Piéu nay gay ra xo hoa cau
than va dan dén giam mirc loc cau than [78].
1.2.3. Co ché sinh Iy bénh ton thwong thin qua trung gian TGF-betal

TGF-betal gop phan quan trong vao co ché bénh 1y gy xo than tir d6
dan dén giam muc loc cau than va suy than. TGF-betal tac dong 1én té bao
gian mach, té bao c6 chan, té bao ndi mach va té bao 6ng than. O cau than,
TGF-betal gop phan chinh vao sy bién doi mang loc cau than, xo hoa va xo
cting cau than, lam giam bé mit loc va cudi cung giy ra xep cudn tiéu cau
than. O 6ng than, TGF-betal tham gia ca truc tiép va gian tiép vao su thoai
hoa 6ng than [59].

Co ché ton thuong than qua trung gian TGF-betal c6 thé duoc tom tat
qua so dd 1.1 [59]:
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té bao c6 chan
* Bat thuong chdn

* Tong hop chat
ngoai bao
* Tang sinh té bdo
* Phi dai té bao

té bao cé chdn trung mo
* Chét té bao theo * Téng hop chat
chuong trinh gian bao
* Bién doi nhuw
EMT
l » Mdt mao mach
cau thin va quanh
» Day mang day ong thdn
cau than

» Phi dai cau than
» Gidm loc cau
than

l

Xo ctrng cau thin

Té bao 6ng thin
* Tong hop chit
ngogi bao
* Teo té bao
* Chét té bao theo
chwong trinh
*EMT

|

» Day mang nén
ong than

» Teo va thoai hoa
ong thdn

/

Xo héa ké thian

So dd 1.1: Vai tro ciia TGF-betal din dén xo ciing cau than

va xo hoa k& than trong bénh than man [59]

TGF-betal gdy ra day mang déay cau thdn théng qua kich thich té bdao

than tong hop nhiéu chdt ngoai bao. Gdy ra cdc bién doi bénh 1y ciia té bao

than, nhw phi dai té bao, chét té bao theo chwong trinh va tén thirong té bdao

co chan, dan den giam muc loc cau thdn va mdt mao mach cau thdn va ké

than, xo héa ké thin va teo ong thdn gdy ra suy chitc nang than khéng hoi

phuc [59].
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1.2.3.1. TGF-betal véi #é bao gian mach ciu thin

Té bao gian mach, ndm ¢ khoang gian mao mach, c6 vai trd quan trong
trong diéu hoa chirc ning cta cu than ¢ ca tinh trang sinh 1y va bénh 1y, nd
g6p phan vao nhiéu dic tinh ciia té bao co tron thanh mach. Té bao gian mach
diéu hoa tdc do loc cau than b:?mg cach hd tro ciu tric cho cudn mao mach ciu
than va diéu chinh luu lugng cia mach cau than va bé mit siéu loc [15]. Cau
tric treo cta tiéu cau than gop phan vao co ché bénh sinh ctia nhiéu bénh 1y cau
than. Té bao gian mach duoc kich hoat khi dap tmg véi nhiéu chat van mach
khac nhau ciing nhu cac yéu to phat trién, cytokine va qua trung gian tuong tac
v6i cac té bao cau than khac (t& bao c6 chan, t& bao ndi mach va té bao viém)
[59]. Gia ting kich thudc ciia khoang gian mach, 1a két qua cua su ling dong
chét ngoai bao & cAu trac treo tiéu cau than cling nhu sy tang sinh va phi dai
ctia té bao gian mach, 1a nén tang cho xo hda cau than [58]. TGF-betal 1a
nhan t6 chinh giy ra tinh trang tich tu chat ngoai bao & cau than bang cach
kich thich té bao gian mach tong hop collagen typ I, typ II va typ IV, laminin,
fibronectin va proteoglycan heparan sulphate ciing nhu e ché su thoai hoa
chat ngoai bao [43]. Trong té bao gian mach, ngudi ta thdy rang TGF-betal
kich thich sy tong hop va tich lily chit ngoai bao thong qua nhiéu con duong
tin hiéu khac nhau (vi du Smad). Hon nira, TGF-betal gy ra phi dai té bao
gian mach ¢ bénh than dai thao duong va cac bénh cau than khac va viéc uc
ché TGF-betal l1am han ché phi dai té bao giy ra boi ting glucose mau di
cung cap nhitng bang chimg rd rang vé tic dong nay qua trung gian TGF-
betal [59].
1.2.3.2. TGF-betal véi té bao cé chin

Té bao c6 chan 1a té bao ndi mo biét hda cao véi hinh thai hoc té bao
phtc tap. Than té bao phinh ra vao khoang niéu lam phat sinh cac phan bao
tuong dai tao thanh cac chan riéng bi¢t, cac chan dinh chat vao mat ngoai cta

mang ddy cau than. Cac chan cua té bao c6 chan dan vao nhau theo ki€u cai
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rang luoc, dé lai gifta ching la cac khe ho dé loc, goi 1a 16 loc, va dugc ndi
v6i nhau boi cac mang ngin. Co nhimg protein neo cac mom cua chan té bao
c6 chan v6i mang day cau than (vi du a3p1-intergin-linked kinase) quyét dinh
chtic ning binh thuong ctia mang loc cau than. Té bao c6 chan duy tri tinh
toan ven cu tric cia mang day cau than va tong hop phan 16n cac thanh phan
cia mang day cau than nhu collagen typ IV, laminin, fibronectin va
proteoglycan heparan sulphate [34].

Nghién ctru trén té bao c¢6 chan nudi cy ciia chudt di chimg minh rang,
TGF-betal la chat trung gian chinh trong qua trinh tong hop chét ngoai bao
(vi du fibronectin va chudi collagen typ Ia3) boi té bao c6 chan, gop phan lam
day 1én mang day cau thin [96]. Xo cung cau than dic trung bdi sy suy giam
té bao c6 chan do su tach roi té bao co chan khoi mang day cau than va mat
khoang ni¢u do su thay ddi két dinh té bao cua té bao c6 chan. Hién tuong
chan té bao c6 chan bong ra khoi mang ddy cau than cé thé do giam a3p1-
intergin, diéu nay duoc quan sat & té bao co chan trén bénh nhan bi viém cau
than 6 doan va bénh than dai thao duong. Nghién ctru trén chudt bi hdi chung
than hu ciing nhu trén té bao co chan nudi cay, di ching minh rang TGF-
betal rc ché c6 ¥ nghia su boc 16 a3p1-intergin [50]. O than cta ngudi trudong
thanh, ngudi ta thiy té bao c6 chan khong thé tang sinh dé tai tao va thay thé
ma bi mat di trong phan 16n cac ton thuong cau than. Co ché khac giai thich
hién tuong mat té bao c6 chan trong xo cung cau than 1a hién tuong chét té
bao theo chuong trinh cta té bao ¢ chan. O té bao ¢ chan, ting cudng boc 16
TGF-betal gy ra chét té bao theo chwong trinh cta té bao c6 chan [75].

Bang chtng thuc nghiém gan day hd tro gia thuyét té bao co chan c6 thé
tham gia vao quéa trinh chuyén d6i biéu mo thanh trung mé (EMT: Epithelial-
to-Mesenchymal Transition) sau ton thuong, ddn dén réi loan chtic nang cua té
bao c¢6 chan va cudi cung dan dén réi loan loc cau than [50], [55]. Qué trinh

chuyén ddi biéu mo thanh trung mé (EMT) 1a mot qua trinh sinh phoi nguoc
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xdy ra trong diéu kién bénh 1y ¢ nhiéu co quan trong d6 c6 than bénh 1y. Tuy
nhién c6 nhiéu nghién ctru hoai nghi vé su ton tai ciia qua trinh ndy trong in
vivo [49]. Dé tranh nhitng khia canh gay tranh cii vé qua trinh chuyén ddi biéu
mo thanh trung md & té bao co chan, nguoi ta di str dung cum tir yéu hon dé
mo ta qua trinh nay 1a “EMT-like change” (Bién doi giong nhw EMT). Thuc té,
trong bénh viém cAu than 6 doan tién phat va bénh xe¢p cAu than vo cin, hién
tuong “EMT-like change” dugc phat hién ¢ t& bao co chan [58]. Cubi cing
nghién ctu trén té bao c6 chan nudi cdy trong in vitro dd ching minh rang
TGF-betal 12 mot chat cam tng manh gay ra qua trinh bién doi biéu mé thanh
trung mo, ¢ ché cac protein lién két voi mang loc nhu P-cadherin, ZO-1 va
nephrin ciing nhu ting boc 16 ctia cac ddu an trung mo [55].
1.2.3.3. TGF-betal vii té bao nji mach

M4t mao mach cau than va quanh 6ng than 1a mgt dac trung cua bénh
than man tién trién do su gia tang hién tuong chét té bao theo chuong trinh
cta t& bao ndi mach din dén su phat trién cla xo cung cau than va xo hoa ké&
than. TGF-betal diéu hoa nhiéu chic ning ciia té bao ndi mach bao gom ting
sinh té bao gay ra phi dai cau than, khoi phat hién tuong chét t& bao theo
chuong trinh ¢ té bao ndi mach mao mach [25]. Nguoi ta di ching minh rang
té bao ndi mach gop phan vao sy xuat hién nguyén bao soi trong qua trinh xo
hoa than théng qua mot co ché duoc goi 1a chuyén ddi ndi mach thanh trung
mdé (EndMT: endothelial-to-mesenchymal transition). EndMT, giéng véi
EMT, 1a mdt qua trinh lién quan dén xo hoa béi su gia ting s luong nguyén
bao soi & cau than [100]. Cac phat hién vé TGF-betal gy ra boc 16 a-SMA
va mat boc 10 VE-cadherin va CD31 trong mdi truong nudi cay té bao noi
mach than va sy (e ché dic hiéu Smad-3 gay mét hién tuong EndMT do
TGF-betal, di chimg minh TGF-betal 1a mot yéu t6 cam tng trung tim gy
ra EndMT thong qua con duong phu thudéc Smad-3 [54].
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1.2.3.4. TGF-betal trong xo héa ké thin va qud trinh chuyén déi biéu mé
thanh trung mo

Xo cung cau than, xo 6ng k& than, xadm nhap cac chat trung gian giy
viém va kich hoat nguyén bao soi xo duong tinh vdi a-SMA 1a nhiing dac
trung co ban cua ton thuong than tién trién. Trong s nhiing thay d6i nay, xo
hoa k& than tién trién va teo dng than 1a hai dic trung chung nhét cua tit ca
cac bénh than dan dén suy than man giai doan cudi. Bic diém ndi bat nhit cua
qué trinh xo hoa dng k& than 13 gia ting lang dong chat ngoai bao, dic biét 1a
cac soi collagen. Khoang ké& nd rong trong than xo bi 1ap day boi chét lidu xo
bao gém chi yéu 1a collagen typ I, collagen typ III va fibronectin [101].

Sinh 1y bénh cta qua trinh xo hda ké than dugc phéan thanh 4 giai doan
[8], [36]:

Giai doan thtr nhét: 1a giai doan hoat hoa té bao va ton thuong; té bao
éng than , mach quanh éng than bi ton thuong, té bao don nhan dwoc hoat
héa bit dau di cu vao trong khoang k& va giai phong ra cac yéu t viém va
cac yéu to gay ton thuong.

Giai doan thu hai (tin hi€u x0): ddc trung bdi sy san Xudt céc yéu td
thac day xo nhu TGF-betal, yéu to phat trién t6 chuc lién két CTGF
(connective tisue growth factor), Angiotensin II va yéu to phat trién co
nguodn goc tiéu cau PDGF (platelet-derived growth factor).

Giai doan thir ba: ting san xuat chat ngoai bao (bao gdm collagen I,
11, V, VII, XV, fibronectin) va giam thoai hoa chat ngoai bao, dan dén giai
doan thu 4.

Giai doan thtr tu (giai doan phé huy): & giai doan nay s6 luong nephron
con nguyén ven lién tuc giam gay ra giam chirc nang than [36].

Céc té bao 6ng luon gan 1a loai t& bao chiém uu thé trong khoang k&
than binh thuong va cé rat it nguyén bao soi cu tra ¢ k& than. Nhiing nguyén

bao soi cu tra & k€ than nay ndm gan cho gap lai cia mang day ong luon gan
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va tich lily trong cac mo ton thuong. Cac nguyén bao soi tong hop nén chat
ngoai bao & trong khoang ké& 1a ngudn gbc chinh cua sy gia ting chit ngoai
bao (collagen 1, 111, V, VII, XV, fibronectin) [62].

Qua trinh bién d6i biéu md thanh trung mé 1a mot qua trinh didu chinh
cao, dugc dac trung bdi 4 su kién chinh do la [56]:

- Mt cac phén tir két dinh té bao biéu md nhu E-cadherin va ZO-1.

- Su biéu hién ctia a-SMA va sép xép lai cac soi actin.

- Gian doan ciia mang nén ong than va

- Tang cuong di cu té bao va xam nhap khoang ké.

TGF-betal dugc chirng minh 1a mét chit cam ung manh cua hién tugng
x0 héa céu trac than trong bénh than man va nd tac dong dén ca 4 su kién
chinh trén x4y ra trong qua trinh EMT & dng than [59]:

- TGF-betal trc ché su boc 10 cua E-cadherin, ZO-1 va gay ra thuy
phan protein cua E-cadherin bdi metalloproteinase (MMPs).

- TGF-betal gay ra hién tuong tai sip xép té bao biéu mo éng luon gan
két hop véi su boc 16 cua a-SMA

- TGF-betal hoat hoa cac protease nhu MMP-2 va MMP-9 ma céc
protease nay lam gian doan mang day dng than con nguyén ven.

- TGF-betal kich hoat cac té bao tham gia qué trinh EMT dé thoat khoi
t6 chtrc té bao va xam nhap vao khoang k& [57].

1.3. PROTEIN PHAN UNG C PO NHAY CAO TRONG BENH THAN MAN
1.3.1. Tong quan vé protein phan trng C va protein phan trng C d¢ nhay cao

Protein phan ing C (CRP: C-reactive protein) dugc phat hién dau tién
vao nam 1930 bai Tillet va Frances va duoc xac dinh 13 mét “protein pha cap’.
Nhu nhiéu protein pha cap khac, binh thuong CRP xuét hién trong huyét thanh
v6i mot nong do rat thap, nhung ting nhanh dang ké trong dap mg véi tinh
trang viém. Vi vay, CRP duogc xac dinh 1a mdt phuong ti¢n dé phat hién cac

tinh trang viém kin ddo. CRP thudc ho pentraxin c6 trong lugng phan tir la
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25106 dalton. Phan tir CRP ¢ ngudi bao gdm 5 don vi polypeptid gidng hét
nhau, mdi don vi c6 206 acid amin. Cac don vi nay lién két voi nhau thanh

mot hinh vong khuyén dbi xtmg [66].

Hinh 1.3: Cau trac phan tir va hinh thai hoc cia CRP [66]

(a) Kinh hién vi dién tir chi ra cdu triic dang dia ciia phdn tir CRP.

(b) Cdu triic tinh thé ciia phin tir CRP.

(c) Céu triic khéng gian ciia phdn tir CRP.

CRP dugc tong hop bai té bao gan trong dép Gmg vdi tinh trang viém.
Su téng hop CRP duoc kich thich bdi cac cytokine, dac biét 1a IL-6, IL-1 va
yéu to hoai tir u -a (TNF-o). Nong do CRP ¢ ngudi binh thuong nhé hon 5
mg/L. Tuy nhién, trong tinh trang bénh 1y ndng do nay gia ting trong 6 - 8 gio
dau va co thé dat dinh 300 - 400 mg/L sau khoang 48 gid [66].

Hién nay, vdi phuong phap dinh Iwgng CRP nhanh va chinh xac cho
phép dinh luong CRP trong huyét thanh v6i ndng do rat thap goi 1a CRP do
nhay cao (hs-CRP : high sensitivity C-reactive Protein) va dinh Iugng hs-CRP
duoc khuyén cdo nhu 13 mot phwong tién hitu ich dé du bao nguy co xuét hién
cac bién cb tim mach va suy gidm chuc nang than & bénh nhan bi bénh than

man [68].
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1.3.2. hs-CRP véi hoi chirng viém

Pap mg viém khong chi 1a mot qua trinh tai chd ma né ciing ¢ thé
dugc phan anh qua cac biéu hién toan than, qua trung gian tac dung twong hd
ctia nhiéu yéu t6, bao gdm cac protein pha cip, cytokine, bo thé, cac phan tir
két dinh va bach cau. Hién nay mot sé dau an viém nhu CRP, interleukin-6,
yéu td hoai tir u a (TNF- a), cac phan tu két dinh, ..., dugc xéac dinh lién quan
dén gia tri tién luong & ngudi binh thuong ciing nhu & bénh nhan bi bénh than
man. Mot loat cic nghién ctru vé mdi lién quan doc lap gilta hau qua tim
mach va cic dau an viém khac nhau bao gébm CRP, interleukin-6 va
fibrinogen & ca nguodi khoe manh va bénh nhan bi bénh than man da dugce bao
c4o [95]. CRP 1a mot dau an viém dugc biét nhicu nhat va duoc dinh luong dé
dang. Pinh luong CRP ¢ gidi han thip doi hoi phai c6 phuwong phap nhay cao
(hs-CRP). Nong d¢6 CRP khong bi anh huong boi hinh dang hong cau, tudi va
gidi ctia bénh nhan. Piéu nay cho thdy CRP 1a mot ddu an tot dé theo ddi tinh
trang viém [39].
1.3.3. Ngudn goc ciia viém trong bénh thin man

O bénh nhan bi bénh than man, néng do cua cac cytokine viém tang cao
nhiéu 1an do giam mirc loc cau than va ting tong hop & cac to chic. Vi vay,
viém 1a mot trong nhitng dic trung ctia bénh than man. C6 nhiéu yéu té dan
dén tinh trang viém man tinh mirc do thép ¢ bénh nhan b1 bénh than man. Suy
giam chirc nang than tham chi 1a nhiing thay d6i nhé cua phan chic niang than
con lai ciing anh hudng dén tinh trang viém trong hdi chimg ure mau cao.
Giam dao thai cac cytokine viém, cac san pham dau cudi cua chuyén hoa
glycation (AGEs) va cac gdc oxy hoa co tac dung khoi phat va duy tri tinh
trang viém khi chirc nang than gidm.

Céc nguyén nhan khéc thuc déy tinh trang viém & bénh nhan bi bénh
than man bao gém qua tai dich, suy giam chiic ning ciia hang rio bao vé &

rudt dan dén sy xam nhép cia cac ndi doc to [26].
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1.3.4. Ting nong dd hs-CRP huyét thanh véi nguy co tir vong tim mach
va giam chirc ning than & bénh nhan bi bénh than man

Tang hs-CRP dugc xac dinh 1a c6 gid tri dy bao nguy co tr vong tim
mach va du béo tinh trang x4u di ctia chirc ning than ¢ bénh nhan bi bénh
than man [93]. O bénh nhan bi bénh than man giai doan cudi, xo vita dong
mach 14 nguyén nhan hang dau gy tir vong & nhom bénh nhin nay. Ngoai
cac yéu td nguy co truyén thdng d6i véi xo vira dong mach, & bénh nhan bj
bénh than man giai doan cudi van dé lién quan dén hoi ching ure mau cao
gdy ra giai phong cac cytokin viém dan dén suy chuc ning ndi mac ciing
nhu gay ra tinh trang viém kéo dai, bao gdm ting hs-CRP. Ting nong do hs-
CRP huyét thanh gip khoang 20% dén 65% ¢ bénh nhan bi bénh thin man
giai doan cudi, tuy timg nghién ctru [21]. M6t sd nghién ctru xac dinh mbi
lién quan giira ting nong d6 hs-CRP huyét thanh v6i giam chirc nang than.
Trong mot nghién ctru trén 7317 ngudi khong bi dai thao duong, nong do
hs-CRP huyét thanh lién quan c6 y nghia v4i nguy co suy giam chuc ning
than [84]. Nghién ctru ctia Marcello Tonelli va cong su trén 687 bénh nhan
suy than man cho thay ndng d6 hs-CRP huyét thanh lién quan doc 1ap co y
nghia voi tdc do giam chirc nang than & bénh nhan bi bénh than man [89].

C6 ba nguyén nhan giai thich cho tinh trang ting hs-CRP huyét thanh
lién quan dén tién trién ctia bénh than man: Tht nhét 13 tinh trang ting hs-
CRP phan anh mot dap ung viém tai chd cua than. Anh hudng ctia hs-CRP
tai chd 1a 1am giam tong hop nitric oxid (NO), va ting boc 16 thu thé
angiotensin II trong té bao co tron thanh mach. Thir hai 13 viém dugc xac
dinh 1a co ché dan dén xo vita dong mach, ma xo cing cau than 1a mot qua
trinh bénh 1y tuong tu nhu xo vita dong mach. Thir ba 1a hs-CRP anh huéng
1én té bao ndi mach théng qua trc ché chirc niang té bao gdc ndi mach va biét
hoa té bao bang cach hoat héa yéu t6 nhan kappa B (NF-kB), giai phong yéu

t6 co mach c6 nguon goc ndi mach endothelin-1, gidm hoat tinh ctia nitric
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oxid trong t& bao ndi mach dong mach [85]. Tat ca cac yéu td nay thic day
tién trién bénh than man. Vi vay, viém gay ra giam chirc nang than béng
cach thuc ddy suy chic ning té bao ndi md, xo vira dong mach va toén
thuong cu than. Cudi cung, diéu tri khang viém cho thay co6 hiéu qua trong
viéc bao ton chirc nang than [88].

1.4. TINH HINH NGHIEN CUU VE TGF-betal va hs-CRP O BENH
NHAN BI BENH THAN MAN

1.4.1. Cac nghién ciru trén thé gioi

Céc nghién ctru vé TGF-betal va hs-CRP hién nay trén thé gigi dugc
thuc hién theo 3 hudng chinh do 1a: (1) Cac nghién ctru thuc nghiém va lam
sang danh gia vai tro cia TGF-betal va hs-CRP trong ton thuong than man va
tién trién cua bénh than man, (2) Céc nghién ctru vé néng do6 cua TGF-betal
va hs-CRP huyét thanh & bénh nhan bi bénh than man, (3) Cac nghién ctru vé
{rc ché TGF-betal va viém trong diéu trj bénh than man.

Bang chimg vé vai tro ciia TGF-betal va hs-CRP trong tién trién cia
bénh than man da duoc khang dinh trong nhiéu nghién ctu thuc nghiém
cling nhu trén 1am sang:

Nghién ctru cua Fan Jun-Ming va cong su (1999) danh gia tac dung
bién doi biéu mé thanh nguyén bao soi xo cia TGF-betal trén dong té bao
biéu mé dng than cua chudt. Két qua cho thdy TGF-betal 1a yéu tb trung tim
c6 tac dung phu thudc liéu 1én sy bién do6i té bao bicu mo éng than thanh
nguyén bao soi. Su bién d6i nay dugc ting cuong manh mé boi su hién dién
cua collgen typ I [37].

Nghién ctru thyc nghiém trén chudt cua Dahly AJ va cong sy (2002)
nham xac dinh vai trd cia TGF-betal ton thuong than do ting huyét ap ¢
chudt nhay cam voi mudi c6 ché do an 8% NaCl trong 3 tuan. Tac gia tiém

vao phic mac ciia chudt khang thé khang TGF-betal cach nhau 2 tuan va
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nhom chimg. Két qua cho thiy, khang thé khang TGF-betal lam giam c6 ¥
nghia chi sé huyét ap, protein niéu va ton thuong than [31].

