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MO PAU

1. TINH CAP THIET CUA DE TAI

Bénh than man 1a bénh 1i suy giam dan va khéng hdi phuc chirc ning cua than
do nhiéu nguyén nhan khac nhau, anh huéng dén chat luong séng cia bénh nhan va
lam tiéu tén ngan sach y té cua bat ki quéc gia ndo. Tai Hoa Ki, c6 khoang 26 triéu
nguoi mac bénh than man hoic c6 albumin niéu don doc; phan 16n 1a do dai théo
duong, ting huyét 4p va bénh Ii tim mach. Ngoai ra, chi phi diéu tri cho nhém nay
tang dang ké voi 5,8% ngan sach cho y té nim 2000, 1én dén 16% nim 2009 [54]. O
Viét Nam, hién tai chua c6 thong k& mot cach day du, tuy nhién, sé bénh nhan bénh
than man nhap vién hing nim ting cao, chu yéu I1a bénh than man giai doan cudi
véi cac bién ching caa né. Téac gia V& Phung, V& Tam va cong su khi nghién ctu
tai cong dong cho thy ti 1é bénh than man trong dan 14 0,92% [20].

Ngay nay, cling véi nhitng tién b y hoc, bénh nhan bénh than man dugc chim
soc tot vé nhiéu phuong dién véi nhiéu phuong phép khac nhau. Tudi tho caa bénh
nhan ngay cang nang cao, va kéo theo nd 1a ti 1& cac bién ching nhu bénh Ii tim
mach, ting huyét 4p, réi loan lipid mau, loan dudng xwong do thén..., dic biét khi
muc loc cau than < 60 ml/phit/1,73m? Loan dudng xuong do than 12 mot réi loan
chuyén hoa xuong thuong gap ¢ bénh nhan bénh than man. Ti I¢ mac bénh cao 90-
100% Vv&i bénh than man giai doan cudi. N6 dic trung bai bién dbi cu tric vi mo cua
xuong véi nhiéu dang: tir chu chuyén xuong cao (viém xuong nang xo) dén chu
chuyén xuong thap (bénh xuong bat san, nhuyén xwong), hoac dang hdn hop. Mic du
sinh thiét xuong 14 tiéu chuan dé chan doan bénh, dy 1a mot xét nghiém xam nhap va
két qua ciia nd chi phan &nh vi cau trdc tai mot thoi diém nhét dinh. Vay cé phuong
phép nao co thé cai thién cac nhuoc diém cua sinh thiét xwong & nhém bénh nhan dac
biét nay khong? [32], [35], [98].

Trong dé tai ndy, ching t6i phdi hop dinh lwong hai du 4n sinh héa cua chu
chuyén xuong 1a hormone tuyén can giap va beta-crosslaps huyét thanh nhim khao
sat chu chuyén xuong noéi chung va qua trinh hity xwong ndi riéng ¢ bénh nhan bénh

than man giai doan cudi trong diéu kién chwa thé 1am sinh thiét xuong.
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Hormone tuyén can giap 1a mot hormone quan trong trong qua trinh diéu chinh
can bang canxi ¢ nguoi binh thudng va dic biét & bénh nhan bénh than man. O bénh
nhan bénh than man, hormone tuyén can giap thuong duoc dung dé theo dai chuyén
hoa xuong. Nong d6 hormone nay ¢ thé tang, binh thuong hoic giam véi nhirng rdi
loan chuyén hda xuong twong tng [74].

Beta-crosslaps l1a mot phan manh cua collagen loai 1 duoc tao ra trong qua
trinh huy xwong. Vi vy, nong do caa nd phan anh gian tiép chu chuyén xuong,
duoc Hoi loing xuong quoc té (IOF) céng nhan va sir dung trén 1am sang trong
chan dodn, tién lwong va theo ddi mot sé bénh 1i co xwong khép [74]. Tuy nhién
hién nay van chua rd 12 méi lién quan giira beta-crosslaps huyét thanh véi bénh
than man va vé&i cac dau an chuyén héa xwong khac nhu thé nao? Qué trinh loc
maéu chu Ki & bénh nhan than man c6 anh huong téi ndng do beta-crosslaps huyét
thanh khdng?

2. MUC TIEU NGHIEN CUU

2.1. Panh gia ndng d6 beta- crosslaps va hormone tuyén can giap & bénh nhan
bénh than man giai doan cudi diéu tri bao tén va loc mau chu ki.

2.2. Khao sat méi twong quan giita nong do beta- crosslaps, ndng d6 hormone
tuyén can giap voi mot s6 yéu td 1am sang va can 1am sang ¢ bénh nhan bénh than
man giai doan cudi diéu tri bao tén va loc mau chu ki.

3. Y NGHIA KHOA HQC VA THUC TIEN
3.1. Y nghia khoa hoc

Bénh than man va cac rdi loan chuyén hoa xwong 1a hai bénh Ii c6 lién quan
chit ché. Beta- crosslaps va hormone tuyén can giap la hai dau 4n sinh hoc phan anh
chu chuyén xwong & bénh nhan bénh than man giai doan cudi. Nong do hai diu an
sinh hoa nay bién d6i sém, trudc khi co su thay d6i cau tric caa xuong. Do do, xét
nghiém dinh lugng beta-crosslaps va hormone tuyén can giép huyét thanh giup danh

gia som réi loan chu chuyén xwong cua bénh nhan bénh than man.



3.2. Y nghia thyc tién

- Xac dinh ndng d6 ctia cac chat nay & bénh nhan bénh than man giai doan cudi
diéu tri bao ton va bénh than man giai doan cudi dang loc mau chu ki bang than nhan tao.

- Panh gia mbi twong quan ctia cac dau an sinh hoc ndy véi muc loc cau than,
budc dau phat hién sém céc rdi loan chuyén hoa xuwong va khodng chat & bénh nhan
bénh than man.
4. PONG GOP CUA LUAN AN

La luan an dau tién nghién ciru dong thoi hai dau 4an sinh hoa cua chu chuyén
xuong trén bénh nhan bénh than man giai doan cubi.

Nong do beta-crosslaps va hormone tuyén can giap ting cao co ¥ nghia thong
ké trong nhdm bénh nhan bénh than man giai doan cudi, phan &nh su gia ting tinh

trang huy xwong trén dbi tuong nay.
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Chuong 1
TONG QUAN TAI LIEU

1.1. TONG QUAN VE BENH THAN MAN
1.1.1. Pinh nghia

Bénh than man Ia tinh trang tén thuong than vé ciu trdc hoic chic nang, ton
tai trén 3 thang, biéu hién boi albumin niéu, hoic céc bat thuong vé hinh anh hoc
hodc suy giam chirc nang than duoc xac dinh théng qua muac loc cau than < 60
ml/phat/ 1,73 m? [20], [38], [77], [83].

Bang 1.1. Tiéu chuan bénh than man theo Hoi than hoc Hoa Ki NKF-

KDOQI (triéu chang ton tai > 3 thang) [83]

DA4u 4n ton thwong than - Albumin niéu (albumin niéu > 30 mg/24 gio; ti
(> 1 d4u 4n) albumin/ creatinine > 30 mg/g hoac 3 mg/mmol)
- Bat thuong tong phan tich nudc tiéu
- Réi loan dién giai hoic céc bat thuong khéac do
bénh Ii dng than.
- Bat thuong phét hién bang mé hoc.
- Bat thuong vé ciu trGc phéat hién bang hinh
anh hoc.

- Tién st ghép than

Giam muc loc cau than < 60 ml/phat/ 1,73 m 2

1.1.2. Phan do giai doan bénh than man

Trai qua hon 12 nam ké tir khi Hoi than hoc Hoa Ki cong b huéng dan vé
chan doan, phéan loai va chién luoc diéu tri bénh than man, phian d6 bénh than man
da duoc cap nhat nhiéu 1an: 2002, 2009 va hién nay la 2012 [77], [80], [83].
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Bang 1.2. Phan d9 giai doan bénh than man theo Hoi than hoc Hoa Ki 2012 [83]

Myc loc cau than
Giai doan M6 ta
(ml/phit/1,73 m?)
Gl >90 Binh thuong hoic cao
G2 60-89 Giam nhe
G3a 45-59 Giam nhe- trung binh
G3b 30-44 Giam trung binh-nang
G4 15-29 Giam nang
G5 <15 Suy than

Trong d6 muc loc cau than dugc khuyén céo tinh theo cong thizc CKD — EPI
2009. C6 nhiéu cong thirc ude tinh mic loc cau than nhu cong thirc Cockeroft- Gault,
cong thirc MDRD, cbng thuc cystatin C véi CDK-EPI. .. Tuy nhién, cdng thuc CKD-
EPI duoc Hoi Than hoc Hoa Ki khuyén cdo nén dung. Thuc chét day 13 cong thic cai
tién tr MDRD, tuy nhién qua nhiéu nghién ctiu véi cac dbi twong suy than Ian khdng
suy than, mac loc cau than uéc tinh theo CKD-EPI ¢ két qua nhu MDRD vdi
MLCT < 60 ml/phat/1,73 m? va chinh x4c hon MDRD véi MLCT > 60 ml/phat/1,73
m? [78], [80], [91], [140].

Coéng thic CKD-EPI 2009:

MLCT (ml/phat/1,73 m?) = 141 x min(sCr/k,1)* x max(sCr/k,1) +?*x 0,993

Néu 1a nit gioi: x 1,118

Néu 1 nguoi da mau: x 1,159

Trong do6:

sCr: ndng d6 creatinine mau (mg/dl)

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

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

min: sd nhé nhét cua sCr/k hoic 1

max: s6 16n nhét cua sCr/k hoic 1
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1.1.3. C4c yéu to nguy co giy bénh than man
1.1.3.1. Cac nguyén nhan gay bénh th@n man

- Bénh cau than nguyén phat: viém cau than khu tra ting 6, ting doan; viém
cau than mang ting sinh lan téa; bénh cau than IgA; viém cau than mang. ..

- Bénh cau than tht phat: bénh than dai thdo duong, bénh than dang bot, viém
cau than sau nhiém khuan, bénh cau than do HIV, bénh mach than collagen, bénh
than té bao hinh liém, viém cau than mang ting sinh lan toéa do HIV, bénh hé théng-
tu mién...

- Viém bng than k&: do thuéc, do di ¢ng, do ngd doc kim loai nang...

- Bénh than do di truyén: bénh than da nang, bénh nang tay, hoi chimg Alport. ..

- Bénh than do tac nghén: bénh tién liét tuyén, soi than, xo hoa sau phiic mac
hoac u sau phic mac, bam sinh. ..

- Bénh tim mach: ting huyét 4p, xo hda mach than, hep mach than

- Giam khéi luong than

- Thé trong thap khi sinh [77], [83], [145].
1.1.3.2. C4c yéu té dich té xa hgi

- L6n tudi

- Ching toc: ngudi My gbe Phi, ngudi An géc My, nguoi song cac ban dao
Tay Ban Nha, Chau A hoic Chau Pai Duong.

- Phoi nhiém v&i vai hda chat hoic diéu kién moi truong.

- Thu nhap thap hoic trinh d6 thap [77], [83].

1.1.4. Chan doan bénh than man
1.1.4.1. Lam sang

- Phi: tir mre do nhe dén nang

- Thiéu mau man, mic do nang dan néu khong duogc diéu tri

- Tang huyét ap: chiém khoang 80%

- Suy tim

- Rdi loan tiéu héa

- Xuét huyét: c6 thé ngoai da, chan ring hoic noi tang

- Viém mang ngoai tim



- Ngua

- Chuot rat

- H6n mé [20], [145].
1.1.4.2. Can lam sang

C6 nhiéu xét nghiém gilp chan doan xac dinh bénh than man ciing nhu giai
doan bénh than man nhu thiéu méau ding sac véi kich thuéc hdng cau binh thuong,
kich thudc than giam (chiéu cao < 9 cm trén siéu &m hoac < 3 dbt song trén phim
than khdng chuan bi), nhung chi yéu van dya vao nong do creatinine mau va hé sé
thanh thai creatinine (bang 1.2 va céng thitcc CKD-EPI) [20], [31], [77], [83].

1.1.5. Céc bién chieng ciia bénh than man giai doan cudi
1.1.5.1. Thiéu mau

Thiéu mau 1a sy giam mot hodc nhiéu cac thanh phan tao nén hong cau:
hemoglobin, hematocrit, hoic sé lugng hong cau. Theo Hoi than hoc Hoa Ki, thiéu
méu 1a khi Hb < 13 g/dl d6i voi nam va < 12 g/dl d6i véi nit. Thiéu mau & bénh
nhan bénh than man da s6 1a thiéu mau dang sac, hong cau binh thuong, tap trung
chu yéu vao nhdm bénh than man giai doan cudi (khoang % bénh nhan) [78].

C6 nhiéu nguyén nhan gay thiéu mau & bénh nhan bénh than man nhu thiéu
sat, axit folic hozc vitamin B12, xuat huyét tiéu hoa, cuong tuyén can giap, doi séng
hong cau giam, quan trong nhat 1a sy giam tong hop erythropoietin- hormone do to
chirc canh cau than tiét ra c6 vai trd chuyén nguyén hong cau thanh hdng cau truéng
thanh trong mau [78], [83], [138].
1.1.5.2. Réi loan chuyén héa xwong va khodng chdt

Thuat ngir “rdi loan chuyén héa xuong va khoang chat” bao géom nhiing bat
thuong trong chuyén hoa xwong va khoang chat va/hoic tinh trang canxi hoa thi
phat cac mo ngoai xuwong do nguyén nhan than. Loan dudng Xuong do than la su
thay doi ciu tric xuong & bénh nhan bénh than man. Nhiéu yéu té6 anh huong dén
tinh trang nay nhu thiéu vitamin D, ting phospho mau, giam canxi mau, cudng
tuyén can giap thir phat... Tuy nhién, nguyén nhan co ban van do su suy giam chuc

nang than.
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Sy phat trién cta cac phuong phap diéu tri thay thé than suy giup kéo dai doi
séng caa bénh nhan bénh than man, tuy nhién céc bién ching it duoc quan tim nhu
rbi loan chuyén hoa xuong va khoang chat lai anh huéng nhiéu dén chat lwong cudc
séng cua bénh va lam ting ti 1& tir vong ¢ bénh nhan bénh than man. Sw that Ia tinh
trang ting phospho méu la mot trong nhitng yéu té nguy co quan trong lién quan
dén cac bénh Ii tim mach ¢ nhoém dbi twong nay. Co ché cua nd van chua duoc hiéu
1d, nhung ngudi ta nhan thiy c6 méi lién quan véi cuong tuyén can giap tha phét va
su canxi hoa thanh mach [41], [78], [83], [138].
1.1.5.3. Cac nguy co tim mach

Cac nguy co tim mach c6 lién quan chat ché véi bénh than man giai doan cudi. Cac
nguy co tim mach bao gom ting huyét ap, dai thao duong, suy tim, thiéu mau, bénh
mach vanh, mét can bang canxi-phospho, canxi héa thanh mach... Thét ra cac nguy co
tim mach nay khong dimg doc 1ap ma c6 sy phdi hop nhiéu nguy co dé co thé anh huong
dén ti I¢ tr vong & bénh nhan bénh than man giai doan cudi [78], [83], [138].
1.1.5.4. C4c réi logn lipit méau

R&i loan lipit mau 1a mot nguy co 16n ddi véi ti 1é méc bénh va ti 1é tir vong
cac bénh 1 tim mach trong cong ddng néi chung va nhém bénh nhan méc bénh than
man noi riéng. Céc thanh phan lipit thay d6i theo ti 1é khac nhau, nhung chu yéu la
tang cholesterol toan phan va triglycerit.

O bénh nhan bénh than man, hoat dong cua men lipoprotein lipase va hepatic
triglycerit lipase bi giam. Piéu nay anh huéng dén sy chuyén héa céc lipoprotein
giau triglycerit va chaa apo-lipoprotein-B boi gan va cac md ngoai bién, 1a can
nguyén cua ching vira xo dong mach. Tang cholesterol mau trong hdi chirng than
hu gy ra do ting san xuat va giam thoai hoa lipoprotein. Tuy nhién, su thay doi
lipit cing bi anh hudng boi albumin mau va protein niéu trong viéc duy tri ap luc
keo. Pay ciing 1a co s cho viéc diéu tri [78], [83], [138].
1.1.5.5. Vdn dé lién quan dén dinh dwong

Dinh dudng 1a van dé quan trong va thuong khong duoc chi trong ¢ cac bénh 1i
man tinh, trong dé c6 bénh than, trong khi anh huong cua no lai rat sau va lau dai. O

bénh nhan bénh than man, cing véi su tién trién qua cac giai doan bénh 1a sy doi hoi
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thay d6i ché d6 dinh dudng dé phlu hop véi cac rdi loan chuyén héa protid, nuéc,
mudi, canxi, kali va phospho. Pa s6 bénh nhan it quan tim dén van dé nay mac du
nguon thire an hang ngay van dam bao protit va carbohydrate [83], [115], [138].
1.1.6. Piéu tri bénh than man giai doan cudi

Hién nay c6 cac phuong phap diéu tri co ban duogc dit ra:
1.1.6.1. Diéu tri bao ton

Diéu tri bao ton hay con goi 1a diéu tri noi khoa, duoc &p dung dbi voi céc
bénh nhan bénh than man tat ca cac giai doan: tu giai doan 1 dén 5, giai doan cé
can thiép vai loc mau chu ki, hoic loc mang bung, hoic ghép than. Riéng di voi
bénh nhan bénh than man giai doan cudi (giai doan G5), chi dinh trong céc trudng
hop sau:

- Bénh nhan dang giai doan cip cta bénh than man véi cac rdi loan dinh
dudng, mat can bang nudc- dién giai, thiéu mau, cac bién chang tim mach: con ting
huyét ap, ph phoi cap, hen tim, rdi loan nhip tim. ..

- Bénh nhan bénh than man giai doan cudi chuan bj diéu trj can thiép véi loc
mau chu ki, hoac loc mang bung, hoac ghép than.

- Bénh nhan bénh than man giai doan cudi chéng chi dinh vinh vién hoic tam
thoi v6i cac phuong phap diéu tri thay thé than suy: suy tim nang, cac bat thuong 6
phiic mac, nhiém trung, suy Kiét. ..

Diéu tri bao ton bao gém: gido duc bénh nhan bénh than man, tiét thuc, kiém
soat huyét ap va cac bién chiing tim mach khac, diéu trj thiéu mau, diéu tri suy dinh
dudng, diéu tri cac rdi loan nudc- dién giai, diéu chinh rdi loan canxi-phospho mau,
tiém phong vac-xin viém gan B... [6], [12], [20].
1.1.6.2. Loc méu chu ki bang thgn nhan tgo

- Loc méu chu ki duoc &p dung cho hau hét bénh nhan bénh than man giai doan
cudi khdng kém cac bénh i tim mach nang, khdng c6 céc réi loan dong chay mau,
bénh nhan bénh than man kém céc ri loan chuc ning ndo, ting K mau khong dap ting
vé6i diéu tri bao ton, toan mau khéng dap tng voi diéu tri bao ton, hé sé thanh thai
creatinine mau < 15 ml/phat/1,73m?.... [20], [34], [56], [83], [96].

- Tiéu chuan danh gia hiéu qua caa loc mau chu ki

+ Téc do loc > 300 ml/phiit
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+ Dich loc méu véi hé théng dém bang bicarbonate

+ Nong d6 Na" > 140 mmol/l, khong cé chi nhiét t6, vo khuan

+ Phai khdng ché duoc siéu loc lién tuc

+ B6 loc than cd dién tich phu hop véi bénh nhan, ding loai mang ban tham
c6 kha ning dung nap sinh hoc, c6 tham tinh cao.

+ Liéu loc: Kt/V khoang 1,2- 1,4; PRU > 65% (ti |& giam ure truéc va sau loc)

+ Thoi gian loc mau hang tuan: 12- 15 gio chia 1am 3 budi.

+ Dinh dudng tét, cung cap protein 1,1 - 1,2 g/kg/ngay

+ Pt nang lugng: 30-35 kcal/kg/ngay

+ Duy tri tét huyét ap, khdng thiéu mau [6], [96], [141].
1.1.6.3. Loc mang bung

Loc mang bung dugc chi dinh trong cac trueong hop sau:

- Bénh nhan bénh than man kem suy tim nang.

- Uu tién bénh nhan tré tudi khoe manh, tu phuc vu dugc ban than, nhat l1a
trong do tudi lao dong, khong co céc di dang bam sinh hoic mac phai anh huong
dén khoang phtc mac.
1.1.6.4. Ghép thdn

Ghép than dugc chi dinh dbi véi tat ca bénh nhan bénh than man giai doan
cudi da loc mau hoic sap loc méau, véi diéu kién bénh nhan tu nguyén ghép than va
khong ¢ chdng chi dinh. Do nhitng tién bo trong diéu tri sau ghép, do tudi bénh
nhan ghép hién nay da cao hon rat nhiéu.

Mot diéu dang luu ¥ 14 ca ba phuong phéap trén khong ap dung don doc va co
thé phdi hop hoic thay thé nhau trén cing mét bénh nhan, ty ting giai doan bénh
cu thé [6], [20], [83], [114].

1.2. LOAN DUONG XUONG DO THAN
1.2.1. Dinh nghia loan duwéng xwong do than

Loan dudng xwong do than 13 bién ddi cau trac tai md xuwong xuat hién khi bi
bénh than man, do than khong con vai trd diéu hoa canxi-phospho trong mau. Day
12 bénh phd bién, chiém ti 1& 90-100% bénh nhan bénh than man giai doan cubi

[51], [80], [83].
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1.2.2. Phan loai loan dwéng xwong do thin

Duva theo sy hoat dong cua chu chuyén xuong, loan dudng xuong do thin
duogc chia lam 3 loai (theo md bénh hoc) [21], [80], [107], [140], [142]:

- Nhém chu chuyén xuong cao hodc binh thudng: hay con duoc goi 1a viém
xuong xo nang (osteitis fibrosa cystica), xuat hién do cudng tuyén cin giap thu
phat, dic trung boi sy ting hoat dong cua té bao tao xwong va té bao huy xuong
cong véi sy xo héa quanh bé xwong. C6 nhiéu yéu té gay ra su ting hoat cia tuyén
can giap: sy tich trir phospho méu, sy giam canxi mau, giam ndng do calcitriol, su
dé khang cua hé xuong, su thay ddi ndi mé... Tt ca céac yéu to nay hoac don doc,

hozc phdi hop trong nhiéu thoi diém khac nhau ciia bénh.

Hinh 1.1. Cac 6 tiéu xwong trén xwong tru va xuwong ban ngon tay

& bénh nhan cudng tuyén cén giap thir phat [136]

- Nhom chu chuyén xwong thip, bao gdbm:

+ Nhuyén xuong: Nguyén nhan ciia nhuyén xuong that ra van chua dugc hiéu
r5. Bénh thuong xdy ra trudc day & cac nhom bénh diéu tri cuong tuyén can gidp
thr phat véi cac ché phém c6 ham luong nhém hoac cac kim loai nang khac cao
hon binh thuong. Nhom ciing nhu céc kim loai khac gay ra giam s6 luong té bao tao
xuong va té bao huy xwong, nhung lai ting sé lwong nguyén bao xuwong, Grc ché

hoat dong cua tao ¢t bao, giam khoang hoa va tang tao thanh phén gian bao. Mot
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s6 yéu t khac ciing dugc xem nhu nguyén nhan cua nhuyén xuwong: thiéu hut 25-
hydroxyvitamin D, thiéu 1,25-dihydroxyvitamin D, giam phospho mau man tinh,
hozc nhiém toan chuyén hoa man tinh [51], [80], [101], [107].

Hinh 1.2. Nhuyén xuong [136]

+ Bénh xuong bt san: 14 tinh trang thiéu xuong hodc lodng xuong thir phat do
giam chu chuyén xuong. Bénh xuong bat san do viéc sir dung cac ché phim c6 ham
lugng canxi cao, hodc cac phuc hgp Ca-P, hoac cac phém tuong ty vitamin D, phéu
thuat cat tuyén can giap... lam ¢ ché qua trinh tiét PTH. Trong bénh xuong bat
san, sO luong té bao tao xuong rat it, it hodc hau nhu khong c6 tinh trang xo quanh
cac bé xwong (nguoc lai véi viém xuong xo nang trong cudng tuyén can giap thir
phat), va dic biét chu chuyén xwong giam thap [37], [80], [107], [129], [140].

- Réi loan chu chuyén xuong tir thap dén cao

+ Loan dudng xuong hon hop do ting ure mau

+ Canxi hoa mach méu do tang ure mau

+ Thoai hoa dang bot p2-microglobuline lién quan dén loc mau (bénh li nay
hién nay van chua duoc xac dinh 1a mot rdi loan chuyén hoa xuong)

+ Bénh xuong sau ghép than

+ Loang xuong: do tudi, suy sinh duc, corticoid, heparin, nhiém toan man tinh,

thiéu dudng, thiéu vitamin D, cac thude trc ché calcineurin. .. [51], [80], [107], [117].
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Hinh 1.3. Cac dang loan dudng xuong do than [37]
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1.2.3. Céc biéu hién 1am sang ciia loan dudng xwong do thin

C4c triéu chirng 1am sang it khi xuat hién ¢ bénh nhan bénh than mirc do nhe -
trung binh, thuong 1a bénh than ning. Tuy nhién, cac biéu hién 14m sang thudng
xuat hién sau khi c6 cac rdi loan vé sinh hoa va tién trién cham, khong dac hiéu, dé
nham 13n céc bénh Ii khac.
1.2.3.1. Pau xwong, gay xwong va cdc di dang hé xwong

Pau xuong thudng mo hd, khong xac dinh; c6 thé lan téa hoac khu tri viing
that lung, hang, goi hodc chi dudi. Pau xwong thuong tién trién cham, khdng kém
cac dau hiéu thuc thé, doi lac lién quan dén céc gy vi ciu trdc cua xuong do chan
thuong hoac khong. Mic @6 dau nang thuong gap bénh xuwong do ngd doc nhom. Di
dang xuong thudng giap o nhitng trudng hop nhuyén xuong hoic lodng xwong ning
V6i g veo cot sdng, giy xuong suon tai phat... [57], [137].
1.2.3.2. Bénh li co

Yéu co gan goc 1a biéu hién thuong gap ¢ bénh nhan loc mau, dic biét khi
nhiém ddc nhém, cudng can gidp nang, hoic nhuyén xwong. Yéu co khai phét tir tir
va chi yéu ¢ chi dudi [57].
1.2.3.3. Ngia

Ngtra xuat hién khoang 40-90% bénh nhan bénh than man giai doan cudi. N6
c6 thé xuat hién truéc khi loc mau va bién mat sau khi loc mau thuong qui. Tuy
nhién, triéu ching thudng xuat hién hon sau khoang 6 thang loc mau va kéo dai sau
d6 véi nhidu mire d6 khéac nhau.

Co ché gay ngra & bénh nhan bénh than man giai doan cudi hién van chua duoc
hiéu rd. Mot vai yéu t6 lién quan (don doc hozc phdi hop) nhu cuong can gidp tha phat,
tang canxi mau, ting Ca x P, da kho, ling dong sat dudi da, bénh i than kinh ngoai bién,
phan &ng di ing, tang nhay cam, thiéu sat, rdi loan chuyén hda axit béo [57].
1.2.3.4. Canxi héa mdé mém, canxi hoa khéi u va canxi hoéa thanh mach

Canxi hoa thanh mach khéng triéu chimg 1a thuong gap nhat. Ngoai ra, canxi
con tim thdy & mat, phoi, mang tim...Tinh trang canxi héa nay co lién quan dén

cudng can giap thir phat hoac tang chi s6 Ca x P.
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Canxi h6a khéi u 1a mot dang cua canxi h6a mdé mém, thuong xuat hién mo
mém canh khép gay han ché chtc ning khép. Loai nay thudng do cudng can giap
nang, ting chi s6 Ca x P va lién quan nhém bénh Ii chu chuyén xwong giam.

Hoi ching canxi thanh mach biéu hién canxi héa thanh mach, gay ton thuong
da v6i dau va bam tim tién trién dén hoai tir thiéu mau. Nhém bénh 1i nay thuong
ning, tién luong xdu. Co ché bénh sinh ¢6 thé do nhiéu yéu td: cuong can giap, ting
Ca x P, liéu phap steroid, liéu phap vitamin D, nhiém doc sit, nhiém doc nhém va
thiéu hut protein C [57], [112], [137].
1.2.3.5. Réi logn thdn kinh

Biéu hién da dang: chitng loan ngdn, nudt khd, mat tri nhg, cdm, muda giat, co
giat, nhan mat. .. Céc triéu chimg nay thuong lién quan dén su nhiém doc nhém [57].
1.2.4. Chén doan loan dudng xwong do than

Sinh thiét xwong hién van 13 tiéu chuin vang dé chan doan xac dinh loan dudng
xuong do than, tuy nhién cac d4u an sinh hoa khac van dong vai trd quan trong trong
goi y chan doan. Té chire Than hoc Hoa Ki (K/DOQI) di khuyén céo nén do ndng do
trong mau cua canxi, phospho, vitamin D va PTH khi muac loc cau than < 60
ml/ph/1,73m? (khoang bénh than man giai doan 3 tr& 1én) [80], [83].
1.2.4.1. Cac ddu dn sinh hgc chu chuyén xwong

Céc bat thuong vé dau 4n sinh héa rit quan trong giup chan doan va diéu tri
céc r6i loan xuong va khoang chéat. Hon nita, day 1a mot phuong phap khong xam
nhap nén co thé chi dinh trén bat ki d6i twong bénh nhan ndo. C6 2 loai du 4n sinh
hoc chu chuyén xuong: san pham phan huy cua collagen (CTX, NTX,
pyridinoline...) va khong collagen (PTH, phosphatase kiém, canxi, phospho mau...)

- Cac san pham tong hop va thoai bién cua collagen loai 1 di duogc dua vao
nghién ctru trén bénh nhan bénh than man trong vong gan 20 nim nay nhu PICP,
NTX, CTX, Pyridinoline, Deoxypyridinoline...Tuy nhién, nhiéu két qua chua c6
su thong nhat nén van chua duogc thyc hién mot cach thudng qui. D6 ciing chinh
1a 1i do chiing t6i lwa chon van dé nay dé nghién ciru.

- Su tang né)ng do PTH va gidam Vitamin D thuong xuét hién tir bénh than man
giai doan 3. Trong khi d6, ndng do canxi va phospho mau binh thuong dén bénh
than giai doan cudi. Nong ¢6 PTH > 500 pg/ml goi ¥ viém xuong xo nang, trong
khi d6 PTH< 100 pg/ml goi ¥ bénh xuong bat san [112].
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- Phosphatase kiém toan phan hodc xwong ciing 1a mot ddu 4n sinh hoc tao
xuong c6 gia tri trong bénh xuwong bat san. Tuy nhién, né ciing co thé ting trong
trudng hop nhuyén xuong ning [36], [110].