Nghién ctru cta Fried Linda va cong su (2004) danh gia vai tro cua
hs-CRP trong tién trién cia bénh than man & nguoi 16n tudi. Két qua cho
thay tbc do giam muc loc cAu than nhanh hon & nhitng nguoi c6 néng do6 hs-
CRP cao hon muc trung binh va can thi¢p lam giam viém c6 dnh hudng co y
nghia 1én loi ich tim mach va than ¢ doi tuong nghién ctru [41].

Nghién ctru ctia Tsai Yi-Chun va cong sy (2012) danh gid moi lién
quan gitra viém va cac hau qua vé than & bénh nhan bi bénh than man. Két
qua cho thiy su gia ting ndng d6 hs-CRP 13 mot yéu t6 nguy co tién trién
nhanh dén bénh than man giai doan cudi & bénh nhan bi bénh than man [91].

Vé su bién d6i ndng do TGF-betal va hs-CRP huyét thanh ¢ bénh nhan
bi bénh than man. Céac nghién ctru trén thé giéi déu cho thay & bénh nhan bi
bénh than man c6 su gia ting nong d6 TGF-betal va hs-CRP huyét thanh so
vo1 nguot binh thuong 1am nhom chirng:

Nghién ctru cua Meng H va cong su (2013) trén 100 bénh nhan viém
cau than IgA va nhém ching gdm 56 ngudi khoe manh ¢ Trung Qudc cho
thdy c6 sy gia ting nong 4o TGF-betal huyét thanh ¢ bénh nhan viém cau
than IgA, va né tuong quan véi tién trién nang cta bénh [60].

Nghién ctru caa Cottone Santina va cong su (2009) khao sat ndong do
TGF-betal va hs-CRP & bénh nhan bi bénh than do ting huyét 4p va mbi lién
quan vé néng d6 cua cac chat trén véi mirc loc ciu than ¢ bénh nhan bénh
than do tang huyét ap. Két qua cho thay & bénh nhan bi bénh than ting huyét
ap, nong d6 TGF-betalva hs-CRP huyét thanh ting cao c6 y nghia so véi
nhém chimg 14 ngudi binh thudng va néng do TGF-betal huyét thanh ciing
nhu ndng do hs-CRP huyét thanh twong quan nghich véi muc loc cau than (p

< 0,0001) [30].
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Nghién ctru ctia Abraham Georgi (2009) trén 100 bénh nhan bénh than
man chua loc méau cho thdy c6 mdi trong quan nghich giita ndng do hs-CRP
huyét thanh va mirc loc cau than (p < 0,05) [19].

Nghién ctru cia tac gia Suthanthiran Manikkam va cong sy (2009) [86]
va nghién ctu cua tac gia August Phyllis va cong su (2003) [22] nhéan thay
ndéng 46 TGF-betal huyét thanh lién quan manh véi yéu t6 chung toc nhung
khong lién quan voi yéu té gidi tinh va tudi.

Tuy nhién cic nghién ctru trén déu tién hanh trén bénh nhan bénh than
man ma nguyén nhan khong thuan nhat bao gébm bénh nhan bi bénh than do
tang huyét 4p va bénh than do dai thao dudng. Pay 13 hai nguyén nhan phd
bién gay bénh than man ¢ cac nudc Au My.

Céc nghién ctru vé rc ché TGF-betal trong diéu tri bénh 1y than man
budc dau cho thdy cac thude e ché TGF-betal trong diéu tri bénh 1y than
man co6 tinh an toan cao:

Nghién ctru cia Wang Qing-Lan va va cong su (2010) nham danh gia
hiéu qua trc ché qua trinh chuyén d6i biéu mo thanh trung moé ¢ ong than cua
Salvianolic acid B (Sal B) qua trung gian TGF-betal (Sal B duoc chiét xuat tir
Danshen, mot loai thao dugc cd truyén cua nguoi Trung Quéc dugc st dung
rong rdi trong bénh than man) cho thay Sal B ¢6 thé ngin chin qua trinh
chuyén doi biéu mo thanh trung mé & éng than cua than xo gy ra boi TGF-
betal [94].

Nghién ctru ctia Sharma K va cong su (2000) cho thay captopril ¢6 kha
ning bao vé tién trién bénh than dai thao duong théng qua giam ndng do
TGF-betal huyét thanh [77].

Mot thir nghiém lam sang giai doan 1 (2011) v&i muc tiéu danh gia tinh
an toan va dugc dong hoc cua fresolimumab, mot khang thé don dong khang
TGF-betal, liéu don truyén tinh mach trong diéu tri bénh viém cau than 6

doan tién phat khang tri. Két qua budc dau cho thay fresolimumab dung nap t6t
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va an toan trong diéu trj bénh nhan viém cau than 6 doan tién phat khang tri
[90] va hién nay hoat chat nay dang dugc tién hanh thir nghiém giai doan 2 trén
bénh nhan viém cau than 6 doan tién phat boi hiang duoc pham Sanofi [18].

1.4.2. Cac nghién ciru trong nudc

Cho dén nay chua c6 nghién ctru ndo & trong nuéc lién quan dén TGF-
betal & bénh nhan bi bénh than man dugc bao cao.

Péi v6i hs-CRP ¢ trong nude ¢ nhiéu bao cdo lién quan dén hs-CRP ¢
bénh nhan bi bénh tim mach, dai thdo duong,... Tuy nhién chua cé nghién ctru
nao khao sat néng do hs-CRP ¢ bénh nhan b1 bénh than man chua loc mau.

Nghién ctru cua BPang Ngoc Tuin Anh va cong su (2011) khao sat ndong
do hs-CRP huyét thanh trén 61 bénh nhan bi bénh than man giai doan cudi loc
mau chu ky tai Bénh vién Trung wong Hué, két qua cho thdy; ty 1& bénh nhan
tang hs-CRP (> 5 mg/L) la 36,1%. Gia tri trung binh hs-CRP trudc loc mau:
2,61 £ 6,7 mg/l, sau loc mau: 3,13 £ 7,7 mg/l khac biét c6 y nghia théng ké so
v6i nhom chimg 13 0,38 + 1,19 mg/l v6i p < 0,0001. Su khac biét giita ndng
d6 hs-CRP huyét thanh trudc va sau loc mau khong co ¥ nghia théng ké. Co
su twong quan nghich giita ndng d6 hs-CRP huyét thanh véi luong

hemoglobin va albumin mau [1].
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CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CU'U

Péi twong nghién ctru gdbm 212 ngudi duge chia 1am 2 nhom:

- NhOm bénh nhan bi bénh than man: 152 bénh nhan bi bénh than man
do viém cau thdn man dugc kham va diéu tri ndi tra va ngoai tr tai khoa Noi
té)ng hop, Bénh vi¢n Hiru nghi da khoa Nghé An. Trong nhom bénh dugc chia
thanh 5 phan nhom theo 5 giai doan bénh than man dya vao cach phan giai doan
cua Hoi Than hoc Hoa Ky - 2012:

+ Bénh than man giai doan 1: 30 bé&nh nhan.

+ Bénh than man giai doan 2: 30 bénh nhan.

+ Bénh than man giai doan 3: 30 bé&nh nhan.

+ Bénh than man giai doan 4: 31 bé&nh nhan.

+ Bénh than man giai doan 5: 31 bénh nhan.

- Nhom nguoi binh thwong: 60 nguoi khdoe manh (30 nam va 30 ni¥).

Ly do trong nghién ctru ndy chung t6i chi Iya chon nhiing bénh nhan bi
bénh than man do viém cau than man 1a vi dé co sd liéu nghién ctru duogc
thuan nhit vé nong d6 TGF-betal va hs-CRP chi ¢ trén nhom bénh nhan bi
bénh than man do viém cau thin man ma khong bao gdm bénh thin man do
nguyén nhan khac.

2.1.1. Tiéu chuan lra chon d6i twong nghién ciru
2.1.1.1. Nhom bénh nhdin bi bénh thdn man

* Tiéu chuan lya chon:

- Bénh nhan bi bénh than man do viém cau than man.

- Chua diéu trj bang cac phuong phap thay thé than suy (than nhan tao,
loc mang bung hodc ghép than).

- Chua diéu tri bang cac thudc co anh huong dén cac bién sd nghién

ctru nhu chi s6 huyét hoc, albumin mau.
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- Tudi tir 18 dén 80.

- Pong y tham gia nghién ciru.
2.1.1.2. Nhom nguwoi binh thwong

Gom 60 nguoi: 30 nam va 30 nit

* Tiéu chuan lya chon

- Tudi: ¢6 d6 tudi twong duong v6i nhom bénh.

- Khong phén biét nghé nghiép, trinh do hoc vén, noi cu tru.

- Pang song lam viéc, hoc tap va cong tac binh thuong.

- Khong c6 tién st bénh 1y than tiét niéu va hién tai khong mAc céac
bénh 1y khac.

- Khong c¢6 d4u hiéu nhiém tring, viém.

- Khong nghién thudc 14, uéng rugu va hién tai khong mang thai.

- Tinh nguyén tham gia nghién ctru (sau khi dugce huéng dan, giai thich
vé nghién cim).

- Cac d6i twong dua vao nghién ctiru duoc két luan 13 binh thudng qua
tham kham 1am sang toan dién va tién hanh cac xét nghiém. Trong d6 cong
thirc mau, ure, creatinin huyét thanh, glucose huyét thanh luc déi, bilan lipid
mau trong gidi han binh thuong. Protein ni¢u va duong ni¢u am tinh, khong
co héng ciu niéu va bach ciu niéu trong nudc tiéu. Siéu 4m théan tiét niéu
khéng thay bét thuong.
2.1.1.3. Tiéu chudn chin dodn bénh thdn man do viém cau than man

* Chan doan bénh nhan bi bénh than man

Bénh nhan dugc chian doan x4c dinh bi bénh than man dya vao tiéu
chuan ctia Hoi than hoc qubc gia Hoa Ky - 2012 (NKF/KDIGO-2012) [48],
gdm co:

- C6 ddu hiéu ton thuong thin (kéo dai trén 3 thing):

+ Albumin niéu (albumin niéu > 30 mg/24).

+ C6 hong cau niéu.
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+ Cac bat thuong vé dién giai do rdi loan chirc ning dng than.

+ Céc bat thuong dugc phat hién qua khai thac tién sir.

+ Céac bat thuong duoc phat hién qua thim kham siéu 4m than — tiét
niéu (hai than kich thudc co thé nho hon binh thudng, nhu mé ting am, kém
phan biét tuy vo).

- Va / hodc mike loc cau thin giam duw6i 60 mlph/1,73m® tir 3 thang tré: lén.

* Chan doan nguyén nhan bénh than man 1 viém cau than man

+ Pé chan dodn nguyén nhdn bénh thdn man can dwa vao [17]:

- Tién st bénh.

- Bénh su.

- Triéu chung 1am sang.

- Triéu chung can 1am sang: xét nghiém nudc tiéu, sinh héa mau va
siéu Am than - tiét niéu.

+ Tiéu chudn chan dodan bénh thin man do viém cau thdn man
[7],[14], [104]:

- C6 tién sir viém cau than cap, hoi chimg than hu.

- Protein ni¢u (> 1 g/24 gio).

- Hong cau niéu, thudng 1 vi thé.

- Phu: thuong trong dot tién trién, giai doan on dinh c6 thé khong c6 phu.

- Tang huyét ap.

- C6 thé giam mtrc loc cau than.

- Hai than kich thudc c6 thé nhé hon binh thudng (chiéu cao < 10 cm),
bd déu, nhu mo than ting am, dai bé than khong bién dang (danh gia bang
phuong phap siéu 4m than - tiét niéu).
2.1.1.4. Chén dodn giai doan bénh thian man

Chan doan giai doan bénh than man dya vao MLCT udc tinh. Trong
nghién ctru nay ching t61 udc tinh MLCT dya vao cong thire CKD-EPI 2009
(Chronic Kidney Disease Epidemiology Collaboration - 2009) [53]:
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MLCT (ml/ph/1,73m?) = 141 x min (Scr/k, 1)* x max (Scr/k, 1)?®x
0,993"% x 1,018 (néu la niz)

Trong do:

Scr:  ndng do creatinin huyét thanh (mg/dL)
ki n0r=0,7; nam=0,9

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

min: sd nhé nhét cia Scr/k hodc = 1

max: sb 16n nhat ctia Scr/k hodc = 1

Tuoi: tinh theo nim

Poi don vi cta creatinine huyét thanh: pmol/L x 0,0113 = mg/dL.

* Chan doéan giai doan bénh than man

Theo H6i than hoc Hoa Ky - 2012 (NKF/KDIGO-2012), bénh than
man dugc phan thanh 5 giai doan dya vao MLCT nhu sau:

Bang 2.1. Cac giai doan ctia bénh than man [48]

Giai doan Danh gia (ml /I[\)/fllll_lc,:;li-%mz)
1 Muc loc cau than binh thuong >90
2 Mtrc loc cau than giam nhe 60 - 89
3 Mtc loc cau than giam trung binh 30-59
4 Murc loc cau than giam ning 15-29
5 Mic loc cau than giam rat nang <15

2.1.2. Tiéu chuin loai trir
2.1.2.1. Nhém bénh nhdn bi bénh thdn man

- Bénh nhén bj bénh thin man tht phat do: ting huyét ap, bénh hé
thong, bénh dai thio duong.

- Dot cép suy than man.
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- Bénh than man kém theo cac bénh 1y tim mach da biét trudc nhu bénh
van tim, bénh tim bam sinh, nhdi mau co tim, tai bién mach mau néo, bénh
mach mau ngoai vi.

- Tat ca cac truong hop nhiém tring cdp va man tinh biéu hién trén 1am
sang va céan lam sang.

- S6t bat ké do nguyén nhan gi.

- Bénh nhan c6 cic bénh kém theo nhu déi thao dudng, viém khép,
bénh hé théng, chan thuong, phau thuat, ung thu.

- Bénh nhén dang ding cac thudc anh huong dén bai tiét creatinin cia
6ng than nhu cimetidin, trimethoprime.

- Bénh nhan nghién hat thubc, lam dung ruou, o thai.

- Bénh nhan hién dang dung cac thubc nhom statin, corticoid.

- Bénh nhan bi cac rdi loan vé tam than khong dii kha nang dé tra 10i
cac cau hoi can thiét trong hoi bénh va tham kham lam sang.

2.1.2.2. Nhom nguwoi binh thuong

- Khong thoa mén céc tiéu chuan lwa chon nhom chimng.

- Pang dung bét ky loai thudc gi ké ca thubc nam.

- C6 ndng dd hs-CRP huyét thanh > 5 mg/L do nghi ngd tinh trang
viém cap.

2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Thiét ké nghién ciru: Nghién ciru cat ngang.
2.2.2. Cac budéc tién hanh nghién ciru

2.2.2.1. Pia diém thwc hi¢n nghién ciru

Dia diém chon bénh nhan: Khoa Noi téng hop, Bénh vién Hitu nghi da
khoa Nghé An.
2.2.2.2. Cac tham do lam sang va cdn lam sang thwc hién trong nghién ciru

- Kham Iam sang thuc hién tai khoa Noi téng hop, Bénh vién Hiru nghi
da khoa Nghé An.
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- Cac x¢ét nghiém cong thirc mau, sinh hoa, nudc tiéu va siéu Am thén -
tiét niéu dugc thuc hién tai Khoa Huyét hoc, Khoa Hoa sinh va Khoa Siéu
am, Bénh vién Hiru nghi da khoa Ngh¢ An.

- Pinh luong ndng do TGF-betal va hs-CRP huyét thanh dugc thuc
hién tai Khoa Hoéa sinh, Bénh vién Trung wong Hué.

* P6i voi nhém ngudi binh thudng:

Péi tuong nghién ctru duge kham 1am sang, do cac chi sé nhan trac,
lam cac xét nghiém co ban bao gém cong thurc mau, glucose, ure, creatinin,
protid toan phan, albumin huyét thanh, bilan lipid méu, xét nghiém nudc tiéu
va siéu 4m thén - tiét niéu.

Sau d6 tién hanh lay mau huyét thanh, bao quan mau huyét thanh (< 7
ngay) ¢ nhiét do - 25°C cho dén khi guri xét nghiém tai Khoa Hoéa sinh, Bénh
vién Trung wong Hué dé dinh lvong TGF-betal va hs-CRP.

* Pdi v6i nhém bénh nhan bi bénh than man:

Bénh nhan thugc nhoém nay dugce tham kham 1am sang ti mi, do cac chi
s6 nhan trac va lam cac xét nghiém dé chan doan xac dinh, chan doan giai
doan va chan doan nguyén nhan suy thin man bao gdm: céng thirc mau, ure,
creatinin, protid toan phan, albumin huyét thanh, bilan lipid mau, dién giai do,
xét nghiém nudc tiéu. Céc chan doan hinh anh bao gém siéu am than tiét niéu,
X quang than tiét niéu, dién tdm do, x quang tim phoi.

Sau d6 ciing tién hanh ldy mau huyét thanh, bao quan mau huyét thanh
(< 7 ngay) & nhiét do - 25°C cho dén khi guri xét nghiém tai Khoa Hoéa sinh,
Bénh vién Trung wong Hué dé dinh luong TGF-betal va hs-CRP.
2.2.2.3. Ldp bénh dn theo mdu bénh dn nghién cieu (Phu luc 1).

2.2.3. Cac ky thuat sir dung trong nghién ciru
2.2.3.1. Ky thudt do huyét dp

- Phuong tién: May do huyét ap thuy ngan hiéu 300-1 ITO cua
Nhat Ban.
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- Quy trinh do huyét ap

Pé bénh nhan ngdi 5 phit trong mot phong yén tinh trude trudce khi bat
dau do huyét ap.

Do huyét ap ¢ tu thé ngdi, do ca 2 tay va lay huyét ap & tay cao hon.

Mac quﬁn ao du rong, canh tay dé tya trén ban ¢ mirc ngang tim, tha
long tay va khong noi chuyén trong khi do.

Do it nhat hai 1an cach nhau 1-2 pht.

Dung bing quan tay dat tiéu chuan

Bing quan dit ngang murc tim. Mép dudi bang quén trén lan khuyu 3 cm.

Sau khi ap luc hoi trong bing quin 1am mat mach quay, bom hoi 1én
tiép 30 mmHg nira va sau d6 ha cot thuy ngan tir tir (2 mm/giay).

St dung am thanh pha I ctia Korotkoff dé x4c dinh huyét ap tim thu.

Chon huyét ap tdm truong tai thoi diém tiéng dap bién mat (pha V).

Tinh huyét ap dya trén sé trung binh cta hai 1an do; néu tri s6 huyét ap
giira hai 1an do dau tién chénh 1éch > 5mmHg thi do thém nhiéu lan nita [9].

2.2.3.2. Ky thudt do chiéu cao va cén ning

- K§ thuat do chiéu cao

Phuong tién: Thudc do chiéu cao.

Bénh nhan chan khong di day dép, dimg thang, mat nhin thang, 3 diém
cham thanh sau cta thudc 12 chim, moéng va gbt chan.

Don vi tinh 1a mét (m)

- K¥ thuét do cén nang

Phuong tién : Can ban c¢6 khic vach trén ban can, mdi vach twong tng
0,1 kg, sai s6 khong qua 0,2 kg.

Dit can & vi tri 6n dinh, chinh kim v& vach 0, nguoi kham mic quan 4o
mong, di chan tran va khong mang vat gi khac, dat hai chan vao giita ban cén.

Doc két qua trén ban can.
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2.2.3.3. Ky thudt thu thdp nwéc tiéu 24 gio

Pung 6 gio sang ngu ddy tiéu bo di : ghi gid, do chiéu cao, can ning va
udng 300 ml nude, bénh nhan phu thi khéng udng nhiéu nudc.

Tir d6 néu budn tiéu, thi phai tiéu vao bo da rira sach. Trong ngay phai
ubng di nudc. Nudc tiéu duge gom du dén 6 gio sang hom sau. Pi dai tién
cling phai himg nudce tiéu vao bo.

Pung 6 gid sang hom sau, tiéu 1an cudi vao bd. Po thé tich toan bo
nudéc tiéu thu duoc [16].
2.2.3.4. Ky thuit xét nghi¢m mét sé chi sé sinh héa lién quan trong
nghién ciu

Pia diém thuc hién : Khoa Hoéa sinh, Bénh vién Hitu nghi da khoa
Nghé An.

Phuong tién : May sinh hoa Cobas 6000.

K¥ thuat lay mau :

Léy mau tinh mach lac doi : léy mau trudc an sang, bénh nhan nhin an
12 gid trude khi ldy mau xét nghiém.

Ldy 5 ml mau tinh mach khong chdng dong, ly tim véi toc d6 3000
vong/phut dé tach lay huyét thanh.

- K§ thuat dinh luong ure huyét thanh

Phuong phap : ure huyét thanh dugc dinh luong bing phuong phap
enzyme voi salicylate.

Nguyén ly: Duéi tac dung thuy phan cua urease, ure dugc thuy phan
va phong thich ra amoniac (NH3) va carbonic (CO,). Ion amoni s€ phan
ung voi hypochlorite va salicylate tao thanh phtrc hgp mau xanh. Pam d¢
ciia mau xanh nay s& ty 1& thuan voi ndong dd cia ure cd trong mau xét
nghiém. Do vy c6 thé do dugc néng d6 ure thong qua may quang ké &
budc song 580 nm.

- K§ thuat dinh luong creatinin huyét thanh
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Phuong phap: creatinin huyét thanh dugc dinh luong theo phuong
phéap Jaffe.

Nguyén ly: creatinin trong dung dich chuta picrat kiém s& tao ra mot
phtc hop mau dé da cam.

Pam d6 mau sic cua phic hop nay ty 1& thuin v4i nong do creatinin
trong bénh pham.

Pam d6 nay duoc do bang may quang ké ¢ budc song 492 nm.

- K§ thuat dinh luong protit toan phan huyét thanh

Phuong phap: protit toan phan duoc dinh lwong bang phuong phap
Gornall

Nguyén ly: protit huyét thanh tac dung v6i Cu?* trong méi truong kiém
tao thanh mot phirc hop mau xanh tim. Cuong d6 mau cta phic hop ty 1€ voi
ndng do protit huyét thanh.

- K§ thuat dinh luong albumin huyét thanh

Nguyén 1y: Albumin két hop véi Bromocresol green dém ¢ pH 4.2 tao
thanh phuc hop c6 mau xanh dam.

Pam d6 mau ty 18 voi ndng do albumin va duoc do bang quang ké &
budc song 628 nm.

- Binh lugng protein niéu

Phuong phéap: Phuong phép so do duc bang quang ké sau khi két tua
protein bang acid tricloroaxetic.

Nguyén 1y: dung acid tricloraxetic dé két tia protein.

Tinh protein ni¢u/24 gio: protein ni¢u (g/24 gio) = protein ni¢u (g/L) X
thé tich nude tiéu (L/24 gio).
2.2.3.5. Ky thudt dinh lwong TGF-betal huyét thanh

Quy trinh 14y mAu bénh pham, bao quan mau bénh pham va ky thuat
tién hanh duoc thyc hién nghiém ngit dua theo hudéng dan cua nha cung cap

thudc thir hing DRG, My (EIA-1864) [35].
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+ K¥ thuét 14y miu bénh pham va bao quan miu bénh pham:

Bénh pham: huyét thanh.

Noi 1éy mau bénh phém: Khoa No1 téng hop, Bénh vién Hiru nghi da
khoa Ngh¢ An.

Noi tién hanh dinh luong TGF-betal: Khoa Hoa sinh, Bénh vién Hiru
nghi da khoa Nghé An.

Ldy mau bénh pham:

Lay mau bénh nhan luc déi (sau nhin an 12 gio).

Lay 3 ml mau, dé co cuc mau & nhiét d6 phong, sau d6 ly tdm & nhiét
d6 phong dé tach 1y huyét thanh.

Bdo qudan mdu bénh phdm:

MAu bénh pham 6n dinh 7 ngay khi bao quan ¢ nhiét d6 2 — 8°C, 3
thang & - 25°C [35].

Biao quan mau bénh pham tai Nghé An trong ta lanh 4m sdu hiéu
SANYO Biomedical Freezer ¢ nhiét do - 25°C, thoi gian bdo quan tai Nghé
An < 7 ngay. Khi van chuyén miu huyét thanh tir Nghé An vao Khoa Hoa
sinh, Bénh vién Trung uwong Hué (thoi gian 7 gid), mau huyét thanh dugc bao
quan bang phich lanh bao quan huyét thanh chuyén dung theo hudng dan cua
nha cung cap thubc thr hing DRG, My (EIA-1864) [35]. Mau bénh pham
dugc phan tich ngay trong ngdy nhdn mau bénh pham tai Khoa Hoéa sinh,
Bénh vién Trung wong Hué.

+ Nguyén ly dinh luong TGF-betal huyét thanh:

Dung k¥ thuat ELISA dé dinh lugng TGF-betal trong huyét thanh.
Duya véo tinh dic hiéu ciia khang nguyén - khang thé theo phuong phap
sandwich: trude khi lam xét nghiém, mau chuin va miu bénh nhan duoc
hoa lodng voi dung dich dém, axit hoa véi HCI, rdi trung hoa voi NaOH.
Sau d6, cac mau duoc U trong cac giéng di duoc phi véi khang thé da dong

TGF-betal. Sau khi rtra sach cac thanh phan khong két hop, khang huyét
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thanh (khang thé don dong chudt), réi enzym lién hop (khang thé IgG
chuot lién hop biotin), phirc hop enzym (Streptavidin Poroxidase) lan luot
dugc thém vao roi duoc t. Mot phtrc hop sandwich enzym mién dich dugc
hinh thanh. Sau khi rira di cac thanh phan khong két hop, thém co chat roi
dung dich ngimg phan tng vdo. Cudng d6 mau ti 1& thuan véi nong do
TGF-betal trong mau, dugc do & budc song 450 nm [35].

+ Phuong tién, hoa chat:

May phan tich ti dong hiéu Evolis Twin Plus, do M san xut.

Thudc thir duge cung cap cua hang DRG, My (EIA-1864):

- Pia phan g (96 giéng) - Enzym lién hop

- Chuéan: 1 lo - Co chét

- Dung dich dém - Dung dich rtra

-HCL1N - Dung dich ngtirng phan trng
-NaOH 1 N - Khang huyét thanh

- Phure hop enzym

Cac dung cu can thiét khac:

- Pipet chinh xéac - Céc tube

- Pau c6n pipet dung mdt 1an - Nudc cat

- Gidy chi thi mau

- Control mirc thap va cao

+ Céc budc tién hanh:

- Xir Iy miu bénh pham:

Mau sau khi rd dong nén dao nhiéu lan trude khi lam.

Mau huyét thanh dugc hoa lodng véi dung dich dém theo ti 18 1:50 (vi
du:10 ul mau + 490 l dung dich dém )

- Axit hoa va trung hoa mau va chuan:

Thém 200 ul chuan hoic mau di hoa lodng vao tube phan ting

Thém 20 x«l HCI 1N vao
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Day ndp, tron déu va dé trong 15 phut

Thém 20 ul NaOH 1IN dé trung hoa, tron déu.

Sau khi trung hoa, cdc mau nén co6 gia tri pH tir 7 va 8. Vi vay phai
kiém tra gi4 tri pH véi gidy chi thi mau.

- Chuan bi thudc thir:

Pua tit ca thude thir vé& nhiét do phong trude khi st dung.

Dung dich rtra: Hoa 30 ml dung dich rtra voi 1170 ml nude cat dé duoc
1200 ml dung dich.

Sau khi pha, 6n dinh 2 tuin & nhiét do phong.

- Dung dich chuan:

Lo chuan gbc A c6 ndng do 600 pg/mL

Pha lodng nhiéu 1an véi dung dich dém dé duoc chuan B, C, D, E, F voi
cac nong do twong umg 1a 300 pg/mL; 150 pg/mL; 75 pg/mL; 38 pg/mL; 19
pg/mL va G la dung dich dém (0 pg/mL)

On dinh 1 tuan khi bao quan ¢ 2 - 8° C, 1au hon khi lam dong ¢ -20° C

- Tién hanh k¥ thuat:

Tién hanh theo qui trinh cai dit trén may tu dong EVOLIS TWIN PLUS.

Téng thoi gian lam xét nghiém nay khoang 1275 phit (gan 21 gio).
Néu khong 1 qua dém & nhiét d6 4°C ma U ¢ nhiét do phong thi mat khoang
555 phut (gan 9 gio).

V& dudng cong chuan trudc, control dat thi tién hanh do mau.

Cac budc tién hanh nhu sau:

Hut 100 ul mdi calibrator, control hodc mau bénh nhan vao cac giéng.

Phu gidy kin va @ qua dém (8 - 16 gid) ¢ 4 ° C. Hodc U 3 gio ¢ nhiét
do phong.

Lay gidy phu ra, loai bo cac chit ra khoi giéng, rira cac giéng 3 1an voi
300 ul dung dich rira cho mdi giéng trong mot lan rira.

HGt 100 x1 khang huyét thanh vao mdi giéng.
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U 120 phiit ¢ nhiét d6 phong.

Loai bo cac chat ra khoi giéng, rira cac giéng 3 1an véi 300 ul dung dich
rira cho mdi giéng trong mot 1an rira.

HGt 100 l enzym lién hop vao mdi giéng.

U 45 phut & nhiét d6 phong.

Loai bo cac chit ra khoi giéng, rira cac giéng 3 1an véi 300 ul dung dich
rira cho mdi giéng trong mot 1an rira.

HUt 100 ul phirc hop enzym vao mdi giéng.

U 45 phut ¢ nhiét d6 phong.

Loai bo cac chét ra khoi giéng, rira cac giéng 3 1an véi 300 ul dung dich
rira cho mdi giéng trong mot 1an rira.

HGt 100 zl co chat vao mdi giéng.

U 15 phut ¢ nhiét d6 phong.

HUt 50 1 dung dich ngimg phan tmg vao mdi giéng, tron déu.

Tién hanh do v&i bude song 450 nm trong 10 phut.

- Luu ¥: tuyét dbi khong st dung mau vd hong cau, mau duc, mau vang
dé dinh luvong TGF-betal [35].
2.2.3.6. Ky thudt dinh lwong hs-CRP huyét thanh

Dia diém thuc hién: Khoa Hoa sinh, Bénh vién Trung wong Hué.

Mau bénh phim dé dinh lugng hs-CRP ciing 1a mau huyét thanh dé
dinh lugng TGF-betal.

+ Nguyén 1y dinh luong hs-CRP huyét thanh:

hs-CRP dugc dinh luong bang phuong phap mién dich do do duc.
Khang thé khang CRP trong thubc thir két hgp v6i CRP trong mau bénh pham
tao thanh phtrc hgp mién dich khang nguyén - khang thé khién dung dich
phan tng c6 do duc. Néng do CRP trong mau thir ty 1€ thuan vo1 do duc do
phtc hop mién dich khang nguyén - khang thé tao ra.
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+ Phuong tién va hoa chit:

- Phuong tién: may xét nghiém OLYMPUS AU640, tai Khoa Hoa sinh,
Bénh vién Trung wong Hué.

- Hba chit: hoa chat xét nghiém hs-CRP, chit chuan hs-CRP, chat kiém
tra chat luong hs-CRP.

Thudc thtr cung cip boi hang Beckman Coulter (OLYMPUS).

+ Cac budc tien hanh

- May phan tich can chuan bi san sang dé thyuc hién phan tich mau: may da
dugc cai dit chuong trinh xét nghiém hs-CRP. May d3 duoc chuan véi xét
nghiém hs-CRP. Két qua kiém tra chat luong véi xét nghiém hs-CRP dat yéu cau
khong nam ngoai dai cho phép va khong vi pham luat kiém tra chét luong.

- Nap mau bénh pham vao may phan tich.

- Ra 1énh cho mdy phén tich mau bénh pham.

- Poi may phan tich miu bénh pham theo chuong trinh ctia may.

- Ghi nhan két qua hs-CRP huyét thanh ctia mau bénh pham [24].

47



So d 2.1. So d6 thiét ké cac budc thyuc hién trong nghién ctru
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2.2.4. Mot s6 tiéu chuin va cong thirc dwge ap dung trong nghién ciru

2.2.4.1. Tiéu chudn chén dodn va phan logi ting huyét dp theo WHO/ISH

2004 va Hgi tang huyét dp Viet nam 2013

Bang 2.2. Tang huyét 4p theo WHO/ISH 2004 va Phan hoi tang huyét ap Viét
Nam 2013 [9]

Phan loai Huyét ap tim thu | Huyét ap tAm truong

(mmHg) (mmHg)

HA t6i wu <120 <80

HA binh thuong <130 <85

HA binh thuong cao 130 - 139 85 -89

THA d6 1 (nhe) 140 - 159 90-99

THA d6 2 (vura) 160 - 179 100 - 109

THA d¢ 3 (nang) > 180 >110

THA tam thu don doc > 140 <90

Phén loai nay dua trén chi s6 do huyét ap tai phong kham, néu chi so
huyét 4p tdm thu va chi sé huyét ap tam truong khong cting mot phan loai thi
chon mirc huyét ap cao hon dé xép loai.
2.2.4.2. Tiéu chuin chin dodn thiéu mdu trong bénh thin man cia Héi
Tiét nigu Thin hoc Viét Nam 2013 va NKF/KDIGO 2012

Chan doan thiéu mau ¢ nguoi trén 15 tudi méac bénh than man khi [5], [47]:

Nong d6 Hemoglobin < 130 g/l & nam gidi.

Nong d6 Hemoglobin < 120 g/l & nit gidi.
2.2.4.3. Tiéu chudn ddnh gid nguy co tim mach dwa vao nong dp hs-CRP

Phan loai nguy co tim mach dua vao nong do hs-CRP huyét thanh theo
Trung tam kiém soat va Phong ngira bénh tat Hoa Ky va Hoi tim mach Hoa
Ky nam 2002 (CDC/AHA-2002) [82]:

Nguy co thip: ndng d6 hs-CRP huyét thanh < 1,0 mg/L.
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Nguy co trung binh: ndong d6 hs-CRP huyét thanh tir 1,0 - 3,0 mg/L.
Nguy co tim mach cao: ndong d6 hs-CRP huyét thanh > 3,0 mg/L.
2.2.4.4. Cong thirc tinh chi sé khéi co thé (BMI)

Can nang (kg)
I R I ——
(Chiéu cao)? (m°)
Nhén dinh két qud [20]:
Thép can: BMI <185 Binh thuong:  BMItir 18,5—22,9
Thtracan: BMI tir 23 -24,9 Béo phi do I: BMI tir25-29,9

Béo phi do 1I: BMI > 30.
2.2.5. Xir 1y so liéu

- S liéu thu thap duoc xir 1y theo thuat toan théng ké trén mdy vi tinh
bang phan mém SPSS 18.0.

- Cac nhém ddi twong nghién ctru duge chia theo tam phan vi nong do
TGF-betal huyét thanh (< 25,31 ng/mL; 25,32 — 36,18 ng/mL va > 36,19
ng/mL) va tam phan vi néng d6 hs-CRP huyét thanh (< 0,85 mg/L; 0,86 —
2,84 mg/L va > 2,85 mg/L) cua nhom bénh nhan bi bénh than man.

- Nong d6 TGF-betal huyét thanh dugc coi 1a ting khi > X #* 2SD cua
nhom chimg, tic > 27,79 ng/mL. Tuong ty, ndng do hs-CRP duoc coi 13 ting
khi > X + 2SD ctia nhém chitng, tirc > 1,19 mg/L.

- Nong d6 TGF-betal va hs-CRP huyét thanh dugc thé hién bang trung
binh + d6 1éch chuén (X + SD) va trung vi (25"; 75").

- Chuyén day bién s6 c6 phan bd khong tuan theo luat chuan thanh day
bién s6 c6 phan bd tuan theo luat chuan bang cach logarit co s 10 cia bién dé
phéan tich.

- Str dung ANOVA test dé so sanh trung binh cac quan sat néu bién c6

phan bo chuan:
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p>0,05: dg tin ciy dudi 95%. p<0,05: dg tin cay trén 95%.

p<0,01: do tin cay trén 99%. P <0,001: o tin cdy trén 99,9%.

- Sir dung test ¥* dé so sanh su khac biét vé ty 1& phan tram.

- Tuong quan gitra hai dai lugng:

+ Tinh hé s twong quan r:

|t|>0,7: tvong quan chat ché. 0,5 <|r|<0,7: tuong quan kha chat ché.

0,3 <|r|<0,5:twong quan vua. |r|<0,3: twong quan yéu.

r duong: tuong quan thudn r Am: twong quan nghich.

+ Lap phuong trinh twong quan gitra hai dai lugng.
2.3. Pao dirc trong nghién ciru

Céac k¥ thuat tién hanh trong nghién ciru khong 1am ton hai dén stic
khoe, kinh té, nhan than, ... cua d6i tuong nghién ctru. Ddi twong nghién ctru
dugc giai thich ddy du vé cac k¥ thuét tién hanh trong nghién ctru va hoan
toan tu nguyén khi tham gia nghién ctru. Qué trinh thuc hién nghién ctru tuan
thu day du nhitg chuan muc co ban chung nhat vé dao dirc nghién ctru y sinh

hoc ¢ Viét Nam [4].
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CHUONG 3. KET QUA NGHIEN CUU

3.1. PAC PIEM CUA POI TUQNG NGHIEN CUU

Nghién ctru dugc tién hanh trén 212 nguoi va dugc chia thanh 2 nhém
chinh: nhom nguoi binh thuong va nhom bénh nhan bi bénh than man do
VCTM.
3.1.1. Pic diém chung ciia d6i twong nghién ciru

* Nhém nguwoi binh thuwong: gdom co 60 ngudi, trong d6 c6 30 nam va 30 nil.

* Nhém bénh nhin bi bénh thgn man do VCTM: gom c6 152 ngudi
chia thanh 5 ph&n nhoém theo 5 giai doan bénh than man theo MLCT:

+ Giai doan 1: 30 bénh nhan.

+ Giai doan 2: 30 bénh nhan.

+ Giai doan 3: 30 bénh nhan.

+ Giai doan 4: 31 bénh nhan.

+ Giai doan 5: 31 bénh nhan.

Nhoém BT Nhém BTM

B Nam B Nir

Biéu d6 3.1. S6 luong cac nhom ddi twong nghién ctru theo gidi
S6 luong hai gii twong duwong nhau trong nhém ngudi binh thuong

cling nhu trong nhém bénh nhan bi bénh than man.
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Bang 3.1. Dac diém veé tudi, gioi cua doi tuong nghién ciru

o Chung
nghién ciru Nam Nip pl
Tubi Tuoi Tubi
n B n| n|
X £SD X £SD X £SD
47,07 + 48,30 + 45,83 +
Nhom ngwoi BT | 60 30 30 > 0,05
17,44 14,56 20,08
Nhém bénh ¢6
49,03 + 49,92 + 4941 +
MLCT > 60 38 22 > 0,05
) 13,80 11,96 15,32
60/ml/ph/1,73m
Nhom bénh cé
51,26 = 48,76 + 53,28 =
MLCT < 92 41 51 > 0,05
) 16,32 19,08 13,59
60/ml/ph/1,73m
p2 > 0,05 > 0,05 > 0,05

pl: so sanh giitta nam so voi nit; p2: so sanh gitta nhom nguoi binh thuong, nhom
bénh ¢6 MLCT > 60/ml/ph/1,73m? va nhém bénh c6 MLCT < 60/ml/ph/1,73m>.
Tudi twong duong giita cac nhém ngudi binh thudng, nhom bénh co
MLCT > 60/ml/ph/1,73m* va nhom bénh c¢6 MLCT < 60/ml/ph/1,73m?. Tubi
tuong duong gitta nam va nit & cd nhom nguoi binh thuong, nhém bénh co

MLCT > 60/ml/ph/1,73m? va nhém bénh c6 MLCT < 60/ml/ph/1,73m>.
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3.1.2. Pic diém nhan tric cia ddi twong nghién ciru

Bang 3.2. Dac diém nhan trac cia cac doi tugng nghién ctru

Nhom bénh than man

, Nr]c.’”];T Nhoém bénh c6 Nhoém bénh ¢6
Chiso | ngwol P11 mLcT> | MLCT< p3
(n=60) 60/ml/ph/1,73m? P 60/ml/ph/1,73m?
(n=60) (n=92)
Chiéu cao > > >
1,61 £0,08 1,62 £ 0,08 1,59 £ 0,08
(m) 0,05 0,05 0,05
Can nang > < <
57,22 + 8,54 56,28 + 8,58 51,55+9,61
(kg) 0,05 0,05 0,05
Vong > > >
75,37 £ 6,47 77,25+ 7,09 7750x7,10
bung (cm) 0,05 0,05 0,05
BMI > < <
21,88 £ 2,33 2154274 20,50 £ 2,75
(kg/m®) 0,05 0,05 0,05

pl: so sanh giita nhom nguwoi binh thwong voi nhom nhom bénh co MLCT >
60/ml/ph/1,73m?% p2: so sanh gita nhém nhém bénh c¢6 MLCT > 60/ml/ph/1,73m?
véi nhém bénh c6 MLCT < 60/ml/ph/1,73m?, p3: so sanh giita nhém nhém bénh cé
MLCT < 60/ml/ph/1,73m? va nhém nguoi binh thuong.

Nhan thay su khac biét vé trung binh chi s6 BMI giita nhom bénh nhan

c6 MLCT < 60/ml/ph/1,73m? so véi nhém bénh nhan c6 MLCT >
60/ml/ph/1,73m>.
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Bang 3.3.

theo giai doan bénh than man

bac diém nhan trac cta do1 tugng nghién ctru

Nhom bénh than man
Chisd | GP1 | GP2 | GP3 | GD4 GD5 p
(nhém 1) | (hnhdm 2) | (nhém 3) | (nhdom4) | (nhém 5)
Chiéu | 162+ | 161+
1,60+0,07/1,60+0,08|1,55+0,07 | >0,05
cao (m) 0,07 0,09
Can P (5 voi
56,40+ | 56,17+ | 5533 52,76 £ 46,68 +
ning 1,2,3,4)
6,91 10,10 8,25 10,62 7,81
(kg) <0,05
\Vong
7563+ | 7887+ | 80,33 76,97 + 75,29 +
bung > 0,05
5,24 8,34 6,57 6,59 7,39
(cm)
P (5 voi
BMI | 2153+ | 2154+ | 21,63+ | 2050+ | 19,40+ . ; 3
] ] <
(kg/m?) 2,39 3,09 2,78 2,67 2,41 0.05

p(Xi voi i), so sanh giita nhém x; va nhomy; (x;, y; = 1,2,3,4,5).

Chi sb can nang va BMI ¢ nhom bénh nhan bénh than man giai doan 5

thap hon ¢ y nghia thdng ké so v&i nhdm bénh nhan & cic giai doan khac (p

< 0,05).

55



Bang 3.4. Chi s6 huyét hoc va chirc ning than cua d6i twong nghién

Nhom bénh than man

, Nhom Nhém b¢nh cé Nhém b¢nh cé
Chi s6 nguoi BT | p1 MLCT > MLCT < p3
(n=60) 60/ml/iph/1,73m? | P2 | 60/mi/ph/1,73m?
(n=60) (n=92)
He 4764044 | | 478+076 | | 360+101 |
(T/L) P EE T 0,05 T 0001 T 0,001
Hematocrit > < <
40,57 + 4.08 40,39 + 7,09 29,84 + 9,21
(%) 0,05 0,001 0,001
Hemoglobin | 133,85+ | > < <
138,88 + 25,79 102,72 + 31,49
(g/l) 1426 (0,05 0,001 0,001
ure 578150 | > | REMP < gsianize | S
+ +
(mmol/I) T 70,05 0,001 AR 0,001
Creatinin 84,60 * > < <
83,20 + 22,27 362,90 + 324,95
(umol/) 17,06 |0,05 0,001 0,001
MLCT 8454+ | > < <
+20,2 24,34 + 15,94
(ml/ph/1,73m?)| 1958  |0,05 86582023 15 hop| 24341594 15 501

pl: so sanh giita nhom nguoi BT voi nhom bénh co MLCT > 60/ml/ph/I, 73m?, p2:

so sanh giita nhém bénh c¢é6 MLCT > 60/ml/ph/1,73m® véi nhém bénh cé6 MLCT <
60/ml/ph/1,73m?, p3: so sanh gita nhém bénh ¢6 MLCT < 60/ml/ph/1,73m* véi

nhom nguoi BT.

C6 su khac biét c6 ¥ nghia thong ké vé trung binh cac chi sd huyét hoc,
chiic ning than gitra nhém nhém bénh ¢4 MLCT < 60/ml/ph/1,73m* so véi
nhém bénh ¢6 MLCT > 60/ml/ph/1,73m? va nhém ngudi BT (p < 0,001).
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Bang 3.5. Chi s6 huyét hoc va chirc ning than cua dbi twong nghién ciru

theo giai doan bénh than man

Chi so

Nhom bénh than man

GDh1 GD2 GDb3 Gb 4 GD S5 P
(nhém 1) | (nhdm 2) | (nhom 3) | (nhdm 4) | (nhém 5)
HC 502+ | 455+ | 431+ | 356+ | 294+
< 0,001
(T/L) 0,60 0,83 0,83 0,86 0,86
Hematocrit | 42,80+ | 37,98+ | 3583+ | 30,00+ | 23,88+ 0.001
< 1
(%) 6,26 7,15 9,15 6,92 7,46
Hemoglobin | 149+ | 128,37+ | 12580+ | 102,65+ | 80,45+ 0.001
< 1
(g/l) 22,34 25,00 24,69 27,40 24,97
553+ 8,74 + 996+ | 18,23+ | 27,10+
Ure (mmol/l) < 0,001
2,38 10,91 4,32 8,11 13,63
Creatinin | 71,93+ | 9447+ | 12830+ | 265,19+ | 677,53 0.001
< 1
(umol/) 14,14 23,38 27,28 113,28 | 379,20
MLCT 103,19+ | 69,99+ | 4430+ | 21,62+ | 7,75+ 0.001
< 1
(ml/ph/1,73m% | 14,67 6,93 6,72 5,15 3,19

p (X vai yi); so sanh gitta nhom x; va nhémy; (i, yi = 1,2,3,4,5).