- Phéi hop cac déu 4n sinh hoc chuyén hoa xwong khac nhau ciing 1a mét goi
¥, vi du: PTH v6i osteoprotegerin, PTH véi phosphatase kiém xwong... Day 1a mot
van dé méi dang duoc nghién ciru [52], [80], [83], [109].

Khuyén cdo ctia KDIGO 2012 cho ring can xac dinh nong do huyét thanh cua
canxi, phospho, PTH va phosphatase kiém it nhat 1 1an & bénh nhan c6 mirc loc cau
than < 45 ml/phut/1,73 m? (giai doan G3b-GY) dé xac dinh gia tri co ban va tién
lurong bénh [77], [83].

Bang 1.3. Céc dau an sinh hoa caa qué trinh chu chuyén xuong

& bénh nhan tang ure mau [59]

1. Chu chuyén xuong
a. Hormon tuyén can giap hoat dong
b. Hormon tuyén can giap toan phan
2. Qua trinh tao xuong
a. Phosphatase kiém toan phan
b. Phosphatase kiém xuong
c. Osteocalcin hoac GLA protein (BGP)
d. Carboxy tan cung propeptide cua procollagen loai 1 (PICP)
3. Qua trinh huy xuong
a. Phosphatase axit dé khang tartrate (TRAP)
b. Pyridinoline cross-links (Pyr, Dpyr)
c. Telopeptide lién két chéo caa collagen loai 1 (ICTP)
d. B2-microglobulin (2M)
4. Cytokine va cac yéu td ting trudng lién quan dén chu chuyén xuong
a. IL-1, IL-6, IL-11, TNF-a, TGF- B
b. GM-CSF, M-CSF
c. Osteoprotegerin (OPG)
d. RANK, RANKL
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Bang 1.4. Tan suét dé nghi theo d&i nong do huyét thanh: canxi, phospho, PTH,
phosphatase kiém va calcidiol & bénh nhan bénh than man giai doan cubi [102]

, , Bénh than man giai doan cudi chua loc
Chat trong huyét thanh

mau/ dang loc mau/ da ghép than

Canxi va phospho Mbi 1-3 thang
PTH va phosphatase kiém MJi 3-6 thang
25 (OH)D4 Mtrc co ban
Bang 1.5. Khuyén c&o can dat d6i véi cac dau an sinh hoa [78], [83], [140]
DAu an sinh hda Giai doan bénh than man Gia tri
Calcidiol Tat ca cac giai doan 30-50 ng/ml
Canxi Tat ca cac giai doan 8,4-9,5 mg/dl
Phospho G3-G4 < 4,6 mg/dl
G5 < 5,5 mg/dl
PTH G3 35-70 pg/ml
G4-5 70- 110 pg/ml
G5D 150-300 pg/ml
(trdnh < 100 va > 500)
CaxP Tat ca cac giai doan < 55 mg?/ dl *

1.2.4.2. Céc xét nghi¢m hinh d@nh hgc
- Chup X- Quang xuong: nghi ngd cuong can giap tha phat, nghi ngo hoac co

nguy co gy xuwong, canxi héa mé mém hoic thanh mach. ..

Hinh 1.4. Ton thuong xwong do cuong tuyén can giap tha phat
A. Nhuyén xuong niang véi nhiéu nang tiéu xuong

B. Canxi héa dong mach dui C. Gay xuong bénh li [136].
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- bo mat d¢ xuong: thuong dugc chi dinh ¢ bénh nhan bénh than man cé cac yéu
t6 nguy co nhu phu nir > 50 tudi, nam giéi > 65 tudi, ding kéo dai steroid, co tién str
gdy xuong. .. Tuy nhién gia tri ciia mat do xuong trong viéc danh gia chat lugng xuong
& bénh nhan bénh than man van chua duge xac dinh 16, vi roi loan xuong & nhém dbi
tuong nay thudng phdi hop nhiéu dang khic nhau. Ngoai ra, d0 manh cua xuong
khong chi duge quyét dinh boi sb lwong xwong ma con ca vi ciu trac cia tiy xuong va
bé xwong, su khoang hoa, collagen va cac vi chan thuong. Céc yéu t6 nay khong thé
danh gia duoc bang phuong phap DXA. Theo khuyén cdo ciia KDIGO 2012, khong
nén sir dung do mat d6 xuwong (bang phuong phap do d6 hap phu tia X ning luong kép)
mot cach thuong qui, két qua cia mat do xwong gy chan doan nham do no chi cho biét
mat d6 xwong chtr khong phai 13 chat luong xuong, nén khé du doan giy xwong [35],
[77], [83], [103].

Lam Séng Binh thuong Loéang xuong Nhuyén xuong Bénh xuong Cuong cén giap
bét san thu phat
1
£ 1 A o | . 8
Khoi 1Ugf‘gh | KLXthap KLX binh | Khéi luong ]:<LX brllnfj
A xuong bin 1 thudn | xuone thi thuong hoac
Két cau thudng 1 ‘ e | uone tep e
xuong; croing 162 g it g
' Khoéing hoa nguyén phat | oANg Oz Khoanghsa | M PRAtgiam
nguyén phat binh thuong thir phat cao
binh thudng
L
Mat do xuong
1.250 g/em? 0.625 g/em? 0.625 g/lem? 0.625 glem? 0.625 g/em?
Keét qua Binh thuwong Loing xwong

Hinh 1.5. Gi4 tri cia do mat do xuong trong chan doan
loan dudng xuong do than [100]

- Ngoai ra, con c6 mét sé cac xét nghiém hinh anh khéc gidp chan doan nhu
siéu am, micro MRI/ CT, dong vi phong xa, do do ciing thanh mach (xung van téc
song, do ap luc mach)...[109].
1.2.4.3. Sinh thiét xwong

Sinh thiét xwong 1a tiéu chuan vang giup chan doan cac dang loan dudng
xuong do than. Do dic thu cua cac rdi loan xwong va khoang chit ¢ bénh nhan than
man thuong xuét hién sém va trudce khi co cac triéu chung bénh than man nén viéc
chi dinh sinh thiét xwong sém gitp gép phan nang cao chit luong chan doan va diéu

tri bénh [61], [83], [105], [134], [135].
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Béng 1.6. Chan doan loan dudng xwong do than dya vao sinh thiét xuong [70], [80]

LDXDT Tang chu chuyén Hon hop Giam chu chuyén
Chu chuyén xuong | Trung binh- Cao Cao Thap
Su khoédng hoa Binh thuong BAt thuong Binh thuong
Mat do xuong Thép- Cao Thép- Binh thudng | Thap — Binh thuong

Vi tri thich hop duoc lga chon dé sinh thiét xuong 1a 2 cm ¢ phia sau va 2 cm
phia trudc trong ctia xwong canh chau. Mau xuong sinh thiét tdi thiéu khoang 4-5
cm duong kinh. Huéng dan cua KDIGO va NKF-KDOQI d3 khuyén céo nén sinh
thiét xwong trong cac trudng hop sau:

- Tang canxi mau va ha phospho mau khong giai thich dugc.

- Bénh nhan bénh thidn man ¢6 PTH tir 100-500 pg/ml (11,0 -55,0 pmol/l) cé
tang canxi mau khong giai thich duoc, dau xwong hodc ting phosphatase kiém.

- Khong thé chan doan duogc dang rbi loan chuyén héa xuwong dua vao két qua
ctia cac dau 4n sinh hoéa.

- Gay xuong hoac dau xuong khong giai thich dugc.

- Gay xuong chua tim dugce nguyén nhan sau chan thuong nhe, hodc nghi c6
bénh ac tinh...

- Canxi hoa thanh mach tién trién nang

- Nghi ngd qua liéu hodc bi ngd déc nhém (tién sir phoi nhiém véi nhom, PTH
< 100-120pg/ml va tét deferoxamine duong tinh) trudce khi hoa tri liéu voi deferoxamine.

- Trude khi cit bo tuyén can giap & cac truong hop: phoi nhidm dang ké véi
nhom trude d6, hoic chua xac dinh duogc cuong tuyén can giap thir phat hay tam phat.

- Truée khi diéu tri véi bisphosphonate ¢ bénh nhan bénh than man nang, dac
biét khi ndng d6 PTH qua thap [37], [80], [135].

Hinh 1.6. Sinh thiét xwong ¢ loan dudng xuong do than
A. Viém xuong xo nang, B. Nhuyén xuong, C. Bénh xuong do nhdom [100]
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Mic du tiéu chuan sinh thiét xuwong dugc xem 12 tiéu chuan vang dé chan
doan loan dudng xuong do than, nhung n6 van chi cho thiy hinh anh ton thuong
xuong vao mot thoi diém nhat dinh, khéng thé phan anh qua trinh kéo dai cua
chu chuyén xuong, gia thanh xét nghiém rat cao, gy dau cho bénh nhan va Ia
mot xét nghiém xam nhap nén khdng thé chi dinh mot cach thuong qui. Nhing
nhuoc diém nay cua sinh thiét xuong lai 14 wu diém cua cac dau an sinh hoa cua
chuyén hoa xwong [50], [59].

1.2.5. Loang xwong do than

Trong khi nhitng bat thuong vé xuong ciing nhu giy xuong ting ¢ bénh
nhan bénh than man giai doan cudi, cac yéu td nguy co giy lodng xuong theo
khuyén céo cua To chuc Y té Thé gigi trén d6i twong nay van chua dugc Xac
dinh rd rang. Két qua tir cc nghién ciu cac tac nhan chong loing xuong chi c6
gia tri & bénh nhan bénh than man giai doan 1-3. Ciing nhu vay, theo khuyén céo
cua Hoi than hoc Hoa Ki da néu ro loang xuong ¢ bénh nhan bénh than man la
tinh trang bao ham dang réi loan chu chuyén xuong khac nhau [83], [100].
1.2.5.1. Sinh b¢nh hoc lodng xwong do than

Loang xuong c6 thé lién quan dén chu chuyén xuong thap, binh thuong hoic
cao; duoc biéu hién bai cac bé xwong mong va mat lién tuc, mat cau trac xuong. Pa
s6 bénh nhan bénh than man c6 bat thuong vé khoang héa va ting tién ct bao- diéu
nay khdng giéng voi loang xuong dién hinh. Cac yéu to sinh bénh dién hinh cua
lodng xuong bao gom giam hormone sinh duc (estrogen), bat dong va viéc st dung
corticoid thuong duoc thay ¢ bénh nhan bénh than man. Tuy nhién, cac réi loan
sinh hoa lién quan dén loan dudng xuong do than dwoc xem la cac yéu té quyét
dinh: cuong tuyén can giap, suy tuyén can giap, thiéu hut 25 hydroxyvitamin D va
1,25- dihydroxyvitamin D [80], [83], [84], [100], [117].
1.2.5.2. Chén dodn va chin dodn phén biét

Déi véi cac bénh nhan bénh than man giai doan nang, viéc do luong cac dau
an chu chuyén xuong phdi hop véi do mat do xuwong bang tia X ning luong kép
giGp phan biét lodng xuong don thuan véi cac rdi loan xwong do than. Cac dau an
chu chuyén xuong dugc dé xuit nhu B-crosslaps, procollagen type 1 N-terminal
propeptide (PINP), tartrate-resistant alkaline phosphatase 5b (TRAP 5b)...
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Ngoai ra, phuong phap giup chan doan xac dinh 12 sinh thiét xuwong, gitp phan
biét loang xuong vai cac bénh xuong khac ¢ bénh nhan bénh than man [40], [84],
[100], [107].
1.3. HORMONE TUYEN CAN GIAP- CUONG TUYEN CAN GIAP THU
PHAT DO BENH THAN MAN
1.3.1. Hormone tuyén can giap
1.3.1.1. Hormone tuyén cdn giap (PTH): 1a phan tir gom 84 axit amin déng vai trd
quan trong trong diéu hoa chuyén hoa canxi. N6 duoc tiét ra boi cac té bao truong
thanh cua cac tuyén can giap do sy giam canxi méau va ting phospho mau. PTH c6
thoi gian ban hay ngan, 2-4 phut, sau d6 bi phan hay thanh nhitng manh bat hoat.
Nong do PTH trung binh & nguoi binh thudng khoang 10-65 pg/ml. PTH hoat dong
chu yéu & hai co quan: xuong va than.

- Tac dung cua PTH Ién té bao xwong rat phic tap véi nhiéu co ché khac nhau.
Néu PTH tang tiét kéo dai va lién tuc, né kich thich té bao huy xwong, ting hay
xuong, dan dén ting ndng d6 canxi va phospho mau. PTH tac dung 1én hay xwong
thdng qua kich thich lién két RANK-RANKL. Néu PTH duoc tiét ngin han va ngat
quang (< 2h/ngay), nd sé& c6 tac dung tang tao xwong. Mot vi du dién hinh cua tac
dung nay la teriparatide- dan xuat cua PTH str dung diéu tri loing xwong da duoc
FDA cbng nhan nam 2002. M6t tac dung nira cua PTH la tang cuong su khoang hoa
xuong thong qua protein matrix gla [49], [89], [90], [123] .

- Kich thich men 1-a hydroxylase tai than, ting san xuét 1,25 dihydroxyvitamin
D. No ciing tang tai hip thu canxi ¢ éng lwon xa, giam bai tiét canxi, va nguoc lai ddi
Vi phospho. PTH c6 thé gay giam tai hap thu phospho & éng lugn gan khoang 85% o
ngudi khoe manh dén 15% & bénh nhan loc mau.

- PTH khong tac dong truc tiép 1&n rudt. Tuy nhién, né gian tiép lam ting tai
hip thu canxi va phospho tai rudt théng qua kich thich san xuat men 1,25-
dihydrovitamin D. Tang PTH s& dan dén ting canxi mau, giam phospho mau, ting
canxi va phospho niéu.

- Nong d6 canxi mau c6 anh huong dén tiét PTH thong qua thu thé nhay cam
canxi & tuyén can giap. Gan day, nhiéu nghién ctru cho thay phospho ciing tac dong
truc tiép dén tuyén can giap [17], [49], [50], [86], [128].
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1.3.1.2. Piéu hoa téng hgp va bai tiét hormone tuyén cdn giap

Tuyén can giap dong mot vai trd quan trong trong viéc diéu chinh can bang
canxi, ma quan trong hon la qua trinh sinh ly nhu sy co co, dong mau, va hoat dong
cua xinap than kinh. Cac tuyén phét hién thay ddi canxi trong mau bang CaR trén té
bao can giap, diéu chinh sy bai tiét PTH. V& mit cu tric, CaR phu hop vaéi céc thu
thé G-protein dién hinh gdm mot mién ngoai bao dic biét 16n véi 612 axit amin,
mét gbc ky nudc véi 250 axit amin, va mot thiét bi dau cudi carboxyl dudi bao dai
bat thudng véi 216 axit amin. Nghién ctu dic tinh sinh hoa va chic ning cua CaR
da cung cap céi nhin siu sac vé 3 ving cau truc riéng biét cua thu thé anh huong
dén biéu hién va chirc nang cua no.

Sy kich hoat CaR thong qua ting ndng d6 canxi ngoai bao khoi dau bang giam
tiét truc tiép PTH tir c4c té bao truong thanh tuyén can giap. Nguoc lai, su bat hoat
cua CaR bang cach giam nong do canxi ngoai bao sé& kich thich sy bai tiét PTH.
Nhitng nghién ctru gan day cho thay tin hiéu tir CaR gay giam nong do PTH mRNA
duoc san xuat trong cac té bao tuyén can giap, cho thay thém mét cach thirc céc thu
thé han ché nong do PTH luu hanh. CaR duoc diéu chinh tiéu cuc dén su phét trién
ctia cac té bao tuyén can giap dua trén ting san tuyén can giap hon la giam chic
ning CaR, nhu di thdy & bénh nhan cudng can gidp niang & tré so sinh, hoic giam
biéu hién trong u tuyén can giap. CaR con dong mét vai trd trung tdm trong diéu
hoa canxi chu yéu thong qua diéu hoa bai tiét PTH [17], [43], [90], [94], [123].
1.3.2. Cwong tuyén can giap thir phat do bénh than man

Cuong tuyén cin gidp thir phat 1a mot trong nhiing réi loan thuong gip cua
bénh than man, la hau qua cta sy ha canxi mau, ting phospho mau va giam téng
hop vitamin D tai than do giam ndng do calcitriol huyét thanh.

- Ha canxi mau: ha canxi mau s& kich thich tiét hormone tuyén can giap truc tiép
qua bét hoat thu thé nhay cam canxi ¢ té bao tuyén can giap (CaR). Hormone tuyén can
giap s& duoc tiét ra trong vong vai phut. Néu tinh trang giam canxi ngoai bao kéo dai s&
kich thich tuyén can giap tang san, & biéu hién n6i bat clia cuong tuyén can giap.

- Tang phospho mau: tridu chimg ting phospho mau chi rd rang khi mic loc cau
than giam < 40% so véi binh thudng. Do giam muc loc cau than, su giam bai tiét
phospho s& din dén giam canxi tir do trong mau, diéu nay lai kich thich ting tiét PTH.
Bén canh d6, n6 cling 1am than gidm san xuat calcitriol, tir d6 1am giam héip thu canxi

tur rudt, lai gdy giam canxi mau. Ct nhu vay, n6 tao thanh vong xoan bénh 1.
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Tang phospho mau c6 lién quan dén su dé khang tac dong cua calcitriol tai
tuyén can giap, gdy ting tiét PTH va ciing gdy dé khang tic dong cua PTH tai
xuong. Nhu vdy, ndng do phospho mau s& quyét dinh su bai tiét PTH, khong phu
thudc vao su thay ddi cua néng do canxi mau va vitamin D.

- Thiéu hut vitamin D: Thén 14 co quan trong yéu san xuét calcitriol. Chinh vi
vay, ¢ bénh nhan bénh than man s€ c6 sy gidm san xuét calcitriol. Calcitriol c6 thé
tac dong truc tiép hodc gian tiép 1én tuyén thuong than. O bénh nhan bénh than
man, thu thé vitamin D (VDR) & tuyén can giap s& dugc diéu hoa boi nong do thap
calcitriol. Co ché tryc tiép nay s& tac dong gen PTH va tang tiét PTH.

Viéc str dung calcitriol 1am ting tic dong 1én thy thé vitamin D ¢ tuyén can
giap va trc ché tiét PTH. Nhu vy, nong do calcitriol lvu hanh trong mau thap s&
kich thich té bao can gidp tang hoat dong. Noi cach khac, su thiéu hut calcitriol s&
tac dong gian tiép lam cudng tuyén can giap thtr phat & bénh nhan bénh than man
[40], [51], [87], [118], [139], [144].

Giam chure nang Giam vitamin D

than
Giam bai tiét phospho Giam hoat vitamin D3
Tang phospho mau

N

Giam canxi mau

Tang PTH

l

Viém xuong xo nang

So d6 1.1. Sinh bénh hoc cuong can giap tha phat [139]
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1.4. DAU AN SINH HOA HUY XUONG BETA-CROSSLAPS
1.4.1. Qué trinh tao thanh va ciu trdc caa beta- crosslaps
1.4.1.1. Qua trinh tgo thanh cia beta-crosslaps

B6 xwong ngudi gdm 206 cai xwong. Xuong dugc cu tao theo dang ludi véi
nhiéu loai mé khac nhau. Khoang 70% khéi luong xwong 1a chit vo co, con lai 1a
thanh phan hitu co. Phan xuong vo co 1a mot loai phosphate canxi diac biét
(hydroxyapatite), trong khi phan hiru co 13 collagen 1 (90%) va osteocalcin (khoang
10%) cung vai cac loai protein khéac [13], [72].

Chu chuyén xwong dién ra qua 4 giai doan: khoi dong, phan hay, tam ding va
tao xuwong. Trong giai doan khai dong, tir cac kich thich cua céc té bao xuong tir cac
mo xuong bi ton thuong, cac té bao tao xuong tuwong tac voi cac té bao mau dé san
sinh ra cac té bao hily xuong. Qua trinh nay bi anh huang bai nhiéu yéu té: tai chd
va toan than, bao gom luc co hoc, noi tiét té (hormone tuyén can giap, tuyén giap,
vitamin D va cac san pham chuyén hoa caa n6 (cac dau an huy xuong, cac dau an
tao xuong), estrogen, androgen, cortisol, calcitonin va noi tiét t6 tang truong, cac
cytokine va cac yéu to ting trudng lién quan dén chu chuyén xuwong (IL 1, IL6,
TNF- a, osteoprotegerin, RANK, RANKL...) [28], [59], [60], [88], [146].
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Hinh 1.7. Chu trinh cta chu chuyén xwong thong thudng [60]
Hién nay c6 hon 28 loai collagen da duoc biét, véi cau tric co ban 12 su 13p lai

trinh tw Gly-X-Y dé tao nén chudi a. Thanh phan chinh trong chudi o 14 cac axit amin,



25

ma vi tri X (khoang 100 lan) thuong 14 proline va vi tri Y (khoang 100 lan) thuong la
hydroxyproline. Collagen 1a chit chinh ding dé x4c dinh chirc ning sinh hoc va tinh bao
toan ciia cau trac xwong. Cac loai collagen khac nhau duoc phan loai dua vao cau tric,
cau tao phan tir va chic ning. Thong thuong né dwoc phan thanh 2 nhém chinh:
collagen loai I, II, 111 va XI thuoc nhém collagen mé soi, cac loai collagen con lai thuoc
nhém khéng md soi. Collagen loai | Ia collagen quan trong nhat (chiém hon 90%) dbi
v6i dong vat co va néi chung va con ngudi ndi riéng. Collagen loai 1 1a mét chét soi 6
trong cac khoang vi thé nam bén trong cau trdc nho ciia xwong. N6 giup cai thién tinh
chat co hoc, lam ting tinh mém déo va dan hdi cua xuwong gion. Ngoai md xwong,
collagen loai | con duoc tim thdy & da, gan, day chang, dia dém, gidc mac, dong mach,
men ring va cac to chic hat. Dudi tac dong cua procollagen peptidase, cac peptide ngan
s& phong thich dau tan cting cua procollagen 1, tao thanh tropocollagen. Tly thudc ciu
tric cuia dau tan cing 1a carboxy- hay amino- ma cac telopeptide nay s& co tén la P1CP
hay PINP. Pay chinh 1a nguon gdc cua cac dau 4n chuyén hoa xuong duoc dung trén
lam sang. Céc siéu phan tir collagen loai I (con goi 1a tropocollagen) ¢6 cau tric 3 chudi
x0dn b¢. Cac protein cua siéu phan tir ndy rat giau amino axit proline va lysine, duoc
hydroxyl héa mot phan va c6 thé duoc két ndi ngang vai cac phan tir ké can [53], [63],
[74], [92], [131].
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Hinh 1.8. Su hinh thanh collagen [99]
Qua trinh phan huy collagen loai | c6 sy tham gia cua hai loai men: Cathepsin
K (hoat dong vai pH axit) va Matrix metalloproteinase (MMP- hoat dong véi pH
trung tinh). Qua trinh phan huy sé tao ra nhiéu manh khac nhau tiy thugc cu tric N

hodc C- telopeptide cua collagen. Pdi voi dau tan cau C- telopeptide s& 12 2 manh:
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1. ICTP (cross- linked carboxyterminal telopeptide) va 2. CTX (C- terminal
crosslinked telopeptide) - chudi thang gém 8 axit amin [63], [99].

ICTP CTX
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Hinh 1.9. CAu tao phan tir cia CTX va ICTP [63]
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Hinh 1.10. Cac men tham gia phan huy collagen loai | [63]

Collagen truéng thanh loai | thién vé dong phan lam tang a- (ti 18 oy ap, = 1:2)
va - crosslaps trong qua trinh huy xuwong [72], [99], [131], [146].

Chudi oy- C terminal telopeptide dugc dong phan hoéa va quang hoa B theo
d6 tudi. a - CTx duoc goi la chit co ban cia xwong méi va B - CTx la chit co ban
cua xuong cli. Vivay, til¢ a - CTx/ P - CTx gilp du doan su gia tang qua trinh chu
chuyén xwong. Vi du, ti I¢ nay ting & bénh nhan Paget’s cho thay gia ting pha huy
cac xuong dang ludi méi duoc tdng hop; trong khi do, ti 16 ndy giam dang ké &

nhom bénh nhan Paget’s dang diéu tri véi bisphosphonate [45], [131].
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Collagen loai | bao géom 3 chudi
polypeptide xoin éc (2 x al va 1x

Boan cudi N %\X?QX?( 02). Chat ling cia proline dugc
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collagen loai I.

Hinh 1.11. CAu tric cia collagen truong thanh loai 1 [18]

1.4.1.2. Cdu trc cia beta-crosslaps
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Hinh 1.12. C4u tric cua beta-crosslaps [18]

Beta- crosslaps 1a mot phan manh caa collagen loai 1 véi ciu trac B-
isomerized C telopeptide dugc phét hién va tng dung trén 1am sang lan dau tién
nam 1998. DAu 4n sinh hoc nay duoc goi 1a beta do duogc ddng phan héa voi phan tu
gom 8 peptide gin véi dau tan cung C-telopeptide & vi tri lién két chéo: Glu-Lys-
Ala-His-beta-Asp-Gly-Gly-Arg [42], [53], [99], [131].

1.4.2. Céc chi dinh dinh lrong beta-crosslaps huyét thanh
Mic du con nhidu van dé& dang dugc nghién ciru vé cac dau 4n sinh hoc cia
chuyén héa xuong, T chirc Lodng xwong qudc té (IOF) ciing di coéng nhan beta-

crosslaps 1a mot dau 4n quan trong duoc sir dung trén 1am sang v6i d6 nhay (83,8%)
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va do dac hiéu cao (100%) [42]. Viéc dinh lugng beta- crosslaps huyét thanh dugc
chi dinh trong cac truong hop sau:

- Chan doan: ung thu di cin xuong, lodng xwong, cudng tuyén cin giap
nguyén phat, bénh 1i loan dudng xuwong do than

- Tién lugng: danh gia ti 1¢ mat xwong & phu nit man kinh, dy doan nguy co
gdy xuong.

- Theo doi: loang xuong, ung thu di can xwong [79], [146].
1.4.3. Cac yéu to anh huwdng dén ndng dd beta-crosslaps huyét thanh

Beta- crosslaps 13 mot ddu 4n hiy xuwong nén ndng do ctia nd bi anh hudng bai
nhiéu yéu td, ca chi quan cta ca thé 13n khach quan. Tuy nhién, & day, ching toi
mudn nhan manh dén mot s6 yéu t6 anh huong truc tiép dén két qua dinh luong
beta- crosslaps huyét thanh ma chung ta c6 thé diéu chinh dugc [44], [127], [133].
1.4.3.1. Cdc yéu té khong thé kiém sodt dwgc

Ba yéu t6 anh hudng quan trong 13 tudi, gi6i tinh, tinh trang man kinh. Pay 1a
nhirng yéu to khong thé can thi¢p duoc, tuy nhién mdi nha san xuit s& c6 mot
khoang tham chiéu gia trj beta- crosslaps thich hop cho timg ddi twong. Chung t6i
xin dua ra gidi han thong thuong cua beta- crosslaps cua hai trung tam xét nghiém
khac nhau dé chung ta c6 sy so sanh.

Bang 1.7. Gia tri binh thudng cua beta- crosslaps theo d6 tudi va gidi [126]

Gibi Do tudi Phong xét nghiém Roche  |Trung tdm chan doan
y hoc Mayo (ng/ml) hoa sinh Barcelona
(pg/ml) (ng/ml)
<18 Chua dugc ghi nhan
18-30 155-873
Nam [31-50 93-630 0,010- 0,854
51-70 35-836
>70 Chua dugc ghi nhan 0.02- 058
<18 Chua dugc ghi nhan |0,010- 0,573
Nt |Thoi ki sinh san |25-573
Man kinh 104-1008 0,104- 1,008
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Déi v6i ngudi binh thudng, beta- crosslaps s& ting 2 giai doan trong qué trinh
phat trién. Giai doan dau 13 trong do tudi truéong thanh, khi chu chuyén xwong con
cao dé phu hop voi qua trinh ting trudng. Giai doan sau 13 & d6 tudi truée man kinh
va man kinh déi véi phy nit; & nam giéi thi hién van chua c6 mdc cu thé vé do tudi,

tuy nhién cac nghién ctru tap trung khoang > 70 tudi.

Nghién cau OFELY

14

. Sau man kinh

1.2+ . 5N L
Trudc man kinh o* n=429

1.0 4
0.8+
0.6+
0.4
0.2
0.0
20 32) 46 SE) 62) YIO 8]0 9;) 160
Tudi (nam)

(lwybu) yueyy 19ANY X 1D

Biéu dd 1.2. Su thay d6i nong do beta- crosslaps huyét thanh
0 phu nir trude va sau man kinh [62]
Bang 1.8. Nong do beta- crosslaps theo nhom tudi & phu nit truée man kinh
va man kinh (Nghién ctru OFELY) [62]

Nhom Tuoi (nim) n CTx huyét thanh (ug/l)
30-34 52 0,328 + 0,145
35-39 08 0,278 + 0,119
Trwée man kinh 40-44 53 0,291 + 0,132
45-49 34 0,340 + 0,165
>50 17 0,271 + 0,144
Tat ca 254 0,299 + 0,137
45-54 60 0,528 + 0,224
55-59 113 0,582 + 0,220
60-64 71 0,573 + 0,214
Sau man kinh 65-69 51 0,539 + 0,203
70-74 71 0,525 + 0,228
75-79 35 0,562 + 0,273
> 80 28 0,589 + 0,249
Tt ca 429 0,556 + 0,226~
*p < 0,0001
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Nghién ctru OFELY (Os des femmes de Lyon) 1a nghién ciru tién ciru do
beta-crosslaps ¢ 3 nhom phu nir: 254 phu nit trudec man kinh, 429 phu nit mén kinh
va 45 phuy nit sip man kinh cho thdy nong do beta- crosslaps huyét thanh ¢ phu nit
truéc man kinh cao hon nhém sip mén kinh 39%; ti 16 nay & nhém man kinh 1a
86% [62], [64].
1.4.3.2. Cdc yéu té cé thé kiém sodt diwgc

- Hoat dong sinh hoc hiang ngdy va trang thai dinh dudng nén duoc kiém
soat dé han ché t6i da cac tic dong ciia n6. Binh thuong, nong do beta-crosslaps bat
dau tang tir 1 gio 30 dén 4 gid 30, cao nhit tir 7-9 gid, diém thap nhat vao luc 11-15
gid. Su thay doi ndy con phu thudc nhiéu yéu t6: tudi, gii tinh, ching toc, tinh
trang kinh nguyét, tinh trang lodng xuong, viéc st dung cac thudc chéng hity xuwong

hodc canxi...[74], [120], [147], [149].