Céc chi s6 huyét hoc, nong do ure, creatinin mau va MLCT c¢6 su khac

biét c6 y nghia théng ké gitta cac giai doan bénh than man (p <0,001).
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3.1.3. Pic diém huyét ap cia ddi twong nghién ciu

Bang 3.6. Pic diém huyét ap cta cac d6i twong nghién ciru

Chi so

Nhom nguoi

Nhom bénh than man

Nhom bénh ¢6

Nhom bénh c6

BT (n:60) pl MLCT > MLCT < p3
60/ml/ph/1,73m? | P2 | 60/ml/ph/1,73m?
(n=60) (n=92)
HATT | 11285+ | > < <
118,67 + 14,32 146,14 + 28,12
(mmHg)| 1585  |0,05 0,001 0,001
HATTr > < <
72,25+ 7,89 71,00 + 10,85 81,63 + 13,81
(mmHg) 0,05 0,001 0,001
HATB > < <
86,31 + 7,30 86,89 + 11,40 103,13 + 14,65
(mmHg) 0,05 0,001 0,001
Ty 18
THA 0 11,77 N 59,78
! 0,001 !
(%0)

pl: so sanh giita nhom ngiweoi BT va nhém bénh ¢6 MLCT > 60/ml/ph/1,73m”; p2:
S0 sanh giita nhom bénh cé6 MLCT > 60/ml/ph/1, 73m® véi nhém bénh 6 MLCT <

60/ml/ph/1,73m?; p3: so sanh giita nhém ngwoi BT va nhém bénh cé6 MLCT <
60/ml/ph/1,73m?,

C6 sy khac biét co ¥ nghia thong ké vé cac chi s6 huyét ap tam thu,

huyét 4p tdm truong va huyét ap trung binh gitta nhém bénh c6 MLCT <
60/ml/ph/1,73m* so v6i nhom bénh bénh ¢ MLCT > 60/ml/ph/1,73m* va so

v&1 nhom nguoi binh thuong.
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Bang 3.7. So sanh huyét 4p cua d6i twong nghién ciru

¢ nhom ngudi binh thudng va cac giai doan bénh than man

Nhom Nhém bénh thin man P
nguoi
Chi sé BT GP1 | ~p, | GP3 | GP4 | GD5
(nhdm | (nhom . (nhém | (nhém | (nhom
bt) 1) |(hhom2)} oy 4) 5)
pt voi  3:4,5)<
HATT |112,75+| 116,00 121,33 +| 137,83 | 15581 | 144 52 |*0> P v 34
< 0,05, P2 véi 3,4;5
(mmHg)| 1585 | £894 | 17,95 |+20,83|+2849|+3161|_, - P i 3 <
0,05
p(btvoi 3:4:5) < 0,05,
HATTr | 72,25+ | 70,33 | 71,67 + | 75,00 | 82,42 +|87,26 * |11 v 3:4:5) < 0,05,
(mmHg)| 7,89 850 | 12,89 | 10,34 | 15,65 | 12,37 |p@véi3:4:5) <005,
pBvoi4:5)<0,05.
p(btvéi 3:4:5) < 0,05,
HATB | 86,31+ | 85,56 + | 88,22+ |9594 *| 106,88 | 106,34 |, voi 3:4:5) < 0,05
(mmHg)| 7,30 794 | 14,05 | 11,36 |+15,18 |+ 14,82|p2véi3:4:5) <005,
p(5v6i3) < 0,05
Ty 18
THA 0 6,7 16,7 | 56,67 | 70,97 | 51,62 <0,001
(%)

p(Xi voi i), so sanh giita nhém x; va nhomy; (x;, yi = 1,2,3,4,5, bt).
Céc chi s6 HATT, HATTr va HATB khong c6 su khac biét co ¥ nghia

théng ké gitra nhom bénh nhan bi bénh than man giai doan 1 va 2 so voi

nhom ngudi binh thudng. Tuy nhién cac chi s6 nay thap hon c6 y nghia thong

ké gitrta nhoém bénh nhan bi bénh than man giai doan 1 va 2 so v&i cdc nhom

bénh than man giai doan 3, 4 va 5 (p < 0,05). Ty 1¢ bénh nhan bi tang huyét

ap tang dan theo giai doan bénh than man (p < 0,001).

59



3.2. NONG PQ TGF-betal VA hs-CRP HUYET THANH CUA POI
TUQNG NGHIEN CUU
3.2.1. Nong @9 TGF-betal va hs-CRP huyét thanh ciia cic nhom doi

tuwgng nghién ciru

Bang 3.8. Phan b nhom ngudi binh thudng va nhom bénh nhan

bénh than man theo tam phan vi nong d6 TGF-betal va hs-CRP huyét thanh

Tam phan vi nong do Tam phén vi ndng do
TGF-betal huyét thanh hs-CRP huyét thanh
Nhém nghién ciru (ng/ml) (mg/l)
25,32 - 0,86 -
<2531 >36,19 | <0,85 >2.,85
36,18 2,84
Nhom ngwoi | n 54 6 0 48 11 1
BT
% | 90,00 10,00 0,00 | 80,00 | 18,33 | 1,67
(n=60)
Nh6mBTM | N 50 51 51 50 51 51
(n=152) % | 32,89 | 3355 | 3355 | 32,89 | 3355 | 33,55
p <0,001| <0,001 | <0,001 | <0,001|<0,001|<0,001

p: so sanh giita nhom nguoi binh thuong va nhom bénh nhan bénh than man

Ty 18 bénh nhan bi BTM phén bd ¢ tam phan vi nong do TGF-betal huyét
thanh cao nhat (> 36,19 ng/mL) cao hon c6 ¥ nghia thong ké so v6i nhém ngudi
binh thuong (p < 0,001). Tuong ty, ty 16 bénh nhan bj BTM phén bb ¢ tam phan
vi ndng d6 hs-CRP huyét thanh cao nhat (> 2,85 mg/L) cao hon so véi nhém
nguoi binh thudng (p < 0,001).
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Bang 3.9. Nong do TGF-betal va hs-CRP

huyét thanh & ngudi binh thuong va bénh nhan bi bénh than man

] Nhom nguwoi BT | Nhém BTM
Chi s0 p
(n=60) (n =152)
Nong do X +SD 13,45+ 7,17 32,35+ 11,74
TGF-betal Piog T GF-betal
huyét thanh | 1TUngVvi 12,44 30,30 <0,001
(ng/ml) | (8"78") | (828,1759) | (22,98;3956
Nong d9 hs- | X +SD 0,41 + 0,39 3,10 + 3,67
CRP huyét Pioghs-CRP <
thanh Trung vi 0,23 151 0,001
(ma/h) 2575 | (0,12:0,48) (0,72: 3,93)

Nong d6 TGF-betal va hs-CRP huyét thanh & nhém bénh nhan bi bénh

than man cao hon c6 y nghia théng ké so véi nhom ngudi binh thudng

(Piog TGF-betal < 0,001; pighs-CRP < 0,001).

61




Bang 3.10. Phan b nhom ngudi binh thuong, nhém BTM ¢6 MLCT >
60/ml/ph/1,73m* va nhém BTM c6 MLCT < 60/ml/ph/1,73m? theo tam phan
vi ndng d6 TGF-betal va hs-CRP huyét thanh

Tam phén vi ndng d6

Tam phén vi ndng d hs-

TGF-betal huyét thanh CRP huyét thanh
Nhom nghién ctru (ng/ml) (mg/l)
25,32 - 0,86 -
<2531 >36,19| <085 > 85
36,18 284
Nhém ngudi BT, | N 54 6 0 48 11 1
(n=60) % | 90,00 | 10,00 0,00 | 80,00 | 1833 | 1,67
Nhémbénheé | n | 43 10 7 44 16 0
MLCT >
60/ml/ph/1,73m* | oy | 7167 | 1667 | 11,67 | 7333 | 26,67 | 0,00
(n= 60)
Nhém bénh ¢6 | n 7 41 44 6 35 51
MLCT <
60/ml/ph/1,73m? | o | 761 | 4457 | 4783 | 652 | 3804 | 5543
(n=92)
D <0001 <0001 |<0001|<0001| <0,001 |<0,001

Ty 1& bénh nhan bj BTM ¢6 MLCT < 60/ml/ph/1,73m? phan bd & tam
phan vi ndng 46 TGF-betal huyét thanh cao nhat (> 36,19 ng/mL) cao hon so véi
nhém BTM ¢6 MLCT > 60/ml/ph/1,73m* va so véi nhom ngudi binh thudng
(p < 0,001). Tuong tu, ty 1& bénh nhan bji BTM ¢6 MLCT < 60/ml/ph/1,73m?
phan bd ¢ tam phan vi ndng d6 hs-CRP huyét thanh cao nhat (> 2,85 mg/L) cao
hon nhém BTM ¢6 MLCT > 60/ml/ph/1,73m* va so v6i nhom ngudi binh

thudng (p < 0,001).
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Bang 3.11. Nong d6 TGF-betal va hs-CRP huyét thanh & nhom bénh c6

MLCT > 60/ml/ph/1,73m* so v6i nhém bénh c6 MLCT < 60/ml/ph/1,73m*

Nhom bénh ¢o6 Nhém bénh cé
) Nhém nguoi MLCT > MLCT <
Chi so BT pl 60/ml/ph/1,73m p2 60/ml/ph/1,73 3
(n=60) 2 m? P
(n=60) (n=92)

Nongdd| X 1345717 23,86 + 8,28 37,88 + 10,29

TGgF X £3D Pl TGF- D21, TGF- P36, TGF-

betal Trung vi 12,44 betal < 22,08 betal < 36,13 betal <
(ng/m) (25™75™) | (8,28;17,59) | 0,001 | (20,06;27,79) | 0001 | (2950;45,89) | 0,001
Nongdd| X +Sp | 041+0,39 0,79+ 0,44 461+4,05 | P3ighs-

p1|09h5' leoghS-

hs-CRP CRP<

() Trung vi 0,23 CRP< 071 CRP< 3,25 0.001

(25™75™ | (0,12;048) | 0,001 (0,55; 0,88) 0001 | (1,84;6,21) ’

pl: so sanh giita nhém nguoi BT va nhém bénh ¢é6 MLCT > 60/ml/ph/1,73m?, p2: s0

sanh giita nhom bénh cé6 MLCT > 60/ml/ph/I, 73m® véi nhém bénh ¢ MLCT <

60/ml/ph/1,73m? p3: so sanh gitta nhém bénh c6 MLCT < 60/ml/ph/1,73m*> véi

nhom nguoi BT.

Nong do TGF-betal va hs-CRP huyét thanh & nhom bénh c6 MLCT

> 60/ml/ph/1,73m’ thip hon c6 y nghia théng ké so voi nhém bénh co

MLCT < 60/ml/ph/1,73m* nhung cao hon cé ¥ nghia thong ké so véi nhom

nguoi binh thuong.
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Bang 3.12. Phan bd giai doan bénh than man theo tam phan vi néng do

TGF-betal va hs-CRP huyét thanh

Tam phan vi nong @ TGF- | Tam phén vi nong do hs-
betal huyét thanh CRP huyét thanh
Nhém nghién ciru (ng/ml) (mgl/l)
<2531 | 2% sae19 | <oss | T | 5085
36,18 2,84
Nhém ngudi| n 54 6 0 48 11 1
BT, (n=60)
(a6 b % | 90,00 | 10,00 0,00 80,00 | 1833 | 1,67
GP1,n=30| N 22 5 3 29 1 0
(nhém1) | % | 7333 | 16,67 | 1000 | 96,67 | 333 | 0,00
GPb2,n=30| N 21 5 4 15 15 0
(nhém2) | % | 70,00 | 16,67 13,33 50,00 | 50,00 | 0,00
GP3,n=30| N 7 13 10 6 16 8
(nhém3) | 9% | 2333 | 43,33 | 3333 | 20,00 | 5333 | 26,67
GP4,n=31| N 0 17 14 0 14 17
(nhém4) | % | 000 | 5484 | 4516 0,00 | 4516 | 54,84
GPb5,n=31| N 0 11 20 0 5 26
(nhom%) | % | 0,00 | 3548 64,52 0,00 | 16,13 | 83,87
D <0,001 | <0,001 | <0001 |<0001]|<0,001| <0001

Ty 1¢ bénh nhan phan bd & tam phan vi néng do TGF-betal huyét thanh

cao nhit (> 36,19 ng/mL) ting dan theo giai doan bénh than man (p < 0,001).

Tuong tu, ty 18 bénh nhan phan b ¢ tam phan vi nong d6 hs-CRP huyét

thanh cao nhat (> 2,85 mg/L) ciing ting dan theo giai doan bénh than man (p

< 0,001).
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Bang 3.13. Nong d6 TGF-betal va hs-CRP huyét thanh theo

giai doan bénh than man

Nhém Nhém bénh thin man
oi
i <6 "STON 1 Gp1, | Gb2, | GP3, | GP4, | GPS,
hi so BT, p
“60 n=30 n=30 n=30 | n=31 | n=31
nf (nhém 1) | (nhém 2) | (nhém3) | (nhém 4) | (nhém 5)
(nhém bt)
 + 5D 1345+ | 22,07 + | 25,65 + | 35,17 + | 37,87 +| 40,52 +
TGF- - 7,17 8,59 769 | 11,41 | 920 | 9,80 | pigTGF-
betal T 12,44 | 21,31 | 23,10 | 32,69 | 36,15 | 38,26 |betal(x;, Y
rung vi
(ng/ml) (25‘“-§5t“) (8,28; | (13,92; | (21,67; | (25,57; | (32,18; | (34,33;| <0,001
’ 17,59) | 28,13) | 27,44) | 47,53) | 40,16) | 47,21)
< 45D 041+ | 060+ | 097+ | 2,20+ | 421+ | 7,33+
hs- - 0,39 0,15 054 | 1,73 | 335 | 4,68 Dighs-
CRP . 1 023 | 062 | 08 | 1,50 | 308 | 592 |CRP(xi,Y)
(mg/l) (Z;‘hr_‘f;ﬁ) (012; | (052 | (067; | (L15; | (203; | (387, | <0001
’ 048) | 071) | 1,01) | 295 | 502) | 9,08)

p(Xi vdi yi); so sanh gitta nhém x; va nhomy; (x;, yi = 1,2,3,4,5, bt).

Nong d6 TGF-betal va hs-CRP huyét thanh ting dan theo giai doan

bénh than man, ngay ca giai doan sém ctia bénh than man cling cao hon so

v6&i nhdm nguoi binh thuong (p < 0,001).
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3.2.2. Nong dd TGF-betal va hs-CRP huyét thanh ciia d6i twong nghién

ctru theo nhém tuoi va gioi

Bang 3.14. Nong d6 TGF-betal va hs-CRP huyét thanh cua d6i tuong

nghién ctru theo nhém tudi

Nong dd TGF-betal

Nong dd hs-CRP

Nhém tudi|— huyét thanh _ huyét thanh
(x £SD Trung vi (X £SD | Trung vi
ng/ml) (25" 75" mg/l) | (25";75")
18- 40 tudi| 12,42 + 11,58 0,44 + 0,35
(n=20) 7,28 (8,07; 16,06) 0,41 |(0,15;0,48)
41 - 60 tudi| 14,99 + 14,41 0,46 + 0,33
Nhém nguoi BT |  (n=21) 7,19 (9,79; 16,80) 0,42 |(0,16; 0,56)
(n=60) 63115?0 12,83 + 11,10 0,28 + 0,14
(n=19) 713 (7,33; 18,63) 0,34 |(0,09;0,34)
P Piog T GF-betal > 0,05 Pioghs-CRP > 0,05
18 - 40 tudi| 23,65 + 21,81 0,77 + 0,67
o (n=42) 8,42 | (19,02;29,99) | 046 |(0,54;0,82)
Nhf\)qni?:?rnl; €0 11-60 twdi| 2344+ 2223 087 + 0,82
60/ml/ph/L 73m? (n=15) | 6,86 | (21,08;2457) | 042 | 0,63;0,95)
(n= 60’) 61 - 80 tudi| 28,86 + 23,81 0,64 + 0,51
(n=3) 14,14 | (19,42;39,58) | 0,26 | (0,49; 0,83)
P Piog T GF-betal > 0,05 Pioghs-CRP > 0,05
18 - 40 tudi| 39,97 + 38,58 551 + 2,84
L (n=25) 9,76 | (33,93;47,07) | 570 |(2,04;7,41)
Nhl‘\’/l“l‘_g?;‘g €0 11-60 twdi| 3607+ 33.60 384+ 3,00
60/ml/ph/L.73m? (n=36) | 10,10 | (28,68;4043) | 2,50 |(1,67;581)
(n=92)’ 61-80tudi| 3829+ | 36,15(29,62; | 4,77+ | 3,64 (1,94;
(n=31) 10,87 47,21) 3,87 6,43)
p Piog I GF-betal > 0,05 Pioghs-CRP > 0,05

Khong c6 su khac biét c6 ¥ nghia théng ké vé nong d6 TGF-betal va

hs-CRP huyét thanh giita cac nhom tudi 18 - 40 tudi, 41 - 60 tudi va 61 - 80 tudi

& ca nhom ngudi binh thudng, nhom bénh ¢c6 MLCT > 60/ml/ph/1,73m? va

nhom bénh c6 MLCT < 60/ml/ph/1,73m”’,
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Bang 3.15. Nong d6 TGF-betal va hs-CRP huyét thanh cua ddi tuong

nghién ctru theo gidi

Nong do TGF-betal

Nong d¢ hs-CRP

Gidi huyét thanh (ng/ml) huyét thanh (mg/l)
01
' % +5D Trung vi % +5D Trung vi
( - ) (2 5th : 7 5th) ( - ) (2 5th : 7 5th)
Nam 14,32 0,18
14,74 £ 6,57 0,45+0,48
NIié — (n=30) (9,95; 16,38) (0,11;0,61)
om newol N 10,97 0,26
(n=60 12,16 £ 7,62 0,34 £ 0,29
(n=30) (6,43: 18,34) (0,15; 0,43)
p Piog T GF-betal > 0,05 Pioghs-CRP > 0,05
Nam 22,08 0,69
22,82 +6,89 0,80+0,48
Nhém bénh ¢6 | (n=34) (19,95; 27,44) (0,55; 0,89)
MLCT > Nir 22,03 0,72
5 25,66 + 10,18 0,77 +£0,38
60/ml/ph/1,73m?* | (n=26) (20,57; 33,73) (0,54; 0,87)
(n=60) P Piog T GF-betal > 0,05 Pioghs-CRP > 0,05
Nhém bénh cé Nam 36,71+ 9,12 37,63 4,44 + 4,49 2,69
OMOENAEO =) | 777 | (3118:4540) | T Y1 (1,36:6,17)
MLCT < i
) N 38,58 3,85
60/ml/ph/1,73m 40,43 £10,54 4,74 £ 6,39
(n=92) (n=51) (33,57; 47,97) (2,05; 6,24)
- D Piog TGF-betal > 0,05 Pioghs-CRP > 0,05

Khéng c6 sy khac biét c6 ¥ nghia thong ké vé nong 46 TGF-betal va

hs-CRP huyét thanh giita nam so véi nit & ca nhém ngudi binh thudng, nhém

bénh c6 MLCT > 60/ml/ph/1,73m* va
60/ml/ph/1,73m?.
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3.2.3. Ty 1¢ bénh nhan tiing nong dd TGF-betal va hs-CRP huyét thanh &

cac nhém doi twong nghién ciru

Bang 3.16. Ty 1é bénh nhén ting nong d6 TGF-betal huyét thanh va ty 1¢

bénh nhan tang ndng d6 hs-CRP huyét thanh ctia nhom bénh than man

Nhom bénh than man

Chung

Nhom bénh cé

Nhom bénh ¢6

MLCT > MLCT <
Chi s (n=152) | 60/ml/ph/L,73m? | 60/ml/ph/L,73m? | P
(n=60) (n=92)
n % n % n %
Ting nong dd
<
TGF-betal 91 | 59,90 15 25,00 76 82,60 0.001
huyét thanh ’
Ting nong do
<
hs-CRP huyét 88 | 57,89 5 8,33 83 90,22
0,001
thanh

p: so sanh giita nhém bénh ¢6 MLCT > 60/ml/ph/1,73m* véi nhém bénh cé6 MLCT
< 60/ml/ph/1,73m>.

Ty 18 bénh nhan co ting ndng d6 TGF-betal huyét thanh va ty 1& bénh

nhan c6 ting nong d6 hs-CRP huyét thanh ¢ nhém bénh c¢6 MLCT <

60/ml/ph/1,73m? cao hon so véi nhém bénh ¢6 MLCT > 60/ml/ph/1,73m? (p <

0,001).
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Bang 3.17. Ty 1é bénh nhén ting nong d6 TGF-betal va ty 1¢ bénh nhan ting
hs-CRP huyét thanh theo cac giai doan bénh than man

Nhom bénh nhan BTM p
Chi s6 GP1 | GP2 | GP3 | GP4 | GP5
(n=30) | (n=30) | (n=30) | (n=31) | (n=31)
Ting nong do n 8 7 19 28 29 <
TGF-betal
huyét thanh % | 26,7 | 233 | 633 | 90,3 | 935 | 0,001
Tangnongdd | n 0 5 22 30 31 -
hs-CRP % | 000 | 1667 | 7333 | 96,77 | 10000 | 0,001
X 0 y y y y ) ’
huyét thanh

Ty 18 bénh nhan co ting ndng d6 TGF-betal huyét thanh va ty 1& bénh
nhan c6 ting nong do hs-CRP huyét thanh c6 xu huéng ting dan theo giai
doan bénh than man (p < 0,001).

Bang 3.18. Nguy co tim mach theo nong d6 hs-CRP huyét thanh

NCTM o A Nhém bénh ¢6 MLCT <
theo nong Nhom bénh ¢o Nhom benh ¢o 60/ml/ph/1,73m?
d6 hs-CRP | b1 MLCT > 5 MLCT <
thyé't P 1 6o/mlph/1,73m? | P2 | 60/mi/ph/1,73m?2 | GP3 | GP4 | GD 4 03
thanh (n =60) (n=92) (n=30) | (n=31) | (n=31)
<1 [NeIM 51 < 6 6 0 0 | <
mg/l (n;f;‘/‘;) 0,05 (85,00) 0,001 (6,52) (20,00) | (0,00) | (0,00) | 0,01
NCTM
1-3]| trung | > 9 < 37 17 15 5 <
mg/l| binh |0,05 (15,00) 0,001 (40,22) (56,07) | (48,04) | (16,10) | 0,01
(n;%0)
>3 NS;M > (0%0) < 49 7 6 | 26 | <
mg/l (%) 0,05 ! 0,001 (53,26) (23,30) | (51,60) | (83,90) (0,001

pl: So sénh giita nhém nguoi BT véi nhém bénh ¢é MLCT > 60/ml/ph/1,73m”;p2: So
sanh giita nhém bénh ¢6 MLCT > 60/mljph/1,73m*véi nhém bénh ¢6 MLCT <
60/ml/ph/1,73m?; p3: so sanh gita cdc giai doan trong nhém bénh c6 MLCT <
60/ml/ph/1,73m?.

Nguy co tim mach theo nong d6 hs-CRP huyét thanh cang tang cao khi
giai doan bénh than man cang nang (p < 0,001).
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3.3. LIEN QUAN GIUA NONG PQ TGF-betal VA hs-CRP HUYET
THANH VOI MOT SO CHI SO LAM SANG VA CAN LAM SANG O
BENH NHAN BI BENH THAN MAN
3.3.1. Lién quan giira nong d6 TGF-betal va hs-CRP huyét thanh véi mot
s0 chi s6 nhan tric & bénh nhian bi bénh thin man

Bang 3.19. Chi sé nhan tric theo tam phan vi nong d6 TGF-betal

¢ bénh nhan bi bénh than man

Nhom bénh thin man

Tam phén vi nong @9 TGF-betal huyét thanh (ng/ml)
] <2531 25,32 - 36,18 >36,19
Chi so ) ) ) p
(nhom 1) (nhom 2) (nhom 3)
n | X+£SD | n | X%*SD | n X £SD
Chiéu cao 1,61 +
50 51 [159+0,08| 51 | 1,58+0,08 |>0,05
(m) 0,08
Can nang 56,64 + 52,85 + 53,82 £
50 51 51 > 0,05
(kg) 9,04 8,54 10,04
Vong 77,88 = 77,10 +
50 51 51 | 77,24 +7,85 |>0,05
bung (cm) 7,62 5,70
BMI 21,63 + 20,72 =
) 50 51 51 |20,39+2,77 | >0,05
(kg/m?) 2,90 2,57

Khong co6 sy khac biét trung binh céc chi sb chiéu cao, can nang, vong
bung, chi s6 BMI gilta cdc nhom bénh nhan theo tam phan vi néng do TGF-

betal huyét thanh & nhém bénh nhan bi bénh than man (p > 0,05).

70



Bang 3.20.