=

140 ;

120 1

100 1

80

6l

B-CTX (% of BASE)

40

Biéu dd 1.3. Anh hudng cua trang thai dinh dudng 1én beta- crosslaps [132]

Biang 1.9. So sanh cac du an chuyén héa xuong & trang thai no va déi [75]

Chat chi ddu xwong Khéc nhau (no-déi) + SE (%)
Phosphatase kiém xuong -16+1,0
Osteocalcin 41+11°
tPINP -38+09°
Deoxypyridinoline niéu -75+15°
NTX niéu 794377
Crosslaps niéu -70+26°
NTX huyét tuong 85+1,7°
B-crosslaps huyét twong -178+26°¢

n < 0,05 : °p < 0,01 ; °p < 0,001 (paired t-test)
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- Cac thudc tac dong dén chu chuyén xuong

C6 rat nhiéu nghién ciru theo ddi sy thay dbi ndng do beta- crosslaps huyét
thanh trong qué trinh diéu tri, ddc biét 13 cac nhom thudc e ché qua trinh huy
xuong nhu nhém bisphosphonate. Su giam néng d6 dau an sinh hoc nay duoc ghi
nhan sau 3-6 thang sir dung thubc [62], [127].

——————
Loonghiencau

Recovery [%]
(=] =)
=1 =

p-CrossLaps Serum

Biéu dd 1.4. Thay d6i nong do beta- crosslaps huyét thanh dudi tac dung
cua bisphosphonate [99]

- Anh huéng ctia pH mau va nhiét 6 bao quan miu nghiém:

Néu co so xét nghiém gan khoa 1am sang, noi ching ta 1iy mau nghiém thi
viéc bao quan bénh pham don gian hon, s& mat it thoi gian dé van chuyén va bao
quan mau bénh pham. Pé nghién ctru sy 4nh huong cia pH va nhiét do dén nong do
beta- crosslaps, mot mau bénh phrflm da duogc tach ra thanh 6 phﬁn bdo quan & cac
pH lan luot 8,7-6,5-7,0-7,3-7,6-8,0. Sau do, tién hanh do ndng d6 beta- crosslaps &
cac mau ndy. Tiép theo, mdi mau ndy s& dugc chia lam 3 phan miu dugc bao quan
& cac nhiét d6 khac nhau: 4°C, 21°C va 37°C dugc phan tich theo trinh ty thoi gian:
sau 5-10 ngay, sau 2-5 ngay va sau 2 ngay. Két qua ghi nhan cho thay: pH va nong
d0 beta- crosslaps c6 tuong quan thuan- pH cang thap thi nong d6 beta- crosslaps do
duogc cang thap. V& nhiét do: & 37°C, nong do beta- crosslaps it thay ddi sau 2 ngay;
& 4°C, ndng do beta- crosslaps giam tir 6-36% sau 5 ngay va 8-54% sau 10 ngay.
Chinh két qua nay, cac hing san xuat (Roche), dé nghi cdc miu bénh pham phai
dugc quay li tAm ngay sau khi dén phong xét nghiém va nén duoc biao quan &

pH>8,0, nhiét d6 4°C va khong qua 5 ngay [126].
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1.4.4. Sw anh hwéng cia chire ning than dén ndng dd beta-crosslaps huyét twong

Trong s6 cac dau 4n chuyén hoa xuwong, mot s6 duoc dao thai qua duong
niéu, mot sé dugce dao thai qua duong tiéu hoa. Beta-crosslaps 1a mot trong nhiing
ddu 4n sinh hoc duoc dao thai qua duong niéu. Chinh vi vay, ching ta c6 thé dinh
luong n6 bang phan tich huyét tuong hoic nudc tiéu. Va ciing vi vay, no bi anh
hudng boi chirc nang than.

Bang 1.10. Anh huong caa chirc ning than dén cac dau an chu chuyén xuong [119]

Dau an Anh hwéng caa than

DAu an tao xuong

Osteocalcin (+)
Phosphatase kiém xuong )
PINP )
Dau an hay xwong
Pyridinoline (+)
Deoxypyridinoline (+)
NTX (+)
CTX (+)
TRACP-5b Q)

DAu an lién quan dén chat nén xuong

Undercarboxylated osteocalcin (+)

1.4.4.1. Poi véi thin binh thuwong

Binh thudng, mang loc cau than c6 tinh thim chon loc cao. Tinh thim chon
loc caa mang phu thudc vao 2 yéu té: kich thuéc cua I3 loc va dién tich cua thanh 15
loc. Cac chat c6 trong lwong phan tir < 15000 daltons cé thé qua mang dé dang,
nhitng chat cd trong luong phan tir > 80000 daltons khong di qua dwgc mang. Trong
lwong phan tir cua beta-crosslaps 1a 1000-10000 daltons nén n6 c6 thé di qua mang
day cau than dé dang. Hon nita, beta-crosslaps dugc bai xuat chu yéu qua than, nén
khi chirc nang than con bao ton, du 4n nay duoc bai xuat lién tuc trong ngay [15],
[132], [149]. Piéu nay duy tri ndng do beta-crosslaps huyét thanh on dinh ¢ ngudi

khoe manh.
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Khi than bi suy, sé luong nephron con hoat dong giam hon 50%, ciu tric cua
cau than bi bién d6i. Chuc ning bai tiét nudc tiéu giam, giam thé tich nudc tiéu sé
kéo theo ndng do6 beta-crosslaps giam bai tiét, gay tang beta-crosslaps huyét thanh.
Mot yéu té nita gay ting cao ndng do beta-crosslaps huyét thanh & nhém bénh than
man 1a cuong can giap thir phét. Sy rdi loan canxi-phospho méu, véi cha yéu ha
canxi va ting phospho, kich thich tuyén cén giap tang tiét PTH kéo dai. Diéu nay
lam mat can bing chu chuyén xuong véi ting huy xuong, ting cac san pham cua
qua trinh huy xuong, trong d6 co beta-crosslaps. Nhan xét nay duoc thé hién ro
trong méi tuwong quan rat co ¥ nghia gitra ndng do beta-crosslaps va PTH trong rat
nhiéu nghién cau [44], [90], [128].
1.4.4.2. Péi véi mang loc cia thdn nhan teo

O nhém bénh nhan bénh than man giai doan cudi ¢é loc mau chu ki, néng do
creatinine mau ciing nhu cac chat sinh ra do qué trinh thodi hda cac mé bi anh
huong chu yéu bai qua trinh loc mau. Hién nay, tiy thudc tinh trang bénh nhan va
may loc, ¢6 nhiéu ki thuat loc méu khac nhau: tham phan mau, siéu loc, hoic xen k&
tham phan méu va siéu loc...

Déi véi thdm phan mau, cac phan tir c6 trong luong phan tir < 500 daltons s&
di qua ty do va cac phén tir c6 trong luong > 2000 daltons thi ngugc lai. Nhitng yéu
t6 ndy, cung voi chu ki bai tiét cta beta-crosslaps cao nhit vao budi sang va giam
dan dén trua chiéu, lam cho nong do beta-crosslaps huyét twong & nhom LMCK cao
hon so v6i nhom DTBT khi 14y cung thoi diém, d6i twong chon bénh twong duong
va lay mau mau trude khi loc [56], [73], [108]. Trong khi d6, ki thuat siéu loc véi
mang loc thAm nudc cao- 20-50 1it mbi gid- cho phép kéo cac chat c6 trong luong
phan tir trung binh va cao ra khéi co thé, nén nong d6 ctia né sau loc s& thap hon so
v6i trude loc. Nghién clru cua Alvarez va cong su 1a mot vi du. Alvarez su dung ki
thuat siéu loc v6i mang loc cellulose triacetate, két qua cho thay sau khi loc mau co
su giam noéng do beta- crosslaps khoang 30% so véi trude loc mau. Nghién ciru
cling phat hién trong luong phan tir ciia beta- crosslaps nam trong khoang 1000-

10000 daltons [32].
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1.5. MQT SO NGHIEN CUU TRONG VA NGOAI NUOC VE VAI TRO CUA
BETA-CROSSLAPS VA HORMONE TUYEN CAN GIAP O BENH NHAN
BENH THAN MAN GIAI POAN CUOI

1.5.1. Cac nghién ciru trong nwdéc

Trong khoang 5 nam tré lai day, tai Viét nam, cac dau an sinh hoc chu chuyén
xuong duoc quan tm va dua vao nghién ctru trong nhiéu ddi tuong, cha yéu la phu
nit va cac ddi trong co nguy co lodng xwong khac. Hién tai, chwa c6 cong trinh
nghién ciu ndo trén nhdm bénh nhan bénh than man dwgc cong bé.

Tai Trung tam Y Khoa Medic Thanh phé Ho Chi Minh, Tran Van Nam va
cong su (2009) da dung dau 4n beta-crosslaps huyét thanh dé theo ddi ngan han dap
ng diéu tri loang xwong & 55 phu nit man kinh. Bénh nhan dugc diéu tri bang
alendronate 70 mg va dinh luong beta- crosslaps huyét thanh truéc va sau 3 thang
diéu tri. Két qua cho thay 96,4% bénh nhan cd beta-crosslaps giam > 35% so voi
trude didu tri. Pay 1a mot bang ching thuyét phuc bénh nhan chap nhan diéu tri lau
dai [14].

Nam 2013, tac gia L& Thu Ha va cong su tai Bénh vién Trung wong Quéan doi
108 da tién hanh nghién cau cit ngang 161 bénh nhan chia lam 2 nhém: phu nir
man kinh va phu nit tré tudi (20-35 tudi). Nghién cau méi lién quan giita
osteocalcin, beta-crosslaps huyét thanh, estradiol huyét thanh va mét sé yéu té nguy
co lodng xuong & phu nit man kinh. Két qua cho thiy nong do trung binh cac dau an
hity xuong B-CTX va ddu 4n tao xuong osteocalcin & nhém méan kinh cao hon c6 y
nghia thong ké so véi nhém phu nix tré. C6 méi lién quan gitra ndng d6 dau an sinh
hoc hiy xuong B-CTX véi néng do estradiol huyét thanh & phu nit man kinh.
Khéng thay c6 mdi lién quan giita ndng do cac dau an sinh hoc nay véi mat do
xuong ¢ nhém man kinh [8].

Nguoc lai, ¢6 rat nhiéu nghién ciru PTH va cé4c dau 4n sinh hoc lién quan trén
nhom bénh nhé&n bénh than man céac giai doan:

Téc gia Hoang Bui Bao (2005) tién hanh nghién ctu rdi loan can bing canxi-

phospho va hormone can giap & bénh nhan bénh than man qua cac giai doan. Két qua
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cho thay rdi loan canxi- phospho va PTH gip phé bién & bénh nhan bénh than man.
Nong d6 hormone tuyén can giap tang dan theo muac do bénh than man: giai doan 1 1a
80,61 pg/ml; giai doan 2 1a 202,04 pg/ml; giai doan 3 1a 246,47 pg/ml; giai doan 4 la
342,68 pg/ml va & bénh nhan dang chay than nhan tao chu ki 1a 295,33 pg/ml. Nong
d6 PTH mau khéc biét véi nhom chiig c6 y nghia thdng ké (p < 0,00001) [4].

Vi Lé Anh va cong su (2010) da nghién ctu rdi loan chuyén héa canxi,
phospho va PTH & bénh nhan bénh than man giai doan truéc loc mau chu Ki.
Nghién cizu cho thay nhing réi loan chuyén héa khoadng chéat xuong bao gdm giam
canxi, ting phospho va PTH xuat hién tir giai doan sém cua bénh than man. Nghién
ctru nay nhan manh vai trd caa phospho trong sinh bénh hoc caa cudng tuyén can
giap thir phét trong bénh than man va c6 thé (tng dung trong thuc hanh 1am sang [2].

Tac gia Nguyén Thi Kim Thay- Bénh vién trung wong quan doi 108- nim
2011 tién hanh nghién ctu tim hiéu bién d6i ndng do canxi, phospho, hormone tuyén
can giap huyét twong va mdi tuong quan véi tinh trang lodng xuwong ¢ bénh nhan
bénh than man loc mau chu ky. Két qua cho thiy nong d6 PTH trong mau ting
(108,10 + 100,08 pg/dl so vai 65 pg/dl; p<0,0001). Nong do canxi, phospho méau va
chi s6 Ca x P ¢6 mdi trong quan thuan trung binh véi PTH méu (r = 0,606; r= 0,574;
var = 0,665, p<0,01 va p< 0,001). Nong d¢6 PTH huyét tuong c6 twong quan nghich
tuong ddi chat voi MPX c¢6 xuong dui, lién mau chuyén xuong dui, tong MDX dui
(r = - 0,604; r=- 0,588; r= -0,621). Nong d6 PTH mau twong quan nghich mic do
trung binh véi MPX thét lung 1, thit lung 4, tong MPX cot song tht lung (r =- 0,42;
r=-0,43; r=- 0,37) [26].

1.5.2. Cac nghién ctru nwéc ngoai

Trén thé gigi, viéc nghién ctu cac dau an sinh héa phan &nh chu chuyén
xuong trén bénh nh&n bénh than man cac giai doan khac nhau da duoc &p dung
khoang hon 20 nam.

Tt nam 1999, Marianne Rix va cong sy da tién hanh nghién cau mat do
xuong va cac dau an chu chuyén xwong trén bénh nhan bénh than man chua loc

mau chu ki. Pdi twgng nghién cu gém 113 bénh nhan bénh than man va 89 bénh
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nhan nhém chimg. Cac d6i twong nay dugc do mat dd xwong bang phuwong phap do
hip phu tia X ning luong kép va cac dau an sinh hoc cta chu chuyén xuong:
osteocalcin, phosphatase kiém xuong, PICP, ICTP, PTH, Ca™, P va vitamin D. Két
qua cho thay cac bénh nhan nay c6 su giam mat do xuong dang ké (p < 0,05) tai cot
séng (-6,3%), xwong dui (- 12,1%), cang tay (-5,7%) va toan bo (-4,2%) SO VGi
nhom chang. Khi phan chia nhém bénh theo muc loc cau than cho thidy mat do
xuong giam twong ung véi mac loc cau than giam & tat ca cac vi tri do. Tat ca céc
diu 4n chu chuyén xwong déu ting & bénh nhan bénh than man giai doan ning, va
déu c6 méi lién quan chat ché voi nong d6 PTH (r = 0,40 dén 0,92, p < 0,01 dén
p < 0,0001) [125].

Nghién ciu thi hai 12 cua Zupanic va cong sy dugc tién hanh 79 bénh nhan
bénh than man LMCK va 36 bénh nhan ghép than. Tat ca cac bénh nhan déu duoc
dinh lwong phosphatase kiém xwong, beta-crosslaps huyét thanh va PTH. Két qua:
bénh nhan ¢ nhom LMCK c6 nong d6 beta-crosslaps huyét thanh cao hon
(p<0,0005), ndng d6 PTH cao hon (p<0,001) va hoat d6 ALP thip hon (p<0,0005)
c6 y nghia thong ké so voi nhoém ghép than. Trong ca hai nhém bénh nhan, thoi
gian loc mau co6 tuong quan thuan véi hoat 0 ALP xuong (nhom LMCK: r=0,318
va p=0,005; nhém ghép than: r=0,488 va p=0,003) va nong do6 beta-crosslaps huyét
thanh (nhém LMCK: r=0,338 va p=0,002; nhém ghép than:r=0,365 va p=0,03).
Ngoai ra, c6 mdi twong quan thuan giita ndéng d6 PTH va hoat 46 ALP xuong, giita
hoat d6 ALP xuong vé&i nong do beta-crosslaps huyét thanh & ca hai nhém nghién
ctru (p<0,05). O nhém LMCK, ¢6 méi twong quan thuan giita ndng d6 PTH va beta-
crosslaps huyét thanh (r=0,323 va p=0,004) [154].

Nghién ctu thi ba duge dé cap 1a cua Per Magnusson va cong su (2001)
nghién ctu anh huong cua bénh than man dén chu chuyén xuwong va phosphatase
kiém xuong. Phosphatase kiém 1 diu 4n phan &nh qua trinh tao xwong va 1a mot
trong nhitng dau an khong bi anh huong boi chiic nang caa than. Nhém nghién ciu
gom 20 bénh nhan bénh than man: 09 bénh nhan loc méau chu ki va 11 bénh nhan

loc mang bung dugc do PTH, osteocalcin, phosphatase kiém toan phan, phosphatase



37

kiém xuong, PINP, PICP, ICTP va beta-crosslaps. Két qua cho thay:
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Biéu d6 1.5. Nong d6 PTH, osteocalcin, PICP, PINP, ICTP

va crosslaps ¢ bénh nh&n bénh than man [98]

Nong d6 trung binh cua cac dau an sinh hoc chu chuyén xuong ting & bénh
nhan bénh than man véi ting dang ké 1a osteocalcin, ICTP va beta-crosslaps (cac
dau 4n nay thai trir qua than). Nong do phosphatase kiém toan phan ting c6 ¥ nghia
& nhom bénh nh&n bénh than man so véi nhém chang (p < 0,001) [98].

Nghién cau thir tu duoc dé cap dén tién hanh nim 2004 do Luisa Alvarez va
cong su. Alvarez va cong su nghién ctru ndng do ctia p-CTx, phosphatase kiém toan
phém, PINP va PTH ¢ 14 bénh nhan bénh than man loc mau chu ki (10 nam va 4 ntr,
d6 tudi trung binh 39 + 4,3) véi thoi gian trung binh 6 + 2.3 ndm, 6 bénh nhan bénh
than man da dugc ghép than va 20 bénh nhan khoe manh thudéc nhoém chung cho
thiy nong do huyét thanh ciia cdc dau an nay ting & 100% bénh nhan, cao hon han
s0 v6i nhom chimg va nhém ghép than theo bang 1.11. Két qua nay ciing phu hop
v6i nghién ciru ciia Inaba va cong sy 2005. Ciing can luu y rang cac bénh nhan loc
mau déu duoc do ndng d6 B-CTx huyét thanh va déu co két qua cao hon gia tri binh

thuong [32], [76].



38

Bang 1.11. Nong d6 cac du 4n sinh hoa ¢ 2 nhém bénh nhan:

loc mau, ghép than so v4i nhém ching [32]

Nhém chiing | Nhom loc mau | Nhom ghép than

(n =20) (n=14) (n=6)
Protein toan phan (g/l) 70,3+ 3,6 72+48 65+ 1
Creatinine (umol/l) 76,02+ 9,72 | 892,84+ 7426 |167,46+17,68
iPTH (pg/ml) 31+2,95 194 + 417 151+39
Phosphatase kiém TP (U/l) | 154 +8,6 238+23 176 + 11
PINP (ng/ml) 38,8+22 164 +29 " 74+127
B-CTX (ng/ml) 0,292 + 0,028 | 3,440 + 0,500 ~ | 0,880 + 0,110

**: p< 0,001 so véi nhdm chang, *: p< 0,01 gitra nhdm loc mau va ghép than

Nghién ctru nay con cho thiy phosphatase kiém toan phan la diu an xwong
duy nhat c6 mdi lién quan chat ché véi PTH. PINP lai ¢c6 mbi twong quan voi
phosphatase kiém toan phan va p- CTX nhung lai khong tim thiy méi twong quan
giita phosphatase kiém toan phan véi - CTX [32].

Vai trd ctia B-CTx trong viéc dy doan ti 16 mét xwong- nguy co giy xuong &
phu nit méan kinh da duoc nhiéu nghién ctru chimg minh, dugc IOF chap nhan [63],
[146]. Tuy nhién, & bénh nhan bénh than man thi nhu thé nao?

Nghién ctru ciia Okuno va cong su 2005 vé B-CTx & bénh nhan bénh than man
loc méau chu ki cho thay nong do p-CTx & nhom bénh cao gip 4 1an nhom ching va
khoang 73,8% bénh nhan c6 ndng do p-CTx cao hon binh thudng [121].

B-CTx chi 1a mot ddu 4n hily xwong, vay né lién quan dén mat d6 xwong nhu
thé nao? Nghién ctru ctia Okuno ciing da tién hanh do mat d6 xwong bang phuong
phap DXA ¢ 2 thoi diém cach nhau 2 nam. Két qua ghi nhan mat do xuong ti I¢
thuan voi ndng d6 B-CTx voir=- 0,26 va p < 0,01.

Trong vong 2 nim, ti 16 mit xwong tai xwong quay giam tir 0,703 + 0,079 xudng
con 0,688 + 0,082 glcm?(p < 0,01) véi ti 1é mat xwong 1a 1,12 + 1,73%. Nong do p-
CTx mau ciing tuong quan nghich véi su thay doi mat do xuong trong 2 nim tién

hanh nghién ctru (r = - 0,25 va p < 0,01, d6 nhay 41% va d6 dic hiéu 83%). Két qua
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trén cho thdy ndng do B-CTx mau ting co lién quan dén ti 16 mit xwong nhanh & bénh

nhan bénh than man loc mau chu ki OR = 1,73 (1,24-2,40) [121].
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Biéu dd 1.6. Twong quan giita B-CTx véi mat d6 xuong [121]

Két qua nay ciing phu hop véi nghién ctru ciia Maeno va cong sy 2005 [97].

Viéc st dung cac du 4n hiy xwong noi chung va beta- crosslaps néi riéng
trong danh gia dap ung diéu tri & bénh nhan lodng xwong da duoc chip nhan vi tinh
wu viét cua né: it ton kém, d& tién hanh va quan trong la thay dbi s6m hon mat do
xuong. Tuy nhién, ddi v6i nhom bénh nhan bénh than man, cac két qua nghién ctru
con trai chiéu nhau.

Przedlacki va cong sy khi nghién ctru B- CTx trudc va sau diéu tri voi
alfacalcidiol va canxi ¢ bénh nhan bénh than man cho thay: sau 6 thang diéu tri, c6
su giam dang ké p- CTx huyét thanh. Tir 40, tac gia két luan B- CTx 1a mot dau 4n
hiru ich phan 4nh sy thay d6i cia qua trinh hity xuwong sau diéu tri & bénh nhan loan
dudng xuong do than.

Trong mdt sé nghién ctru, p-CTx dugc danh gia wu viét hon cic ddu an hay
xuong khac vi hé sé thay d6i thap (coefficient of variation) va giam nhiéu sau khi
diéu trj véi cac thude e ché huy xuong [121]. Nhung mot sé nghién ctru lai c¢6 két
qua nguoc lai. Pidu nay c6 thé mot phan do liéu phap diéu tri chéng huy xuong &
dbi tuong bénh than man han ché hon rat nhiéu so véi nhom bénh nhan con lai. Chi

mot sO thude duge chap nhan nhu canxi, vitamin D...Nhom thudc dugc xem Ia wu
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viét trong diéu tri lodng xuong thong thudng 1a bisphosphonate thi lai rit han ché
chi dinh & bénh nhan bénh thdn man do cac tdc dung phu cua no, néu dung phai
xem xét sy giam lidu. Van dé nita ciing chi phdi két qua nghién ctu 13 giai doan
bénh than man. Chinh nhing diéu nay 1am han ché két qua danh gia cac ddu 4n huy
xuong dbi voi hiéu qua diéu tri [46].

Trong thuc té 1am sang, viéc danh gia chu chuyén xuong cia mot bénh nhan,
khong thé dwa vao mét du 4n chu chuyén xuong, ma thuong phdi hop nhidu déu 4n
cung mot lac dé co su danh gia khach quan, tim ra méi twong quan nham dua ra két
luan. Céac diu an duoc lua chon nén dai dién cho mdi nhom, tire 13 bao gSm cac dau
an tao xuong va hity xuong.

Nhu chiing ta da biét, tiy theo timg thé loan dudng xwong do than co thé co
tinh trang ting hodc giam chu chuyén xwong, hodc phdi hop ca 2 dang d6. Cu thé,
tang chu chuyén xuong gip trong viém xuong xo nang vdi tinh trang cudng tuyén
can giap thtr phat; chu chuyén xwong thap gip trong nhuyén xuong, bénh xwong bat

san; va loai phdi hop [80].

Bang 1.12. Phan loai ndng d6 PTH theo cac dang loan dudng xuong do than [106]

Loan dudng xuong do than Nong do PTH (pg/mL) Chu chuyén xuong
Viém xuong xo nang-
. > 200 Cao
Cuong tuyén can gidp
Bénh xuong do ngd doc nhém | 10-500 (hau hét < 100) Thap
Bénh xuong bat san 100-150 Thip
Nhuyén xuong Binh thuong hodc tang nhe Thap

Beta-crosslaps dugc bai tiét qua duong niéu, do d6 su ting cao cia B-CTx &
bénh nhan bénh than man mot phan dugc li giai do sy suy giam chirc ning than.
Tuy nhién, trong nghién cru cia Okuno va cong sy lai cho thdy méi twong quan
chit ché giita f-CTx va PTH (Biéu db 1.7). Diéu nay chi ra rang p-CTx ting ciing 1a
hau qué cta chu chuyén xuong ting do cudng tuyén can giap tht phat. Py ciing 13
co s& dé B-CTx dugc dung nhu mot xét nghiém khong xam nhap trong bénh loan

dudng xuwong do than [121].
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Biéu do6 1.7. Tuong quan giita PTH véi B-CTx [121].

Moi twong quan thuan gitta B- CTx v6i PTH ciing dugc Inaba va cong su ghi
nhén véir= 0,561 va p <0,0001[76].

Mot van dé nira ciing d3 dugc nghién ciru, d6 14 qué trinh loc mau chu ki ¢6
thé anh hudng dén ndng do beta- crosslaps khong? Trong khi loc méu, cac phan tir
c6 trong luong phan tir < 500 daltons s€ di qua tu do va cac phan tir ¢6 trong lugng
> 2000 daltons thi nguoc lai. Két qua cua Alvarez va cong su cho théy sau khi loc
mau ¢ su giam ndng do beta- crosslaps khoang 30% so véi trude loc mau. Nghién
ctru ciing phét hién trong luong phan tir ciia beta- crosslaps nam trong khoang 1000-
10000 daltons. Diéu nay da giai thich cho két qua trén [32].
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Chuong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Nghién ciru cua ching toi tién hanh tir thang 01/2009 dén thang 06/2014 tai
khoa Noi Than Co Xuwong Khop va khoa Than nhan tao bénh vién Trung Uong
Hué. Chung tdi tién hanh khao sat 186 nguoi duoc chia 1am 3 nhdm: nhém bénh
nhan bénh than man giai doan cudi dang diéu tri bao ton (61 bénh nhan), nhém
bénh nhan bénh than man giai doan cudi loc mau chu ki (66 bénh nhan) va nhém
chang (59 nguoi).

2.1.1. Tiéu chuan chon @i twgng
2.1.1.1. Phwong phdp chon médu

Phuong phap chon mau la chon mau thuan tién. Nghién ciru duoc thuc hién trén
c4c bénh nhan bénh than man giai doan cudi véi mac loc ciu than < 15 ml/phit/1,73m?
dang diéu tri Noi tri tai khoa Noi Than — Co xuong khép va Khoa Than nhan tao Bénh
vién Trung Uong Hué.
2.1.1.2. Tiéu chudn chen bénh nhan bénh th@n man giai dogn cuéi diéu trj bao ton

- Bénh nhan bénh than man giai doan cudi véi mic loc ciu than < 15 mi/phit/1,73m?>.

- Nguyén nhan bénh than man: viém cau than man va viém than bé than man

- Chua dugc diéu tri bang cac phuong phap thay thé than suy: loc méau chu ki,
hoac loc mang bung, hoic ghép than.

- Khéng st dung bat ki ché pham thudc ¢6 anh huéng dén chu chuyén xuong:
canxi, vitamin D, cac thudc diéu tri lodng xwong (bisphosphonate, raloxifene...)
corticoid, insulin it nhat trong vong 1 thang trudc khi chon bénh lam xét nghiém.

- Tién sir khéng c6 cac bénh Ii anh huong chu chuyén xwong nhu bénh Ii
xuong khép, bénh Ii gan mat, cuong tuyén can giap, bénh li dng tiéu hoa, bat dong
kéo dai, bénh hé thong, thiéu méu khdng do bénh than hoic cac bénh mau khéc.

- Tudi truéng thanh > 18 tudi

- Bong y tham gia nghién cau.
2.1.1.3. Tiéu chudn chen bénh nhan bénh th@n man giai dogn cuéi loc méu chu ki

- Bénh nhan bénh than man giai doan cudi véi mic loc cau than < 15 ml/phit/1,73 m?.

- Nguyén nhan bénh than man: viém cau than man va viém than bé than man
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- Khéng st dung bt ki ché pham thudc c6 anh huéng dén chu chuyén xwong:
canxi, vitamin D, cac thudc diéu tri lodng xwong (bisphosphonate, raloxifene...)
corticoid, insulin it nhat trong vong 1 thang trudc khi chon bénh lam xét nghiém.

- Tién st khéng c6 cac bénh Ii anh huong chu chuyén xuong nhu bénh i
xuong khép, bénh Ii gan mat, cuong tuyén can giap, bénh li dng tiéu hoa, bat dong
kéo dai, bénh hé thdng, thiéu mau khong do bénh than hoic cac bénh mau khac.

- biéu tri thay thé than suy bang loc mau chu ki tir 6 thang tro 1én.

- Chua tirng ghép than.

- Tudi trwong thanh > 18 tudi

- Pong y tham gia nghién cau.
2.1.1.4. Tiéu chudn chen nhém ching

- La nhirng nguoi khoe manh dén kiém tra sicc khoe tai khoa Kham bénh.

- Khéng ¢4 tién sir mac cac bénh than, bénh li co xuong khép, bénh gan mat,
bénh Ii tuyén can gidp va cac bénh noi tiét- chuyén hoa khac.

- Khéng hut thudc 14, khdng nghién bia ruou

- Khong st dung bat ki ché pham thudc c6 anh huéng dén chu chuyén xuong:
canxi, phospho, vitamin D, céc thudc diéu tri lodng xuong (bisphosphonate,
raloxifene...) it nhét trong vong 1 thang lam xét nghiém [119].

- Bdng y tham gia nghién cuu.
2.1.1.5. Tiéu chudn logi trir déi twong

- Bénh nhan suy than cap

- Bénh nhan c6 céc bénh Ii gan mat, bénh co xwong khép, bénh noi tiét-
chuyén hoa.

- Bénh nhan sir dung céc ché pham anh huéng dén chu chuyén xuong trong
vong 1 thang tro lai day.

- Bénh nhan bénh than man giai doan cudi vai cac bénh i gan mat, men
gan tang.

- Ung thu di can xuong.

- Phy nir cat budng trang, tir cung, méan kinh nhan tao, méc céc bénh Ii tir cung
- budng trang.

- Pang trong tinh trang viém hoac nhiém tring, bénh nhan da truyén mau.