¢ nhém bénh nhan bi bénh than man

Chi s6 nhan tric theo tam phéan vi ndng d6 hs-CRP huyét thanh

Nhom bénh than man

Tam phén vi nong @9 hs-CRP huyét thanh (mg/l)
Chi < <0,85 0,86 - 2,84 >2,85
150 (nhém 1) (nhém 2) (nhom 3) P
n X *SD n X +SD n X +SD
Chi€u cao | 54 | 1611007 [ 51| 1,6040,08 | 51 | 1,59+0,08 | .
(m) 0,05
Can nang 51,79 + >
(k) 50 | 56,54 + 8,55 | 51 | 53,48 +8,47 | 51 1061|005
Vong >
bung (cm) 50 | 77,20+7,06 | 51 | 76,84%6,75 | 51 | 7816 +7.47 | g
BMI >
(kg/m?) 50 | 21,79+2,79 | 51 | 2093+2,38 | 51 | 20824297 | '

Khong c6 sy khac bi€t trung binh cac chi so chiéu cao, can ndng, vong

bung, chi s6 BMI gifta cdc nhom bénh nhan theo tam phan vi néng do hs-CRP

huyét thanh & nhom bénh nhan bj bénh than man (p > 0,05).

Bang 3.21. Hé sb twong quan giira nong d6 TGF-betal va hs-CRP

huyét thanh v&i chi s6 nhan tric & nhém bénh nhan bi bénh than man

Chi s6 nhén tric
Chiéu cao | Can niing VB BMI
i (m) (kg) (cm) (kg/m®)
Nong do n 152 152 152 152
TGF-betal r -0,18 -0,19 0,04 0,13
huyét thanh
(ng/mL) p > 0,05 > 0,05 > 0,05 > 0,05
Nong d hs- n 152 152 152 152
CRP huyét r -0,10 -0,13 0,06 -0,11
thanh
(mg/L) p > 0,05 > 0,05 > 0,05 > 0,05

Khong nhan thdy mdi twong quan giita nong do TGF-betal va hs-CRP

huyét thanh v6i cac chi s6 nhan trac 1a chi€u cao, can ndng, vong bung, chi s6

BMI & nhém bénh nhan bi bénh than man.
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3.3.2. Méi lién quan giira nong d6 TGF-betal va hs-CRP huyét thanh véi

huyét 4p & nhém bénh nhan bi bénh thin man

Bang 3.22. Nong do TGF-betal va hs-CRP huyét thanh & nhom
bénh nhan bi bénh than man ¢ THA va khong THA

Nhom bénh thin man
] Nhém khéng THA Nhém THA
Chi so (n=90) (n=62) p
— Trung vi — Trung vi
(X £3D) | oghggty | (X £SD) | opnohy
Ng:if‘l’j;*;‘f 2833+ 27,23 3818 + 36,51 pt';gtzfi

thah (g | 9% | (LAS217) | 1076 | @279:463) | ooy
12‘1’{‘1? ‘lil‘l’l;‘:t 202 + 0,90 467 + 2.90 g'lggs;
ranh gy | 23L | (062256) | 461 | (128:648) | oo

Nong do TGF-betal va hs-CRP huyét thanh cia nhém bénh nhan c6
tang huyét ap cao hon co y nghia thong ké so véi nhom bénh nhan khong ting
huyét ap (Pjo, TGF-betal < 0,001 va Pj,ghs-CRP < 0,001).

Bang 3.23. Bic diém huyét ap theo tam phéan vi nong d6 TGF-betal

huyét thanh & nhém bénh nhan bi bénh than man

Nhém bénh thin man

Tam phan vi nong d6 TGF-betal huyét
thanh (ng/ml) P
Chi s6 <2531 25,32 - 36,18 >36,19
(n=50) (n=51) (n=51)

(nhém 1) (nhém 2) (nhém 3)

HATT (mmHg) [121,90 17,34 [131,37 +21,82 [152,35+31,09| <0,001
HATTr (mmHg) | 72,80 £12,46 | 78,82 +11,90 | 80,60 + 15,51 | P(1;3) <0,01

HATB (mmHg) | 89,17 +1355 | 96,34 +12,98 |104,51+16,38 | <0,001
Ty 1¢ THA 18,00 43,14 60,78 < 0,001

O nhém bénh nhén bi bénh than man, nhan thay c6 su khac biét co y nghia
thong ké trung binh chi s6 HATT, HATTr, HATB va ty 1¢ bénh nhan c6 THA giita
nhom bénh nhan theo tam phan vi néng do TGF-betal huyét thanh cao nhét so véi
nhom bénh nhan tam phéan vi néng d6 TGF-betal huyét thanh thép nhét (p<0,01).
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Bang 3.24. Pic diém huyét ap theo tam phan vi ndng do hs-CRP huyét thanh

¢ nhém bénh nhan bi bénh than man

Nhom bénh than man

Tam phan vi ndng @9 hs-CRP huyét thanh

(mg//L)
Chi sb <0,85 0,86 - 2,84 >2.85 p
(n=150) (n=51) (n=51)
(nhom 1) (nhom 2) (nhom 3)
HATT +
120,50 134,31 £24,27|150,78 + 30,78 < 0,001
HATTr
72,40 £12,05| 78,04 £13,97 | 81,77 £ 13,63 |P(1;3) < 0,01
(mmHg)
HATB
88,43 £12,67| 96,80 + 14,41 |104,77 £ 15,37 <0,001
(mmHg)
Ty 1¢ THA
14,00 47,06 60,78 < 0,001
(%)

O nhém bénh nhan bi bénh than man, nhan théy co su khac biét co y
nghia théng ké trung binh chi s6 HATT, HATTr, HATB va ty 1¢ bénh nhan c6
THA gitta nhém bénh nhan tam phan vi néng do hs-CRP huyét thanh cao

nhét so v6i nhom bénh nhéan tam phan vi néng do hs-CRP huyét thanh thép

nhat (p < 0,01).
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Bang 3.25. Hé sb tuong quan giira ndong d6 TGF-betal va hs-CRP

huyét thanh véi céac chi s6 huyét 4p & bénh nhan bi bénh than man

HATT HATTr HATB
(mmHg) (mmHg) (mmHg)
Nong do n 152 152 152
TGF-betal r 0,50 0,18 0,39
huyét thanh p < 0,001 < 0,05 < 0,001
(ng/mL) | Phuong trinh | y=0,22x + 3,01 y =0,30x +
hdi quy 5,52
Nong dd hs- n 152 152 152
CRP huyét r 0,44 0,28 0,42
thanh P < 0,001 < 0,001 < 0,001
(mg/L) Phuong trinh | y=0,06x-4,90 | y=0,08x— | y=0,10x -
hdi quy 2,73 6,42

C6 mdi twong quan thuén cé ¥ nghia théng ké giita nong d6 TGF-betal

v6i chi s6 HATT, HATB (p < 0,001) va c6 mdi twong quan thuan c6 ¥ nghia
théng ké giita ndng d6 hs-CRP huyét thanh voi chi s6 HATT, HATTr va
HATB ¢ nhém bénh nhan bi bénh than man (p < 0,001).

-
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Biéu dd 3.2. Tuong quan giita nong do TGF-betal huyét thanh véi chi s6
HATT & bénh nhan bi bénh than man

C6 mbi tuong quan thuan giita nong d6 TGF-betal huyét thanh véi chi
s6 HATT ¢ bénh nhan bi bénh than man (r = 0,50; p < 0,001).
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Biéu d6 3.3. Tuong quan giita ndng do hs-CRP huyét thanh véi chi s6 HATT
O bénh nhan bi bénh than man

C6 mdi twong quan thuan gitta ndng d6 hs-CRP huyét thanh voi chi so
HATT & bénh nhan bi bénh than man (r = 0,44; p < 0,001).
3.3.3. Lién quan giira ndng do TGF-betal va hs-CRP huyét thanh véi
tinh trang thiéu mau va mdt sé chi sé6 huyét hoc & nNhém bénh thin man
Bang 3.26. Nong d6 TGF-betal va hs-CRP huyét thanh & nhom bénh nhén bi

bénh than man c6 thi€u mau va khong thiéu mau

Nhom bénh

than man

’ Nhém khong thiéu méu Nhém thi¢u mau p
Chi s6 (n=72) (n = 80)
= Trung vi = Trung vi
Nong d6 TGF-
- TGF-
betal huyét 24,50 34,55 Piog
thanh 28,45 + 11,95 (2111: 35.50) 35,86 + 10,43 (27.89- 43.24) betal <
0,001
‘(ng/ml)
Nong do hs-
CRPhuyét | 150,47 081 4,47 + 4,30 2,96 ggggs;
thanh D (059;1,44) | ™" = (1,50; 6,03)
0,001
(mg/l)

Nong d6 TGF-betal va hs-CRP huyét thanh & nhém bénh nhan bj bénh
than man c6 thiéu mau cao hon c6 y nghia théng ké so voi nhém bénh nhan bi

bénh than man khong thiéu mau (p|ogTG F-betal < 0,001 va pi,ghs-CRP < 0,001).
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Bang 3.27. Céc chi s6 huyét hoc theo tam phan vi nong d6 TGF-betal

huyét thanh & nhom bénh nhan bi bénh than man

Nhom bénh than man

Tam phén vi nong d9 TGF-betal huyét
thanh (ng/ml) P
Chi sb <2531 25,32-36,18 | >36,19
(n=50) (n=51) (n=51)
(nhom 1) (nhom 2) (nhom 3)
HC p(1;2),(1;3)
4,78 £ 0,77 3,81+£1,03 | 3,62+1,08
(T/) < 0,001
Hematocrit 30,50 = p(1;2),(1;3)
40,08 £6,94 | 32,09 + 8,66
(%) 10,00 < 0,001
Hemoglobin 138,80 + 109,68 + 102,86 £ | p(1;2),(1;3)
(g/l) 25,51 31,25 34,82 < 0,001

p (Xi voi yy); so sanh gitta nhom x; va nhém y; (x;, yi = 1,2,3)
Trung binh sé luong hong cau, hematocrit va hemoglobin & nhom bénh
nhan tam phan vi nong d6 TGF-betal cao nhat thiap hon so vdi nhom bénh

nhan tam phan vi nong do TGF-betal thap nhat (p < 0,001).
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Bang 3.28. Céc chi s6 huyét hoc theo tam phan vi nong d6 hs-CRP huyét

thanh & nhém bénh nhan bi bénh than man

Nhom bénh nhan bénh than man

Tam phan vi nong @9 hs-CRP huyét thanh (mg/l)
Chi s6 <0,85 0,86 - 2,84 >2.85
(n=150) (n=51) (n=51)
(nhom 1) (nhom 2) (nhom 3)
HC (T/I) 4,76 + 0,68 4,09 +1,04 3,36 £1,02 < 0,001
Hematocrit (%) | 40,54 +7,18 34,83 + 8,45 27,30 £ 8,01 < 0,001
Hemoglobin (g/l) | 141,06 + 26,30 | 117,56 £+ 29,30 | 92,92 +29,15 | <0,001

p (Xi voi yy); so sanh gitta nhom x; va nhomy; (x;, yi = 1,2,3)

Trung binh sé luong hong cau, hematocrit va hemoglobin & nhém bénh

nhan tam phan vi nong do hs-CRP cao nhét thip hon so vi nhom bénh nhan

tam phan vi nong do hs-CRP thap nhat (p < 0,001).

Bang 3.29. Hé s twong quan giira ndong 46 TGF-betal va hs-CRP

huyét thanh v&i mot s6 chi sd huyét hoc & nhém bénh nhan bi bénh than man

Chi s6 HC (T/I) Hematocrit (%) | Hemoglobin (g/l)
- n 152 152 152
TG‘I’:“ﬁet‘;l r -0,39 -0,37 -0,39
j 0 < 0,001 <0,001 < 0,001
huyet thanh 1 e tinh y=-045x+ | y=-013x+
uong tri =-0, =-0,
ng/mL N =- +
(gfmb) g quy | YT 422X+ 4952 47,82 48,00
e g0 n 152 152 152
C‘;‘ﬁ h‘-’ St r -0,45 -0,50 - 0,49
€
v D < 0,001 < 0,001 < 0,001
thanh 1 ong tinh =_0,19% +
(mg/L) |F omeTM - q5ix+025 | YT D y =-0,05x +9,20
ho1 quy 9,61

Nhan thay méi twong quan nghich giita nong d6 TGF-betal va hs-CRP

huyét thanh vé6i sd luong hdng cau, hematocrit va néng d6 hemoglobin &

nhém bénh nhan bi bénh than man (p < 0,001).
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Biéu d6 3.4. Tuong quan gitta ndng do TGF-betal huyét thanh véi
néng do Hemoglobin mau ¢ bénh nhan bi bénh than man
C6 méi tuong quan nghich gitra ndng d6 TGF-betal huyét thanh v&i nong
d6 Hemoglobin mau ¢ nhém bénh nhan bi bénh than man (r=- 0,39; p <0,001).
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Biéu d6 3.5. Tuong quan giita ndng d6 hs-CRP huyét thanh véi
néng do Hemoglobin mau & bénh nhan bi bénh than man
C6 mbi twong quan nghich giita néng do hs-CRP huyét thanh véi nong do
Hemoglobin mau & nhom bénh nhan bi bénh than man (r = - 0,49; p < 0,001).
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3.3.4. Moi lién quan giira ndng d6 TGF-betal va hs-CRP huyét thanh véi

mot s6 chi so chirc ning thian & bénh nhan bi bénh thin man

Bang 3.30. Céc chi s6 chirc nang than theo tam phan vi ndng do TGF-betal

huyét thanh & nhém bénh nhan bi bénh than man

Nhom bénh nhian bénh thin man

Tam phan vi nong d6 TGF-betal huyét thanh

Chi s0 (ng/ml) p
<2531 25,32 - 36,18 > 36,19
(n=50) (n=51) (n=51)
(nhom 1) (nhom 2) (nhom 3)
Ure
(mmol/l) 6,49 + 3,01 14,85 +10,24 | 19,44 +£13,09 < 0,001
Creatinin | 90,68 + 30,09 | 279,04 £ 266,80 | 384,58 + 364,45 | p(1;2),(1;3)<
(nmol/l) 0,001
MLCT 80,76 £24,07 | 37,02+27,70 | 29,57 £29,73 | p(1;2),(1;3)<
(ml/ph/1,73m?) 0,001

p(Xi vai yi); SO sanh giita nhom x; va nhomy; (Xi, yi = 1,2,3)

Nhom tam phén vi ndng d6 TGF-betal huyét thanh cao nhat c6 trung

binh nong d§ ure, creatinin va mirc lgc cau than khac biét c6 ¥ nghia thong ké

so voi nhom tam phan vi nong d6 TGF-betal huyét thanh thip nhét (p <

0,001).
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Bang 3.31. Céc chi sd chirc ning than theo tam phan vi ndng do hs-CRP

huyét thanh & nhom bénh nhan bi bénh than man

Nhom bénh nhan bénh than man

Tam phén vi nong @9 hs-CRP huyét thanh (mg/1)

Chi s6 (fn?f(f) 0,86 - 2,84 (n=51) (an;sgf)
- (nhom 2) - P
(nhom 1) (nhom 3)

Ure (mmol/l) 6,27 £2,89 11,52 + 6,98 2299+12,92 | <0,001

Creatinin (umol/l)| 86,04 + 28,27 | 188,57 +172,99 | 479,60 + 366,60 | < 0,001

(ml/g/lhblc%mz) DETEAN | BATBE | B | <00

p (X VOi yi); so sanh giita nhom xi va nhom y; (Xi, yi = 1,2,3)

Nhom tam phan vi nong do hs-CRP huyét thanh cao nhat ¢6 trung binh
ndng do ure, creatinin va muc loc cau than khac biét c6 ¥ nghia théng ké so
v6i nhom tam phan vi nong do hs-CRP huyét thanh thap nhat (p < 0,001).

Bang 3.32. Hé s6 tuong quan giita nong d6 TGF-betal va hs-CRP huyét

thanh v61 mot s6 chi s6 chirc nang than & nhoém bénh nhéan bi bénh than man

Chi s6 Ure Creatinin MLCT
(mmol/l) (numol/1) (ml/ph/l,73m2)
. n 152 152 152
Nong do Hé s6 tuong
TGF-betal | 00 0,49 0,42 - 0,59
:‘h“g:; 0 <0,001 <0,001 < 0,001
Phuong trinh | y =0,51x + y =0,02x + y=-0,20x +
(ng/mL) 3
g hdi quy 25,33 28,06 42,01
Nono do n 152 152 152
ong o Hé so twong
hs-CRP o () 0,56 0,62 - 0,60
:‘h“g:; 0 < 0,001 < 0,001 < 0,001
Phuong trinh | y= 0,18x + y =0,01x + y =-0,06x +
(mg/L) :
g héi quy 0,60 1,10 6,14

O nhom bénh nhan bi bénh than man, nong d6 TGF-betal va hs-CRP
huyét thanh tuong quan thuan véi ndng do ure, creatin huyét thanh va tuong

quan nghich véi mic loc cau than (p < 0,001).
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Biéu d0 3.6. Tuong quan giita ndng do TGF-betal huyét thanh véi MLCT
O bénh nhan bi bénh than man
C6 mbi tuong quan nghich gitta ndng d6 TGF-betal huyét thanh voi
MLCT (r=-0,59; p <0,001) & nhdm bénh nhan bi bénh than man.
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Biéu d@d 3.7. Tuong quan giita ndong d6 hs-CRP huyét thanh voi MLCT
O bénh nhan bi bénh than man
Nhan thdy c6 méi twong quan nghich giita nong d6 hs-CRP huyét thanh
vo1 MLCT (r=-0,60; p <0,001) & nhom bénh nhan bi bénh than man.
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3.3.5. Méi lién quan giira ndong dd TGF-betal va hs-CRP huyét thanh véi
ndng d9 protit va albumin huyét thanh & bénh nhan bi bénh thin man
Bang 3.33. Hé sb tuong quan giira ndong d6 TGF-betal va hs-CRP
v6i ndng do protit va albumin huyét thanh & bénh nhan bj bénh than man

Nhom bénh thin man (n = 152)

Chi s Protit huyét thanh | Albumin huyét
] (a/h thanh (g/l)
Nong d¢ TGF- r 0,03 -0,11
betal huyét
thanh (ng/ml) p > 005 >0.05
N R r - 0,10 - 0,29
Nong do his- 0 > 0,05 <005
CRP huyet 1= ong trinh
thanh (mg/1) e & y=-0,21x + 12,53
01 quy

Khong nhan thidy mdi twong quan giita nong d6 TGF-betal huyét thanh
VOl néng do albumin huyét thanh & nhom bénh nhan bi bénh than man (r = -

0,11; p > 0,05).
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Biéu d6 3.8: Biéu d6 tuong quan giita ndng do hs-CRP huyét thanh véi ndng
do albumin huyét thanh & bénh nhan bi bénh than man.
C6 mbi twong quan nghich giita néng do hs-CRP huyét thanh véi ndng do
albumin huyét thanh & nhém bénh nhan bi bénh than man (r = - 0,29; p < 0,05).
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3.3.6. Lién quan giira nong d0 TGF-betal huyét thanh véi nong d hs-
CRP huyét thanh & bénh nhan bi bénh thin man

Bang 3.34. Nong d6 TGF-betal huyét thanh theo tam phéan vi nong do
hs-CRP huyét thanh ¢ bénh nhan bi bénh than man

Nhom bénh nhian bénh thin man

Tam phén vi ndng d9 hs-CRP huyét thanh

. (mg/l)
Chi so P
<0,85 0,86 - 2,84 >2,85
(n=50) (n=51) (n=>51)

Nong d X +SD | 2535+8,39 | 3151+8,02 | 42,00+ 10,31
TGF-betal | Trungvi 21,79 30,14 39,82 < 0,001
huyét thanh | (25™; 75" | (19,02; 25,57) | (25,25; 35,90) | (34,00; 49,78)

(ng/ml)

O nhém bénh nhan bi bénh than man néng do6 TGF-betal huyét thanh &
nhém tam phan vi ndng d hs-CRP huyét thanh cao nhét cao hon c6 ¥ nghia théng
ké so v6i nhom tam phan vi nong d hs-CRP huyét thanh thap nhat (p < 0,001).
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Biéu d6 3.9. Tuong quan gitta ndng d0 TGF-betal voéi

néng do hs-CRP huyét thanh & nhém bénh nhan bi bénh than man

C6 mdi tuong quan thuan giita ndng d6 TGF-betal huyét thanh voi
ndéng d6 hs-CRP huyét thanh & nhém bénh nhan bi CKD (r = 0,54; p < 0,001).
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CHUONG 4. BAN LUAN

4.1. PAC PIEM CUA POI TUQNG NGHIEN CUU

4.1.1. Pic diém chung ciia ddi twong nghién ciru

Nghién ctru duoc tién hanh trén 212 ngudi, chia thanh 2 nhém chinh
]a nhom bénh nhan bi bénh than man do viém cau than man va nhom nguoi
binh thuong.

Nhom bénh nhan bi bénh thdn man do viém ciu thin man gém co 152
nguodi dugc chia thanh 5 giai doan bénh than man dua vao murc loc cau than.
Nhom bénh nhan bénh than man giai doan 1 va giai doan 2 moi giai doan co6 30
bénh nhan, nhom bénh nhan bénh thdn man giai doan 3 c6 30 bénh nhan, giai
doan 4 va giai doan 5 mdi giai doan c6 31 bénh nhan.

Nhom ngudi binh thuong c¢6 60 ngudi bao gdm 30 nam va 30 nit c6 do
tudi tuong duong voi nhoém bénh nhan bi bénh than man. Su twong duong vé
gid1 tinh gifra nam va nit & nhdm nguoi binh thuong tranh dugc sy anh hudng
ctia yéu to gidi tinh 1én céc chi tiéu nghién ctru (biéu d6 3.1).

Trong nhom bénh nhan bi bénh than man, ching téi chia lam 2 nhom la
nhom bénh nhéan bi bénh thdn man ¢c6 MLCT > 60 ml/ph/1,73m? va nhém
bénh nhan bi bénh than man ¢6 MLCT < 60 ml/ph/1,73m? véi muc tiéu la dé
xac dinh bién d6i cua cac chi sb nghién ctru & nhom bénh nhan bi bénh than
man ¢ MLCT < 60 ml/ph/1,73m? va nhom bénh nhan bénh thin man co
MLCT > 60 ml/ph/1,73m* dién ra nhu thé nao so véi nhau va so véi nhom
nguoi binh thuong. Trong moi giai doan bénh than man c6 30 bénh nhan tru
giai doan 4 va 5 c6 31 bénh nhan.

Trong nghién ctru nay chdng tdi chi chon nhom bénh la bénh nhan bi
bénh than man do viém cau than man. Ly do ching t61 chi chon nhém bénh
nhan nay vi muc dich dé cho s6 liéu duoc thuan nhét, cac chi sé nghién ctru

c¢6 dugc chi trén nhom bénh nhan bi bénh viém cau than man ma khong bao
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gé)m cic bénh thian man khac nhu viém than bé than man. Ly do thu hai 1a
viém cau than man 14 nguyén nhan hang dau giy ra suy thin man & nudc ta,
diéu nay khac véi cac nuéc Au My nguyén nhan gdy bénh than man chu yéu
1a dai thao duong va tang huyét ap [17]. Cac két qua nghién ctru vé nong do
TGF-betal va hs-CRP huyét thanh & bénh nhan bénh than man da duoc bao
c40 & cac nudc Au My déu trén bénh nhan bénh than man do ting huyét ap va
dai thao duong, it théy nghién ctru trén bénh nhan bénh than man do viém cau
than man. Vi vy dbi tugng nghién ctru cua ching t6i thuc hién trén nhom
bénh nhéan bi bénh viém cau than man s& c6 tinh méi so véi cac nghién ctru
khéc.

Tiéu chuan chan doan bénh than man va phan giai doan bénh than man
ap dung ti€u chuan cta Hoi than hoc Hoa ky KDOKI-2012 va hi¢n nay da va
dang ap dung tai Viét Nam [48]. Tiéu chudn chan doan nguyén nhan bénh
than man 1 viém cau than man ap dung cac tiéu chuan ma cac nha than hoc
trong va ngoai nudc dang ap dung [7], [14], [17], [104]. Viéc ap dung tiéu
chuan chan doan va phan giai doan bénh than man theo KDOKI-2012 c6 lgi
thé hon 1a quan tdm dang mirc bénh than man ngay tir giai doan sém nham
lam cham tién trién dén bénh than man giai doan cudi.

Nhom bénh nhan bi bénh than man c6 152 bénh nhan gém 79 nam va
73 nit, su khac biét khong co ¥ nghia thdng ké (p > 0,05) (biéu d6 3.1) mot
lan nita cho phép giam bét sy anh hudng ciia gidi tinh 1én cac chi s6 nghién
ciru mic du qua cac nghién ctu truéc ddy cho thay giéi tinh khong anh
huong 18n cac chi s ctia nghién ciru nay 1a ndng d6 TGF-betal va hs-CRP
huyét thanh [22], [70].

Trong nhom nguoi binh thuong cling nhu trong nhoém bénh nhan bénh
than man khong co sy khac biét c6 ¥ nghia théng ké vé do tudi giira nam so
v6i nit. Tudi trung binh cua nhém bénh nhan bénh than man c6 MLCT > 60

mI/ph/1,73m2 14 49,03 + 13,80 tudi, tudi cia nhom bénh nhan bénh than man
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¢ MLCT < 60 ml/ph/1,73m? |a 51,26 + 16,32 tudi, khong c6 su khac biét co
¥y nghia thong ké so voi nhom nguoi binh thuong 13 47,07 + 17,44 tudi (bang
3.1). Nhu vay két qua nghién ctru s& tranh duge sy anh hudng cua yéu t tudi
lén cac chi s6 nghién ciru khi so sanh giita nhém bénh nhan va nhém nguoi
binh thuong.

4.1.2. Pic diém 1am sang va cin ldm sang cia doi twong nghién ciru

Trong nghién ctru nay chiéu cao va vong bung khong co sy khac biét co
y nghia théng ké giira cac nhom bénh than man c6 MLCT > 60 ml/ph/1,73m?,
nhém bénh nhan bénh than man ¢c6 MLCT < 60 ml/ph/1 ,73m2 va nhém nguoi
binh thuong.

Két qua nghién ctu cho théy can nang ¢ nhém bénh nhan bénh than
man ¢6 MLCT < 60 ml/ph/l,73m2 thép hon so vo1 nhom bénh nhan bénh
than man c6 MLCT > 60 ml/ph/1,73m* (bang 3.2). Xét theo ting giai doan
cua bénh than man thi chi can nang trung binh ciia nhém bénh nhan bénh than
man giai doan 5 thap hon ¢ ¥ nghia thong ké so véi cac giai doan bénh than
man khac (bang 3.3).

V& chi s6 BMI cua ddi tuong nghién ctru: trong 152 bénh nhan bénh
than man tham gia nghién ctru chi ¢6 11 bénh nhan ¢ chi sé BMI > 25. Trong
nghién ctru cta chiing t6i, chi s6 BMI ¢ nhom bénh nhan bénh than man giai
doan 5 thap hon c6 ¥ nghia théng ké so voi cac nhom bénh than man giai
doan 1, 2, 3 va so v&i nhom ngudi binh thuong (bang 3.3). Nghién ctru cua
cac tac gia nudc ngoai thuong cé chi sé BMI cao hon va ty 1& bénh nhan thira
can, béo phi cao hon nghién ctru cua ching t6i [30], [45].

Vé cac chi sé huyét hoc bao gdm sb luong hong cau, hematocrit va
néng dd hemoglobin & nhoém bénh than man c6 MLCT > 60 ml/ph/1,73m2
khong co6 su khac biét so vai nhom ngudi binh thuong, con & nhom bénh nhan
bénh than man c6 MLCT < 60 ml/ph/1,73m2 cac chi sb huyét hoc néu trén déu

thip hon c6 ¥ nghia théng ké so véi nhom bénh nhan bénh than man cd
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MLCT > 60 ml/ph/1,73m? va so véi nhoém ngudi binh thuong (bang 3.4) va
cac chi s huyét hoc c6 xu hudng giam dan theo giai doan bénh than man
(bang 3.5). Hién tuong giam céc chi $6 huyét hoc ¢ bénh nhan bi bénh than
man lién quan mat thiét véi su giam san xut erythropoietin tir than do giam
cac té bao k& than c6 vai trd san xuét chat nay, ngoai ra con do sy tich tu mot
s6 doc chat trong tinh trang suy than anh huong dén doi sbng hong cau va tc
ché sinh hong cau [12]. Két qua nghién ctru ctia chung t6i cho thay cac chi sb
huyét hoc giam rd rét khi chtrc nang than giam tir giai doan 1 dén giai doan 5
(p < 0,001) (bang 3.5). Sy tuong quan giita mirc d6 thiéu mau va mirc do suy
than da duoc nhiéu tac gid ching minh, chi c6 mot s6 ngoai 1€ nho nhu trong
bénh than da nang thi sy tuong quan nay khong tuan theo quy luat trén.
Nghién ciru ctia ching t6i chi tién hanh trén bénh nhan bi bénh viém cau than
man nén phat hién mdi lién quan rat chit ché gitra mirc d6 thiéu mau véi muic
do suy than.

Vé cac chi sé danh gia chuc ning than bao gdm ndng do ure,
creatinin huyét thanh va mirc loc cau than. Cé nhiéu cach udc tinh muc loc
cau than, tuy nhién trong nghién ctru ndy ching tdi ap dung cach tinh
MLCT udc tinh theo cong thiaee CKD-EPI-2009 (Chronic Kidney Disease
Epidemiology Collaboration), da dugc HOi Than hoc Hoa Ky
NKF/KDIGO-2012 khuyén céo st dung [12], [53].

Két qua nghién ctru cua chung toi cho thiy cac chi sé néng do ure,
creatinin huyét thanh va mutc loc cau thian ¢ nhom bénh nhan bénh than
man ¢6 MLCT > 60 ml/ph/1,73m? khong khac biét c6 ¥ nghia thdng ké so
v61 nhom nguoi binh thuong. Tuy nhién & nhém bénh nhan bénh than man
c6 MLCT < 60 ml/ph/1,73m? nong d6 ure, creatinin huyét thanh ting c6 y
nghia théng ké va murc loc cdu than giam c6 ¥ nghia thong ké so voi nhoém
bénh nhan bénh than man c6 MLCT > 60 ml/ph/1,73m2 va so v6i nhoém

ngudi binh thudng (bang 3.4) va cac chi s ndng do ure, creatinin huyét
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thanh tang dan va muc loc cau than giam dan theo giai doan bénh than man
(p<0,001) (bang 3.5).
4.1.3. Ban vé huyét 4p cia cdc nhém doi twong nghién ciu

Tang huyét ap 1a bién chtng tim mach thuong gip ¢ bénh nhan bénh
than man. Nguyén nhan gay ra tang huyét ap & bénh nhan bénh than man bao
gé)m giam thai natri, hoat hoa hé renin-angiotesin, hoat hoa hé than kinh giao
cam, mat can bang cta prostaglandin, ting stirc can 10ng mach do ting tong
hop endothelin va giam chét gian mach nhu nitric oxide [87].

Trong nghién ctru ndy ca 3 chi s6 huyét ap tdm thu, huyét ap tdm
trrong va huyét ap trung binh ctia nhom bénh nhan bénh than man c6 MLCT
< 60 ml/ph/1,73m? déu cao hon c6 y nghia théng ké so v6i nhém bénh nhén
bénh than man c6 MLCT > 60 ml/ph/1,73m2 va so vo1 nhom nguoi binh
thuong. Ty 1é bénh nhan bi ting huyét 4p & nhém bénh nhan bénh than man
¢6 MLCT > 60 ml/ph/1,73m* cao hon so v6i nhdm ngudi binh thudng nhung
trung binh céc chi s6 huyét ap tam thu, huyét ap tim truong va huyét ap trung
binh khong c6 sy khac biét c6 y nghia théng ké giita hai nhom nay (bang 3.6).

Ty 1¢ bénh nhan c6 tang huyét ap ting dan theo giai doan cua bénh than
man, su khac biét co ¥ nghia théng ké. Khong c6 su khac biét vé chi sd huyét
ap tam thu, huyét 4p tdm truong va huyét 4p trung binh giita nhom bénh than
man giai doan 1 va giai doan 2 so v&i nhém nguoi binh thuong mac du ty 1€
bénh nhan cé tang huyét ap ¢ nhom bénh nhan bénh than man giai doan 2 cao
hon ¢6 y nghia théng ké so véi nhém nguoi binh thudng (bang 3.7).

Theo nghién ctru cta tic gia Pinh Thi Kim Dung [3] chi sé huyét ap
cia bénh nhan suy than man diéu tri bao ton 1a 156,6 + 31,7 / 96,3 + 18,8
mmHg cao hon gia tri trung binh huyét 4p cia nhom bénh nhan bénh than
man c6 MLCT < 60 ml/ph/1,73m” trong nghién ctru cta chiing toi 1a 146,14 +
28,12 / 81,63 + 13,81 mmHg (bang 3.6). Giai thich diéu nay la do nhém bénh

nhan suy than man trong nghién ctru cua tac gia Pinh Thi Kim Dung toan b0
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déu c6 muc loc cau than < 40 ml/phat/1,73m?. Nghién ciru cua tac gia Hoang
Bui Bao [2] trén 164 bénh nhan suy than man c6 chi huyét ap 13 148,4 + 27,8 /
88,5 + 14,9 mmHg, khong khac biét so voi két qua vé chi sd huyét ap cua
nhom b¢nh nhan bénh than man ¢c6 MLCT < 60 ml/ph/ 1,73m? trong nghién
ctru cua chung t61 do nhom suy thdn man trong nghién ctru cia tac gia Hoang
Bui Bao ciing ¢6 muc loc cau than < 60 ml/ph/1,73m?.

4.2. NONG PO TGF-betal VA hs-CRP HUYET THANH CUA POI
TUQNG NGHIEN CUU

4.2.1. Nong d6 TGF-betal huyét thanh ¢ bénh nhan bi bénh thin man

Trong bénh 1y cau than & ngudi, TGFE-betal 13 yéu t6 trung tim gay ra
tinh trang xo cung cau than va xo hoa k& than. Dic trung chinh 1a su tich luy
qua muc chat ngoai bao gy ra boi TGF-betal [40]. Theo nhan xét ciia nhiéu
tac gia nudc ngoai, trong bénh than man phan 16n c6 ting ndng d6 TGF-betal
huyét thanh. Tuy nhién cac nghién ctru & nudc ngoai chii yéu tap trung nghién
ctru trén cac dbi tugng bénh 1y than man do ting huyét 4p va dai thao dudng,
chua ¢6 béo cdo nao duge tim thay nghién ciu trén d6i tuong bénh 1y cau
than man nguyén phat. Co thé day 1a dic trung cta cic nudc Au My véi
nguyén nhan gy bénh than man chi yéu 13 ting huyét ap va dai thao duong.
Nguoc lai & nude ta, viém cau than man van 1a nguyén nhan thuong gip dan
dén bénh than man giai doan cudi [17].

Két qua nghién ctru ctia dé tai nay (bang 3.8) cho thay, c6 67,11 % s
bénh nhan bénh than man co néng do TGF-betal huyét thanh > 25,32 ng/ml,
trong khi & nhém nguoi binh thuong chi c6 10,00 % sé bénh nhan c6 ndng do
TGF-betal huyét thanh nim & pham vi nay. O nhém bénh nhan bénh than
man c6 33,55% sb bénh nhan phan bd & nhom tam phan vi né)ng do TGF-
betal huyét thanh cao nhét (> 36,19 ng/ml), trong khi d6 khong c6 nguoi binh

thudng nao phan bd ¢ ndong do nay.
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Két qua nghién ctru cta chung t6i & bang 3.9 cho thiy nong d6 TGF-
betal huyét thanh & nhom bénh nhan bénh than man cao hon ¢ y nghia thdng
ké so v&1 nhom nguoi binh thuong (32,35 + 11,74 ng/ml so véi 13,45 + 7,17
ng/ml, piog TGF-betal < 0,001).

Nhom bénh nhan bénh than man khi dugc chia ra hai phdn nhom la
nhém bénh than man ¢c6 MLCT > 60 ml/ph/1,73m? va nhém bénh than man
¢ MLCT < 60 ml/ph/1,73m% Két qua nghién ctru ¢ bang 3.10 cho thiy nong
d6 TGF-betal huyét thanh ting ngay tir giai doan sém ctia bénh than man. O
nhom bénh nhan bénh than man c6 MLCT > 60 ml/ph/1,73»m2 c6 11,67% s6
bénh nhan c6 néng do TGF-betal huyét thanh > 36,19 ng/ml, nhém bénh
nhan bénh than man c6 MLCT < 60 ml/ph/1,73m2 c6 47,83% sb bénh nhan c¢6
noéng do TGF-betal huyét thanh > 36,19 ng/ml, trong khi d6 & nhém nguoi
binh thuong khong co trudng hop nao c6 ndong d6 TGF-betal huyét thanh ¢
noéng d6 nay (p < 0,001).

Két qua nghién ctru ¢ bang 3.11 cho thdy nong d6 TGF-betal huyét
thanh & nhom bénh nhan bénh than man ¢6 MLCT < 60 ml/ph/ 1,73m® cao
hon so voi néng do TGF-betal huyét thanh & nhom bénh nhan bénh than man
¢6 MLCT > 60 ml/ph/1,73m? va cao hon so véi nhém ngudi binh thuong, su
khac biét ¢ y nghia thong ké (Piog T GF-betal < 0,001). Tham chi ngay ¢ cac
giai doan sém cua bénh than man (nhom bénh nhan bénh than man ¢c6 MLCT
> 60 ml/ph/1,73m* ) ndng d6 TGF-betal huyét thanh ciing cao hon co ¥
nghia thong ké so véi nhém ngudi binh thudng (pig TGF-betal < 0,001).

Két qua nghién ctru & bang 3.12 cho thdy sé bénh nhan phan bd &
tam phan vi nong 46 TGF-betal huyét thanh cao nhéat (> 36,19 ng/ml) ting
dan theo giai doan bénh than man dac bi¢t 1a ¢ cac giai doan ma chuc nang
than giam, su khac biét c6 ¥ nghia thong ké (p < 0,001). Phan tich ndng do
TGF-betal huyét thanh theo giai doan bénh than man (bang 3.13) cho théy
ndng d6 TGF-betal huyét thanh c6 xu hudng ting dan theo giai doan bénh
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than man (p < 0,001). Ngay cd nhoém bénh thdn man giai doan 1 né)ng do
TGF-betal huyét thanh 1a 22,07 £ 8,59 ng/ml ciing cao hon c6 y nghia
théng ké so v4i nhém ngudi binh thuong 1a 13,45 + 7,17 ng/ml, véi p <
0,001 (bang 3.13).

Tinh trang tang né)ng do TGF-betal huyét thanh & bénh nhan bi bénh
than man ¢6 thé do 3 co ché sau:

Thir nhat 13 sy gia ting nong do TGF-betal huyét thanh c6 lién quan
dén tinh trang tang néng dd Indoxyl sulfate & bénh nhan bénh than man.
Indoxyl sulfate c6 nguén gdc tir protein cua thirc an. Mot phan tryptophan tir
protein ciia thirc an dugc chuyén hoa thanh Indole bdi tryptophanase ciia vi
khuan duong rudt nhu E. Coli. Indole duogc hép thu vao mau tur rudt va duoc
chuyén hoa thanh Indoxyl sulfate & gan. Indoxyl sulfate binh thudng duoc bai
tiét qua nudc tiéu. O bénh nhan bi bénh than man c6 MLCT < 60
ml/ph/1,73m* do giam d¢ thanh thai dan dén ting ndéng do Indoxyl sulfate
huyét thanh [64], [65]. Nghién ctru cua tac gia Takashi Minyazaki va cong su
da ching minh Indoxyl sulfate c6 tac dung giy ting tong hop TGF-betal cua
té bao 6ng than , ddng thoi Indoxyl sulfate thuc ddy sy xdm nhap cta bach
cau don nhén tdi than va ting cuong tong hop ra TGF-betal [63].

Nguyén nhan thir hai giai thich cho tinh trang ting nong do TGF-betal
huyét thanh & bénh nhan bénh than man la tinh trang tang LDL-cholesterol &
bénh nhan bénh than man. Tang néng do LDL-cholestrol & bénh nhan bi bénh
than man da duoc chung minh trong nhiéu nghién clru clia céc tac gia ca &
trong va ngoai nudc. Theo nghién ciru cua tac gia Pinh Thi Kim Dung ting
LDL-cholesterol 1a mot trong nhirng biéu hién kha phé) bién & bénh nhan bénh
than man dac biét 1a & nhom bénh nhan VCT c¢6 HCTH [3]. Tang LDL-
cholesterol va LDL oxy hoa giy kich thich giai phong ra TGF-betal tir cac té

bao bach ciu don nhéan va dai thuc bao [92].
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Ly do thir ba giai thich tinh trang ting ndng d6 TGF-betal huyét thanh
¢ bénh nhan bénh than man la tinh trang viém man tinh mac do thép xuét hién
ngay tir giai doan sém ctia bénh than man 1am ting téng hop va giai phong ra
TGF-betal [39], [83].

Nghién ciru ndng d6 TGF-betal va hs-CRP huyét thanh cia tac gia
Santina Cottone va cong su (Italia) [30] trén 450 bénh nhén ting huyét ap co
MLCT > 60/ml/ph/1,73m® va 92 bénh nhan ting huyét ap c6 MLCT <
60/ml/ph/1,73m* két qua cho thiy nong d6 TGF-betal huyét thanh & nhom
bénh nhan c6 MLCT < 60/ml/ph/1,73m? 14 38,0 + 8,8 ng/mL cao hon nhom
bénh nhan ¢6 MLCT > 6O/ml/ph/1,73m2 la 27,0 £ 5,2 ng/mL va cao hon
nhom nguoi binh thuong lam ching 1a 22,0 + 4,4 ng/mL, voi p < 0,001.

Nghién ctru cia Gyanendra Kumar Sonker (An d6) [83] vé nong d6
TGF-betal huyét thanh ¢ bénh nhin suy than man chua loc mau cho thay
néng do TGF-betal huyét thanh & nhém bénh nhan suy thdn man chua loc
mau 1a 75,26 + 28,43 ng/ml cao hon c¢6 y nghia théng ké so v6i nhom ngudi
binh thuong lam ching 1a 16,63 + 8,33 ng/ml, véi p <0,01.

Nhu vay so sanh két qua nghién ctru cua ching tdi v6i mot s tac gia
khac cho thdy mic du ndng do TGF-betal huyét thanh & bénh nhan bi bénh
than man c6 khac nhau ¢ tirng nghién ctru nhung ¢6 xu hudng chung 1a nhém
bénh nhan bénh than man cé nf‘mg do TGF-betal huyét thanh cao hon c6 y
nghia théng ké so v&i nhom ngudi binh thudng, ngay ca ¢ giai doan sém cua
bénh than man khi mic loc cau than con > 60 ml/ph/1 ,73m>.

4.2.2. Nong d6 hs-CRP huyét thanh & bénh nhén bi bénh thin man

Suy chtic ning than gan lién voi sy gia ting cac dau 4n sinh hoc cia
viém, bao gdbm hs-CRP, IL-6, ... Su gia ting nay xuat hién ngay ca khi khong
c6 cac bang ching 1am sang hodc cac bang chung ton thuong tim mach. Viém
xuat hién sém trong bénh 1y than man va thic day qua trinh hinh thanh xo vira

d6ng mach. Su gia ting ndng d6 cac ddu 4n sinh hoc cia viém trong bénh 1y
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than man c6 thé do ting téng hop, giam thanh thai hodc ca hai co ché trén.
Suy chitc ning than c6 thé truc tiép gy ra ting cac ddu 4n sinh hoc cta viém
thong qua co ché ting tinh trang oxy hoa din dén tich luy cac san pham
chuyén hoa dau cubi cua glycation (AGEs). Nong d6 cac chat nay tang khi
mtc loc cau than giam gdy ra hoat hoa bach cau don nhan va tong hop cac
cytokin bao gdm hs-CRP [80].

Két qua nghién ctru ciia chung toi cho thy c6 su gia ting co ¥ nghia
théng ké néng do hs-CRP huyét thanh & bénh nhan bénh than man so voi
nhom ngudi binh thuong. O nhém ngudi binh thudng chi c6 mot nguoi
(1,67%) c6 nong dd hs-CRP huyét thanh ¢ tam phan vi ndng d6 hs-CRP huyét
thanh cao nhét (> 2,85 mg/L), trong khi d6 ¢6 33,55% s6 bénh nhan bénh than
man c6 hs-CRP huyét thanh ¢ ndng d6 nay, véi p < 0,001 (bang 3.8).

Nong do hs-CRP huyét thanh & nhém bénh nhan bénh than man c6
phan phdi khong theo luat phan phdi chuan, véi gia tri trung binh 1a 3,10 +
3,67 mg/L [trung vi (25™; 75") 1a: 1,51 (0,72; 3,93) mg/1] cao hon c6 ¥ nghia
théng ké so v6i nhom ngudi binh thuong 0,41 + 0,39 mg/L [trung vi (25”‘;
75™) 1a: 0,23 (0,12; 0,48) mg/I] (Pioghs-CRP < 0,001) (bang 3.9).

Khi chia nhém bénh nhan bénh than man thanh hai phan nhom la nhém
bénh nhan bénh than man c6 MLCT > 60 rnl/ph/1,73m2 va nhom bénh nhan
bénh than man c6 MLCT < 60 ml/ph/1,73 m?. Két qua nghién ctru cua ching
t6i & bang 3.10 cho thay ty 1& bénh nhan bénh than man c6 MLCT < 60
ml/ph/1,73m* phan bd & tam phan vi ndong d6 hs-CRP huyét thanh cao nhat (>
2,85 mg/L) cao hon cd y nghia théng ké so véi nhom bénh nhan bénh than
man ¢c6 MLCT > 60 ml/ph/1,73m".

Két qua nghién ctru & bang 3.11 cho thdy nong do trung binh hs-CRP
huyét thanh & nhom bénh nhan bénh than man ¢c6 MLCT < 60 ml/ph/ 1,73m2
144,61 + 4,05 mg/L [trung vi (25™; 75™) 1a: 3,25 (1,84; 6,21) mg/1] cao hon c6
y nghia théng ké so v61 nhém bénh nhan bénh than man ¢6 MLCT > 60
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ml/ph/1,73m? 1a 0,79 + 0,44 mg/L [trung vi (25™; 75") 1a: 0,71 (0,55; 0,88)
mg/l] v6i Pjoghs-CRP < 0,001. O diy ndng do hs-CRP huyét thanh & nhém
bénh nhan bénh than man c6 MLCT > 60 ml/ph/1,73m2 cling cao hon c6 y
nghia thong ké so véi nhém nguoi binh thuong (0,79 + 0,44 mg/L [trung vi
(25" 75™) 1a: 0,71 (0,55; 0,88) mg/l] so véi 0,41 + 0,39 mg/L [trung vi 14
0,23 (0,12; 0,48)] v&i Pioghs-CRP < 0,001) (bang 3.11). Piéu nay cho thiy
néng do hs-CRP huyét thanh tang sdm ngay ca khi bénh than man c6 mirc loc
cau than con binh thudng.