- Bénh nhan khong ddng y tham gia nghién ctu.
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Phwong phap nghién ciru

Phuong phap nghién ctu 1a nghién ciru mé ta cat ngang so sanh c6 déi chung
2.2.2. Phwong tién nghién ctru

- May xét nghiém sinh héa mau: may Olympus AU640, may Cobas 6000 tai
khoa Sinh hoa Bénh vién Trung wong Hué.

- Thude do chiéu cao

- Can ban: hiéu Tanita Viét Nam

- May do huyét 4p: d6ng ho hiéu ALPK2 Nhat Ban

Hinh 2.1. May xét nghiém Cobas 6000

Hinh 2.2. May xét nghiém AU640
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én cwu

Déi tugng nghién cau

/\

cau than man

Nhom bénh than man giai doan cubi
do viém than bé than man va viém

L

Nhom ching
Nguoi khoe manh di kiem
tra suc khoe

Piéu tri bao ton
(khoa Noi Than- CXK)

Loc mau chu ki

(khoa Than nhan tao)

Khéng c6 céc tiéu chuan loai trir

- Thu thap cac di liéu theo phiéu diéu tra
- Do céc chi s6 nhan tric, huyét ap

- Kham lam sang

- L4y mau tinh mach luc doi

Y

Xet nghiém
- Ure-creatinine mau
- Cong thirc mau

-PTH
- phosphatase kiém
- phospho mau

- canxi mau

- beta-crosslaps huyét trong

nghién cuau

nhom nghién ctu

- Khao sat nong do beta-crosslaps va PTH huyét twong & 03 nhém

- Tim méi tuong quan giita nong do PTH, beta-crosslaps huyét
tuong vai cac triéu ching lam sang va can lam sang gitra cac

So dd 2.1. So d6 thiét ké nghién ctu
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2.2.4. Céc bién s6 1am sang

Mdi d6i tuwgng tham gia nghién ciu duoc thu thap sé liéu bang mdi phiéu
nghién ctiu: tén, giéi, nam sinh, nghé nghiép, dia chi, cac dau hiéu 1am sang. ..
2.2.4.1. Chiéu cao, can ngng, chi sé khéi co thé (BMI)

Po chiéu cao: sir dung thudc gan vao tudng. Bénh nhan dang thang, mat nhin
vé phia trudce, chan khong mang dép, hai dau gbi khép sat nhau, hai got chan séat vao
tudng va mit dat. Po chiéu cao chinh x4c dén 0,5 cm.

Po can nang: s dung ban can hiéu Tanita Viét Nam da dugc hiéu chinh véi
c4c can khac. Bénh nhan mic quan 4o nhe, khong d6i mii, khong mang cac vat niang
khac. Po cin nang chinh xac dén 0,5 kg.

Pon vi biéu thi: Chiéu cao: cm; can ning: kg.

Chi sb khéi co thé (BMI): can niang (kg)/ (chiéu cao)? (m?) [116], [151].
2.2.4.2. Tinh trgng kinh nguyét ciia bénh nhan na

- Phy nit trong d6 tudi sinh dé: phu nir trong do tudi sinh dé véi chu ki kinh
nguyét khoang 21- 45 ngay, khong mac cac bénh Ii tir cung- budng tring anh huong
dén chu ki kinh nguyeét.

- Truéc man kinh: hay con goi 1a “quanh man kinh”, 13 thoi diém vai nim
trude khi xuat hién man kinh thuc su. Trong giai doan nay, bénh nhan c6 thé c6 cac
rbi loan kinh nguyét, thay doi tinh tinh, c6 sy sut giam ndng do estrogen.

- Mén kinh: 1a sy két thuc vinh vién kinh nguyét va kha ning sinh san, dugc
xac dinh 1 xay ra trong 12 thang lién tiép sau khi thoi ki kinh nguyét cudi cing va
khoéng do mot nguyén nhén sinh ly hay bénh li nao khac ngoai trir do bénh than man
[113], [150].

- Chan doan tinh trang man kinh: chan doan man kinh 13 chan doan héi cuu.
Mot s6 bénh nhan khong nhé rd thoi gian bat dau méan kinh. Do d6, chdng tdi chi
chon nhitng bénh nhan cé thoi gian man kinh tir 2 ndm tré 1én dé tranh chan doan
nham véi cac truong hop tién méan kinh.
2.2.4.3. Thei gian phét hién bénh

Thoi diém bénh nhan phat hién bénh than man chinh 1a thoi diém lan dau tién

bénh nhan duoc phat hién bénh than man. Pay ciing 1a mét thdng sb hdi ctru. Do do,
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chung t6i qui dinh:

Thoi gian phat hién bénh than man (thang) = (thang diéu tra nghién ciu, nim
2014) - (thang, nam phat hién bénh than man).
2.2.4.4. Thei gian lgc mau chu ki

T4t ca bénh nhan bénh than man loc mau chu ki déu 1a bénh nhéan diéu tri noi
trd lai khoa Than nhan tao. Chinh vi vay, thoi diém bat dau loc mau dugc bd phan
Hanh Chinh ctia Khoa luu lai cu thé.

Thoi gian loc mau (thang) = (thang diéu tra nghién ciu, nim 2014) - (thang,
nam bat dau loc mau chu ki)
2.2.4.5. Phwong phdp lpc mau chu ki bang than nhan tgo

- Chuan bi bénh nhan: Bénh nhan dugc giai thich va cung cap nhitng thong tin
can thiét cua qua trinh loc méau. Bénh nhan 1am fistule va Ién ké hoach phau thuat
trudce khi loc mau tir 3-6 thang. Tiém phong vaccine viém gan B.

- Thoi gian loc: 09 gio hang tuan chia lam 3 budi

- May loc- mang loc: May loc Dialog va mang loc cua nha san xuat BBraun-
Cong hoa Lién bang Bic. Mang loc soi réng Diacap Ultra véi chét liéu soi mang
bang polysulfone.

- Ki thuat loc: phuong phap tham phan méau hoat dong theo co ché khuéch tan.
Dich loc véi chat dém la bicarbonate [20], [34], [56].
2.2.4.6. Po huyét ap

- Bénh nhan dugc nghi 5-10 phit truéce khi do, tu thé ngdi tay ngang mat ban,
do toi thiéu 2 1an, cach nhau 2 phdt, 14y tri s6 trung binh. Huyét 4p duoc do bang
may do dong hd hiéu Yamasu cta Nhat Ban da duoc hiéu chinh véi may do thay
ngan. May do huyét 4p c6 chiéu rong cua bang quan bang 2/3 chiéu dai canh tay,
chiéu dai tai hoi it nhat phai quan hét 2/3 chu vi canh tay, bang duoc quan trén nép
gap khuyu tay khoang 2,5 cm. Khi do bom nhanh thém 30 mmHg trén mac &p luc
du 1am mat mach quay va xa hoi véi téc do trung binh 2-3 mmHg. Po bang phuong
phap nghe. Huyét ap duoc do ca 02 tay va chon trj s6 cao hon.

Huyét ap tam thu duoc chon khi xuat hién tiéng dap thir nhat nghe dugc trong

khi do. Huyét ap tam truong 13 ap luc khi cac tiéng dap bién mat.
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- Pon vi biéu thi huyét 4p: mmHg

- Thoi diém do huyét 4p: bénh nhan phai duoc nghi ngoi, khong hoat dong
manh hoac tim it nhat 15 phat, khéng hat thudc 14, hoic sir dung cac thube kich
thich giao cam.

+ Nhom diéu tri bao ton: do huyét ap khi sau khi tham kham bénh nhén lan
dau, khi bénh nhan chwa duoc sir dung céc thudc ha huyét ap.

+ Nhom loc mau chu ki: do huyét ap trude thoi diém bénh nhan loc méu chu Ki.

- Tiéu chuan chan doan tang huyét ap:

Bang 2.1. Phan do tang huyét 4p theo ESH/ESC 2013 [55]

Phén d6 THA HATT (mmHg) HATTr (mmHg)

Téi uu <120 <80
Binh thuong 120- 129 80-84
Binh thudng cao 130-139 85-89
Tang huyét ap do 1 140-159 90-99
Tang huyét ap do 2 160-179 100-109
Tang huyét ap do 3 > 180 >110

> 140 <90

Tang huyét ap tm thu don doc

Bénh nhin dugc chan doan ting huyét ap khi HATT > 140 va/hoic HATTr
> 90 mmHg [10], [55].
2.2.5. C4c bién s6 can 1am sang
2.2.5.1. Qui dinh thoi diém |dy mdu tinh mach

- Qui dinh chung: ldy mau truéc 9 gid sang, khi bénh nhan chua in sang va
sau 8 tiéng nhin do6i, bénh nhan khéng duogc sir dung cac chat anh huong dén duong
huyét trong vong it nhat 8 tiéng.

- Riéng nhém bénh than man loc méu chu ki: 1ay mau treéc mdi phién loc méau

va tat ca bénh nhan déu ldy méau vao phién loc dau tién caa budi sang [126], [132].
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2.2.5.2. Chén dodn xdc dinh bénh thdn man

- Pinh lwong ure mau, creatinine mau tai khoa Héa Sinh bénh vién Trung wong Hué.

- Xac dinh hé s thanh thai creatinine noi sinh (mac loc cau than) bang cong

thuc CKD-EPI

MLCT (ml/phat/1,73 m?)= 141 x min(sCr/k,1)* x max(sCr/k,1) % x 0,993

Néu Ia nir gisi : x 1,118

Néu 1 nguoi da mau: x 1,159

Trong do:

sCr: ndng d6 creatinine mau (mg/dI)

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

o: nirt=-0,329; nam=-0,411

min: s6 nhé nhat cua sCr/k hoic 1

max: s6 16n nhat cua sCr/k hoic 1

Doi don vi cua creatinine méau: umol/l x 0,0113 = mg/d|

Tudi: tinh theo nam.

Bang 2.2. Phan do giai doan bénh than man theo Hoi than hoc Hoa Ki 2012 [83]

Giai doan Muc loc cau than M6 ta
(ml/phat/1,73 m?)

Gl >90 Binh thuong hoac cao
G2 60-89 Giam nhe

G3a 45-59 Giam nhe- trung binh
G3b 30-44 Giam trung binh-nang
G4 15-29 Giam nang

G5 <15 Suy than

Bénh than man giai doan cudi khi muc loc cau than < 15 ml/phat/1,73 m?

2.2.5.3. Chén dodn thiéu mau

Chan doan thiéu mau cha yéu dua vao nong do Hemoglobin (Hb)

Theo KDIGO 2012, thiéu mau ¢ bénh nhan bénh than man la nguol 16n hoac
tré em > 15 tudi khi Hb < 13 g/dl d6i v6i nam va < 12 g/dl ddi véi nix [77], [78],

182], [83].
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2.2.5.4. Phwong phdp xét nghi¢m ure mau

- Cong cu thuc hién: may Olympus AU640

- Mau méau: ldy mau tinh mach lac déi, khoang 2 ml c6 chéng déng bang

Heparin Lithium.

- Nguyén ly phan tng: dung phuong phap dong hoc (UV) dung enzyme. Su

chuyén NADH —» NAD" lam giam mat d6 quang. Su giam nay ti 1 thuan véi

nong do ure trong mau.

- Nguyén tic phan ung:
Urease
2NH," Urea + 2H,0 > 2NH," + CO5”
GLDH
2- o cetoglutarate +2NH," + 2 NADH - 2L-Glutamate + 2NAD" + 2 H,0

Thudc thi:
Tris buffer 100 mmol/l 2- Oxoglutrrate >9.8 mmol/l
NADH >0.26 mmol/l Urease >17.76 kU/L
Tetra— Sodium diphosphate 10 mmol/l ADP > 2.6 mmol/l
EDTA 2.65 mmol/l GLDH >0.16 KU/L

- Gia tri tham khao: Nguoi I6n: 2,8-7,2 mmol/l [47].

2.2.5.5. Phwong phdp xét nghi¢gm creatinine mau

- Cong cu thuc hién: may Olympus AU640
- Miu mau: lay khoang 2 ml huyét thanh chéng dong bang EDTA hoic

heparin, khong dung mau ¢ ma nhiéu.

- Nguyén ly phan ng: Creatinine tao nén mot hop chit mau vang cam véi

acid picric trong mdi trudng kiém. Sy hap thu mau duoc do ¢ budc séng 520/800

nm, cudng do mau ti 1é véi ndng do creatinine trong mau.

- Nguyén tic phan ung:
Creatinine + Picric Acid — phuc hop Creatinine picrate (mau vang cam)

- Thubc thir : c6 sin dé dung theo KIT, luu trit & nhiét do 2- 8 °C
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Immidazole d&m (pH6.7) 0.1 mol/L  AMP 5 mmol/L
Hexokinase (HK) >2.5kU/L  Diadenosine-pentaphosphate 10 pmol/L
NADP 2mmol/L  EDTA 2.0mmol/L
G6P-DH > 1.5kU/L  Glucose 20 mmol/L
ADP 2mmol/L  Creatinine phosphate 30 mmol/L
Mg-acetate 10mmol/L  N-Acetylcysteine 20 mmol/L

Antibody to CK-M-subunite [47]

Bang 2.3. Gia tri tham chiéu cua creatinine mau [47]

Loai mau Déi tugng Gia tri
Huyét tuong Nam < 50 tuoi 74 -110 pmol/L
Nam > 50 tuoi 72 -127 umol/L
N 58 -96 pmol/L

2.2.5.6. Phwong phap dinh luwgng beta- crosslaps mau
- Cong cu thyc hién: may Cobas 6000
- Mau mau: lay khoang 2 ml mau budi sang khi bénh nhan dang nhin doi,
huyét thanh ¢ heparin/ EDTA/ sodium citrate. ..
- Bao quan: > 25°C trong 24 gio
2-8 °C trong 3 ngay
< -20°C trong 90 ngay
- Thudc thur:
+ Hoa chat géom 3 lo
M (lo ndp trang): 6,5 ml vi hat phu Streptavidin 0,72 mg/ml
R1 (lo nip xam): 10 ml khang thé khang don dong khang B-crosslaps (tir
chuot) duoc gan Biotin 1,5 mg/I
R2 (lo nip den): 17 ml khang thé khang don dong khang B-crosslaps (tir
chuét) duoc gan Ruthenium 2,5 mg/I
+ Bao quan nhiét do tét nhét tir 2-8° C

Khong mé nép, bao quan 2-8 ® Cding duoc dén hét han sir dung.
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Sau khi mé ndp, bao quan 2-8 °C dung duoc trong 12 tuan (chl y:déng mo
nap bang tay trudc va khi sir dung).
- Nguyén ly: mau dugc tién hanh do dya vao nguyén ly mién dich dién hoa
phat quang theo nguyén tic Sandwich. Tong qua trinh do khoang 18 pht.
- Tién hanh: Héa chit di duoc chuan va kiém tra dat,
Mau thir da duoc tach cup va dan Barcode
Chon Workplace— Test Selection— Sample ID— nhap Barcode— chon
Test— Save— Start 2 1an.
- Gidi han do: 0,010-6,00 ng/mL or 10-6000 pg/mL
- Gid tri binh thuong: 0,2 — 0,86 ng/mL
Nam gidi: 0,010- 0,854 ng/ml
Nit giéi: trong do tudi sinh dé: 0,010- 0,573 ng/ml
maén kinh: 0,104- 1,008 ng/mi
mén kinh c6 diéu tri hormone thay thé: 0,010~ 0,573 ng/ml [18], [126].
2.2.5.7. Phwong phdp xét nghi¢m PTH mau
- Cong cu thuc hién: may Cobas 6000
- Mau mau: lay khoang 2 ml huyét tuong (budi sang, khi bénh nhan dang nhin
do6i) hoa véi heparin/ EDTA, sodium citrate. ..
-Bao quan: > 25°C trong 24 gio
2-8 °C trong 3 ngay
< -20°C trong 90 ngay
- Thudc thir:
+ Hoa chat gdom 3 lo
M (lo nap trang): 1 lo 6,5 ml vi hat phu Streptavidin 0,72 mg/ml, chat bao quan.
R1 (lo nip xam): 1 lo 7 ml khéng thé khang don dong khang PTH (tir chut)
duoc gan Biotin 1,5 mgl/l
R2 (lo nap den): 1 lo 7 ml khang thé khang don dong khang PTH (tir chudt)
duoc gan Ruthenium 2,0 mg/1, dém phosphate 100 mmol/I, PH 7.0, chat béo quan.
+ B4o quan nhiét do tot nhat tir 2-8° C

Khéng mé nap, bao quan 2-8 ° Cdung dwgc dén hét han sir dung.
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Sau khi mé ndp, bao quan 2-8 °C dung duoc trong 12 tuan (chl y:déng mo
nap bang tay trudc va khi sir dung)

- Nguyén ly: miu duoc tién hanh do dwa vao nguyén ly mién dich dién hoa
phat quang theo nguyén tic Sandwich. Tong qua trinh do gébm 18 phit.

- Tién hanh: Héa chit di duoc chuan va kiém tra dat,

Mau thir da duoc tach cup va dan Barcode

Chon Workplace — Test Selection — Sample ID — nhap Barcode — chon
Test — Save — Start 2 lan.

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

- Gid tri binh thuong: 10 — 65 pg/ml hay 1,6 — 6,9 pmol/L

- Chan doan ri loan PTH mau:

Bang 2.4. Phan loai cac dang 1i loan néng do PTH do than
theo chu chuyén xuong [47], [106]

, Nong d6 PTH 7
Dang ro61 loan Chu chuyén xuong
(pg/mL)
Thap <150 Thap
Binh thuong 150- 300 Binh thuong
Tang >300 Cao

2.2.5.8. Phwong phdp dinh lwong phosphatase kiém

- Cong cu thyc hién: Olympus AU 640

- Mau méu: lay khoang 2 ml huyét thanh chéng dong véi heparin. Lay mau
budi sang khi bénh nhan dang doi.

- Bao quan: 2-25°C trong 7 ngay

< -20°C trong 90 ngay

- Nguyén tac phan (ng: phosphatase kiém hoat dong duoc dinh luong théng
qua do ti 1& chuyén déi p- Nitrophenyl phosphate thanh p- Nitrophenol dudi tac
dong ion Magie ¢ pH 9,8.
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ALP
p-Nitrophenyl phosphate + H,O ——  Phosphate + p-Nitrophenol
’ Mg2+
- Thuoc thu:

Diethanolamine buffer, pH 9,8 1,0 mol/L
Magnesium chloride 0,5 mmol/L
p-Nitrophenyl phosphate 10 mmol/L
- Gia tri tham khao:
N gidi: 64 - 300 U/L (1,0 — 5,0 pkat/L)
Nam gidi: 80 — 300 U/L (1,3 — 5,0 pkat/L) [47].
2.2.5.9. Phwong phdp xét nghi¢gm albumin mau
- Cong cu thuc hién: Olympus AU 640
- Mau mau: lay khoang 2 ml huyét thanh véi chat chéng dong
- Bao quan: 2-8°C trong 30 ngay
15-25°C trong 7 ngay
- Nguyén tic phan tng: phiac hop mau s& duoc tao thanh khi bromocresol
green phan &ng véi albumin. Su hap thu caa phic hop albumin-BCG dugc do luong
va ti 18 thuan véi ndng do albumin mau.
pH 4.2
Albumin + Bromocresol Green —  Green Complex
- Thuéc thir:
Succinate buffer (pH 4,2) 100 mmol/L
Bromocresol green 0,2 mmol/L
Chat bao quan
- Gid tri tham khao: 35- 52 g/l
- Giam albumin mau: < 35 g/l [47].
2.2.5.10. Men gan
Men gan théng thuong duoc sur dung la AST (aspartate aminotransferase) va
ALT (alanine aminotransferase); dwoc goi chung la aminotransferase.
Binh thwong: aminotransferase 10-40 U/L
Tang: aminotransferase > 40 U/L [95], [111].
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2.2.5.11. Phwong phdp xét nghiém canxi mau toan phan

Canxi mau toan phan gom 3 loai: canxi ion hay canxi ty do chiém 50%,
canxi gan protid (cha yéu la véi albumin, mét phan nhé gan véi globulin) chiém
45%, con lai 5% la canxi gan phic hop- cha yéu 1a phospho, citrate va bicarbonate.

- Cong cu thyc hién: Olumpus AU 640

- Mau mau: huyét twong tinh mach véi chéng dong 1a heparin.

- Bao quan: 2- 8°C trong 1 tuan

- Nguyén tac phan &ng: pH = 10,6

8- Hydroxyquinoline
Ca*™ + oCPC » Ca-0CPC Complex #* (tim)
- Thuoc thu:

Ethanolamine (pH 10,6) 0,375 mol/L
8-Hydroxyquinoline 7,16 mmol/L

0-Cresolphthalein complexone 82,0 pumol/L
- Gia tri tham khao: 2,20 — 2,65 mmol/L hay 8,8 — 10,6 mg/dL
- Cong tharc tinh canxi higu chinh:
Canxi hiéu chinh= canxi mau toan phan + (0,8 x (4,5 — albumin huyét thanh))
Canxi méu toan phan: mg/dl (mg/dl x 0,25= mmol/I)
Tiéu chuan chan doan r6i loan canxi mau (dua vao néng do canxi mau hiéu chinh):
Canxi mau binh thuong: 2,1- 2,5mmol/Il
Canxi mau cao: > 2,5 mmol/I
Canxi mau thap: < 2,1 mmo/l [47], [77].
2.2.5.12. Phwong phdp xét nghiégm phospho mau
- Cong cu thyc hién: Olympus AU640
- Mau mau: khoang 2ml huyét thanh chéng dong bang heparin.
- Bao quan mau: 15-25°C: 1 ngay
2-8 °C: 4 ngay
< 20°C: 90 ngay
- Nguyeén tic phan tng: phospho v6 co s& phan ung véi molybdate dé tao
thanh phtc hop heteropolyacid. Su hap thu mau duoc do ¢ budc séng 340/380 nm,

cudng do mau ti 1& véi ndng do phospho vo co trong mau.
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7 HyPO, + 12 (M0,0,,)® + 72 H" ——» 7 H3PO4(M003),, + 36 H,0
- Thudc thir:
Sulphuric acid 200 mmol/L
Ammoniumheptamolybdate 0.35 mmol/L
Glycine 50 mmol/L
Chét bao quan
- Tiéu chuan chan doan rdi loan phospho mau:
Giam: < 1,13 mmol/l
Binh thuong: 1,13-1,78 mmol/I
Tang: > 1,78 mmol/l
- Cong thirc chuyén doi don vi:
mmol/I= 0,323 x mg/dl [47], [78], [80], [83].
2.2.5.13.Chisé Cax P
- Chi s6 Ca x P = canxi huyét thanh hiéu chinh theo albumin mau x P méu
- Pon vi: mmol ¥I?
- Tiéu chuan chan doan rdi loan chi s6 Ca x P:
Binh thuong: < 4,4 mmol 4/
Tiang : > 4,4 mmol %/I* [77], [83].
2.2.5.14. Tiéu chudn ciia KDIGO 2012 vé nong dé Ca, P, chi sé Ca x P va PTH can
dat ciia bénh nhan bénh than man giai doan cudi
- Canxi méu toan phan hiéu chinh: 2,1-2,5 mmol/I
- Phospho mau: 1,13- 1,78 mmol/I
- Chi s6 Ca x P: < 4,4 mmol %/I”
- PTH : 150-300 pg/ml [83].
2.2.6. Phuwong phap xir Ii s6 liéu
S4 lieu trong nghién ciru ciia chung toi dugc phan tich trén phan mém: SPSS 15.0
(Statistical Package for Social Sciences), Medcalc 12.0, Microsoft Excel 2007 [23].
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Cac bién s dinh tinh s& duoc md ta bang tan suat va ty 1é chung cho mau
nghién ciu va cho nhém chimg, nhom PTBT va LMCK. Cac bién s6 dinh lwong s&
dugc md ta bang trung binh va do léch chuan (trong trudong hop phan phéi binh
thudng) va trung vi, gié tri nho nhét, 16n nhat (trong trudng hop phan phdi khéng
binh thuong). Céc théng k& mé ta bién sb dinh lugng dugc thuc hién cho toan bo
mau nghién ctu, cho nhém ching, nhém PTBT va LMCK, sau d6 duoc mo ta theo
gigi tinh nam va na.

T6 chirc do (histogram) dugc sir dung dé xac dinh phan phéi cua céc bién sb
dinh luong cé binh thuong hay khéng. Ngoai ra, bién sé d6 phai co trung vi phai

nam trong khoang + 10% trung binh thi duoc xem la c6 phan phéi binh thuong.

Déi véi céc bién sé dinh luong phan phéi binh thudng, st dung kiém dinh t
dé so sanh su khac biét trung binh gitta hai nhém. Sir dung kiém dinh ANOVA dé

so sanh khac biét trung binh gitra cac nhom (> 3).

Ddi véi cac bién sé dinh lugng c6 phan phdi khong binh thuong, sir dung
kiém dinh Mann-Whitney dé so sanh su khéc biét trung vi gitra hai nhém va sir
dung kiém dinh phi tham sé Kruskall-Wallis dé so séanh su khac biét trung vi giira

cac nhom (> 3 nhém).

Trong nhém bénh than man giai doan cudi, bién sé két cuéc ndéng do
hormone tuyén can giap dugc dua vao mo hinh tuyén tinh cling véi cac bién sé doc
lap tudi, gigi tinh, BMI, ALP, P, Canxi hiéu chinh, CaxP, Albumin mau, Creatinin
mau, Hb, Tang huyét 4p va MLCT. Sau d6 mé hinh nay duoc 13p lai véi nhém
DTBT va LMCK.

Trong nhdm bénh than man giai doan cudi, bién s két cuoc Beta-crosslaps
huyét thanh dugce dua vao mé hinh tuyén tinh cling véi céc bién sé doc lap nhu tudi,
giai tinh, BMI, ALP, P, P, Canxi hiéu chinh, CaxP, Albumin mau, Creatinin mau,
Hb, Tang huyét 4p va MLCT. Sau dé mé hinh nay duoc l1ap lai cho nhom DTBT
va LMCK.

Gia thuyét Ho cho tt ca cac kiém dinh s& bi bac bo néu gia tri p<0,05.
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2.2.6.1. Trung binh, dé 1¢ch chudn, so sanh cac gia tri trung binh, gia tri p

- Tinh gi4 tri trung binh va d léch chuan

__1n
X_Hg)(i

vai St . (n, _1)(Sa)2 +(n, _1)(Sb)2
p n,+n, -2

X, X, : Trung binh mau
sz, gz : Phuong sai

So sanh két qua thu duoc tir thuc nghiém vai bang tra cau théng ké dé
xéac dinh mac d6 tin cdy va y nghia théng ké cua gia tri nghién cau.

-Sosanh 2 ti 1§

t: pl_ p2
pl(l_ pl) + pz(l_ pz)
nl n2

p, p .t I

n,,n,:sémiu

p=>0,05 : Do tin cay < 95%

p <0,05 : Do tin cay > 95%

p<0,01 : Do tin cay > 99%

p <0,001 : Do tin cay > 99,9%

2.2.6.2. Phwong trinh hoéi qui tuyén tinh dé khdo st hé sé twong quan
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n

2 (X =Ry~ )

Ji(xi XY -9

Phan tich héi qui da bién: bang phan mém SPSS. Chon bién phu thudc va

r=

c4c bién doc 1ap dé dua vao phwong trinh hoi qui da bién bang phuong phap gop
vao tat ca (enter)
Pé khao sat hé sb twong quan giira cac thong s6, chung toi tinh hé sé tuong

quan r véi khoang tin cay 95%. Muc d6 twong quan tinh nhu sau:

r >0,7 : twong quan rat chit ché
0,6<r<0,7 : tuong quan kha chat ché
0,3<r <0,5 : twong quan trung binh
r<o,3 © twong qua rat it

r>0 : twong quan thuan

r<o : tuong quan nghich [27]

2.2.6.3. Khédng ché sai sé

- B6 cong cu duoc thiét ké va diéu tra thir trudc

- Nhém xét nghiém la nhitng nguoi c6 nhiéu kinh nghiém va thuc hién tur
dau dén cubi dé tai.

- May méc duoc thuc hién dong bo trong sudt qué trinh thyuc hién dé tai.
2.3.PAO PUC TRONG NGHIEN CUU

Dé tai luan an dugc tién hanh sau khi:

- Puoc su dong y ciia truong Pai hoc Y Dugc Hué va Bénh vién trung wong Hué.

- Puoc su ddng y cua cac dbi twong nghién ciru, thong tin dwgc dam bao gitr
bi mat

- Qué trinh tién hanh nghién ctu tuan tha day da nhiing chuan myc co ban

nhat vé dao duc nghién cau y sinh hoc ¢ Viét Nam [7].
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Chuong 3
KET QUA NGHIEN CUU

Qua nghién ctru 186 ngudi gom 59 ngudi nhdm chiing, 61 bénh nhan bénh
than man BDTBT va 66 bénh nhan bénh than man LMCK, chung t6i da thu dugc cac

két qua nhu sau:

3.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU

3.1.1. Giéi
Bang 3.1. Gidi
Gioi 7
Nhém Tong cong p
N Nam

n 26 33 59

Chung
% 44,07 55,93 100
n 24 37 61

DPTBT > 0,05
% 39,34 60,66 100
n 36 30 66

LMCK
% 54,55 45,45 100

Tong cong n 86 100 186
p > 0,05

Khong cd su khac nhau c6 y nghia théng ké giita ti 16 nam va nir caa nhom
nghién cuu (p>0,05).

Ti 1€ nix/nam caa nhom bénh la 60/67.
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3.1.2. Nhom tubi

Bang 3.2. Nhom tudi

Tudi Nhom ching Nhom DTBT Nhom LMCK
Tudi trung binh 47,03 + 19,55 54,74 + 18,60 48,94 + 14,45
Lén nhat 92 92 81
Nho nhat 18 19 21
Y > 0,05

Bang 3.3. Phan 16p tudi

Nhom tuoi Tong cong
Nhom
<40 40 - <60 > 60

n 22 19 18 59

Chuang
% 37,29 32,20 30,51 100
n 15 21 25 61

bTBT
% 24,59 34,43 40,98 100
n 21 28 17 66

LMCK
% 31,82 42,42 25,76 100
Tong cong n 58 67 61 186

p > 0,05

- Khéng ¢6 su khéac nhau c6 ¥ nghia thong ké vé nhom tudi gita 03 nhém
nghién cuu (p>0,05).

- Trong nhém DTBT, da s6 bénh nhan > 40 tudi chiém 75,41%:; trong nhom
LMCK, bénh nhan > 40 tubi chiém 68,18%.