Xét theo giai doan bénh than man, két qua nghién ctru (bang 3.12) cho
thy ty 1¢ bénh nhan phan bd & tam phan vi nong d6 hs-CRP huyét thanh cao
nhat (> 2,85 mg/L) ting dan theo giai doan bénh than man. O cac giai doan
bénh than man c6 MLCT > 60 ml/ph/1,73m? khéng c6 bénh nhin nio cé
ndéng do hs-CRP huyét thanh > 2,85 mg/L, tuy nhién ¢ cac nhom bénh than
man giai doan 3, giai doan 4 va giai doan 5 ty 1¢ nay tuwong Ung la 26,67%;
54,84% va 83,87% véi p < 0,001.

Nghién ctru néng do TGF-betal va hs-CRP huyét thanh cia tic gia
Santina Cottone va cong sy [30] trén 450 bénh nhan ting huyét ap c6 MLCT
> 60/ml/ph/1,73m® vad 92 bénh nhan ting huyét ap c6 MLCT <
60/ml/ph/1,73m* két qua cho thay ndng d6 hs-CRP huyét thanh & nhom bénh
nhan c6 MLCT < 60/ml/ph/1,73m? 14 3,37 + 1,37 mg/L cao hon nhom bénh
nhan ¢6 MLCT > 60/ml/ph/1,73m* 1a 1,75 £ 0,9 mg/L va cao hon nhom
nguoi binh thuong lam ching 1a 1,18 £ 0,32 mg/L, voi p < 0,001.

Nghién ctru CRIC (chronic renal insufficiency cohort) dugc thuc hién
boi tac gid Jayanta Gupta va cong su trén 3939 bénh nhan bénh than man
trong d6 c6 1907 bénh nhan bénh than man do dai thao duong. Nhom doi
tuong nghién ctru duogc chia ra cac phan nhém theo murc loc cau than > 60
Iml/ph/1,73m* (412 bénh nhén), 50 - 59 /ml/ph/1,73m* (754 bénh nhan), 40 -
49 /ml/ph/1,73m? (1042 bénh nhan), 30 - 39 /ml/ph/1,73m? (967 bénh nhén)
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va < 30 /ml/ph/1,73m? (764 bénh nhan) thi gi4 tri hs-CRP huyét thanh (trung
vi, 25" 75™) cua cac phan nhom trén tuong ung 1a 1,9 (0,9; 4,2); 2,5 (1,0;
6,8); 2,7 (1,1; 6,0); 2,8 (1,2; 7,1); 2,8 (1,1; 7,1) mg/L v&i p < 0,001 [45].

Nhu vay cac nghién ctru trén tuy thuc hién trén d6i tuong bénh nhan 1a
bénh than do tang huyét ap va dai thdo dudng nhung déu cho thiy nong do hs-
CRP huyét thanh & bénh nhan bénh thdn man cao hon so v&i nhom ngudi
binh thudng ngay ca Cac giai doan sém ctia bénh than man, giéng vai két qua
nghién clru cia ching t61 thuc hién trén bénh nhan bénh thdn man do viém
cau than man. Néng do hs-CRP huyét thanh & nhom bénh nhan bénh than
man giai doan ning hon cao hon c6 ¥ nghia thong ké so voi nhom bénh than
man giai doan nhe hon.

4.2.3. Nong @9 TGF-betal va hs-CRP huyét thanh ciia d6i twong nghién
ciru theo nhém tudi

Trong nghién ctru nay chung t6i chia nhoém nghién ctru theo 3 nhom
tudi ¢ nguoi truong thanh 13 18 - < 40 tudi, 40 dén 60 tudi va > 60 tudi.
Cach chia nay ciing dugc mot so tac gia trong va ngoai nude thuc hién khi
nghién ctu [6].

Két qua nghién ctru cua chung t6i ¢ bang 3.14 cho thay khong c6 su
khac biét co y nghia thong ké vé nong d6 TGF-betal huyét thanh gitta 3 nhom
tudi trén ca & nhom ngudi binh thuong, nhom bénh nhan bénh than man cé
MLCT > 60 ml/ph/1,73m2 va nhom bénh nhan bénh thin man c6 MLCT <
ml/ph/1,73m*. Két qua nghién ctru ciia mot sb tac gia khac khi nghién ctu
trén bénh nhan bénh than man cling cho nhan dinh twong tu [22], [98].

Vé nong do hs-CRP gitta cac nhém tudi ¢ bénh nhan bénh than man,
két qua nghién ctru & bang 3.14 ciing cho thiy khong c6 sy khac biét co ¥
nghia thdng ké vé nong d6 hs-CRP huyét thanh giira ca4c nhom tudi trén & ca
nhom nguoi binh thuong, nhom bénh nhan bénh than man c6 MLCT > 60
ml/ph/1,73m? va nhom bénh nhan bénh than man ¢c6 MLCT < ml/ph/1,73m?.
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Két qua nghién ctru ctia Truong Phi Hung va Pang Van Phudc trén
ngudi binh thuong ciling nhan thdy khong c6 sy khac biét nong do hs-CRP
huyét thanh giita 3 nhom tudi trén [6]. Nghién ctru ciia Georgi Abraham trén
bénh nhan bénh thdn man chua loc mau cling nhan théy khong co mbi lién
quan giira ndng do hs-CRP voéi tudi [19]. Céc nghién ctru cua Rawson E.S
[69], nghién ctru cua Rifai N va cong su [70] ciing khong nhédn thiy c6 mbi
lién quan gitta tudi v6i ndng d6 hs-CRP huyét thanh.

4.2.4. Nong @0 TGF-betal va hs-CRP huyét thanh ciia d6i twong nghién
curu theo gioi

Vé nong do TGF-betal huyét thanh & bénh nhan bénh thin man theo
gidi. Két qua nghién cru & bang 3.15 cho thdy nong d6 TGF-betal huyét
thanh giita nam so voi nir khong c6 su khac biét c6 ¥ nghia thong ké ca ¢
nhoém bénh nhan bénh than man ¢c6 MLCT < 60 ml/ph/ 1,73m2 cling nhu
nhém bénh nhan bénh than man ¢c6 MLCT > 60 ml/ph/1 ,73»m2 va nhom nguoi
binh thuong.

Nghién ctru cua Serkan va cong su ciing cho thiy khong cé sy khac biét
vé néng do TGF-betal huyét thanh gitta nam so véi nit. Nghién ctu cua
Phyllis August va cong su trén bénh nhan ting huyét ap ciing cho thiy yéu tb
tudi va gioi tinh khong lién quan dén nong d6 TGF-betal huyét thanh [98].

Vé né)ng do hs-CRP & bénh nhan bénh than man theo gidi. Tuong tu
nhu TGF-betal, ndng do hs-CRP huyét thanh trong nghién ctru nay khdng co
su khac biét giltta nam so v&i nit & ca nhém bénh nhan bénh than man co
MLCT < 60 mI/ph/1,73m2 , nhom bénh nhan bénh than man c6 MLCT > 60
ml/ph/1,73m® va nhom ngudi binh thudng.

O trong nuéc nghién ctru cia tic gia Truong Phi Hung va Pang Van
Phuéc trén ngudi binh thudng ciing cho thiy khong ¢ su khac biét vé ndng
d6 hs-CRP huyét thanh giita nam so véi nit [6]. Khi nghién ctru trén bénh

nhan bénh than man chua loc mau tac gia Georgi Abraham ciling nhan théy
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khong c¢6 mbi lién quan c6 y nghia théng ké giita ndng do hs-CRP huyét
thanh véi yéu td gidi & bénh nhan bénh than man chua loc mau [19].

4.25. Ty 1¢ ting nong d6 TGF-betal va hs-CRP huyét thanh ciia bénh
nhan bi bénh thin man

4.25.1. Ty I¢ ting nong dp TGF-betal huyét thanh ciia bénh nhén bi bénh
than man

Sau khi khao sat ndong d6 TGF-betal huyét thanh ctia nhém ngudi binh
thuong cho thidy nong do TGF-betal huyét thanh cua nhém nguoi binh
thuong 12 13,45 + 7,17 ng/mL, vi vay chung t6i 14y mdc > X # 2SD, ttc >
27,79 ng/ml dugc coi 1a ting ndng d6 TGF-betal huyét thanh.

Véi tiéu chi nay, két qua nghién ctru (bang 3.16) cho thay trong tong s6
152 bénh nhan & nhém bénh than man thi c6 91 bénh nhan (59,90%) c6 tang
noéng d6 TGF-betal huyét thanh.

Khi phan tich riéng tirng phan nhom bénh than man c6 MLCT > 60
ml/ph/1,73m? va nhom bénh than man c¢6 MLCT < 60 ml/ph/1,73m?, két qua
nghién ctru (bang 3.16) cho thdy & nhom bénh nhan bénh than man c6 MLCT
> 60 ml/ph/1,73m* ¢6 25% sb bénh nhan co ting nong d6 TGF-betal huyét
thanh va ting 1én rit cao (82,60%) ¢ nhém bénh nhan bénh than man co
MLCT < 60 ml/ph/1,73m?, su khac biét c6 ¥ nghia théng ké voi p < 0,001.

Xét theo giai doan bénh than man, két qua nghién ctru & bang 3.17 cho
thidy nong do TGF-betal huyét thanh c6 xu huéng ting dan theo giai doan
bénh than man (p < 0,001), ngay ¢ giai doan 1 cua bénh than man cling co
23,3% s bénh nhan ¢6 tang néng do TGF-betal huyét thanh.

Piéu ban luan ¢ day 1a két qua nghién ctru cho thiy sy ting nong do
TGF-betal huyét thanh xuat hién ngay tir cac giai doan sém cta bénh than
man khi chua c6 suy than c6 y nghia gi trong thuc hanh 1am sang.

Ton thuong than man 1a mdt qua trinh tién trién lién tuc ma hau qua

cudi cung la suy than giai doan cudi. Viéc di€u tri ndi khoa vdi muc dich lam
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cham tién trién cua bénh thin man. TGF-betal di dugc xac dinh 1a yéu t6
dong vai tro trung tim trong tién trién ctia bénh 1y than man. TGF-betal gay
ra Xo cung cau than, xo hoa ké& than dan dén gidm muc loc cau than. Vi vay
viéc uc ché TGF-betal trong diéu tri bénh Iy than man dang duoc nghién ctru
nhiéu [18], [77], [90].

Két qua nghién ctru ctia dé tai nay cho thiy nong do TGF-betal huyét
thanh tang ngay tir giai doan sém cua bénh than man, khi chua c6 suy than
(MLCT > 60 ml/ph/1,73m?). Vay trc ché TGF-betal & giai doan nay c6 thé co
loi trong viéc lam cham tién trién dén giai doan cudi cua bénh than man.

Angiotensin II kich thich tong hop TGF-betal thong qua thu thé AT-1
va angiotensin II c6 tac dung lam ting tong hop TGF-betal cua té bao gian
mach cau than [42] va cta té bao bach cau don nhan [40]. Uc ché men chuyén
hodc trc ché thy thé AT-1 déu lam giam tong hop TGF-betal trong md hinh
thuc nghiém. Nhiing thudc nay cling lam giam nong do TGF-betal huyét
thanh & bénh nhan than ghép va bénh nhan bénh than dai thao duong. Trong
1am sang sir dung thudc trc ché men chuyén va tc ché thy thé AT-1 di dugc
chirng minh c6 tac dung lam cham tién trién cta bénh than man thong qua
viéc trc ché TGF-betal [77]. Hién nay thudc trc ché truc tiép TGF-betal la
fresolimumab dang duoc tién hanh thir nghiém 1am sang giai doan 2 trong
diéu tri bénh 1y cau than man [18].

4.25.2. Ty Ié ting néng dp hs-CRP va nguy co tim mach biéu hién qua
nong dp hs-CRP huyét thanh ciia bénh nhén bi bénh thin man

Nghién ctru cua tac gia Lé Thi Thu Trang trong nhom chimg gdm 60
nguoi binh thuong cho thay ndng d6 hs-CRP huyét thanh 14 0,39 + 0,25 mg/L,
va tac gia da lay moc > X =+ 2SD, tirc > 0,89 mg/L coi la ting nong do hs-
CRP huyét thanh [13].

Két qua nghién ctru ctia ching t6i, sau khi phan tich néng d6 hs-CRP

huyét thanh & nhoém ngudi binh thudng cho thay nong do hs-CRP huyét thanh
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& nhom ngudi binh thuong 13 0,41 + 0,39 mg/L, vi vay chung toi 1dy mébc >
X % 2SD, tirc > 1,19 mg/L duoc coi 1a ting ndng d6 hs-CRP huyét thanh.

Véi tiéu chi trén, két qua nghién ctru ciia ching t6i ¢ bang 3.16 cho
thay trong s6 152 bénh nhan bi bénh thdn man c6 88 bénh nhan (chiém
57,89%) c6 tang ndng do hs-CRP huyét thanh. Khi phan tich riéng timng nhém
bénh nhan bénh than man c6 MLCT < 60 ml/ph/1,73m? va nhém bénh nhan
bénh than man c6 MLCT > 60 ml/ph/1,73m?, két qua cho thiy (bang 3.16) &
nhém bénh nhan bénh than man c6 MLCT < 60 ml/ph/ 1,73m? ¢6 90,22% sb
bénh nhan c6 ting néng d6 hs-CRP huyét thanh. O nhom bénh nhan bénh
than man c¢6 MLCT > 60 ml/ph/1,73m” c¢6 8,33% sb bénh nhén co ting ndng
d6 hs-CRP huyét thanh, su khac biét c6 ¥ nghia thong ké voi p < 0,001,

Xét theo giai doan bénh than man, két qua nghién ctru & bang 3.17 cho
thay ty 1¢ bénh nhan c6 ting nong d6 hs-CRP huyét thanh ting dan theo giai
doan bénh than man. Su khac biét c6 y nghia thong ké vai p < 0,001.

Nghién ctru cua tac gia Georgi Abraham va cong su trén 100 bénh
nhan bi bénh than man chua loc mau cho thdy 67% s6 bénh nhan c6 ting hs-
CRP > 6 mg/L va nong d6 hs-CRP twong quan nghich véi murc loc cau than
[19]. Nghién ctru cua tac gia Jodo Edigo Romao Jr va cdng su trén 224 bénh
nhan bi bénh than man chua loc mau cho thay c6 44% s6 bénh nhan c6 nong
do6 hs-CRP > 5 mg/L [72].

Vé nguy co tim mach danh gia theo nong d6 hs-CRP huyét thanh. Theo
khuyén céo cia CDC/AHA-2002, ting ndng d6 hs-CRP 1a mét yéu t6 nguy co
tim mach doc 1ap dbi voi cac bién cd tim mach trong quan thé chung ciing
nhu trong nhom bénh nhan bi bénh than man. Theo CDC/AHA-2002 nguy co
tim mach theo ndng d6 hs-CRP duoc xac dinh theo 3 nhom [82]:

Nguy co thap: nong d6 hs-CRP huyét thanh < 1,0 mg/L.

Nguy co trung binh: ndng d6 hs-CRP huyét thanh tir 1,0 - 3,0 mg/L.

Nguy co tim mach cao: ndong d6 hs-CRP huyét thanh > 3,0 mg/L.
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Két qua nghién ctru cta chung toi (bang 3.18) cho thay ty 1& bénh nhan
c¢6 nguy co tim mach cao biéu hién qua nong d6 hs-CRP huyét thanh ¢ nhom
bénh nhan bénh than man c6 MLCT < 60 ml/ph/ 1,73m2 1a 53,26% cao hon co
¥ nghia thong ké so v6i nhom bénh nhan bénh than man c6 MLCT > 60
ml/ph/1,73m? (p < 0,001).

Nhom bénh nhan bénh than man ¢6 MLCT > 60 ml/ph/ 1,73m? khong
¢ bénh nhan nao c6 ndng do hs-CRP > 3,0 mg/L. Nhung & nhém bénh nhan
bénh than man c¢6 MLCT < 60 ml/ph/1,73m® ty 1& bénh nhan c6 nguy co tim
mach cao ting nhanh theo muc do suy than tir 23,3% & nhém bénh than man
giai doan 3 dén 51,6% & nhom bénh than man giai doan 4 va ty 1& ndy 1én dén
83,9% & nhoém bénh nhan bénh than giai doan 5 (p < 0,001).

Nhu vy gidng voi cac nghién ctru clia cac tac gia nudc ngoai, két qua
nghién ctru ctia ching tdi cho thiy nguy co tim mach theo nong do hs-CRP
tang cao & bénh nhan bénh than man dac biét khi c6 giam mire loc cau than.
4.3. LIEN QUAN GIUA NONG PQ TGF-betal VA hs-CRP HUYET
THANH VOI MOQT SO CHI SO LAM SANG VA CAN LAM SANG O
BENH NHAN BI BENH THAN MAN
4.3.1. Lién quan giira ndng dd TGF-betal va hs-CRP huyét thanh véi mét
s0 chi s6 nhan tric & bénh nhan bi bénh thin man

Dbi v6i ndong dd6 TGF-betal huyét thanh, két qua nghién ciru cla cia
ching tdi (bang 3.19) cho thdy & nhom bénh nhan bénh than man khong ¢ su
khac biét vé chiéu cao, can nang, vong bung va chi s6 BMI gitra nhom tam
phan vi ndng do TGF-betal cao nhét so véi nhom tam phéan vi nong d6 TGF-
betal thap nhat.

Xét hé s6 twong quan & bang 3.21 ciing cho thiy khong c6 mbi tuong
quan gitta nong 46 TGF-betal véi chi s6 can ning, chiéu cao, vong bung va

chi s6 BMI & nhém bénh nhan bénh than man.
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Khac véi két qua nghién ctru cua chung toi, nghién ctu cua tac gia
Manikkam Suthanthiran trén bénh nhan bénh than man do ting huyét ap cho
thidy nong d6 TGF-betal huyét thanh twong quan thuan véi chi sé6 BMI &
ngudi da den nhung khong twong quan vé&i chi s6 BMI ¢ nhom ngudi da
trang. Giai thich cho sy khac nhau nay c6 thé c¢6 2 1y do: thir nhét 1a su khéc
nhau vé yéu t6 chung téc va mau da cia ddi twong nghién ctru trong nghién
ctru cua ching to1 so véi nghién ctru cua tac gia Manikkam Suthanthiran. Tha
hai 14 do d6i twong nghién ctru ciia tic gia Manikkam Suthanthiran s6 ngudi
béo phi co ty 1€ cao, trong khi nghién ctru ctia ching t61 chi c6 15 bénh nhan
(9,87%) s6 bénh nhan c6 chi s6 BMI > 25 va khong c6 bénh nhan nao cé chi
s6 BMI > 30 [86].

Vé mdi lién quan giira ndng d6 hs-CRP huyét thanh véi cac chi s nhan
trac, két qua nghién ctru cia ching t6i (bang 3.20) cho thdy & nhém bénh
nhan bénh thdn man khong c6 su khac biét vé chi sb chiéu cao, can ning,
vong bung va chi s6 BMI gita nhom tam phan vi nong do hs-CRP cao nhét so
v6i nhom tam phan vi nong do hs-CRP thap nhat.

Xét hé sb trong quan & bang 3.21 ciing cho thdy khong c6 mdi tuong
quan giita ndng d6 hs-CRP huyét thanh véi cac chi sd chiéu cao, cin ning,
vong bung va chi s6 BMI ¢ nhom bénh nhan bénh than man.

Khi nghién ctru trén nguoi binh thuong, tac gia Truong Phi Hung va
Ping Van Phudc ciing nhan thdy khong c¢6 su khac biét c6 ¥ nghia nong do
hs-CRP huyét thanh & nhdm nguoi c6 chi s6 BMI > 23 so véi nhém ngudi co
chi s6 BMI < 23 [6].

Khéac voi nghién clru cua ching t61, nghién ctu cua tac gia Vandana
Menon va cong su trén 801 bénh nhan bénh than man chua loc méu cho théy
nhém bénh nhan c6 néng d6 hs-CRP > 6 mg/L ¢6 chi sé BMI cao hon c6 ¥
nghia thong ké so v&i nhom bénh nhan c6 nong do hs-CRP < 6 mg/L (29,4 +
4,7 so v61 26,4 £ 7,6 voi p < 0,05). Co 1€ c6 su khac nhau nay 1a do ty 1€ bénh
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nhan c6 thtra can va béo phi trong nghién ctru cia tac gid Vandana Menon co
su khac biét so véi dbi tuong nghién ciru ctia ching t6i [61].

4.3.2. Lién quan giira nong d6 TGF-betal va hs-CRP huyét thanh véi
huyét 4p ¢ bénh nhan bi bénh than man

Tang huyét ap 1a bién chimg tim mach thudng gap nhat trong bénh 1y
than man. Tang huyét ap dugc xac dinh 1a yéu td gbp phan 1am ting tdc do
tién trién cta bénh 1y than man ciing nhu lam ting nguy co cac bién cd tim
mach khac.
4.3.2.1. Lién quan giita nong dp TGF-betal huyét thanh véi huyét dp ¢
bénh nhan bi bénh thdn man

Két qua nghién ctru ctia chiing toi (bang 3.22) cho thdy néng do TGF-
betal huyét thanh & nhom bénh nhan bi bénh than man c6 tang huyét ap cao
hon c6 y nghia théng ké so v61 nhom bénh nhan bi bénh than man khong tang
huyét ap (pio, TGF-betal < 0,001)

O nhom bénh nhéan bi bénh than man trung binh chi sé huyét ap tim thu
va huyét ap trung binh & nhém tam phan vi nong d6 TGF-betal cao nhét cao
hon c6 ¥ nghia théng ké so véi nhom tam phéan vi nong d6 TGF-betal thap
nhat (p < 0,001) (bang 3.23).

Xét hé sd twong quan (bang 3.25) ciing nhan thdy c6 mdi tuong quan
thuan c6 ¥ nghia thong ké giita ndng d6 TGF-betal huyét thanh vdi cac chi so
huyét ap tam thu va huyét ap trung binh & nhém bénh nhan bi bénh than man.
Khoéng nhan thdy ¢6 mdi twong quan gitta ndng do TGF-betal huyét thanh voi
chi s6 huyét ap tdm truong & nhém bénh nhan bi bénh than man (r = 0,18).

Nghién ciru cta Phyllis August va cong su trén bénh nhan ting huyét
ap nguyén phat cho thiy néng do TGF-betal huyét thanh & bénh nhan ting
huyét ap cao hon cé y nghia théng ké so v6i nhom ngudi cd huyét ap binh
thuong [22]. Nghién ctru cua tac gia Manikkam Suthanthiran va cong su trén

bénh nhan nguoi My bi bénh than do ting huyét 4p ciing cho thiy nong do
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TGF-betal huyét thanh & bénh nhan ting huyét ap cao hon & ngudi khong co
tang huyét ap [86].

Giai thich cho mdi lién quan giita tang huyét ap vé6i ting nong d6 TGF-
betal huyét thanh ¢ bénh nhan bénh than man. Theo Serkan Yener va cong su
thi tinh trang ting huyét 4p gy ra tinh trang viém man tinh mirc d6 thap va
tinh trang viém man tinh gay ra ting tong hop va giai phong TGF-betal [98].
4.3.2.2. Lién quan giiva nong dé hs-CRP huyét thanh véi huyét dp & bénh
nhan bi bénh thin man

Két qua nghién ctru cta ching toi cho thdy nong do hs-CRP huyét
thanh & nhom bénh nhan bj bénh than man c6 ting huyét ap cao hon ¢ y
nghia thong ké so véi nhom bénh nhan bénh than man khong c6 ting huyét
ap. Nong d6 hs-CRP huyét thanh & nhém bénh nhan bj bénh than man co
tang huyét ap la 2,90 (1,28; 6,48) mg/L , & nhom bénh nhan bi bénh than
man khong ting huyét ap 1a 0,90 (0,62; 2,56) mg/L (Pioghs-CRP < 0,001)
(bang 3.22).