3.2. PAC PIEM LAM SANG

NGHIEN CUU
3.1.3. Chi s6 nhan tric
Bang 3.4. Chi s6 nhan tric
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VA CAN LAM SANG CUA POI TUQNG

Nhém ching* Nhém DTBT? Nhém LMCK?
Nir (26)* | Nam(33)" | N (24)° | Nam(37)? | N (36)° | Nam(30)
47,32 +574 48,58 + 8,68 46,27 +8,90
g | 43,54436/5030+491) 41,08+557 | 52,86+7,61 41,90 7,99 51,52:6,94
S = p*& < 0,001 p*9< 0,001 p*f < 0,001
p>0,05
155,63 + 6,64 157,28 + 8,96 156,76 +9,18
8 - |150,02:#4175| 160,0424,08 |149,83:6,62 162114669 151,10+7,38 | 163.43¢6.20
%)3 = 0*&< 0,001 0%9< 0,001 0%1< 0,001
p>0,05
19,51 + 1,77 19,52 +2,25 18,76 + 2,83
=€ 19,34 + 1,77 | 19,64+1,78 | 18,66+1,93 | 20,07+2,29 | 18,28+2,93 | 19,32+2,64
D2 p*&> 0,05 p*d < 0,05 P> 0,05
p>0,05

- Khdng c6 su khac nhau c6 ¥ nghia théng ké vé chiéu cao, can nang va BMI

gitra 03 nhém nghién curu (p>0,05).
- C6 su khac nhau ¢ ¥ nghia théng ké vé chiéu cao, can ning va BMI giita

nam va nit trong ca 03 nhom: ching, PTBT va LMCK.
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3.2.1. Pic diém mot sé triéu chieng 1am sang ciia ddi twong nghién cieu

Bang 3.5. Thoi gian phat hién bénh than man

Thaoi gian phat hién

Benh than man (thing) Nhom DTBT Nhém LMCK
Trung binh 9,67 + 32,68 9,41 + 17,94
Lén nhat 240 116
Nho nhat 0 (54,10%) 0 (37,90%)
Trung vi

- Thoi gian phat hién bénh than man trung binh cia nhom PTBT la 9,67

thang va cua nhém LMCK la 9,41 thang.
- Pa s bénh nhan khong c6 tién sir bénh than hoic khdng phat hién bénh

than man trudc do: 54,1% trong nhém DTBT va 37,90% trong nhém LMCK.

Bang 3.6. Huyét ap

Nhom chimng’ Nhém DTBT? Nhom LMCK?®
Nir (26)° | Nam (33)° | Nt (24)° | Nam (37)" | Nix(36)° | Nam (30)'
118 +16,18(127 + 11,46(152 + 24,85|148 + 27,66| 147 + 17,82 | 139 + 21,67
= Ia 123 +14,37 150 + 26,44 143 + 19,85
TE p<0,05 p>0,05 p>0,05
D 18283 0,001 P 283 0,05
75+857 | 79+592 | 87+944 | 87+12,67 |88,89+13,89(85,67+11,35
E IG 77+733 87 +11,42 87 +12,81
< E p>0,05 p>0,05 p>0,05
p 1¥%3 < 0,001; p 3> 0,05
o 0 0 20 (83,33) | 25 (67,57) | 28(77,78) | 19 (63,33)
‘g (%) 0 45 (74,77) 47 (71,21)
gﬁ D a&b pc&d >005 D %5 0,05
g P D 23 0,05

(p<0

- C6 sy khac nhau c6 ¥ nghia vé HATT va HATTY giita 03 nhém nghién ciu

001).
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- Khéng ¢6 sy khac nhau c6 ¥ nghia vé HATT va HATTr gitta 02 nhom
DTBT va LMCK (p>0,05).

- Ti ¢ tang huyét &4p & nhém DTBT 1a 74,77% va nhom LMCK 1a 71,21%.

- Trong nhém DTBT: i I ting huyét &p cua nit 20/24 (83,33%); nam 25/37 (67,57%).

-Trong nhom LMCK: ti I8 ting huyét &p ctia nix 28/36 (77,78%); nam 19/30 (63,33%).

Bang 3.7. Bic diém mot sb triéu ching 1am sang

Nhom DTBT? (61) Nhém LMCK:? (66)
Triéu chirng 1am sang
Nit ¢ (24) | Nam® (37) | N ©(36) | Nam'(30)
, 61 (100) 56 (84,85)
3 SO luong (%)
= 24 (100) | 37(100) |28 (77,78) | 28 (93,33)
B p > 0,05
= p
= D 283 2 0 05
, 16 (26,23) 66 (100)
S SO lugng (%)
2 3 08 (33,33) | 08 (21,62) | 36 (100) | 30 (100)
3 ¢ p™>0,05
= P 0 2% < 0,001
Tidn sir S6 luong 02 0 0 02
TB + DLC 47,94 + 34,12
Thoi gian Trung vi 42,5
o9 Thang ] ’ ]
loc mau Ngan nhat 06
Dai nhat 175

- Ti Ié thidu mau & nhom DTBT la 100%, nhém LMCK 1a 84,85% (khong 6

sur khac nhau c6 ¥ nghia giita ti 1& thiéu mau nam va nix véi p> 0,05).

- Trong nhém LMCK, 100% bénh nhan cé thiéu hoac vo niéu. Ti lé nay la
26,23% & nhom bénh than man DTBT.
- Thoi gian loc mau trung binh caa nhom LMCK la 47,94 + 34,12 thang; lon

nhét 14 175 thang va nho nhat 1a 06 thang.
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3.2.2. Pic diém mot sé triéu chieng can 1am sang

Bang 3.8. Bic diém vé xét nghiém huyét hoc

Nhém ching? Nhom DTBT? Nhém LMCK?
N Nam® N Nam ¢ N © Nam
4,58 + 0,39 2,67 +0,68 3,65 + 0,55

Hong cau| 4,4+0,34 | 4,70+0,37 | 2,58+0,73 | 2,73+0,64 | 3,67+0,58 | 3,62+0,52

3
(C/mm ) pa &b < 0’01 pC&d > 0’05 pe&f > 0’05
p1&2&3 < 0’01’ p2&3 < 0’001
13,69+ 1,14 7,62+1,78 10,83 +£ 1,53

Hb |12,93+0,86|14,29+0,96| 7,19+1,91 | 7,89+1,65 |10,87+1,64|10,77+1,41

(g/dl) pa &b < 0’001 pC&d > 0’05 pe&f > 0705

p1&2&3 <0,001; pz&s <0,001

43,39 + 5,41 23,20 £ 5,77 33,99 + 5,07

Hct [41,09+4,70(45,1945,31|22,55+6,18|23,62+5,54 |34,51+5,47|33,38+4,56

(%)

pa &b < 0’01 pC&d > 0’05 pe&f > 0105

p1&2&3 <0,001; p2&3 <0,001

- Nong do trung binh caa héng cau, hemoglobin va Hct caa nhém chang cao
hon nhém bénh than man BDPTBT va LMCK.

- C6 sy khac nhau c6 y nghia giita ndng d6 hong cau, Hb va Hct giira nhom
bénh than man DTBT va LMCK (p<0,001).
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Bang 3.9. Dic diém vé xét nghiém sinh héa

, Nhém DTBT? Nhém LMCK® 283
Chi so P
N © Nam ¢ N © Nam
Natri 135,75 + 5,30 136,53 + 3,12 - 0.05
(mmol/l) 136,80+ 4,94|135,07+5,47|136,92+3,05| 136,06+3,20 ’
Kali 4,67 +0,82 4,89 + 0,87 005
(mmol/l) 4,65+ 0,64 | 468+0,94 | 4,64+0,82 |5,19+0,85* ’
Canxi hiéu chinh 2,07+0,36 2,40 + 0,27
< 0,001
(mmol/1) 1,98 +0,35 | 2,12+0,37 | 2,48+0,25 | 2,30+0,26 *
Phospho 1,89 + 0,57 2,49 + 0,82 0,001
< )
(mmol/l) 1,87+0,40 | 1,89+0,66 | 2,40+ 0,65 | 2,60+0,98
CaxP 3,84+1,22 59+1,73 0.001
<
(mmol?/I?) 3,60+1,00 [394+1,35]| 593+1,67 | 5,87+1,82 ’
Albumin mau 34,41 + 6,08 40,21 + 4,47 0001
<
(g/l) 35,58+6,63 | 33,65+6,66 | 39,72+4,88 | 40,80+3,92 ’
23,03+ 11 20,33+ 7,43
SGOT (UI/l) > 0,05
20,79+9,18 [24,48+11,93| 20,19+6,94 | 20,5+8,11
21,40 + 15,0 16,01 + 9,82
SGPT (UI/) < 0,05
20,50+17,18 | 22+13,79 | 14,27+8,66 | 18,10+10,84
35,74 + 13,9 26,58 + 9,95
Ure (mmol/l) < 0,001
34,98+12.65 | 36,24+14,8 | 23,98+8,30 |29,68+10,97 *
o 919,52 + 370,97 1015,86 + 325,27
Creatinine
013+ 023,76+ 884,14+ 1173,93+ |>0,05
(umol/l)
395,19 359,92 248,63 339,33 *
p %4> 0,05 *p 7 < 0,05

- Su khéac nhau khong co y nghia thong ké vé nong do Na* va K* gitra nhom
DTBT va LMCK (p>0,05).

- Sur khéc nhau rat c6 ¥ nghia thong ké vé& nong do canxi mau toan phan (da
hiéu chinh theo ndng d6 albumin méau), ndng d6 phospho mau va chi sé Ca x P gitta
nhom DTBT va nhom LMCK (p < 0,001).

- Nong d6 creatinine méu giita 02 nhém DTBT va LMCK khong c6 su khéc
biét c6 y nghia (p> 0,05).
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Bang 3.10. Ti 18 rdi loan canxi- phospho méu

Nhom DTBT 2 Nhém LMCK *
Nt (24)° [Nam (37)?| N (36)° |Nam (30)'
Canxi mau  |Sé luong (ti 16%) 31 (50,82) 04 (6,06)
hiéu chinh TB + DLC 1,88+ 0,31 1,85 + 0,27
< 2,2mmol/l Gidi 14 (58,33) |17 (49,59) | 01 (2,78) | 04 (10)
Canxi mau  |Sé luong (ti 16%) 25 (40,98) 42 (63,64)
hiéu chinh TB +PLC 2,20+ 0,30 2,30+ 0,10
2,1-2,5 mmol/l Gidi 10 (41,67) |15 (40,54) |19 (52,78) |23 (76,67)
Canxi mau S6 lwong (ti 16%) 05 (8,20) 20 (30,30)
hiéu chinh TB + PLC 2,58 0,10 2,72+0,13
> 2,5 mmol/l Gidi 0 05 (13,51)| 16 (44,44) |04 (13,33)
p >0,05 < 0,05
~|Sé luong (ti 18%) 01 (1,64) 02 (3,03)
Phospho mau
TB +PLC 0,9 1+0,7
< 1,13 mmol/l —
Gioi 01 (2,70) | 01 (2,78) | 01 (3,33)
|S6 lugng (ti 18%) 29 (47,54) 10 (15,15)
Phospho mau
TB +PLC 1,46 0,17 1,49 +0,23
1,13- 1,78 mmol/l —
Gidi 10 (41,67) |19 (51,35) |06 (16,67) |04 (13,33)
~|S6 lugng (ti 18%) 31 (50,82) 54 (81,82)
Phospho mau
TB +PLC 2,31+0,48 2,73+ 0,69
> 1,78 mmol/Il —
Gigi 14 (58,33) |17 (45,95) |29 (80,56) | 25 (83,34)
p > 0,05 > 0,05
Caxp S6 lugng (ti 16%) 45 (73,77) 11 (16,67)
a X
, TB + PLC 3,28 + 0,56 3,29+ 0,72
< 4,4 mmol/ | —
Gioi 19 (79,17) |26 (70,27) |06 (16,67) |05 (16,67)
Caxp S6 lugng (ti 16%) 16 (26,23) 55 (83,33)
a X
- TB+DLC 5,42 +1,21 6,42 + 1,36
> 4,4 mmol“/ | —
Gigi 05 (20,83) |11 (29,73) |30 (83,33) 25 (83,33)
p > 0,05 > 0,05
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Bang 3.11. Ti 18 két hop céc rdi loan canxi — phospho méu

o , Nhém DTBT Nhom LMCK °

SO yeu to Céach két hop
n % n %

canxi 36 59,02 24 36,36

1yéutd | phospho 32 52,46 56 84,85

CaxP 16 26,23 55 83,33

canxi, phospho 20 32,79 20 30,30

2 yéutd | canxi, CaxP 07 11,48 21 31,82

phospho, Ca x P 16 26,23 53 80,30

3yéutd | canxi, phospho, Cax P 07 11,48 19 28,79

- Canxi mau hiéu chinh: nhém DTBT da s 1a giam canxi mau hiéu chinh
(50,82%), nhém LMCK da s6 1a canxi mau hiéu chinh binh thudng (63,64%).

- Phospho mau: da s6 1a ting phospho mau ¢ nhom DTBT (50,82%) va
nhom LMCK (81,82%).

- Chi s6 Ca x P: nhém DTBT da s6 chi s6 Ca x P binh thuong (73,77%),
nhém LMCK da s 1a tang chi s6 Ca x P (83,33%).

- R&i loan 01 yéu té: réi loan canxi méau hiéu chinh chiém 59,02% & nhém
DTBT, rdi loan phospho méu chiém 84,85% ¢ nhém LMCK.,

- R&i loan 02 yéu to: rdi loan ddng thoi canxi va phospho chiém 32,79% ¢
nhom DTBT, rdi loan phospho va chi sé Ca x P chiém 80,30% & nhém LMCK.

- Réi loan 03 yéu t6: 11,48% & nhom DTBT va 28,79% ¢ nhdm LMCK.
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45
45 - 42

40 -

35 -
29

30 - 25

25 20 B nhém BDTBT

20 - ®nhém LMCK

15 A 11 13
10

10 -

canxi mau P méau CaxP PTH Tét ca

Biéu d6 3.1. Sb lugng bénh nhan dat ndng do Ca, P, Cax P va PTH
theo tiéu chuan KDIGO 2012

- Nhom PTBT: dat chuan vé chi s6 Ca x P chiém sé luong cao nhat, 45
truong hop; phospho mau dat chuan c6 29 truong hop; canxi mau hiéu chinh dat

chuan c6 25 trudng hop; 20 truong hop c6 nong dé PTH dat chuan.

- Nhém LMCK: dat chuan canxi mau hiéu chinh chiém sb lugng cao nhat, 42
truong hop; 13 truong hop ¢6 nong do PTH dat chuan, 11 trudng hop dat chuan vé
chi s6 Ca x P va 10 truong hop dat chuan vé nong do phopsho mau.

- Trong ca 02 nhdm bénh, sé luong bénh nhan dat tit ca cac tiéu chuan vé
canxi méu, phospho méu, chi s6 Ca x P va nong do PTH rat thap: 03 truong hop ¢
nhém DTBT va 02 truong hop 6 nhom LMCK.
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Bang 3.12. Hoat do phosphatase kiém toan phan

Nhém ching * Nhom DTBT 2 Nhém LMCK *
ALP (U/L)
N @ Nam ° N © Nam ¢ N © Nam
TB + PLC 70,76+ 19,57 82,95 + 44,43 105,58 + 55,08
Trung vi 66 73 92
67,69 | 73,18 94,57 7541 | 116,78 92,13
+18,98 | 19,97 | +61,92 | #2631 | +6575 | +3522
p p* € >0,05 p“‘ > 0,05 p*' > 0,05
p1&2&3 < 0’001’ p2&3 < 0’05
400
350 - |
300 -
250 A
200 A
150 - @ trung binh

100 A

50 A

ET%“ B

106

Nhom chirng Nhom BTBT Nhom LMCK

N&ng d6 trung binh cda ALP cic nhém nghién ciru

Biéu do 3.2. Hoat do phosphatase kiém toan phan

- C6 sy khéac nhau c6 ¥ nghia thong ké vé hoat do phosphatase kiém toan phan

gitra 03 nhém nghién ctu va giira 02 nhdém bénh véi p lan luot < 0,001 va < 0,05.

- Hoat @6 trung binh cua phosphatase kiém toan phan cao nhat & nhém
LMCK, 105,58 + 55,08 U/L vai trung vi 92 U/L.
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3.2.3. Miic loc cau than theo cong thic CKD-EPI ciia dbi twong nghién cieu

Bang 3.13. Mtc loc cau than

Nhém ching? Nhom DTBT? Nhém LMCK?

Nit 2 Nam® Nit¢ | Nam® Nit © Nam

Creatinine mau
82,76 + 10,84 919,52 + 370,97 1015,86 + 325,27

(umol/l)
87,64 + 17,94 3,10 +1,78 4,35+ 1,28
79,99 | 93,68 | 449 2,19 4,42 4,27
MLCT
+16,69 | +16,75 | +1,88 | £095 | +1,29 | +127
ml/phat/1,73m?

p*%°< 0,01 p49 < 0,001 p*4> 0,05

D 18283 . 001 - D 28320.001

- Nong d6 creatinine mau trung binh cao nhat & nhém LMCK,
1015,86 + 325,27 umol/l, nhém DTBT la 919,52 + 370,97 pumol/l, nhdm ching la
82,76 + 10,84 pmol/Il

- C6 su khac nhau réat c6 y nghia théng ké vé mic loc cau than gitra nam va
ntr trong nhém DTBT (p< 0,001).

- C6 su khac nhau rat c6 ¥ nghia théng ké vé& muc loc cau than giira 03 nhom

nghién ctru va gitra 02 nhém bénh vai p < 0,001.
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3.3. NONG PQ BETA-CROSSLAPS HUYET THANH VA HORMONE
TUYEN CAN GIAP O BENH NHAN BENH THAN MAN GIAI POAN CUOI

3.3.1. Nong d¢ beta-crosslaps huyét thanh va hormone tuyén cén giap

Bang 3.14. Nong do beta-crosslaps huyét thanh va hormone tuyén can giap

Nhém ching? Nhom BDTBT? | Nhém LMCK?®
Trung binh
0,483 + 0,259 2,010 £ 0,919 2,589 + 1,58
" +PLC
=
2 E | nhonhit 0,105 0,339 0,451
) (@)]
& £
& l6n nhét 1,25 4,15 5,85
p p 1&2&3 < 0’001 ’ p 2&3 < 0’05
Trung binh 324,64 +
23,09+9,58 | 228,05+172,55
+PLC 287,23
T E nho nhat 6,59 4,01 14,12
E S
o o
I6n nhat 52,53 765,7 1344
D D 18283 0,001: p 283 0,05

- Nong do beta-crosslaps va PTH ¢6 xu hudng ting & nhdm bénh, cao nhat &
nhém LMCK, lan luot 1a 2,589 + 1,58 ng/ml va 324,64 + 287,23 pg/ml.

- Nong do beta-crosslaps va PTH ¢6 su khac nhau c6 y nghia théng ké giira ¢

nhém nghién ciu va gitra 02 nhdm bénh véi p lan luot < 0,001 va < 0,05.
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3.3.2. Nong @9 beta-crosslaps huyét thanh theo giéi

Bang 3.15. Nong do beta-crosslaps theo gigi

Nir (n=86 )?
Nhémchung! | Nhém BTBT? | Nhém LMCK?
(n=26) (n=24) (n=36)
S 1,750 + 1,516
@ o= | TBxDLC
S E@ 0,425 + 0,191 1,959+0,949 2,60 + 1,70
TR ,
b nhé nhit 0,119 0,339 0,451
m
16N nhat 0,937 3,800 5,85
p1&2&3 < 0,001
Nam (n=100) "
Nhém ching' | Nhom DTBT? Nhém LMCK?
(n=33) (n=37) (n=30)
=3 1,715+ 1,295
= TB =+ DLC
S E 0,528 + 0,297 2,044 + 0,909 2,58 + 1,44
o (@)]
g = | nhonhit 0,105 0,467 0,629
(a2}
16N nhat 1,25 4,15 5,78
p1&2&3 < 0,001
> 0,05 > 0,05 > 0,05
pa&b
<0,001

- C6 su khac nhau rit c6 y nghia théng ké vé nong do beta-crosslaps theo

gigi nir va nam gitra cac nhém nghién cuu véi p < 0,001.

- Chua thay su khac nhau c6 ¥ nghia thong ké vé nong do beta-crosslaps cua

nam va nir trong tirng nhém nghién cau (p>0,05).

- C6 sy khac nhau c6 ¥ nghia théng ké vé ndng do beta-crosslaps gitra nam

va nir trong ca 03 nhom nghién ctu (p<0,001).
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Bang 3.16. Nong do beta-crosslaps theo tinh trang kinh nguyét caa nit gigi

Tinh trang kinh nguyét
n= 86
Chua méan kinh? Man Kinh®
S6 luong 08 18
Nhom
Ti 16% 30,77 69,23
chung
TB + PLC 0,299 + 0,13 0,481 + 0,19
(n=26)
p < 0,05
£ Sé lugng 11 13
E Nhom
a Ti 1€% 45,83 54,17
3 DTBT
3 TB + PLC 2,13 +1,05 1,81 + 0,87
5 (n=24)
g p > 0,05
m 7
SO lugng 10 26
Nhém
Ti 16% 27,80 72,2
LMCK
TB + PLC 3,825 + 1,292 2,129 + 1,628
(n=36)
p <(0,01

- Pa s6 bénh nhan nir trong nhém nghién ciru da ¢ thoi ki méan kinh, déu 1a
man kinh tu nhién: 54,17% nhom DTBT va 72,20% nhom LMCK.

- Trong nhém ching: ¢6 sy khac biét c6 ¥ nghia thong ké vé nong do beta-
crosslaps & nhom chua man kinh va man kinh (p<0,05).

- Trong nhém DTBT: sy khac nhau khong cé ¥ nghia thong ké vé nong do
beta-crosslaps & nhom chwa mén kinh va mén kinh (p>0,05). Nong do trung binh
cua beta-crosslaps 6 nhém chua man kinh cao hon nhém man kinh.

- Trong nhém LMCK: sy khac nhau cé ¥ nghia théng ké vé nong do beta-
crosslaps & nhom chua man kinh va mén kinh (p<0,01). Nong do trung binh cua

beta-crosslaps & nhém chura méan kinh cao hon nhém man kinh.
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3.3.3. Phan l6p ndng dd hormone tuyén can giap
Bang 3.17. Nong d6 hormone tuyén can giap theo gigi

Nir (n=86 )*
Nhém cheng® | Nhom DTBT? | Nhém LMCK?
(n=26) (n=24) (n=36)
253,95 + 289,13
= |TB+PLC
= % 24,34+ 10,10 | 291,23+19529 | 394,93+ 342,51
o 5
| nho nhit 7.17 13,77 14,12
I&n nhét 52,53 765,70 1344
p p 1&2&3< 0’001’ p2&3 > 0’05
Nam (n=100)°
Nhém cheng! | Nhém BDTBT? Nhém LMCK?
(n=33) (n=37) (n=30)
148,60 + 157,43
~ | TB+DLC
T E 22,11 +8,35 | 187,06 144,46 | 240,29 + 172,72
o (@)]
= | nho nhét 6,59 401 36,45
I&n nhat 40,76 732,3 664
p p 1&2&3< 0’001’ p2&3 > 0’05
> 0,05 < 0,05 < 0,05
pa&b
pa&b < 0’05’ pa&b(2&3) <0’05

- C6 sy khac nhau c6 y nghia thong ké vé nong d6 PTH gitra nam va nir cia
nhém nghién ctu (p< 0,05) va caa 02 nhém bénh (p<0,05), véi ndng dé trung binh
cia PTH & nit gidi cao hon nam gidi.

- CO su khac nhau rat c6 y nghia théng ké vé néng do PTH trong nir gidi
giita cA&c nhom nghién ctru (p<0,001), trong d6 ndng do trung binh cua PTH cao
nhat & nhém LMCK.
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Bang 3.18. Nong d6 hormone tuyén can giap

Nhém chieng! | Nhom BTBT? | Nhém LMCK?®
TB+DLC | 23,09 = 9,58 51,0737 57,31+£27,85
< 100 n (%) 59 (100) 11 (18,03) 17 (25,76)
D D 18283 0,001 ; pz&s > 0,05
TB £ BLC 122,26 + 16,63 | 116,78+14,78
100 (%) 14 (22,95) 08 (12,12)
= n 0 ) 1
£ <150
g p p2&3> 0’05
T
e TB +DLC 211,7 £40,50 | 223,49 £ 50,37
150-300 |  n (%) 20 (32,79) 13 (19,70)
D pz&s >0,05
TB £ BLC 462,72+152,82 | 593,31246,67
> 300 n (%) 16 (26,23) 28 (42,42)
p p2&3 > 0’05
- Trong nhém chang: 100% ngudi trong nhém ching ¢6 nong d6 PTH <
100pg/ml.

- Nong do PTH ¢ nhom DTBT va nhém LMCK chu yéu 1a > 100 pg/ml
chiém 81,97% va 74,24%.

- Ti 18 bénh nhan dat ndng d6 PTH 150-300pg/ml cia nhém DTBT la
32,79% va nhém LMCK Ia 19,70%.

- Ti Ié bénh nhan c6 néng d6 PTH > 300pg/ml caa nhom DTBT 1a 26,23%
va nhom LMCK la 42,42%.

- Chua thay sy khac nhau ¢ y nghia théng ké vé phan I6p nong d6 PTH & 02
nhém DTBT va nhém LMCK (p>0,05).
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3.3.4. Nong @9 beta-crosslaps va hoat d§ phosphatase kiém toan phan theo
phan I6p nong d§ hormone tuyén can giap

Bang 3.19. Nong d6 beta-crosslaps huyét thanh theo phan 16p nong do

hormone tuyén can giap

B'CTX L, 1 2 p 3
Nhom ching” | Nhém DTBT|Nhém LMCK®|  Chung
(ng/ml)
TB+DPLC| 0,483+0,26 | 1,437+1,09 1,293+0,83 |0,762 + 0,69
100 Trung vi 0,422 0,99 1,14 0,511
<
n (%) 59 (100) 11 (18) 17 (25,8) 87 (46,8)
p < 0,001
TB+DLC 2,197+0,87 | 2,550+1,74 |2,325+1,23
100- | Trungvi 2,28 1,895 2,13
<150 n (%) 14 (23) 08 (12,1) 22 (11,8)
PTH p >0,05
(pg/ml) TB+DLC 1,892+055 | 2,052+1,25 |1,955+0,88
Trung vi 1,72 1,66 1,70
150-300
n (%) 20 (32,80) 13(19,70) 33 (17,70)
p > 0,05
TB+DLC 2,392+1,05 | 3,638+1,34 |(3,185+1,37
Trung vi 2,20 3,195 3,095
> 300
n (%) 16 (26,20) 28 (42,40) | 44 (23,70)
p1&2&3 <005
P <0,05 <0,001 < 0,001

- Khi nong d6 PTH < 100 pg/ml va PTH > 300 pg/ml: nong d6 beta-crosslaps
gitra cac nhom nghién ctu cd su khéc nhau rit co y nghia théng ké (p<0,001 va
p <0,05).

- Khi ndng d6 PTH tir 100-300 pg/ml: ndng d6 beta-crosslaps giira cac nhom
nghién ctru khac nhau khong ¢ y nghia théng ké (p>0,05).

- Trong nhém DTBT va LMCK, ndng d6 trung binh cua beta-crosslaps cao
nhat khi PTH > 300pg/ml, & nhém LMCK, 3,638+1,34 ng/ml.
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Bang 3.20. Hoat do phosphatase kiém toan phan theo phan lép néng do

hormone tuyén can giap

ALP Nhém Nhém Nhém
Chung
(U/L) ching® DTBT? LMCK?
TB + PLC|70,76+19,57|69,55+24,73|112,06+51,71| 78,68+33,18
Trung vi 66 63 105 70
<100
n (%) 59 (100) 11(18) | 17(25,80) | 87 (46,80)
p <0,001
TB +DPLC 74,64+17,99| 77,25+23,59 | 75,59+19,68
Trung vi 72,50 73 72,50
100-<150
n (%) 14 (23) | 08(12,10) | 22(11,80)
PTH p > 0,05
(pg/ml) TB +DPLC 84,9+57,35 | 85,15+37,74 | 85+49,87
Trung vi 66,5 72 72
150-300
n (%) 20 (32,80) | 13(19,70) | 33(17,70)
P > 0,05
TB +DPLC 96,98+51,28|119,21+65,45|111,13+61,02
Trung vi 84,50 101,50 91
> 300
n (%) 16 (26,20) | 28 (42,40) | 44 (23,70)
p1&2&3 > 0’05
D > 0,05 > 0,05 0,001

- C6 sy khéc nhau rat c6 ¥ nghia théng ké vé hoat do phosphatase kiém toan
phan giira cac nhém nghién ctu (p<0,001) khi nong do PTH < 100 pg/ml.

- Trong nhém PTBT va LMCK, hoat d6 trung binh cua phosphatase kiém
toan phan cao nhat khi ndng d6 PTH > 300 pg/ml, & nhém LMCK, 119,21+65,45
U/L.
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3.4. TUONG QUAN GIUA BETA-CROSSLAPS VA HORMONE TUYEN
CAN GIAP VOI CAC YEU TO O BENH NHAN BENH THAN MAN GIAI

POAN CUOI

3.4.1. Twong quan giira ndng @9 beta-crosslaps va hormone tuyén can giap véi

cac yéu té ciia bénh nhan bénh than man giai doan cuéi diéu tri bao tén

Bang 3.21. Tuong quan giira beta-crosslaps- hormone tuyén can giép véi cac

yéu t 1am sang cua nhém DTBT

Tudi BMI HATT HATTr
0,12 -0,14 -0,02 0,04
PTH
p 0,35 0,27 0,89 0,79
-0,32 0,20 -0,04 0,04
B-CTx
p 0,01 0,11 0,73 0,78
0,08 -0,17 -0,12 -0,19
ALP
p 0,53 0,20 0,34 0,14
. _0116 0113 '0,11
Tuol
p 0,23 0,32 0,39
0,31 0,29
BMI
p 0,02 0,02
0,79
HATT
p 0,001

- C6 mdi twong quan thuan giita BMI va chi s6 HATT (r=0,31 va p=0,02),
BMI voi chi sé6 HATTr (r=029 va p=0,02), HATT va HATTr (r=0,79

va p=0,001).

- C6 mdi twong quan nghich gita nong d6 B-CTx va do tudi (r=-0,32

va p=0,01).