Trong nhom bénh nhan bi bénh than man trung binh chi ) huyét ap
tam thu, huyét ap trung binh va ty 1& bénh nhan c6 ting huyét 4p & nhom tam
phan vi nong do hs-CRP huyét thanh cao nhét 16n hon c6 y nghia thdng keé
so voi nhom bénh nhan tam phan vi ndong d6 hs-CRP huyét thanh thap nhat
(p <0,001) (bang 3.24).

Phan tich hé s6 twong quan & bang 3.25 cho thdy & nhém bénh nhan
bénh than man c6 mbi twong quan thuan giira nong d6 hs-CRP huyét thanh
v6i chi sd huyét ap tam thu (r = 0,44; p < 0,001), v&i chi s6 huyét 4p tam
trwong (r = 0,28; p < 0,001) va voi chi s6 huyét ap trung binh (r = 0,42; p <
0,001).

Nguyén nhan gy khac biét ndng d6 hs-CRP huyét thanh & nhom bénh
nhan tang huyét 4p so v6i nhém bénh nhan khong tiang huyét ap duoc giai

thich 1a do tinh trang ting huyét 4p thuc ddy qua trinh viém cta thanh mach
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bang cac kich thich co hoc dén tir dong méau, ngoai ra ting huyét ap ciing thuc
day su hinh thanh cic gbc oxy hoa ma cic gc oxy hoa nay da duoc ching
minh c6 lién quan dén su gia ting ndng do hs-CRP [32].

Nghién ctru cua tac gia Santina Cotton ciling cho thidy nong do hs-
CRP & bénh nhan ting huyét ap cao hon so véi nhém ngudi binh thudng
[30]. Nghién ctru cua tac gia Shafi Dar M va cong sy trén 104 bénh nhan
tang huyét 4p va 63 ngudi khong ting huyét ap 1am nhém ching ciing cho
thay nong do hs-CRP ¢ nhom bénh nhan ting huyét 4p trung binh 1a 3,2
mg/L cao hon c6 ¥ nghia thong ké so véi nhom nguoi khong co ting huyét
ap la 1,36 mg/L [32].

4.3.3. Lién quan giira nong d0 TGF-betal va hs-CRP huyét thanh véi
tinh trang thiéu mau va mét sé chi so huyét hoc & bénh nhan bi bénh
than man

Thiéu mau 13 hau qua thuong gap cua bénh than man. Hau qua dau tién
cta thiéu mau 1a giam luong oxy cung cip cho cac td chiic cua co thé, bao
gom ca than. Tuy nhién thiéu mau cling dan dén gia ting tinh trang oxy hoa vi
hdng cau 1a thanh phan chinh chdng oxy hoa ctia mau. Hiéu qua chng oxy
hoa ctia hong ciu théng qua cac men nhu superoxide dismutase, catalase,
glutathione peroxidase va qua céc protein cuia té bao co thé két hop véi céac
gbc oxy hoa nhu cac protein trong luong phan tir thap ciia mang hong cau ,
vitamin E, vitamin C hodc coenzyme Q [73].

Lién quan gitra nong d6 TGF-betal huyét thanh véi tinh trang thiéu
mau & bénh nhan bénh than man. Két qua nghién ctru cua chung t61 & bang
3.26 cho thdy ndng do TGF-betal huyét thanh & nhém bénh nhan bénh than
man c6 thiéu mau cao hon cé ¥y nghia théng ké so v6i nhom bénh nhan
bénh than man khong thiéu mau (35,86 £ 10,43 ng/ml so véi 28,45 + 11,95
ng/ml, p <0,001).
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Khao sat gia tri trung binh cac chi sé huyét hoc theo tam phan vi ndng
d6 TGF-betal huyét thanh & nhdm bénh nhan bi bénh than man, két qua
nghién ctru cua chung t6i (bang 3.27) cho thidy nhom tam phan vi ndng do
TGF-betal huyét thanh cao nhét c6 trung binh s6 lwong hong ciu, hematocrit
va néng d6 hemoglobin thap hon c6 y nghia théng ké so v6i nhom tam phan
vi ndng d6 TGF-betal thap nhét (p < 0,001).

Phén tich hé s6 twong twong quan gitta ndng d6 TGF-betal voi cac chi
s6 huyét hoc (bang 3.29) cho thdy c6 méi twong quan nghich c6 y nghia thong
ké giita ndong 46 TGF-betal huyét thanh véi sé luong hong cau (r = -0,39; p <
0,001), v6i hematocrit (r = - 0,37; p < 0,001) va va voi néng dd hemoglobin
mau (r = - 0,39; p <0,001) 6 nhom bénh nhan bi bénh than man.

Giai thich méi lién quan ndy giita ndng d6 TGF-betal huyét thanh voi
tinh trang thiéu mau va cac chi sb huyét hoc & nhém bénh nhan bi bénh than
man. Theo tac gia Jerome Rosert va cong su 1a do tinh trang thiéu oXy td churc
do thiéu mau. Tinh trang thiéu oxy t6 chirc kich thich cac té bao 6ng than va
nguyén bao xo ciia k& than tang cuong tong hop va tiét ra TGF-betal gay ra
tang ndng d6 TGF-betal huyét thanh [46].

Lién quan giita ndng do hs-CRP v&i tinh trang thiéu mau & bénh
nhin bénh than man. Két qua nghién ctru ctia ching t6i (bang 3.26) cho
théy né)ng do hs-CRP huyét thanh & nhém bénh nhan bénh thin man cé
thiéu mau 1a 2,96 (1,50; 6,03) mg/L cao hon c6 y nghia thong ké so véi
nhém bénh nhan bénh than man khong co thiéu mau 1a 0,81 (0,59; 1,44)
mg/L, véi Pjoghs-CRP < 0,05).

Khao sat gia tri trung binh cac chi sé huyét hoc theo tam phan vi nong
do hs-CRP huyét thanh & nhom bénh nhan bénh than man, két qua (bang
3.28) cho thdy nhoém tam phéan vi ndng d6 hs-CRP huyét thanh cao nhit c6

trung binh s6 luong hong cau, hematocrit va néng do hemoglobin thap hon c6
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y nghia thong ké so voi nhom tam phan vi ndong d6 hs-CRP thip nhét (p <
0,001).

Phan tich hé sb twong quan gitta ndng d6 hs-CRP huyét thanh véi cac
chi s6 huyét hoc (bang 3.29) cho thdy & nhém bénh nhan bénh than man ndng
d6 hs-CRP huyét thanh twong quan nghich véi ca ba chi s6 huyét hoc 1a s6
lwong hong cau (r = - 0,45; p < 0,001), hematocrit (r = - 0,50; p < 0,001) va
néng d6 hemoglobin (r = - 0,49; p < 0,001).

Nghién ctru cta tac gia Michel Chonchol trén 7389 ngudi cho thiy ting
noéng d6 hs-CRP huyét thanh c¢6 méi lién quan doc lap véi tinh trang gidm
ndéng d6 hemoglobin & nhém bénh nhan c6 mic loc cau than giam [28]. Giai
thich cho mbi lién quan giita ting nong do hs-CRP huyét thanh vdi tinh trang
thiéu mau & bénh nhan bénh than man 1a do tinh trang viém man ¢ bénh nhan
bénh than man c6 lién quan dén tinh trang giam nhay cam véi erythropoietin
va dan dén thiéu mau [39]. Nguoc lai thiéu mau lai din dén gia ting tinh trang
oxy hoa gay ra phan trng viém & bénh nhan bénh than man [73].

4.3.4. Lién quan giira ndong dd TGF-betal va hs-CRP huyét thanh véi mot
s0 chi s6 chirc ning than ¢ bénh nhan bi bénh thin man

Trong nghién ctru ndy ching toi st dung ba chi s6 thuong diung dé
danh gia chic nang than 12 nong do ure, creatinin huyét thanh va muc loc cau
than uéc tinh theo cong thire CKD-EPI-2009, tuy nhién mirc loc ciu than 13
chi s6 quan trong nhét dé danh gia chirc nang than.

V& mbi lién quan giita ndng d6 TGF-betal huyét thanh véi cac chi sd
chtrc nang than & nhom bénh nhan bi bénh than man, két qua nghién ctru cua
chung t6i (bang 3.30) cho thay nong do trung binh ure, creatinin huyét thanh
& nhom tam phan vi ndng d6 TGF-betal huyét thanh cao nhét cao hon c6 y
nghia thong ké so véi nhém bénh nhan tam phéan vi nong d6 TGF-betal thap

nhat (p < 0,001), nguoc lai muc loc cau than & nhom tam phan vi né)ng do
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TGF-betal huyét thanh cao nhat thip hon c6 ¥ nghia thong ké so v6i nhom
tam phan vi ndng do TGF-betal thap nhét (p < 0,001).

Phén tich hé sé tuong quan gitta ndong do TGF-betal huyét thanh vai
cac chi s6 chirc ning than, két qua (bang 3.32) cho thay & nhdm bénh nhan
bi bénh than man c6 méi twong quan nghich giita nong d6 TGF-betal huyét
thanh v6i muc loc cau than (r = - 0,59; p < 0,001), va tuong quan thuin véi
néng do ure huyét thanh (r = 0,49; p < 0,001) va nong do creatinin huyét
thanh (r = 0,42; p < 0,001).

Nghién ciru ciia mot s tac gia nudc ngoai ciing cho nhan xét tuong tu.
Nghién ctru cua tac gia Santina Cotton trén 626 bénh nhan bénh than do tang
huyét 4p cho thidy néng 46 TGF-betal huyét thanh twong quan nghich véi
mtc loc cau than (r = - 0,698; p < 0,001) [30]. Nghién ctru cia tic gia
Gyanendra Kumar Sonkar va cong su trén 30 bénh nhan suy than man ciing
cho thidy nong d6 TGF-betal huyét thanh twong quan thuin véi nong do
creatinin huyét thanh [83].

Vé mdi lién quan giira nong d6 hs-CRP huyét thanh véi cac chi sd chire
nang than & nhém bénh nhan bi bénh than man, két qua nghién ctru cua chung
t61 (bang 3.31) cho thdy nong do trung binh ure, creatinin huyét thanh ¢ nhom
tam phan vi nong do hs-CRP huyét thanh cao nhit cao hon ¢ ¥ nghia théng
ké so voi nhém nhém tam phan vi ndong d6 hs-CRP thap nhit (p < 0,001),
nguoc lai mac loc cau than & nhom tam phan vi néng do hs-CRP huyét thanh
cao nhat thap hon cé ¥ nghia thong ké so v6i nhom nhém tam phan vi nong
d6 hs-CRP thap nhat (p < 0,001).

Phan tich hé sb twong quan giira néng d6 hs-CRP huyét thanh véi cac
chi sé chirc nang than, két qua cho thiy (bang 3.32) & nhém bénh nhan bj
bénh than man, c6 mbi tuong quan nghich gitra néng do hs-CRP huyét thanh
v6i mie loc cau than (r = - 0,60; p < 0,001), va twong quan thuan véi nong do

ure huyét thanh (r = 0,56; p < 0,001) va néng do creatinin huyét thanh (r =
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0,62; p < 0,001). Cac nghién ctru ciia cac tac gia khac ciing cho thay c6 mbi
lién quan nghich gitra ndng d6 hs-CRP huyét thanh véi mic loc cau than [72],
[97].

4.3.5. Lién quan giira nong d9 TGF-betal va hs-CRP huyét thanh véi nong
do albumin huyét thanh & bénh nhan bi bénh thin man

Vé mdi lién quan giita ndng do TGF-betal véi nong do albumin huyét
thanh ¢ bénh nhan bi bénh than man. Két qua nghién ctru ¢ bang 3.33 cho
thay khong c6 méi lién quan c6 y nghia thong ké giita nong d6 TGF-betal
huyét thanh véi ndng d6 albumin huyét thanh (r = 0,03; p > 0,05).

Nghién ctru cta tac gia Phyllis August va cong su trén nhOm nguoi My
bi bénh than giai doan cudi ciing cho thidy nong d6 TGF-betal huyét thanh
khéng lién quan ¢ ¥ nghia thong ké voi ndong d6 albumin huyét thanh [22].

Vé modi lién quan gitta néng d6 hs-CRP huyét thanh véi nong do
albumin huyét thanh ¢ bénh nhan bi bénh than man. Nhiéu nghién ciu da
khang dinh hau qua cia tinh trang viém man tinh trong suy than man lién
quan dén tinh trang suy dinh dudng. Suy dinh dudng, viém va xo vira dong
mach chiém ty 18 cao va thuong phdi hop ¢ bénh nhan bi bénh than man. Sy
két hop cua ching goi tat 1a hoi ching MIA (malnutrition, inflammation,
athrosclerosis). Ba yéu td nguy co nay (suy dinh dudng, viém va xo vira dong
mach) tuong tdc vo1 nhau va sy hién dién déng tho1 cia chung c6 tac dong
phéi hop 1én su gia taing nguy co tir vong ¢ bénh nhan bi bénh than man. Mt
s6 nghién ctru da chi ra riang, suy dinh dudng trong bénh than man 1a hau qua
cta tinh trang viém man. Albumin, gidng nhu cac ddu 4n dinh dudng khéc
nhu prealbumin va transferrin 1 cac protein pha cap am tinh. Su tong hop cac
protein nay giam trong viém, gdy ra giam noéng do albumin huyét thanh, mot
su thay d6i xay ra doc lap voi tinh trang dinh dudng. No6i chung, giam
albumin mau it gip trong suy dinh dudng protein ning luong thuan tay ma

doi hoi cac yéu td khac tham gia vao nhu tinh trang viém. Nong do albumin &
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bénh nhan bénh than man giai doan cudi tuong quan nghich véi cac dau 4n
viém nhu hs-CRP, fibrinogen, IL-6 va TNF-a [39].

Két qua nghién ctru cua chung téi ¢ bang 3.33 phan tich vé mbi
twong quan gitta ndng d6 hs-CRP huyét thanh v&i ndng do abumin huyét
thanh cho théy & nhom bénh nhan bi bénh thin man c6 mbi twong quan
nghich gita nong d6 hs-CRP huyét thanh v&i ndong do albumin huyét thanh
(r=-0,29; p <0,05).

Nghién ctru ctia Georgi Abraham ¢ bénh nhan bi bénh than man chua
loc méu ciing cho thay bénh nhan c6 néng do hs-CRP cang cao thi nong do
albumin huyét thanh cang thap [19]. O trong nudc, nghién ciu cua DPing
Ngoc Tuén Anh va cong su trén bénh nhan suy than man loc mau chu ky cting
cho thdy néng do hs-CRP huyét thanh twong quan nghich v6i ndng do
albumin mau ¢ bénh nhan suy than man loc mau chu ky [1].

4.3.6. Lién quan giira nong d0 TGF-betal huyét thanh véi ndng do hs-
CRP huyét thanh & bénh nhan bi bénh thian man

Bénh than man c6 dac trung baoi tinh trang viém man tinh mac do thép.
Viém xuét hién sém trong bénh ly thin man va thuc déy qua trinh hinh thanh
x0 vita dong mach va suy giam chirc nang than & bénh nhan bi bénh than
man. Tinh trang viém man tinh & bénh nhan bi bénh than man duoc xac dinh
12 mot trong cac nguyén nhan 1am ting tong hop va giai phong ra cac yéu td
sinh hoc gy xo nhu TGF-betal [39]. Hon nita tinh trang gia ting cac gbc oxy
hoéa ¢ bénh nhan bi bénh than man lién quan vdi gia tang céc dau 4n viém va
X0 & bénh nhan bi bénh than man [30].

Theo Soo Bong Lee va cong su c6 mdi lién quan chit ché gitra tinh
trang xo va viém ¢ bénh nhan bi bénh than man. Tinh trang viém c6 vai tro
quan trong trong tién trién cua ph?m 16n bénh than man tinh. Than cuia bénh
nhan bi bénh than man c6 dac trung mo hoc 1a sy xam nhap bach cau va xo

héa. Cac ddu 4n viém nhu hs-CRP, IL-1, IL-6 v TNF-o gia ting trong huyét
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thanh ctia bénh nhan bi bénh than man. Xo héa than ludn luén duoc khoi phat
va lién quan chat ch€ bai tinh trang viém k& than man tinh [51].

Sinh 1y bénh cta quéa trinh viém rat phirc tap va co su tham gia cta
nhiéu yéu t5, bao gom su twong tac ctia cac cytokine. Viém than dic trung boi
Xam nhap vao cau than va k& than cua céac té bao viém, bao gém bach cau da
nhan trung tinh, dai thuc bao va lympho bao. Qua trinh viém ban dau duoc
gdy ra boi hién tuong thuc bao qua trung gian cytokine. Pau tién 1a bach cau
da nhan trung tinh hap thu cdc manh vun té bao va thuc bao cac té bao chét.
Bach cau da nhan trung tinh giai phong ra cac cytokine viém va tién xo. Tiép
theo dai thuc bao xam nhap vao td churc ton thuong, thuc bao va tiét ra céac
cytokine xo. Pai thuc bao 13 ngudn chinh tiét ra transforming growth factor-
betal (TGF-betal) trong to chirc xo. Té bao lympho T va B ciing dugc tuyén
mo vao noi ton thuong va tiét ra cac cytokine xo. TGF-betal con 1a mot chét
hoa tmg dong manh d6i voi dong dai thuc bao va bach cau don nhan [51].

Trong xo hoa than, hoat dong ctia hé renin-angiotensin-aldosteron ciing
kich thich qua trinh viém, bao gom sy biéu hién cila cac cytokine, yéu t6 phat
trién va cac gdc oxy hoa. Angiotensin II giy ra viém thanh mach, suy giam
chtrc ning ndi mo va ting cudng su xam nhap cac té bao viém toi than [74].

Két qua nghién ctru ciia chung téi & bang 3.34 phan tich nong do
TGF-betal huyét thanh theo tam phan vi ndng do hs-CRP huyét thanh &
nhom bénh nhan bi bénh than man cho théy néng do TGF-betal & nhom
tam phan vi nong d6 hs-CRP cao nhat cao hon cé ¥ nghia thong ké so véi
nhom nhom tam phan vi hs-CRP thap nhat (42,00 = 10,31 ng/mL so véi
25,35 + 8,39 ng/mL, p < 0,001).

Biéu dd 3.9 biéu thi mbi tuwong quan giita ndng d6 TGF-betal huyét
thanh voi ndng @6 hs-CRP huyét thanh & nhdm bénh nhan bi bénh than man
cho thay c6 mdi twong quan thuan giita nong d6 TGF-betal huyét thanh véi
ndng d6 hs-CRP huyét thanh (r = 0,54; p < 0,001).
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Tac gia Santina Cottone va cong su khi nghién ctru vé nong d6 TGF-
betal va cac dau an sinh hoc ctia viém trén 626 bénh nhan bénh than do ting
huyét ap cho thiy ca nong d6 TGF-betal huyét thanh va ndng do hs-CRP
huyét thanh & bénh nhén ting huyét ap c6 murc loc cau than < 60 ml/ph/1,73
m?® déu gia tang khi mirc loc cdu than giam, tuy nhién tac gia nay khong phan
tich mdi lién quan giita ndong d6 TGF-betal huyét thanh véi nong d hs-CRP
huyét thanh & bénh nhan bénh than man do tang huyét ap [30].

Nhu vay khi chirc ning than giam s& 1am ting cac chat chi diém sinh
hoc ctia viém va chinh tinh trang viém gép phan lam gia ting nong d6 TGF-
betal huyét thanh, mot yéu t6 sinh hoc c6 vai trd quan trong thiic ddy xo hoa

than va tir d6 l1am gidm muc loc cau than & bénh nhan bi bénh than man.
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KET LUAN

Nghién ctru ndong do TGF-betal va hs-CRP huyét thanh cta 152 bénh
nhan bénh than man do viém cau than man va 60 nguodi binh thuong lam doi
ching, chung t6i rat ra mot s6 két luan sau:

1. Nong d6 TGF-betal va hs-CRP huyét thanh ¢ bénh nhan bi bénh than
man do viém cAu thin man

- Nong do TGF-betal va hs-CRP huyét thanh & bénh nhan bi bénh than
man cao hon c6 ¥ nghia thdng ké so v6i nhém nguoi binh thuong (p < 0,001).

- Nong d6 TGF-betal va hs-CRP huyét thanh & nhém bénh nhan bj
bénh than man c6 muc loc cau than < 60 ml/ph/ 1,73m? cao hon co y nghia
théng ké so v6i nhom bénh nhan bi bénh thdn man c¢6 muc loc cau than > 60
ml/ph/1,73m? (p < 0,001).

- Nong d6 TGF-betal va hs-CRP huyét thanh ting dan theo giai doan
bénh than man, ngay cd giai doan sém cua bénh than man cling da tang (p <
0,001).

- Ty 1¢ bénh nhén c6 ting nong d6 TGF-betal huyét thanh (> 27,79
ng/mL) va ty 1& bénh nhan c6 ting nong d6 hs-CRP huyét thanh (> 1,19
mg/L) & nhom bénh nhan bi bénh thin man c6é muc loc ciu than < 60
ml/ph/1,73m? cao hon c6 ¥ nghia théng ké so voi nhom bénh nhan bi bénh
than man c6 muc loc cau than > 60 ml/ph/1,73m* (p < 0,001).

- Ty 1& bénh nhan c6 tang ndng d6 TGF-betal huyét thanh (> 27,79
ng/mL) va ty 1& bénh nhan c6 ting ndng d6 hs-CRP huyét thanh (> 1,19
mg/L) c6 xu hudng tang dén theo giai doan bénh than man (p < 0,001).
2. Cac moi lién quan ciia ndong dd0 TGF-betal va hs-CRP huyét thanh &
bénh nhan bi bénh thin man do viém ciu thin man
2.1. Nong dp TGF-betal huyét thanh

- Khong lién quan véi tudi, gidi, chi sé BMI va ndong d6 albumin huyét

thanh.
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- Tuong quan thuén véi chi s6 huyét ap tdm thu (r = 0,50; p < 0,001),
huyét ap trung binh (r = 0,39; p < 0,001), ndng do ure huyét thanh (r = 0,49; p
< 0,001), creatinin huyét thanh (r = 0,42; p < 0,001).

- Tuong quan nghich v&i ndong do hemoglobin mau (r = - 0,39; p <
0,001), muc loc cau than (r = - 0,59; p < 0,001)

2.2. Nong d@ hs-CRP huyét thanh

- Khéng lién quan véi tudi, gidi va chi so BMI.

- Tuong quan thuan véi chi sé huyét 4p tam thu (r = 0,44; p < 0,001),
v6i huyét ap tam truong (r = 0,28; p < 0,001), nong do ure huyét thanh (r =
0,56; p < 0,001), ndng do creatinin huyét thanh (r = 0,62; p < 0,001).

- Tuong quan nghich voi v6i ndng d6 hemoglobin mau (r = - 0,49; p <
0,001), mirc loc cau than (r = - 0,60; p < 0,001), nong d6 albumin huyét thanh
(r=-0,29; p<0,05).

2.3. C6 méi twong quan thugn giita néng dép TGF-betal huyét thanh véi
nong dp hs-CRP huyét thanh 6 bénh nhén bi bénh thin man do viém ciu
thdn man (r = 0,54; p < 0,001).
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KIEN NGHI

TGF-betal va hs-CRP 1a nhitng yéu t6 nguy co d6i véi sy tién trién
ctia bénh than man. Qua két qua nghién ctru cho thiy ting nong d6 TGF-
betal va hs-CRP 1a biéu hién thuong gip cta bénh than man ngay ca giai
doan sém cua bénh. Vi vay trong thuc hanh lam sang theo doi va diéu tri
bénh than man can thiét phai dinh luong TGF-betal va hs-CRP mét cach
thuong quy dé tién luong su tién trién cta bénh than man.

Can c6 nhiing nghién ctru danh gia hiéu qua viéc trc ché TGF-betal va

viém trong diéu tri bénh 1y than man.
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