- Chua tim thay mdi twong c6 y nghia théng ké gitra nong do PTH, p-CTx

Vi cac chi sb 1am sang.
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Bang 3.22. Tuong quan giita beta-crosslaps- hormone tuyén can giap véi cac

yéu té can 1am sang cua nhém DTBT

B-CTx | ALP |Canxi| P |CaxP|Albumin|Creatinin
mau | mau mau mau Hb | MLCT
oTH r 10,32 031 |(-012/0,17 (0,16 |-0,12 |0,09 -0,18(-0,03
p 0,01| 0,01 0,35/ 0,19 0,21 0,36 051| 0,17 0,81
B.CT r 021 |-0,12(-0,08/-0,09 [-0,07 |0,14 -0,06|-0,06
-CTX
p 0,09 0,37| 052| 0,46 0,59 0,29| 0,65 0,63
ALP r -0,31/0,09 |-0,09 [0,14 -0,16 -0,17 |0,16
p 0,01| 0,48 05 0,26 0,22| 0,19 0,19
Canxi r -0,27 10,39 |-0,28 -0,07 0,30 (0,86
mau p 0,03| 0,002 0,03 0,61 0,02 05
) r 0,75 1|0,05 0,11 0,04 |-0,15
P mau
p 0,001 0,70 0,41| 0,77 0,26
r -0,08 0,06 0,19 |-0,07
CaxP
p 0,55 0,66/ 0,14 0,55
Albumin r -0,43 -0,10 0,38
mau p 0,001| 0,43| 0,003
Creatinine r -0,05 |-0,62
mau p 0,72| 0,0001
r -0,07
Hb
p 0,61

- C6 méi tuong quan thuan c6 y nghia thong ké gitta nong do PTH Vi
B-CTx (r= 0,32 va p =0,01); PTH véi ALP (r=0,31 va p = 0,01).

- C6 méi twong quan thuin c6 y nghia théng ké gitra ndng do canxi méau toan
phan c6 hiéu chinh véi chi s6 Ca x P (r=0,39 va p=0,002); P méau véi chi s6 Ca x P
(r=0,75 va p=0,001), ndng d6 canxi mau véi Hb mau (r= 0,30 va p=0,02); nong do
albumin méau va mac loc cu than (r=0,38 va p=0,003).

- C6 mbi twong quan nghich c6 y nghia thong ké giira hoat d6 phosphatase
kiém toan phan véi nong do canxi méau (r=-0,31 va p=0,01).

- Chua tim thdy mdi twong quan c6 y nghia giita ndong d6 PTH, B-CTx va
ALP véi mic loc cau than.
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3.4.2. Twong quan giira ndng dd beta-crosslaps va hormone tuyén can giap véi

cac yéu té ciia bénh nhan bénh than man giai doan cudi loc mau chu ki

Bang 3.23. Tuong quan giita beta-crosslaps- PTH vai cac yéu té 1am sang

cua nhom LMCK

r . Thoi gian
Tuoi BMI HATT | HATTr )
p loc méu
r -0,28 -0,03 0,11 0,03 0,09
PTH
p 0,02 0,84 0,39 0,83 0,45
r -0,47 -0,11 0,03 0,04 0,10
B-CTx
p 0,0001 0,4 0,82 0,76 0,40
r -0,05 -0,21 0,18 0,01 0,36
ALP
p 0,71 0,08 0,16 0,92 0,003
| r 0,26 0,08 0,03 0,03
Tuol
p 0,003 0,54 0,81 0,80
r -0,13 -0,13 -0,21
BMI
p 0,29 0,32 0,08
r 0,77 0,13
HATT
p 0,0001 0,32
r 0,05
HATTr
p 0,67

- C6 méi twong quan nghich c6 y nghia théng ké giita nong d6 PTH vai tudi

(r=-0,28 va p=0,02); ndng do B-CTx vai tudi (r= -0,47 va p=0,0001).

- C6 mdi twong quan thuan c6 ¥ nghia thong ké giita BMI va tuoi (r=0,26 va
p=0,003); hoat do ALP v&i thoi gian loc mau (r=0,36 va p=0,003); chi s6 HATT véi
chi s6 HATTr (r=0,77 va p=0,0001).
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Bang 3.24. Tuong quan giita beta-crosslaps- PTH véi cac yéu té can 1am
sang caa nhom LMCK

P Albumin |Creatinin
B-CTx|ALP |Canxi mau CaxP Hb |MLCT
mau mau Mau
r| 0,71 |0,26 0,09 0,24 | 0,31 0,17 0,13 |[-0,02]| -0,23
PTH
p 10,0001|0,03 0,42 0,04 | 0,01 0,16 0,30 0,87 | 0,064
r 0,28| -0,05 0,24 | 0,25 | -0,005 0,19 |(-0,03| -0,15
B-CTx
p 0,02 0,72 0,05 | 0,04 0,96 0,13 0,8 | 0,22
r 0,27 -0,05| 0,03 0,07 -0,25 |-0,15| 0,30
ALP
p 0,03 0,7 | 0,78 0,57 0,03 0,24 | 0,01
Canxi r -0,33| 0,07 0,09 -0,59 0,02 0,14
mau p 0,007| 0,56 0,48 0,0001 | 0,88 {0,0001
r 0,90 0,26 0,62 0,19 | -0,42
P méu
p 0,0001| 0,03 0,0001 | 0,12 |0,0001
r 0,28 0,38 0,20 | -0,29
CaxP
p 0,02 0,001 |0,10| 0,02
Albumin | r 0,34 0,53 | -0,26
mau p 0,004 |0,001| 0,04
Creatinine| r 0,29 | -0,79
mau p 0,02 |0,0001
r -0,34
Hb
p 0,005

- C6 méi tuong quan thuan cé y nghia thong ké giita nong do PTH véi B-CTx
(r=0,71 va p=0,0001); nong d6 PTH v&i hoat d ALP toan phan (r=0,26 va p=0,03);
nong do B-CTx véi hoat dd ALP toan phan (r=0,28 va p=0,02).

- C6 mbi twong quan thudn c6 y nghia thong ké giira nong d¢6 PTH vai P mau
(r=0,24 va p=0,004); PTH véi chi s6 Ca x P (r=0,31 va r=0,01); nong do p-CTx véi
chi s6 Ca x P (r=0,25 va p=0,04); hoat 46 ALP v&i ndng do canxi mau (r=0,27 va
p=0,03).
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- C6 méi twong quan thuan cé ¥ nghia thong ké giita muc loc cau than véi
hoat do ALP toan phan (r=0,30 va p=0,01)
- Chua tim thdy mdi twong quan c6 y nghia thong ké gitra nong do PTH, p-

CTx v&i muc loc cau than.
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Bang 3.25. Twong quan giita PTH va beta-crosslaps véi cac yéu té 1am sang
cua bénh nhan bénh than man giai doan cubi (PTBT va LMCK)

Tuoi BMI HATT HATTr
PTH -0,14 0,09 0,02 0,03
0,12 0,32 0,81 0,75
B-CTx -0,40 -0,44 0,31 0,04
0,001 0,62 0,73 0,69
ALP -0,02 -0,22 -0,004 -0,07
0,79 0,01 0,96 0,44
Tuoi 0,08 0,13 -0,04
0,37 0,14 0,65
BMI 0,10 0,04
0,26 0,64
HATT 0,75
0,001

- C6 mdi tuwong quan nghich c6 ¥ nghia thong ké gitta ndng do B-CTX V4i
tudi (r= -0,40 va p=0,001); ndng d6 ALP toan phan véi BMI (r= -0,22 va p=0,013).

- C6 mbi twong quan thuan c6 y nghia théng ké gitta HATT va HATTr
(r=0,75 va p=0,001).
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Bang 3.26. Tuwong quan giita PTH va beta-crosslaps vai cac yéu té can 1am
sang cua bénh nhan bénh than man giai doan cubi (PTBT va LMCK)

Canxi| P Albumin | Creatinin
B-CTx| ALP mau | mau CaxP mau mau Hb |MLCT
oTH 1 063 |031]009|028|033| 013 | 013 | 0,09 | 0,15
P 10001 |0001| 0280002 0001| 013 | 014 | 013 | 0,09
B.CTx r 029 | 004|022/ 025| 008 | 018 | 013 | -001
P 0,001 | 064 | 001 |0,005| 037 | 003 | 016 | 0,89
ALP r 0,08 009|012 | 019 | -017 | 0,05 | 029
p 0,36 (033|018 | 003 | 005 | 06 |0001
Canxi r 005/ 042 | 011 | -018 | 044 | 035
mau p 05 [0001| 021 0,04 | 0,001 | 0,001
> ma r 087 | 031 | 041 | 036 | -0,08
P 0001 | 0,001 | 0,001 | 0,001 | 0,34
Cax P r 035 | 027 | 051 | 008
P 0,001 | 0,002 | 0,001 | 0,38
Albumin | ' 003 | 043 | 03
mau P 0,76 | 0,001 | 0,001
Creatinine r 0,17 | -0,58
mau P 0,05 | 0,001

- C6 mdi twong quan thuan cé y nghia théng ké gitra nong d6 PTH voi -
CTx (r= 0,63 va p=0,001); nong d6 PTH végi hoat do ALP toan phan (r=0,31 va
p=0,001); ndng d6 B-CTx véi hoat dd ALP toan phan (r=0,29 va p=0,001).

- C6 mbi twong quan thudn c6 y nghia thong ké giira nong d¢6 PTH vai P mau
(r=0,28 va p=0,002); PTH véi chi sé Ca x P (r=0,33 va p=0,001); B-CTx véi P méu
(r=0,22 va p=0,01); B-CTx véi chi s6 Ca x P (r=0,25 va p=0,005).

- C6 méi twong quan thuan cé y nghia thong ké gitra nong do -CTX V6i
nong do creatinine mau (r=0,18 va p=0,03); hoat d6 ALP véi muc loc cau than
(r=0,29 va p=0,001).

- Chua tim thay mdi twong quan c6 ¥ nghia thong ké giira nong do PTH,

B-CTx véi mic loc cau than.
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3.4.3. Twong quan giita nong dd hormone tuyén can giap, beta-crosslaps va

mét s6 yéu to

3.4.3.1. Twong quan gifka nong dé hormone tuyén cgn giap véi mgt sé yéu to
Bang 3.27. M hinh hdi qui da bién giira ndng do hormone tuyén can giap

Vé6i cac yéu to ¢ bénh nhan bénh than man giai doan cudi DPTBT

CA4c bién sb B t p Cl (95%)
Tudi -0,09 -0,07 0,94 (-2,53) — 2,36
Gioi -191,80 -2,31 0,03 (-358,60) — (-24,95)
BMI -4,91 -0,48 0,63 (-25,59) — 15,75
ALP 0,83 1,73 0,09 (-0,13)-1,8
P -371,20 -2,22 0,03 (-707,3) — (-35,00)
Canxi hiéu chinh -424,90 -2,04 0,04 (-843,3) — (-6,66)
Ca x P 208,39 2,55 0,01 43,79 - 373,0
Albumin méu -7,66 -1,85 0,07 (-16,02) — 0,68
Creatinine mau -0,16 -1,53 0,12 (-0,36) — 0,04
Hb -7,22 -0,61 0,54 (-30,97) — 16,51
Tang huyét &p 14,48 0,29 0,77 (-84,55) — 113,52
MLCT -52,21 -1,78 0,08 (-111,1) — 6,72
Hang s 1772,30 3,14 0,003 636,6 — 2908,1

V6i R?= 0,41; R? hiéu chinh = 0,27 va muc ¥ nghia ciia md hinh p= 0,0049
O nhém bénh bénh than man giai doan cubi PTBT, gidi, nong d6 P mau,
nong d6 canxi mau hiéu chinh va chi s Ca x P du doan nguy co ting PTH mau.
Trong d6, chi s6 Ca x P ¢6 ¥ nghia nhat (p=0,01).
Phwong trinh hdi qui da bién:
Néong dd PTH= 1772,30 -191,80 x Gi¢i — 371,20 x P mau — 424,9 x Canxi mau +
208,39 x chi sé6 Cax P
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Bang 3.28. Md hinh hdi qui da bién giira ndng do hormone tuyén can giap

Vé6i cac yéu td ¢ bénh nhan bénh than man giai doan cubi LMCK

Cé4c bién so B t p Cl (95%)
Tudi -8,68 -2,58 0,01 (-15,43) — (-1,92)
Gi6i 81,25 | -0,68 0,502 (-322,20) — 159,68
BMI 11,55 0,97 0,33 (-12,31) — 35,42
ALP 1,30 2,03 0,048 0,01 —2,59
P 7,20 0,02 0,98 (-735,6) — 750,0
Canxi hiéu chinh 198,80 | 045 0,65 (-692,4) — 1090,2
Ca xP 7,13 0,04 0,96 (-312,5) — 326,8
Albumin méu 8,68 0,96 0,34 (-9,39) — 26,77
Creatinine mau -0,27 -0,62 0,53 (-1,17) - 0,61
Hb 39,36 | -1,54 0,13 (-90,63) — 11,91
Tang huyét 4p 18,95 0,26 0,79 (-126,9) — 164,8
MLCT -1450 | -1,62 0,11 (-324,71)- 34,7
Hang sb 870,65 1,11 0,27 (-697,8) — 2439,1

V6i R*= 0,4; R? hiéu chinh = 0,26 va mirc y nghia ciia md hinh p= 0,003

O nhém bénh nhan bénh than man giai doan cudi LMCK, tudi va hoat do
phosphatase kiém toan phan du doan nguy co ting PTH. Trong d6, tudi cé ¥ nghia
nhat (p=0,01).

Phwong trinh hdi qui da bién:

Nong dd PTH = — 8,68 x Tudi + 1,30 x hoat d phosphatase kiém
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Bang 3.29. M6 hinh hdi qui da bién giita ndng do hormone tuyén can giap

Vé6i cac yéu tb & nhom bénh than man giai doan cudi (BTBT va LMCK)

Cé4c bién so B t p Cl (95%)
Tudi -1,58 -1,26 | 0,21 (-4,08) — 0,90
Gi6i -151,02 | -3,46 | 0,001 | (-237,4) —(-64,55)
BMI 4,12 0,53 | 0,59 (-11,29) — 19,54
ALP 1,30 3,29 | 0,001 0,517 - 2,08
P 217,97 | -1,47 | 0,14 (-511,98) — 76,04
Canxi hiéu chinh 202,31 | -1,14 | 0,26 (-555,4) — 150,7
Ca xP 134,70 1,98 | 0,05 (-0,25)- 269,78
Albumin mau 2,42 0,63 | 0,53 (-5,19) — 10,04
Creatinine mau 0,009 0,11 0,91 (-0,14) - 0,16
Hb -7,51 -0,67 | 0,50 (-29,82) — 14,79
Tang huyét ap 20,71 0,47 | 0,64 (-66,73) — 108,1
MLCT -42,04 2,32 | 0,02 (-77,90) — (-6,18)
Hang s6 621,39 1,47 | 0,14 (-215,3) — 1458,0

Vé6i R? = 0,322; R? hiéu chinh = 0,25 va mirc ¥ nghia cia md hinh p= 0,0001.
Phan tich phéi hop ca 02 nhém DTBT va LMCK, ta thay, gidi, hoat 6 ALP
toan phan va muc loc cau than du doan nguy co ting PTH. Trong d6 gidi va hoat d6
ALP déu rat co y nghia théng ké (p=0,001)
Phwong trinh hdi qui da bién:
Nong a6 PTH = — 151,02 x Giéi + 1,30 x

Hoat d§ phosphatase kiém — 42,04 x Mikc loc cau than
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3.4.3.2. Twong quan giia nong dp beta-crosslaps huyét thanh véi mét sé yéu té
nguy co
Bang 3.30. Mb hinh hdi qui da bién gitta nong do beta-crosslaps huyét thanh

Vé6i cac yéu to ¢ bénh nhan bénh than man giai doan cudi DTBT

Cé4c bién sb B t p Cl (95%)
Tudi -0,01 -1,50 0,138 (-0,02) — 0,003
Gi6i 0,50 1 0,283 (-0,43) — 1,43
BMI 0,102 1,70 0,081 (-0,01) - 0,21
ALP 0,004 1,70 0,096 (-0,001) - 0,01
P -2,59 -2,78 0,008 (-4,48) — (-0,71)
Canxi hiéu chinh -3,108 -2,67 0,01 (-5,45) — (-0,76)
Ca xP 1,182 2,58 0,013 0,26 — 2,10
Albumin méu -0,025 -1,10 0,272 (-0,072) - 0,02
Creatinine mau 0,0007 1,33 0,19 (-0,0003) - 0,001
Hb 0,023 0,36 0,71 (-0,1) - 0,15
Tang huyét ap -0,35 -1,27 0,209 (-0,905) — 0,203
MLCT 0,18 1,10 0,265 (-0,14) — 0,515
Hang s 6,35 2 0,05 (-0,002) — 12,71

Vé6i R?= 0,354, R? hiéu chinh = 0,193 va mirc ¥ nghia caa md hinh p=0,02
O nhém bénh than man giai doan cubi DTBT, néng d6 P méu, canxi mau
hiéu chinh va chi s6 Ca x P dy do4n nguy co tang beta-crosslaps huyét thanh. Trong
d6, ndng d6 P mau cod ¥ nghia nhat (p=0,008).
Phwong trinh hdi qui da bién:
Nong dd beta-crosslaps huyét thanh = — 2,59 x néng dé phospho mau —

3,108 x ndng dd canxi mau + 1,182 x chi sé6 Ca x P
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Bang 3.31. Mb hinh hdi qui da bién gitta nong do beta-crosslaps huyét thanh

V6i cac yéu td ¢ bénh nhan bénh than man giai doan cubi LMCK

Cé4c bién so B t p Cl (95%)

Tudi -0,08 | -4,61 | 0,0001 (-0,118) — (-0,046)
Gigi 1,16 1,83 0,07 (-0,109) — 2,44
BMI 0,02 0,42 0,67 (-0,1)—0,15
ALP 0,01 3,19 0,002 0,004 -0,01

P 2,08 1,06 0,29 (-1,85) — 6,02
Canxi hiéu chinh 3,34 1,42 0,16 (-1,38) — 8,07
Ca x P 0,90 | -1,07 0,29 (-2,59) - 0,79
Albumin méu 0,06 | -1,41 0,16 (-0,16) — 0,02
Creatinine mau -0,004 -1,76 0,08 (-0,008) — 0,0005
Hb -0,006 | -0,05 0,96 (-0,27) - 0,26
Tang huyét ap 0,07 0,18 0,856 (-0,70) — 0,84
MLCT -1,30 | -2,75 | 0,008 (-2,26) — (-0,35)
Hang s6 9,21 2,22 0,031 0,89 — 17,54

Vi R?=0,44; R? hiéu chinh = 0,32 va mtc y nghia caa mé hinh p=0,001

O nhém bénh than man giai doan cudi LMCK, tudi, hoat d ALP toan phan
va muc loc cau than dy doan nguy co ting beta-crosslaps huyét thanh. Trong do,
tudi c6 y nghia thong ké nhat (p=0,0001).

Phwong trinh hdi qui da bién:

Nong dd beta-crosslaps huyét thanh = 9,21 -0,08 x Tudi + 0,01 x

hoat d§ phosphatase kiém — 1,30 x mikc loc ciu than
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Bang 3.32. Mb hinh hdi qui da bién gitta nong do beta-crosslaps huyét thanh

Vé6i cac yéu tb & nhom bénh than man giai doan cudi (BTBT va LMCK)

Cé4c bién so B t p Cl (95%)
Tubi -0,02 -4,09 0,001 (-0,04) — (-0,01)
Gioi 0,01 0,05 0,96 (-0,46) — 0,49
BMI 0,02 0,67 0,50 (-0,05) - 0,11
ALP 0,008 3,94 0,001 0,004 — 0,01
P -1,65 -2,01 0,047 (-3,29) — 0,02
Canxi hiéu chinh -1,88 -1,90 0,06 (-3,84) - 0,08
Ca x P 0,81 2,16 0,03 0,06 — 1,56
Albumin méu -0,01 -0,63 0,5 (-0,05) — 0,02
Creatinine mau 0,0003 0,77 0,44 (-0,0005) — 0,001
Hb 0,04 0,74 0,45 (-0,07) — 0,17
Tang huyét &p 0,0002 0,00 0,9 (-0,48) — 0,48
MLCT -0,06 -0,60 0,5 (-0,25) - 0,13
Hang s6 6,22 2,65 0,009 1,57 — 10,86

Vi R?=0,3; R? hiéu chinh = 0,23 va mirc ¥ nghia cua md hinh p=0,0001

Phan tich gop 02 nhém bénh than man DTBT va LMCK, cho thay, tudi, hoat
do6 ALP toan phan, nong d¢6 P mau va chi s6 Ca x P dy doan nguy co ting beta-
crosslaps huyét thanh. Trong dé, tudi va hoat do ALP toan phan déu rat c6 ¥ nghia
thdng ké (p=0,001).

Phwong trinh hdi qui da bién:
Nong dd beta-crosslaps huyét thanh = 6,22 — 0,02 x Tuéi + 0,008 x Hoat dd

phosphatase kiém — 1,65 x Nong dd phospho mau + 0,81 x Chi s6 Ca x P
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Chuwong 4
BAN LUAN

Chdng t6i tién hanh nghién ctru 186 dbi tuong bao gém 59 ngudi thuéc nhém
chirng va 127 bénh nhan bénh than man giai doan cudi: 61 bénh nhan dang diéu tri
bao tdn va 66 bénh nhan loc méau chu ki. Bénh nhan diéu tri noi tra tai khoa Nai
Than- Co xuong khép va Khoa Than nhan tao tir thang 01 nim 2009 dén thang 06
nam 2014. Qua nghién ctu, ching tdi c6 mot sé két qua nhu sau:

4.1. NONG PQ BETA-CROSSLAPS VA HORMONE TUYEN CAN GIAP O
BENH NHAN BENH THAN MAN GIAI POAN CUOI
4.1.1. Gigi

Vé phan gidi cua nhdm nghién cuu, ti 1& nam nit khdng cé su khac biét trong
02 nhoém bénh. Ti 1€ nit / nam = 60/67. Khi so sanh vai cac nghién ctiru khac & bénh
nhan bénh than man tai bénh vién, cling cho thay két qua twong tu nhu tic gia
Hoang Bui Bao: nit/nam= 65/99 [4], tac gia Tran Vian Vi va cong su: nit
/nam=230/237 [30], Tran Thi Anh Thu va cong su (2010): nit/nam=34/42 [25],
nghién cau cua Pang Ngoc Tuan Anh [1], Hoang Viét Thang [22]; két qua nghién
ctru cua Jian-Qing Jiang va cong sy, nit/nam=12/19 [85]; két qua c6 sy khac biét so
v6i nghién ciu cua tac gia Tran Thanh Binh (2011), nit/ nam = 15/202 (p< 0,05)
[5]. C6 thé do dbi twong nghién ciru khac nhau vé giai doan bénh than man va do
tudi cta bénh nhan, chdng tdi chi chon nhitng bénh nhan bénh than man giai doan
cudi voi mic loc ciu than < 15 ml/phit/1,73 m?; trong khi dé tac gia Tran Thanh
Binh nghién cttu bénh than man giai doan 2,3 va 4 & bénh nhan 16n tudi (140 khoa).

Bang 4.1. So sanh ti I¢ nit/nam gitra c&c nghién cau

Nghién ctu Ti I€ nit/nam p

Ping Ngoc Tuan Anh 24/34 >0,05
Hoang Bui Bao 65/99 > 0,05
Tran Thi Anh Thu 34/42 > 0,05
Tran Vin Vii 230/237 > 0,05
Jian-Qing Jiang 12/19 > 0,05
Tran Thanh Binh 15/202 <0,05
Chung toi 60/67
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4.1.2. Tuéi

Trong nghién cau cua ching toi, tudi trung binh cua nhém ching 1a 47,03 +
19,55; nhdm bénh than man DTBT la 54,74 + 18,60 va nhom bénh than man LMCK
la 48,94 + 14,45; su khéc biét khong co ¥ nghia thong ké vé tudi gitra 03 nhom
nghién ciru (p>0,05). Pa s bénh nhan c6 do tudi > 40 va tudi I6n nhat 92 tudi.

So sanh véi két qua cua cac tac gia khac, nhu Nguyén Hitu Nhat (2012): tudi
trung binh 12 52 + 18,88 v&i tudi 16n nhat la 85 [16]; D& Gia Tuyén va cong su
(2011): tudi trung binh 1a 37 + 8,9 [29]; Nguyén Vinh Hung (2009): tudi trung binh
la 34, tudi 16n nhét 1a 50 [11]. Chdng t6i nhan thiy do tudi trung binh giira céc
nghién ctiru khdng c6 su khac biét co ¥ nghia, nhung c6 xu hudng ting dan qua ting
nam. C6 nhiéu Ii do c6 thé giai thich: tudi tho trung binh cua nguoi Viét Nam ting
1én, diéu kién y té phat trién, bénh nhan bénh than man ngay cang dwoc phat hién
sém va chim soc tot, ngay ca khi bénh nhan bénh than man giai doan cubi, phét
trién nhiéu phuong phap diéu tri thay thé than 1am cho tudi trung binh caa bénh
nhé&n bénh than man ngay cang tang.

4.1.3. Chi s6 nhan tric

V& chi s nhan tric caa nhdm nghién cau, chdng toi khdng thay sy khac biét
vé can ning, chiéu cao va BMI gitta nhdm chiring va nhém bénh, ciing nhu giita gioi
nit va nam (p> 0,05). Py ciing 13 mot tiéu chuan dé chon bénh nham giam trir mot
s6 yéu to nhidu anh hudng dén két qua nghién cau. BMI trung binh cia nhom
nghién ciru lan lugt 1a nhdm ching 19,51 + 1,77; nhém DTBT 1a 19,52 + 2,25 va
nhém LMCK 1a 18,76 + 2,83 (p>0,05).

4.1.4. Pic diém lam sang
4.1.4.1. Ting huyét ap

Khi nghién ctu vé chi sb huyét 4p & nhém bénh va nhém chiing, ching toi
nhan thiy cd su khac biét rit c6 y nghia thong ké giita 2 nhém (p < 0,001). Pa sb
bénh nhan thugc nhém DTBT va LMCK c6 tinh trang ting huyét ap, chiém 74,77%
va 71,21%. Tinh trang ting huyét 4p ¢ bénh nhan bénh than man cé nhiéu Ii do:
tang tiét renin 1am kich hoat hé thong renin- angiotensin- aldosteron, tinh trang @

mubi va nuéc do bénh than man, cac bénh Ii tim mach do than, cac réi loan lipit
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mau do bénh than man hoac xuét hién trén bénh nhan loc méau chu ki...Pa sd cac
truong hop 1a ting huyét 4p tam thu lan tdm truong. Trong nghién ctiu cia Hoang
Bui Bao, ti Ié tang huyét 4p bénh than man giai doan cudi va loc mau chu ki lan luot
1A 76,67 % va 89,74% [4], két qua cia Nguyan Béch 1a 80% & bénh nhan LMCK
[3]; két qua ciia P Gia Tuyén la 73,8% [29]; nhung trong nghién ciru cia Nguyén
Vin Thanh ti |é ting huyét &p ¢ bénh nhan bénh than man giai doan cubi rat cao,
99,1% [24]. Ti 1é tang huyét 4p khong khac nhau gitta cac nghién ciru ciing c6 thé
do d6i twong nghién ctiu cua ching toi 1a bénh nhan bénh than man do viém cau
than man va viém than bé than man, trong khi d6, tac gia Nguyén Vin Thanh,
nguyén nhan l1a viém cau than man, viém than bé than man va bénh than da nang.
Tang huyét ap vira 1a nguyén nhan vira 1a hau qua cua bénh than man, va la
yéu té quan trong trong tién trién cua bénh. Tang huyét ap c6 lién quan dén céc bién
ching nang-de doa tinh mang va tang ti 1€ tir vong ¢ bénh nhan bénh than man. Cé
rat nhiéu nghién ciu vé chi sé huyét ap va bénh than man: Nghién cu MDRD cho
thay chi s6 huyét ap twong quan nghich véi muc loc cau than; nghién cru REAAL
cho thay nhom déi tugng c6 huyét &p tdm thu 140-159mmHg c6 nguy co cao mac
bénh than man hoic nguy co ttr vong cao hon 38% so v&i nhdm ¢ huyét ap tam thu
< 130mmHg [148].
4.1.4.2. Thiéu mau
Triéu chimg khac thuong giap ¢ bénh than man 1a thiéu mau man. Trong
nghién ctu chdng toi, thiéu mau 1a mot triéu chiing 1am sang chiém ti 1& cao nhit,
100% nhém DTBT va 84,85 % nhdm LMCK, da sé Ia thiéu mau dang sic. Nong do
Hb trung binh trong nhém PTBT 14 7,62 + 1,78 v&i 100% bénh nhan c6 thiéu mau,
két qua nay co su khac biét co y nghia khi so sanh vi nhém chirng va nhém LMCK
(p<0,001). Két qua nay ciing phu hop véi nghién ciu cua Tran Thi Anh Thu [25],
nghién ciu caa DS Gia Tuyén 1a 96,2% [29], Tran Thanh Binh 12 99,1% [5]. Triéu
chtng thiéu mau xuat hién niang dan cing véi mac do suy than. Thiéu méau ¢ bénh
nhan man c6 thé do nhu md than bi xo hoa dan dén giam tiét erythropoietin- mot
hormone do t6 chirc canh cau than tiét ting chuyén hong cau non thanh hong cau

truong thanh, do tan méau va/hoac xuat huyét do hoi chung ting ure mau, do doi
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séng hong cau giam, do bénh than man Gc ché tay san xuat hong cau, do thiéu
nguyén liéu tao mau: axit folic, vitamin B, protid, sit... Nguoi ta nhan thiy néu Hb
< 8 g/dl thi nguy co tir vong & bénh nhan than man rat cao [25].

Nghién citu cia chiing t6i con cho thay ti 1¢ thiéu méu & nhém bénh than man
LMCK con cao, chiém 84,85%, mic du da sb cac bénh nhan nay déu duogc diéu tri
thiéu mau vai cac thude kich thich tao mau, cung cip nguyén liéu tao mau, loc méau
chu ki hodc truyén mau...Diéu d6 cho thy trong nghién ctu cua ching toi, viéc
diéu tri thiéu mau trén nhom ddi tuong ndy van chua c6 hiéu qua.
4.1.4.3. Thiéu hogc vo niéu

Than c6 chirc nang quan trong trong viéc duy tri can bang nudc thdng qua
diéu hoa bai xuat nudc tiéu. Kha ning c6 dic nuéc tieu phy thudc ap luc tham thau
dich ngoai bao: khi ap lyc tham thau ngoai bao giam, hormone s& kich thich ting
tiét nudc tiéu lodng va nguoc lai dbi véi ap luc tham thau cao, than s& ting tao nudc
tiéu cd dic. Hormone dong vai trd quan trong trong qué trinh nay la ADH- hormone
chéng bai niéu. RSi loan bai xuit nude tiéu véi thiéu niéu va vo niéu 1a triéu ching
thuong gap & bénh nhan than man. O nhém DTBT, ti & nay chiém 26,23% va ting
cao & nhém LMCK véi 100%. Chirc nang chinh cta than 1 tai hap thu va bai tiét
céc chat, trong d6 c6 nude. Nudc duoc hap thu chii yéu ¢ dng lugn gan va khong
anh huong boi cac hormone; giai doan sau, nudc tiéu s& duoc tiép tuc tai hap thu ¢
quai Henle, 6ng luon xa va ong gop dudi sy diéu hoa cia hormone ADH va
aldosteron. Nhu vay, trong bénh than man, tinh trang thiéu niéu gay ra do su két
hop nhiéu nguyén nhan: tén thuong nhu mé than, réi loan bai tiét ADH va qué trinh
loc mau chu ki ddi véi nhdm bénh than di loc mau. Riéng d6i véi nhém bénh nhan
bénh than man LMCK, than d3 mat dan chitc ning cung véi thoi gian loc mau chu
ki, lam luong nudc tiéu ngay cang it dan va tham chi mat han. Chinh vi vay 100%
bénh nhan trong nhém nay thiéu hodc vo niéu. Két qua nghién cau caa ching toi
cting hoan toan phu hgp véi nghién ctiru cia Hoang Bui Bao 2005 [4], [93].
4.1.4.4. Thei gian loc mau

Thoi gian loc mau trung binh caa nhém suy than man LMCK la 47,94 +
34,12 thang, nho nhat 1a 06 thang va Ion nhat 12 175 thang (khoang hon 14,5 nam).

Nhin chung, thoi gian loc méau trung binh caa nhém nghién ctru ching t6i ¢6 d6 dao



98

dong kha 16n. Phuong phap loc mau chu ki &p dung cho bénh nhan bénh than man
dugc tién hanh tai bénh vién ching tdi khoang 20 nim gan day, véi sé lugng may
rat han ché, vi vay, anh huong dén thoi gian loc trung binh cua nhém nghién cau
ching tdi. Nghién cau cua Luisa Alvarez ¢ Tay Ban Nha (2003) cho thay, thoi gian
loc trung binh 14 6 + 2,3 nim [32]. O Nhat Ban, nghién citu cua Okuno va cong su
(2005) 1a 67,2 + 33,2 thang (I6n nhit 1a 142 thang va nho nhét 1a 17 thang) [121];
Inaba va cong sy (2005) 1a 66,1 + 35,6 thang (I6n nhat 1a 142,4 thang va nho nhat 1a
13,4 thang) [76]; gan ddy nhat 1a mot nghién ctu ciing tién hanh tai Nhat Ban cua
Yamashita (2011), 1a 114,7 + 102,8 thang [152]. Nhu vay, & cac nudc phat trién,
phuong phap nay da duoc 4p dung tir rat lau.

4.1.5. Réi loan canxi-phospho mau

Két qua nghién cau cia ching tdi cho thiy gitra 02 nhdm bénh than man
PTBT va nhém LMCK, c6 sy khac nhau rat c6 y nghia thong ké vé nong do trung
binh canxi méau hiéu chinh, ndng d6 phospho mau va chi sé Ca x P (p<0,001). Nong
do trung binh canxi mau hi¢u chinh & nhom LMCK cao hon nhém DTBT, tuong tu
nhu viy d6i v6i ndng do phospho mau va chi sé Ca x P.

R&i loan canxi-phospho lién quan dén su tiét bat thuong PTH & nhém bénh
nhan bénh than man 1a mot van dé dwgc nhiéu nguoi quan tam. Pic trung 1a sy
giam canxi mau va ting phospho mau, véi chi s6 Ca x P ting. Su thay ddi ndong do
ctia canxi-phospho biéu hién sém ngay tir khi ¢6 ton thuong cau than. Khi muc loc
cau than dudi 60 ml/phat/1,73 m?, céac bién dbi sinh hoa bit dau xuat hién: phospho
mau tang nhe, canxi mau bt dau giam. Theo Lazarus va Brenner, c6 35-90% bénh
nhan bénh than man c6 biéu hién réi loan canxi-phospho khi mic loc cau than < 40
ml/phGt/1,73m?, va hau hét khi muac loc ciu than < 10 ml/phat/1,73m?. Triéu ching
lam sang chi gap khoang 10% bénh nhan. Két qua cta chung toi ciing ghi nhan nhu
vay V6i canxi mau toan phan giam (hiéu chinh theo nong d6 albumin mau) chiém
50,82% va phospho mau ting chiém 50,82% & nhom bénh nhan DTBT. Nghién ctiu
nay cling phu hgp vai nghién ctiru da trung tam cua DOPPS [122], tac gia Vi Lé
Anh [1]; Hoang Bui Bao [4]; Nguyén Vinh Hung [11], Nguyén Thi Hoa [9].
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Canxi la cation c6 nhiéu nhit trong co thé, > 90% tap trung & xwong. Mot
phan nho canxi, khoang 150-200 mg dugc trao doi hang ngay gitra xwong va dich
ngoai bao trong qua trinh tai tao xwong lién tyc. O nguoi binh thudng, qua trinh nay
can bang. Canxi trong dich ngoai bao ton tai dudi ba hinh thic khac nhau: dang
phdi hop voi protid huyét twong (chii yéu la albumin), dang phac hop hoa tan véi
c4c anion hiru co va dang ion héa. Git vai tro sinh I quan trong nhat Ia canxi ion
hoa, nd tac dung truc tiép 1én mang té bao & kénh nhan cam canxi va thu thé cam
bién canxi (CaR). Su diéu hoa canxi chi yéu qua sy nhan cam nong do canxi cua
thu thé cam bién canxi (CaR), tir d6 tac dong 1&n hoat dong cua té bao tuyén can
gidp, rudt va xuwong. Khi bénh nhan méac bénh than man, canxi mau thuong giam
sém chi yéu do hai yéu tb: sy giam nong d6 vitamin D3 — do té bao biéu mé 6ng
luon gan tiét ra va su ting nong do hormone tuyén can giap. Mot sé yéu té anh
huong dén su giam san xuat vitamin D3 & bénh than man nhu tinh trang toan
chuyén hda, cac bénh than man, su giam protid mau va tinh trang ting phospho
maéu. Nhirng nguyén nhan vira dugc dé cap, phéi hop vai tinh trang giam canxi mau
s& gay cudng tuyén can giap tht phat. Bong thoi, cuong tuyén can giap tha phét lai
tiép tuc gay giam canxi mau va ting phospho mau. Pay chinh 1 vong xoan bénh li
[118], [145].

Khi phan tich két qua cua Ghosh va cong su (2014) tai An D6, ching tdi nhan
thay giam canxi mau chiém 56,41% va ting phospho mau chiém 64,10% & nhom
bénh than man giai doan cudi DTBT; giam canxi méau chiém 54,95% va ting
phospho mau chiém 70,27% & nhém LMCK [66]. Nguoc lai, & nhdm LMCK cua
chung t6i, da s6 bénh nhan canxi mau binh thuong va ting phospho mau, chiém ti 18
lan luot 63,64% va 81,82%. Su khac nhau vé dang rdi loan canxi méu ¢ nhom
LMCK c6 thé do sy diéu chinh ca-p trong qué trinh loc mau, thanh phan dich loc c6
nong do canxi 14 1,75 mmol/l, nhung quan trong hon nita la nhitng rdi loan noi tiét
thi phat xuat hién trén bénh nhan bénh than man giai doan cudi nhu PTH, vitamin
D, FGF-23, hormone sinh duc..., dic biét 1a rdi loan PTH. Pa sé bénh nhan bénh
than man giai doan cudi c6 nong do PTH ting cao, dé ting hap thu canxi tir ruot va

huy d6ng canxi tir xwong nén PTH ting cang cao, ndng do canxi mau cang cao. Mit
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khac, nhitng bénh nhan bénh than man diéu tri loc méau chu ki, néng d6 cac ion noi
mo bi anh hudng baoi ion trong dich loc va ki thuat caa qua trinh loc mau. Chinh vi
vay, hién nay, KDIGO khuyén cao nén st dung chi sé Ca x P phéi hop véi ndng do
Ca —P mau dé theo dbi bién chung réi loan canxi-phospho hon 1a dung don doc
ting chi s6 [83]. Khi tham khao két qua nghién ctu cua Bing Ngoc Tuan Anh thuc
hién ¢ bénh nhan bénh than man giai doan cudi dang loc mau chu ki & Phép, phan
I6n bénh nhan dugc kiém soat canxi-phospho rat tét va trong giéi han khuyén céo.
Piéu nay phan nao cho thay mdi quan tam cia cia chung ta dén cac réi loan chuyén
héa nay chua cao [1].

Tang phospho méu & bénh nhan bénh than man bao gom ca ting ndng do trong
té bao va trong huyét thanh. O bénh nhan bénh than man giai doan cudi, qua trinh bai
tiét nude tiéu ngay cang giam, luong phospho duoc huy dong tir xuong gan nhu
khong duoc dao thai ra theo duong tu nhién. Tang phospho mau, vira la yéu té nguy
co lam ning thém tinh trang voi hda cac md mém, vira lién quan dén sy voi hda thanh
mach va cac bién ching tim mach & bénh nhan bénh than man [104]. Trong nhiéu
nghién ctu, bién chimg nay dac biét lién quan dén réi loan can bang phospho, ting ti
16 mac bénh va ti 1é tir vong & bénh nhan bénh than man. Block GA va cong su khi
danh gia r6i loan chuyén hda xuwong & hon 40.000 bénh nhan bénh than man loc méu
chu ki cho thiy nguy co tir vong & d6i trong ndy ting cao cing véi Sy ting P mau
trén 1,6 mmol/l (5 mg/dl). Pay ciing 14 két qua cua nghién ciu tién ciu dit liéu bénh
than cua My véi P > 2 mmol/l (6,4 mg/dl), nghién ciru cua Kalantar-Zadeh K va cong
su voi P > 1,92 mmol/l (6 mg/dl), nghién cau DOPPS (the international Dialysis
Outcome Practice Patterns Study) vai P > 1,92 mmol/l (6 mg/dl) [48], [83], [153].
Trong nghién caru DOPPS, Young va cong Sy ciing nhan thiy méi tuong quan gitra
réi loan chuyén hoa xuong va ti 1& tir vong ¢ 17236 bénh nhan bénh than man
LMCK: ndng d6 phospho mau va PTH mau cao hon khuyén cdo cia KDIGO & phan
I6n bénh nhan, > 40 % bénh nhan co chi s6 Ca x P cao hon muc cho phép; va ti 18 tir
vong do tat ca cac nguyén nhan va do mach vanh tuong quan cé ¥ nghia thdng ké voi

ndng d6 phospho méu, ndng do canxi mau va chi sé Ca x P [153].
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Khi phan tich két qua canxi mau, phospho méu va chi s6 Ca x P dé danh gia
tan suat xuat hién 01 yéu td, 02 yéu t6 hoic ddng thoi ca 03 yéu té trén bénh nhan
bénh than man giai doan cudi PTBT, ching t6i nhan théy: doi voi truong hop 01
yéu td, rdi loan canxi mau 1a thuong giap nhat, chiém 59,02%; réi loan 02 yéu td, rdi
loan dong thoi canxi va phospho mau 1a thuong gip nhat, chiém 32,79%; va roi
loan 03 yéu té chi gap 11,48% trudng hop. Nguoc lai ddi véi nhom LMCK, réi loan
chu yéu 1a phospho mau néu 1a 01 yéu té; phospho mau va chi sé Ca x P néu Ia
dong thoi 02 yéu t6; chi 28,79% trudng hop réi loan ca 03 yéu to.

KDIGO di dua ra rat nhiéu khuyén cédo dé huéng dan chan doan va theo doi
nhiéu bién chirng khac nhau cua bénh than man. Mot nghién ctiu cua Estrella va
cong su Ve ti 1¢ stir dung cac hudng dan caa KDIGO cua cac nhan vién y té ¢ Hoa Ki
tir thang 5 dén thang 9 nam 2010 cho thay ti 18 st dung cac hudng dan vé bénh li
xuong va khoang chat ¢ bénh nhan than man la cao nhat, hon 80% [54]. Theo
KDIGO 2012, muc tiéu kiém soat tot Ca- P & bénh than man giai doan cudi 1a Ca
mau toan phan 2,1-2,5 mmol/l, P mau 1,13-1,78 mmol/l, chi s6 Ca x P < 4,4
mmol?/I?> va PTH 150-300 pg/ml. V&i mic kiém soat nay s& han ché réi loan
hormone tuyén can giap, cac bién chang do réi loan canxi-phospho gay ra tai cac to
chac tim mach, xuong khdp, mé mém. .. Trong két qua caa ching tdi, 73,8% nhom
DTBT va chi 16,7 % nhém LMCK c6 chi sé Ca x P dat chuan. Li do khién nhém
LMCK c6 chi s6 Ca x P dat chuan thap 1a do da s6 bénh nhan cé nong d6 canxi mau
binh thudng va phospho mau ting. Con sé ndy con thap hon rat nhiéu khi thoa man
ca 04 chi s6 trén: 4,9% & nhém DTBT va 3% & nhom LMCK. Mic du Héi than hoc
Hoa Ki d3 dua ra muc tiéu trén d6i véi bénh nhan bénh than man nhung ho ciing
nhan dinh rang that sy kho dé dat dugc dong thoi cac tiéu chi d6. Su that, con sé
nay chi khoang 10% & bénh nhan bénh than man loc mau chu ki. Mot nghién cau
tién ctu, trén 20 nudc & chau Au - 285 trung tam y té, duoc tién hanh 5700 bénh
nhan bénh than man loc mau chu ki dé danh gia tiéu chi ma KDIGO di dé xuat.
Phan tich két qua ban dau tir 2759 bénh nhan cho thiy: < 30% bénh nhén dat chuan
vé nong do PTH, 55% dat chuan vé P méau, 50% dat chuan vé canxi mau, 66% dat

chuan vé chi s6 Ca x P va chi 9% bénh nhan dat chuan ca 04 yéu t trén [39].
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4.1.6. Hoat @9 phosphatase kiém toan phan

Phosphatase kiém (ALP) 1a mot men duoc phét hién tir nhiéu loai khac nhau
(thuc vat, vi khuan, dong vat...). O con ngudi, nd gdm 4 loai chinh tap trung cha yéu
& cac mo: than (chiém khoang 50%), gan, rudt, nhau thai. Phosphatase kiém toan
phan ting cao trong nhiéu trudng hop khac nhau: ngudi truong thanh, cac bénh Ii
xuong khop, gdy xuwong dang giai doan lién xuwong, cac bénh i gan mat...
Phosphatase kiém xuong hién dién trén mang té bao tao xuong va céc tién t& bao tao
xuong, t& bao sun, té bao tao xwong, té bao tao ring. N6 tham gia vao qua trinh tao
xuong va khoang hoa ctia xwong. Phosphatase kiém c6 vai tro cung cip phosphate
V6i nong do cao trén bé mat té bao tao xuong va xuc tdc qua trinh thuy phan
pyrophosphate- tac nhan tc ché qua trinh khoang hoa. Phosphatase kiém xuong c6
trong luong phan tar 80K Dalton, khdng bi anh hudng bai qué trinh loc mau cing nhur
chic nang than [59]. ALP 1a mét trong it nhitng dau 4n sinh hoc phan anh qua trinh
tao xuong it bi anh huong boi chire nang than. Bénh nhan bénh than man, dac biét khi
¢ cudng tuyén can giap thir phat, hoat do phosphatase kiém anh hudng dén tang hoat
dong cua xuong, bao gdm ca chu chuyén xwong va chuyén héa xuong. Mot vai
nghién ciru con cho thay tinh trang ting phosphatase kiém lién quan dén nguy co ting
canxi hdéa dong mach va ti I¢ tor vong & nhdm bénh nhan nay [58]. Do vay, tir ndm
2009, trong khuyén céo cua KDIGO, ALP duoc dwa vao nhu mot dau an sinh hoc can
theo doi tuong duong vai PTH, Ca, P...d bénh nhan than man [68], [71], [83].

Bang 4.2. Tan suét dé nghi theo ddi ndng d6 huyét thanh: canxi, phospho, PTH,

phosphatase kiém va calcidiol & bénh nhan bénh than man giai doan cudi [83], [102]

. . Bénh than man giai doan cudi chua loc
Chat trong huyét thanh
mau/ dang loc mau/ da ghép than

Canxi va phospho Moi 1-3 thang
PTH va phosphatase kiém Mbi 3-6 thang
25 (OH)D; Mic co ban

Tai Viét Nam dd c6 mot s6 nghién cau vé phosphatase kiém hoic phosphatase

kiém xuong, chu yéu 1a trén bénh lodng xwong, da u tiy xwong...[19]. Chilng tdi
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tién hanh nghién ciru nong do ALP & 186 ngudi bao gdom nhdm ching, nhém bénh
than man DTBT va LMCK. Cac nhom bénh nhan nay da dugc xét nghiém tham do
cac bénh Ii gan mat va chirc ning gan. Két qua cho thay c6 ting cao ALP & nhom
DTBT va nhém LMCK so véi nhém chang véi chi sé trung binh lan luot 70,76
U/L; 82,95 U/Lva 105,58 U/L. biéu nay duoc giai thich tai sao? Tang PTH thir phat
thuong kem theo tinh trang bénh than man, theo do la su ting huy xuwong, dich
chuyén canxi tir xwong ra méi trudng ngoai bao. Hau qua sé& kich thich qué trinh tao
xuong va ALP s& phan anh qua trinh d6. Tuy nhién, bién d6i chu chuyén xuong &
bénh than man rat phic tap, ¢ thé thip, binh thuong hoic cao, phu thudc vao nong
d6 PTH. Nhiéu nghién cttu gan day da dé xuat theo di nong do6 ALP thudng xuyén
khoang 3 thang / 1an & bénh nhan than man vi cac bién ching loan dudng xuong, va
quan trong 1a nong do ALP c6 lién quan dén du doan ti 1& tir vong ¢ d6i twong nay.
Paul A. Fein da dé xuat mac do6 nguy hiém co thé tang ti Ié tir vong cua ALP
khoang 104 U/L dwa vao phan tich hoi qui da bién. Tac gia giai thich su ting cao
ALP ¢6 lién quan dén tinh trang canxi héa dong mach tién trién [58]. Voi
Yamashita va cong su, nong do ALP khoang > 200 U/L [152].
4.1.7. Miic loc cau than

C6 nhiéu cong thie wéc tinh mac loc cau than nhu cong thuc Cockcroft-
Gault, cong thac MDRD, cong thac Cystatin C voi CDK-EPI...Tuy nhién, cong
thirc CKD-EPI duoc Hoi Than hoc Hoa Ki khuyén cdo nén dung. Thuc chat day 1a
cong thirc cai tién tir MDRD, tuy nhién qua nhiéu nghién ctu véi cac dbi tuong suy
than 13n khdng suy than, mac loc cau than wdc tinh theo CKD-EPI ¢ két qua nhu
MDRD véi MLCT < 60 ml/phuat/1,73 m? va chinh xac hon MDRD vé&i MLCT > 60
ml/phat/1,73 m? [78], [80], [91], [140].

Trong nghién ctu ctia ching t6i, ddi twong dugc chia 1am 03 nhém: nhém
chiang, nhom bénh than man giai doan cudi DTBT va nhém bénh than man giai
doan cubi LMCK. Tiéu chi ban dau khi ching tdi lya chon d6i tuong trong nhém
chang 14 ngoai nhitng tiéu chuan chon bénh, nhém chiing phai khéng cé sy khac
biét c6 ¥ nghia vé tudi va cac chi so nhan trac so véi nhdm bénh. Nhu két qua &
bang 3.2, tudi trung binh cua nhém ching 1a 47,03 + 19,55; nhom DTBT 1a 54,74 +
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18,60 va nhém LMCK 1 48,94 + 14,45 (p>0,05). Phan Ién ngudi cao tudi, muc loc
cau than bi giam theo qua trinh 140 héa, mot vai nghién ciu cho thiy khoang 60-
80% ngudi cao tudi c6 muc loc ciu than < 60 ml/phat/1,73 m?. Trung binh mot
ngudi ¢6 thé phai mit 0,8 ml/phat/1,73 m%/nam, do su giam muc loc ciu than theo
qua trinh 130 hda & mdi ngudi bi che 1ap boi sy giam ti 16 khdi co nén ndng do
creatinine huyét thanh it thay d6i. Chinh vi diéu nay da anh hudéng dén muc loc cau
than trung binh ciaa nhém ching trong nghién ctu chdng toi.

Déi véi nhém bénh than man, day 1a nhitng bénh nhan than man vai mac loc
cau than < 15 ml/phit/1,73 m? (tinh theo céng thirc CKD-EPI). Phan 16n nhiing
bénh nhan vao vién khdng c6 tién st bénh than trude d6 va khéng duoc theo doi
chirc nang than. Chung toi tién hanh tham kham bénh nhan va xét nghiém cac dau
an sinh hoa khi bénh nhan qua giai doan cp cua bénh than man. Két qua cho thay
nong do creatinin mau trung binh cta 02 nhém PTBT va nhém LMCK déu cao
(p<0,001), mirc loc cau than cua 02 nhom déu thap véi tri sé trung binh 3,1 + 1,78
ml/phat/1,73 m? va 4,35 + 1,28 ml/phat/1,73 m?. Biéu ndy s& anh huéng dén qua
trinh chuyén hoa, dic biét 1a cc rdi loan PTH, Ca-P ciing nhu xwong va khoang
chat & bénh nhan LMCK. Phan Ién bénh nhan bénh than man giai doan cudi vao
vién thuong rat nang, mac loc cau than giam thap, kém theo d6, s6 lugng bénh nhan
rat dong dan dén cung khong du cau. S6 lugng may loc than chi khoang hon 30 may
dé phuc vu cho hon 200 bénh nhan bénh than man loc mau chu ki, nén sé luot gio
chay than mdi tuan khong dam bao, da s6 s6 luot chay cua mdi bénh nhan khoang
03 gio/ luot x 03 1an/ tuan, hon nira bénh nhan than chua cé su Y thac vé ché do
dinh dudng dic biét nén két qua loc mau chua dat hiéu qua cao.

Mtc loc cau than trung binh trong nhém bénh caa ching tdi c6 sy khac biét
c6 y nghia véi cdc nghién ctu khac. Li do chinh la viéc lya chon giai doan bénh
than man va cdng thac tinh mac loc cau than. Theo tac gia Tran Vian Vi (2013),
MLCT trung binh la 40,76 ml/phat/1,73 m? véi giai doan bénh than man tur 1-5
[30]; Tran Thanh Binh (2011), MLCT trung binh 13 44,41 + 14,201 ml/ph(t/1,73 m?
véi cac bénh nhan bénh than man giai doan 2-4 véi cong thuc Cockroft-Gault [5].
Bén canh d6, nhiéu nghién ciru trong va ngoai nudc lya chon ddi twong bénh than

man giai doan cudi nhu tac gia Nguyén Vinh Hung (2009) véi MLCT trung binh Ia
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8,87 ml/phat/1,73 m? [11]; B. Ghosh va cong su (2012) véi MLCT trung binh la
7,58 ml/phGt/1,73 m? bang cong thuc Cockroft-Gault [66].

Nghién ctu caa ching t6i ¢ sy khac biét c6 ¥ nghia vé muc loc cau than
theo gi6i tinh, dic biét & nhom chimg va nhém DTBT (p< 0,01 va p< 0,001). biéu
nay 1a do c6 su khéac nhau rat c6 ¥ nghia vé can niang va chi s6 BMI giita nam va ni
trong nhdm nghién ctu (p< 0,001), mic du khdng cd su khac nhau c6 ¥ nghia vé
nong do creatinine mau (bang 3.5 va 3.9).

4.1.8. Nong dd beta-crosslaps va hormone tuyén can giap & bénh nhan bénh
than man giai doan cudi
4.1.8.1. Nong dé beta-crosslaps va hormone tuyén can giap huyét thanh

Qua nghién cau, ching tdi nhan thay nong do beta-crosslaps ciing nhu PTH
ting cao & nhdm bénh hon so v&i nhdm ching véi p< 0,001; dong thoi c6 sy khéc
biét c6 y nghia thong ké vé ndng do6 beta-crosslaps va PTH giita hai nhom DTBT va
LMCK (p<0,05). Trong ba nhém nghién cau caa ching tdi, nong do beta-crosslaps
va PTH huyét thanh bién d6i cao nhat & nhém LMCK.

Vay cac nghién ctu khac vé néng do beta-crosslaps va PTH huyét thanh trén
bénh nhan bénh than man c6 két qua nhu thé nao? Nam 2004, Luisa Alvarez nghién
ctru nong d6 B-CTx va PTH huyét thanh & 3 nhém bénh nhan: ching, loc méau chu
ki va ghép than. Két qua cho thay nong do p-CTx va PTH ting cao & nhom loc mau
chu ki so véi nhom chang va nhom ghép than vai p < 0,001 [32]. M6t nghién cau
cua Urena va cong su lai cho thay, nong dé6 PTH & bénh nhan loc méau chu ki ¢6 chu
chuyén xwong cao va chu chuyén xuong thip déu cao hon so véi binh thuong (10-
65 pg/ml), 753 + 670 pg/ml va 128 £ 149 pg/ml (p<0,05) [143].

Két qua ciing tuong tu Véi cac nghién ciu & Nhat Ban. Nghién ciru tha nhat cua
Okabe va cong su (2001), dinh lwong B-CTx huyét thanh & cac bénh nhan bénh than
man, cudng can giap nguyén phat, suy tuyén can giap, bénh &c tinh va gia suy can
giap. Két qua cho thdy 100% bénh nhan bénh than man va cuong tuyén can giap
nguyén phat c6 nong d6 B-CTx huyét thanh ting cao [120]. Nghién ctu tht hai caa
Okuno va cong su (2005) cho thdy nong do B-CTx huyét thanh nhém LMCK 1 1,61
ng/ml, cao gap 4,4 1an so véi nhém ching khoe manh va 73,8% bénh nhén c6 p-CTx
cao hon binh thudng. Péi voi ndong d6 PTH ¢6 trung vi la 149,9 pg/ml (1,2-1148
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pg/ml), cao hon nhiéu so véi gia tri nguoi binh thuong 15,4-60 pg/ml [121]. Nghién
ctu thir ba cua Inaba va cong su (2005) lai cho thdy ndng do trung binh cua B-CTx va
PTH huyét thanh & bénh nhan bénh than man LMCK 1a 1,71 + 1,26 pg/l va 218,6 +
214,5 pg/ml, déu cao hon rat c6 ¥ nghia so véi nhém ching (p< 0,0001) [76].

Mot nghién ciru khac duoc tién hanh & Trung Quéc cua Jiang (2011) trén 60
bénh nhan bénh than man cac giai doan khac nhau 1-5 va giai doan LMCK, nhan
thdy nong do PTH ting dan theo muc d6 bénh than man va cao nhat ¢ nhom
LMCK: giai doan 1 la 3,75 + 2,59 pmol/l; giai doan 2 la 6,52 + 3,99 pmol/l; giai
doan 3 1a 7,78 + 3,57 pmol/l; giai doan 4 la 22,47 £+ 15,06 pmol/l; giai doan 5 la
37,13 + 29,62 pmol/l va giai doan LMCK 14 45,82 + 44,16 pmol/l (p<0,05) [85].
Két qua nay ciing twong tu nghién ctu cia Ghosh va cong su (2012) & An Do véi
ndng do trung binh cia PTH ¢ nhdém LMCK cao hon nhém bénh than man DTBT,
288 pg/ml va 231 pg/ml (p>0,05) [66].

Tai Viét Nam, chung t6i chua ghi nhan nghién ctru nao dénh gia nong do p-
CTx huyét thanh ¢ bénh nhan bénh than man, nhung c6 rat nhiéu nghién cau nong
d6 PTH trén ddi twong nay nhu Hoang Bui Bao 2005 [4], Nguyén Vin Thanh 2009
[24], Tran Thanh Binh 2011 [5], Nguyén Hitu Nhat 2012 [16]. Céac nghién ciu nay
déu co két qua nhu cac tac gia trén thé gidi va caa chung toi.

Vay tai sao0 & bénh nhan bénh than man giai doan cudi c6 sy gia ting nong do
B-CTx va PTH huyét thanh, dic biét nhom LMCK cao hon nhém DTBT?

O nhoém bénh nhan bénh than man DTBT, bénh Ii than man dic trung béi tinh
trang giam s lwong nephron s& dan dén giam chirc ning ndi tiét va bai tiét cua than.
Chtic nang noi tiét giam voi sy giam tiét 1,25-dihydroxy-cholecalciferol (vitamin
D), 1am giam hap thu canxi ¢ rudt. Chirc ning bai tiét giam, gay @ cac chat chuyén
hoa gy doc, toan chuyén hoa va ting & dong phospho mau. Diéu ndy s& gay suy
dinh dudng, giam dap tng cta xwong ddi vai vitamin D, huy chat dém cua xuong,
ha canxi mau va ting chi s6 Ca x P. Hau qua cudi cing sé& kich thich té bao tuyén
can giap tang tiét PTH tha phat. Tang san tuyén can giap 1a mot biéu hién chinh cua
cudng tuyén can giap thir phat do than, va mot yéu té quan trong phan anh do ning
cling nhu sy tién trién cia bénh. Qua trinh ting san PTH kéo dai, khong kiém soat

s& din dén tang canxi huyét thanh, réi loan chu chuyén xwong véi ting qua trinh
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huy xwong va viém xuong nang xo [90], [128]. Ti 1€ tang PTH trong nghién ctru
cua chang téi la 26,23% & nhém DTBT va 42,42% & nhdm LMCK (bang 3.18).

Sy mit can bang chu chuyén xuong kéo dai véi tinh trang ting hily xuong va
qua trinh tao xwong, s& dan dén ting cac san pham cua qua trinh ndy, trong d6 c6
canxi mau, cac dau an chu chuyén xuwong nhu f-CTx va ALP. C6 nhiéu dau an chu
chuyén xwong duoc nghién ctiu trong vai thap ki qua, nhung chi mot it trong sé d6
dugc st dung trén 1am sang. Li do 1a ching khac nhau gitta c4c c4 thé va it co lién
quan Véi ti 16 mat xwong. Tuy nhién, B-CTx 1a mét trong sb it dau an chu chuyén
xuong duoc str dung, ngay ca ¢ bénh nhan bénh than man, va thuong phdi hop Véi
nhiéu dau 4n khac. Mot 1 do nita 1am ndng do B-CTx mau ting cao & bénh nhan than
man la than giam chirc ning bai tiét nudc tiéu, trong khi d6, p-CTx lai bai tiét chu yéu
qua dudng niéu, bi phu thudc vao chirc ning cua than nén nong do B-CTx thudng
tang cao theo murc do suy than. Do nong d6 B-CTx huyét thanh & ngudi binh thuong
thay doi theo gioi tinh, do tudi nén ching toi khdng &p dung nong do B-CTx huyét
thanh binh thudng cia nha san xuat hoa chat. Néu so sanh gia tri trung binh cua p-
CTx & nhém ching cua ching toi, két qua cho thay: trong nhém bénh than man
DTBT, c6 59 bénh nhan chiém 96,7% ting nong do B-CTx mau va trong nhém bénh
than man LMCK, c6 65 bénh nhan chiém 98,5% ting nong do B-CTx mau.

O nhém bénh nhan bénh than man LMCK, ngoai c4c yéu té trén, su ting cao
cac dau an chu chuyén xuong bi anh huong boi qué trinh loc mau. Hién nay, tly
thudc tinh trang bénh nhan va may loc, c6 nhiéu ki thuét loc méu khac nhau: tham
phan mau, siéu loc, hoic xen k& tham phan mau va siéu loc... Tham phan mau
thuong ding mang loc kém i nudc trong vong tuan hoan ngoai co thé, chu yéu
hoat dong theo co ché khuéch tan. Chinh vi vay, dé dang loc cac chat cd trong
lugng phan tir thap (ure) va kho khin ddi véi cac chat co trong lugng phan ti trung
binh. Trudc ddy, dich loc voi chat dém 13 acetate dwgc dung cha yéu, nhung hién
nay bicarbonate lai chiém da s6. Siéu loc mau 1a phuong thie diéu tri ddi luu hoan
toan, thuong ap dung loc khong lién tuc ¢ bénh nhan suy than man va loc lién tuc &
bénh nhén suy than cap. Tham phan mau siéu loc 1a phuong phap két hop wu diém

ctua 2 phuong phap trén. Co ché khuéch tan dé dao thai cac chat co trong luong
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phan tir thip va co ché siéu loc dé dao thai cac chat cé trong lwong phan tir cao.
Trong mdi chu ki loc téc d6 cao 12-25 lit siéu loc s& duoc lay ra va duoc doi lai
bang dich thay thé [20], [56], [108].

Di v6i thim phan méu, cic phén tir ¢ trong lugng phan tir < 500 daltons s&
di qua ty do va cac phén tir c6 trong luong > 2000 daltons thi ngugc lai. Nhimng yéu
t6 ndy, cung voi chu ki bai tiét cua beta-crosslaps cao nhit vao budi sang va giam
dan dén trua chiéu, 1am cho ndng d6 beta-crosslaps huyét thanh & nhém LMCK cao
hon so v6i nhom DTBT khi ldy cing thoi diém, dbi tugng chon bénh tuwong duong
va lay mau mau trude khi loc [56], [73], [108]. Trong khi d6, ki thuat siéu loc véi
mang loc thim nudc cao — 20-50 lit mdi gio- cho phép kéo cc chat c6 trong lugng
phan tr trung binh va cao ra khéi co thé, nén néng d6 ciia nd sau loc s& thap hon so
voi1 trude loc. Nghién clru cua Alvarez va cong sy 1a mot vi du. Alvarez stir dung ki
thuat si€u loc véi mang loc cellulose triacetate, két qua cho théiy sau khi loc mau co
su giam ndng do beta- crosslaps khoang 30% so véi trude loc mau. Nghién ciru
cling phat hién trong luong phéan tir ciia beta- crosslaps nam trong khoang 1000-
10000 daltons [32]. Nguoc lai vai phosphatase kiém, trong lwong phan tir khoang
85000-170000 daltons nén s& khdng loc duoc qua mang loc va ndng d6 sau loc ting
khoang 16%. Qua trinh loc mau anh huéng quan trong dén sy thay doi nong do cac
diu 4n chu chuyén xuong ¢ bénh nhan bénh than man giai doan cudi: cac phan ti
cé trong lugng phan tir < 500 daltons sé duoc loc tu do, trong khi d6 nhirng phan tir
co trong lugng > 2000 daltons khéng thé di qua mang loc. Hon nita, qué trinh loc
1am thay d6i luong dich ngoai bao, thay d6i thé tich dich trong tinh mach [32], [33].
Trong nghién ctru cua chung t61, cac bénh nhan bénh thdn man loc mau chu ki chu
yéu bang phuong phap tham phan mau. Nhu vay, nong d6 cua beta-crosslaps huyét
thanh nhém LMCK cao hon han nhém DTBT la hoan toan phu hop.

Mot yéu t6 nira anh hudng dén ndng d6 cac dau an 1a cac thoi diém trong ngay
va tinh trang dinh dudng. Nong do cia ching s& cao nhat vao budi sang va ting cao
sau dn [74], [120]. Cac d6i twong nghién cau cua chung t6i déu duoc dinh luong
c4c chat vao budi sang khi dang d6i dé loai bo tinh trang ting cao néng d6 cac dau

an mot cach gia tao.
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Véi phan tich trén, ching ta thiy ring ndng d6 beta-crosslaps huyét thanh &
nhém LMCK bi anh huéng boi bénh than man, béi qué trinh loc mau, va bai thoi
gian loc mau- thoi gian loc cang lau thi sy tich tu beta-crosslaps khéng qua mang
loc cang nhiéu. Bong thoi ciing cho thdy su can thiét 4p dung phuong phap tham
phan mau siéu loc trén d6i twong nay. Mot phuong phap ma thé gigi da sir dung rat
théng dung tur lau.
4.1.8.2. Nong dp beta-crosslaps huyét thanh theo gidi

Nhiéu cong trinh nghién ctru da ching minh rang giéi tinh va do tudi 1a nhiing
yéu té anh huong dén ndng do B-CTx huyét twong, dic biét phyu nir va do tudi man
kinh s& c6 téc do mét xwong nhanh va ndng d6 B-CTx huyét thanh tang rat cao [8],
[14], [62], [64].

Khi phan tich ndng do B-CTx huyét thanh theo gidi, ching tdi nhan thiy c6 sy
khac nhau rat ¢ y nghia thong ké vé néng do B-CTx huyét thanh giira nir va nam
trong nhdm nghién cau (p< 0,001) véi ndng d6 trung binh B-CTx huyét thanh cua
nir gidi cao hon cua nam gidi, 1,750 + 1,516 ng/ml va 1,715 £ 1,295 ng/ml. Tuy
nhién, khi xét nong do B-CTx riéng tirng nhdm nghién ciru, ching t6i chua thay sy
khac nhau c6 ¥ nghia vé nit va nam (p> 0,05). M6t van dé nira 1 c6 sy khac nhau
rat co y nghia vé nong do B-CTx huyét thanh néu so sanh nix gi¢i hodc nam gigi
gitta ba nhém: ching, PTBT va LMCK véi nong d6 trung binh p-CTx huyét thanh
cao nhat & nhdm LMCK va thap nhat & nhém ching (p<0,001). Piéu nay cho chiing
ta thiy rang & bénh nhan bénh than man, mic do ning cua bénh than va qué trinh
loc mau 12 yéu té rat quan trong anh huong dén nong do B-CTx huyét thanh, ngoai
nhitng yéu t6 nhu di néu & trén. Piéu nay ciing di duoc ching tdi phan tich & phan
1.4.4. Van dé nay cang duogc lam rd khi chiing ta xem xét két qua caa bang 3.16. O
nhom ching, nong do B-CTx huyét thanh c6 sy khac biét co ¥ nghia thong ké voi
nong d6 nhém mén kinh cao hon nhém chua méan kinh (p<0,05). O nhém DTBT va
LMCK thi nguoc lai, néng do p-CTx huyét thanh nhém chua mén kinh cao hon
nhém méan kinh. Mic du, do tudi trung binh cta nit gidi ¢ ca ba nhom déu cao
(53,12 + 19,41; 55,38 + 18,19 va 50,56 + 14,95), nhung ddy chi 1a d6 tudi tién hanh

nghién ctu. Theo nhu ching t6i ghi nhan, da sé bénh nhan nit déu xuat hién man
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kinh sém sau khi phéat hién bénh than man khoang 2 nam va hon 50% bénh nhan nir
cta chung t6i déu dd man kinh du chua dén tudi. Theo y vin, mot trong nhiing bién
chirng hay gap ¢ bénh nhan ni mac bénh than man 1a rdi loan kinh nguyét dang vo
kinh, dic biét ¢ giai doan cudi. Ti & vo kinh gip khoang 40-80% bénh nhan nit
bénh than man dang loc mau chu ki. C6 nhiéu yéu t6 gay nén: giam lwong mau téi
hé sinh duc do tinh trang thiéu mau man, rdi loan hé noi tiét anh huong dén chic
nang cua budng trang, tac dung phu caa thudc (estrogen, thudc chen beta, thudc loi
tiéu, thuéc an than, thuéc chéng tram cam 3 vong...) va nhiing bién doi vé than
kinh. Chinh vi vay, tudi man kinh cua nit gi¢i bi bénh than man s& sém hon so véi
ngudi khoe manh [65], [67], [124].
4.1.8.3. Néng dé hormone tuyén c@n giap theo gidi

Khi phan tich ndng do PTH theo giéi tinh (bang 3.17), chling tdi nhan thay
€O sy khac biét gitta nhom ching so véi nhdm bénh trong nir gigi (p<0,001) va
trong nam gigi (p<0,001), cling nhu gitra nir gidi va nam gigi trong toan bd nhdm
nghién ciu (p<0,05). Nong d6 trung binh ctia PTH & nit gidi cao hon nam gidi. Tuy
nhién khi xét riéng ting nhom, ta lai thiy két qua c6 su thay doi. G nhdom chang,
khong c6 sy khac nhau vé nong do6 PTH & nir va nam (p>0,05); nguoc lai, & nhom
DTBT va nhém LMCK, sy khac nhau nay c6 y nghia thong ké (p<0,05) véi néng
d6 trung binh PTH & nit gidi cao hon nam giéi. Két qua nay twong ty nhu ndng do
B-CTx huyét thanh. Vay, c6 phai la nhiing réi loan xuong va khoang chat do bénh
than man véi sy ting huy xwong s& kéo theo ca rdi loan nong 6 PTH va B-CTx?
Hai dau an sinh héa nay c6 lién quan véi nhau khong?
4.1.8.4. Nong dp beta-crosslaps huyét thanh va hoar dé phosphatase kiém theo
phan lép néng dg hormone tuyén cdn giap

Mic du, tiéu chuan vang dé chan doan cac dang rdi loan chu chuyén xwong
do bénh than man 14 sinh thiét xwong, nhung do diéu kién chua thé thuc hién duoc,
ching t6i &p dung cac méc thay do6i cua nong d6 PTH theo sy thay doi chu chuyén
xuong d3 duoc KDIGO khuyén cio dé phan tich cac dau 4n sinh hoa khac. Nong do

PTH binh thudng: < 65 pg/ml. Chu chuyén xuong thap véi PTH < 150 pg/ml, chu
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chuyén xwong binh thuong véi PTH 150-300pg/ml va chu chuyén xwong cao voi
PTH > 300pg/ml [83], [106].

Khi phan tich su bién d6i ndng do p-CTx huyét thanh theo phan 16p nong do
cua PTH, chdng tdi nhan thy: khi nong d6 PTH tir 150-300pg/ml, ndng d6 trung
binh cua B-CTx huyét thanh giam hon khi néng d6 trung binh PTH < 150pg/ml
hodc > 300pg/ml. Piéu nay dung cho nhom DTBT, nhém LMCK hoic phan tich
chung ca hai nhdm. Sy khac biét nay co y nghia théng ké (p<0,05).

Doi vai hoat do phosphatase kiém, mac di nong do trung binh cua ALP toan
phan cao nhét khi nong d6 PTH > 300pg/ml, nhung ching t6i chua thay su bién doi
nhu v6i ndng d6 B-CTx huyét thanh. Su khac biét nay khong c6 ¥ nghia théng ké
khi phan tich tirng nhém riéng ré (p>0,05).

Theo khuyén cdo cua KDIGO, bénh nhan bénh than man giai doan cudi va
loc méu chu ki nén duy tri PTH khoang 150-300 pg/ml dé duy tri chu chuyén xuong
binh thudng. Céc xét nghiém PTH, Ca, P, chi s6 Ca x P va ALP nén duogc theo doi
dinh ki phu thudc vao giai doan suy than [77]. Nhu vy, tly theo sy thay doi cua
nong d6 PTH s& anh huong dén chu chuyén xuong, vay liéu ching ta cé thé dya vao
su ndng do PTH phdi hop véi su thay doi cac dau 4n hiay xuong (B-CTx ) va tao
xuong (ALP) dé dua ra huéng chan doan cac dang loan dudng xwong do than trong
diéu kién ching ta khong thé tién hanh sinh thiét xwong mot cach thudng qui? Day
cling 12 huéng nghién ctru dé tai chung toi dang tién hanh.

4.2. TUONG QUAN GIUA NONG PQ BETA-CROSSLAPS, NONG PO
HORMONE TUYEN CAN GIAP VOI CAC YEU TO O BENH NHAN BENH
THAN MAN GIAI POAN CUOI

4.2.1. Twong quan giira ndng dd beta-crosslaps, nong dd hormone tuyén can
giap véi cac yéu té 1am sang ¢ bénh nhan bénh than man giai doan cudi

Chung tdi tién hanh phan tich méi twong quan giita nong do B-CTx huyét
thanh, nong d6 PTH va hoat do ALP v&i mot sé thong s6 1am sang. Nong do p-CTx
huyét thanh twong quan nghich véi tudi & nhom DTBT, nhoém LMCK va khi phan
tich gop hai nhém (p<0,05; p<0,001 va p< 0,005). Theo Ii thuyét, 16n tudi 1a mot yéu

t6 nguy co cua loing xwong, du vay né van khéng cd y nghia & nhdm bénh bénh than
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man. Vay nén, trong nghién ciru cua chdng tdi, hiy xwong van chwa co6 mdi lién quan
v6i bénh nhan 16n tudi. Két qua nay ciing twong tu khi so sanh véi ndng do PTH. Mot
két qua tha vi 12 nghién ctiu cia ching toi cling ¢6 su twong dong véi két qua caa
Zupanic va cong su khi tim méi twong quan giita ndng d6 beta-crosslaps huyét thanh
va tudi & nhdm LMCK (r=-0,479 va p<0,001) [154]. Pa sb cho thiy c6 su ting cao
B-CTx & phu nit tudi mén kinh, hoic bénh nhan méc cac bénh li xwong khép, hoic
bénh nhan bénh than man...Ddi twong nghién cau caa ching t6i, nong do p-CTx bi
anh huong bai bénh than man, réi loan chuyén hoa xuong do bénh than, d6 tudi bénh
nhan bao gém ca chwa méan kinh va mén kinh, chiing t6i phan tich ca nam va ni, hon
nita nhém bénh caa chdng tdi chi bénh than man giai doan cubi. Pay ciing 1a mot han
ché ciia nghién ctu, ¢& mau ching t6i khéng én dé c6 thé phan tich riéng nong do p-
CTx huyét thanh theo gidi. Véan dé ndy can nghién ctru sau hon v6i ¢& mau I6n hon,
va néu dugc, co thé thyuc hién nhiéu trung tam y té voi bénh than man nhiéu giai doan
khac nhau dé c6 cai nhin toan dién vé sy thay doi p-CTx.

Mot két qua ma chung toi cling ghi nhan duoc 13 HATT tuong quan thuan
chit ché rat co ¥ nghia véi HATTr & bénh nhan bénh than man giai doan cudi
(p<0,005). Piéu ndy hoan toan phl hop véi tinh chat bién doi huyét 4p cua bénh
than man, tang huyét 4p ca tm thu lan tam truong [22], [81].

4.2.2. Twong quan giira nong dd beta-crosslaps, nong @9 hormone tuyén can
giap véi cac yéu té can 1am sang ¢ bénh nhan bénh than man giai doan cudi

- Mot két qua quan trong ma chung t6i c6 dugc khi phan tich méi twong quan
gita nong do B-CTx huyét thanh va nong d¢6 PTH véi cac thong sé can 1am sang
khac 1a ndng d6 B-CTx huyét thanh twong quan thuin va cé ¥ nghia véi nong do
PTH & nhém PTBT (r=0,315 va p=0,01); ndong d6 PTH twong quan thuan vai hoat
d6 ALP toan phan (r=0,314 va p=0,01). Méi tuong quan nay chat ché& khi phan tich
nhém LMCK hoic phén tich gop hai nhém DTBT va LMCK véi nong d6 PTH
tuong quan thuan chat ché voi ndng do B-CTx (r = 0,633 va p < 0,005); nong do
PTH tuong quan thuin véi hoat d6 ALP (r=0,307 va p<0,005) va nong do B-CTx
huyét thanh twong quan thuan véi hoat 6 ALP (r= 0,293 va p< 0,005).
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Két qua cua ching tdi c6 sy twong déng véi nhidu nghién ctu phan tich méi
lien quan gitta PTH, B-CTx va ALP & bénh nhan mac bénh than man trén thé gigi
va trong nudc.

Nim 1999, Marianne Rix va cong su, khi nghién cau vé sy thay déi cac dau an
chuyén hoa trén bénh nhan bénh than man chua loc méu chu ki ciing cho thdy méi
twrong quan nay véi r= -0,62 véi PTH va r= -0,34 véi phosphatase kiém xuong, mot
phan 16p ctia phosphatase kiém, chiém khoang 50% phosphatase kiém toan phan [125].

Nghién cau tiép theo ching t6i mudn dé cap dén la cia Alvarez va cong su
nghién ctru néng d6 cua B-CTx, phosphatase kiém toan phan, PINP va PTH ¢ 14
bénh nhan bénh than man loc mau chu ki (10 nam va 4 nit, d tudi trung binh 39 +
4,3) voi thot gian trung binh 6 = 2,3 ndm, 6 bénh nhan bénh than man da dugc ghép
than va 20 bénh nhan khoe manh thugc nhém ching cho thdy nong do huyét thanh
clia cac dau 4n nay ting & 100% bénh nhén, cao hon han so véi nhom ching va
nhom ghép than (bang 4.3). Pong thoi, khi phan tich mdi twong quan giita nong do
cac dau 4n ndy, cho thiy PTH c6 tuwong quan thuén véi hoat 0 ATP (1=0,536 va
p<0,05); PTH tuong quan thuan véi B-CTx (r=0,426) va ALP tuong quan thuan vdi
B-CTx (r=0,415) [32].

Bang 4.3. N@)ng do cac diu 4n sinh hoa ¢ 2 nhém bénh nhan: loc mau, ghép

than so v&i nhom ching [32]

Nhém chung | Nhom loc méu | Nhom ghép than

(n=20) (n=14) (n=6)

Protein toan phan (g/) | 70,3+3,6 72+48 65+ 1

Creatinine (umol/l) 76,02 +9,72 (892,84 + 74,26 167,46 + 17,68

iPTH (pg/ml) 31+2,95 194 + 41" 151+39 7
Phosphatase kiém TP (U/l)| 154 + 8,6 238 +23 " 176 + 11
PINP (ng/ml) 38,8 +2,2 164 +29 ™ 74+127

B-CTX (ng/ml) 0,292 + 0,028 3,440 + 0,500 | 0,880 + 0,110 "

**: p< 0,001 so véi nhém chang, *: p< 0,01 gitra nhdm loc mau va ghép than



114

Nghién ctru cia Okuno va cong sy 2005 vé B-CTx huyét thanh & 160 bénh
nhan bénh than man loc mau chu ki ciing cho thiy néng do p-CTx c6 mbi twong
quan thun véi ndng d6 PTH (r=0,6 va p < 0,01) va véi hoat do phosphatase kiém
xuong (r=0,66 va p<0,01). Nhitng bénh nhan nay dugc do mat d§ xuong déng thoi
v6i 2 1an trong 2 nam. Sau d6, dinh luong lai ndng do B-CTx. Két qua cho thiy p-
CTx c6 lién quan voi ti 1€ mét xuong & nhom bénh nhan bénh than man lgc mau chu
ki (p<0,01), d6 nhay 41% va d6 dac hi¢u 83% [121].

Mot nghién ctru khéc 1a cia Inaba va cong sy 2005, dinh lugng néng do PTH
& 177 nam gi6i suy than man LMCK. Téc gia nay ciing nhan thiy c6 mdi tuong
quan thuan chit ché gilta nong d6 PTH véi B-CTx (r = 0,561 va p< 0,001) va véi
ALP xuong (r= 0,414 va p <0,001) [76].

Nghién ciu cia Zupanic va cong sy (2006) duoc tién hanh 79 bénh nhan
bénh than man LMCK va 36 bénh nhan ghép than. Tat ca cac bénh nhan déu duoc
dinh lugng phosphatase kiém xwong, beta-crosslaps huyét thanh va PTH. Két qua:
bénh nhan ¢ nhém LMCK c6 nong d6 beta-crosslaps huyét thanh cao hon
(p<0,0005), nong d6 PTH cao hon (p<0,001) va hoat do ALP thap hon (p<0,0005)
c6 y nghia thong ké so voi nhoém ghép than. Trong ca hai nhém bénh nhan, thoi
gian loc mau c6 tuwong quan thuan vaéi hoat do ALP xuong (nhém LMCK: r=0,318
va p=0,005; nhém ghép than: r=0,488 va p=0,003) va nong do6 beta-crosslaps huyét
thanh (nhém LMCK: r=0,338 va p=0,002; nhom ghép than: r=0,365 va p=0,03).
Ngoai ra, c6 mdi twong quan thuan giita ndong d6 PTH va hoat 46 ALP xuong, gitta
hoat d6 ALP xuong vé6i ndong do beta-crosslaps huyét thanh & ca hai nhém nghién
ctiu (p<0,05). O nhdm LMCK, ¢6 mdi twong quan thuan giita nong ¢6 PTH va beta-
crosslaps huyét twong (r=0,323 va p=0,004) [154].

O nguoi binh thudng, su diéu hoa canxi mau dudi sy hoat dong cua nhiéu co
quan: da, gan, than, rudt, tuyén can giap va hé tuan hoan. Da du6i anh sang mit troi
s& tao vitamin D3, chat nay s& kich thich gan san xuat 25-hydroxycholecalciferol. Sau
d6, 25-hydroxycholecalciferol s& dwogc than chuyén héa thanh 1,25-

dihydroxycholecalciferol ¢ rudt. Pay 1a vitamin D, ¢6 tac dung kich thich protid két
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hop canxi, men calcium-stimulated ATPase va phosphatase kiém dé ting hap thu
canxi o rudt, tir do tang canxi mau. Nong do canxi mau ting s& tc ché tuyén can giap
san xuat PTH, PTH giam s& tc ché than chuyén 25-hydrocholecalciferol thanh 1,25-
dihydroxycholecalciferol, do d6 s& 1am giam canxi méau. O bénh nhan bénh than man,
than bj ton thuong nén qua trinh nay khong duoc hinh thanh, canxi mau ludn giam,
né kich thich tuyén can giap tang tiét PTH va gy ra bénh canh cudng tuyén can giap
thir phét. Sy tang ndng d6 PTH kéo dai s& dan dén sy ting hily xuwong theo hai pha.
Pha thtr nhat hay con goi la pha nhanh bét dau trong vai phit va ting nhanh trong vai
gio. PTH sé tang li giai mudi canxi va phospho ra khoi té bao xuwong & chat nén va bé
mit cua té bao. Pha thi hai dién ra cham hon, kéo dai khoang vai ngay hoic vai tuan,
V6i su ting san té bao huy xwong, gy ting huy xwong va giam hap thu mudi
phospho-canxi & xuong. Su ting PTH kéo dai s& lam xuong yéu di, kich thich té bao
tao xuong tang hoat dong tao xwong. Chinh vi vy, cuong can giap kéo dai sé tang ca
hity xuong 13n tao xuong, vé6i hity xuong wu thé [69], [123], [145].

Thém mot van d& ma ching tdi nhan thay khi phan tich méi trong quan giira
PTH va beta-crosslaps huyét thanh 1a trong nhém PTBT, mdi twong quan nay tuy c6
¥y nghia théng ké nhung mirc d6 yéu; con dbi véi nhom LMCK thi méi twong quan
nay c6 y nghia théng ké véi mirc @ manh. Dé giai thich diéu nay, chdng toi xin tro
lai két qua nong d6 PTH & bang 3.18: ti & bénh nhan ting PTH & nhém PTBT la
26,23% va nhom LMCK 1 42,42%. Diéu nay phi hop véi li thuyét caa loan dudng
xuong do than, tly theo thé bénh ma nong d6 PTH c6 thé tang, binh thuong hoic
giam. Néu chu chuyén xuong thap, ndng ¢6 PTH binh thuong hodc giam; néu chu
chuyén xuong cao, ndong do6 PTH s& tang. Véi két qua ndng do beta-crosslaps huyét
thanh, hién nay, ching ta van chua c6 su théng nhat vé gia tri binh thudng caa nong
d6 beta-crosslaps cho tat ca cac ddi twong, tly thudc vao gidi, tudi va nha san xut.
Diéu nay ciing ding vi nhdm bénh than man. Chinh vi vay, chlng ti chi c6 thé so
sanh ndéng do beta-crosslaps huyét thanh trung binh ctia nhém bénh va nhém ching
dé xem xét sy thay d6i. Ching t6i nhan thiy nong do beta-crosslaps huyét thanh trung

binh nhém LMCK 4 cao nhit va nhém bénh cao hon nhém chtng. Bdng thoi, khi



116

xem Xét sy thay d6i nong do beta-crosslaps huyét thanh theo phan 16p nong d6 PTH
cho thdy: nong do beta-crosslaps giam khi nong do PTH tir 150-300pg/ml, tang khi
nong d6 PTH tir 100-150 pg/ml va PTH > 300pg/ml. Nhu chiing ta biét, PTH 1a du
an sinh hoa phan anh toan bo chu chuyén xuong, con beta-crosslaps chi 1a dau 4n sinh
hoa phan anh qué trinh huy xwong. Nhu vay, ngay ca khi PTH giam thi nong do beta-
crosslaps huyét thanh van ting. Do d6, trong nhém DTBT, mdi tuong quan gitra hai
dau an nay c6 ¥ nghia théng ké nhung muc do yéu. O nhém LMCK, ndng d6 céc chat
nay tang cao con do anh huong cua ki thuat caa qua trinh loc méu, thoi gian loc mau.
Tinh trang ting ure mau kéo dai lam cho qua trinh diéu hoa canxi-phospho binh
thuong khong con hiéu qua, két qua 1a PTH tang kéo dai cho du nong do canxi mau
binh thuong hoac tang.

PTH la hormone quan trong trong diéu hoa canxi mau, tham gia qua trinh
hity xurong va tao xuong, tuy nhién khi nong d6 PTH ting cao kéo dai, n6 lai la tac
nhan kich thich hity xwong. ALP 1a dau 4n sinh hoc phan &nh qué trinh tao xuong.
B-CTx la dau 4n sinh hoc phan anh qué trinh hay xwong. Trong nghién ciu cua
ching t6i ¢6 su ting dong thoi PTH, B-CTx va ALP. Su gia ting ba diu 4n nay c6
mébi lién quan vé&i nhau. Nhu ching ta d3 biét, chdng ta chi c6 thé chan doan thay
d6i chu chuyén xuong bang sinh thiét xwong. Tuy nhién, day 1a mot tha thuat can
thiép, khdng phai ddi tugng nao ciing c6 thé tién hanh sinh thiét xuong, ban than né
cling ¢ nhitng bién chimg, va diéu quan trong hon, né chi phan &nh sy thay doi chu
chuyén trong mét thoi diém. Trong khi d6, néu chling ta st dung cac dau an chu
chuyén xwong phdi hop, dé phan anh toan dién chu chuyén xuong. Phuong phap
nay co thé dé dang thuc hién, kndng c6 chdng chi dinh, khéng c6 bién chiing va c6
thé 1am nhiéu 1an, n6 lai phan anh chu chuyén xuong ca mot giai doan. Pay ciing 1a
mong mudn caa ching tdi khi thyc hién dé tai nay: phéi hop cac dau an sinh hoa
PTH, B-CTx va ALP trong theo d&i cac bién dbi xwong & bénh nhan bénh than man.

- Khi xét méi twong quan gittra PTH va B-CTx vé6i nong do creatinine mau
hoic mirc loc cau than thi ching toi chua thdy mi twong quan d6 trén nhom bénh

nhan bénh thdn man. Moi tuong quan gitta muc loc cau than hodc ndng do
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creatinine mau voi cac dau 4n chu chuyén xuong ciing khac nhau tiy nghién ciru.
Mot s6 nghién ciru trén thé gidi thay p-CTx 1a mot ddu 4n c6 twong quan chit ché
véi creatinine mau nhu Alvarez (r=0,546 va p<0,001) [32], tac gia Jiang ciing nhan
thiy nong do6 PTH c6 mdi trong quan nghich véi muc loc cau than (r= -0,562 va p<
0,001) nhung nguoc lai voi ALP (r=-0,322 va p>0,05) [85]. Nhung tac gia Ghosh
khi nghién ctru 155 bénh nhan (114 nam va 36 nit) bénh than man dang PTBT va
LMCK lai chua nhan thdy mbi twong quan nao giita cac ddu an sinh hoc vdi mirc
loc cau than & bénh nhan bénh thin man PTBT va LMCK [66].

Tuy nhién, két qua ciia chiing t6i lai cho thiy mbi twong quan giita mirc loc
cau than vé&i nhiéu chi sb can 1am sang, dac biét khi phan tich gop hai nhom bénh.
Albumin mau 1a mot vi du. Mdi twong quan thuan ¢ ¥ nghia giita muc loc cau than
va nong do albumin méau ¢ ca nhom PTBT (1=0,375 va p< 0,005); nhung & nhom
LMCK, day lai 1a mdi twong quan nghich (r= -0,26 va p<0,05). Vi sao c6 su khac
nhau nay? Nhu ching ta da biét, mot trong nhitng tri€éu ching cua bénh than man la
¢6 protid niéu kéo dai do t6n thuong mang day cau than, protid niéu nhiéu hay it tiy
thuoc muc do ton thuong, day chinh 14 mét trong nhitng nguyén nhan gay ra tinh
trang giam protid mau toan phan va albumin mau. Nhu vy, mirc d6 ton thuong mang
day cau than cang ning thi ndng do albumin mau cang giam, nhu két qua & nhom
DTBT. Mot nguyén nhén nira ciing gop phan gay giam albumin méu 13 tinh trang suy
dinh dudng do kém hép thu hodc do nhitng bénh li kém theo trén nhém bénh nhan
nay. Con & nhom LMCK, viéc dinh lugng néng do albumin mau da kém chinh xac do
su can thiép cua diéu tri. Thong thuong, nhitng bénh nhan bénh than man LMCK,
ngoai viéc diéu tri thay thé than suy béng LMCK, ho con duoc diéu tri ndi khoa bﬁng
cac acid amin qua dudng udng hodc dudng truyén tinh mach, hon nira, chirc ning bai
tiét nuoc tiéu cua than di khong con ciing 1a mot nguyén nhan 1am ndng d6 albumin
Mau ting cao hon nhom DTBT (bang 3.9: p<0,001) va mdi twong quan nghich nhu
da thdy. Nghién ctru ctia Trin Vin Vil va cong sy (2013) cling di c¢6 két luan nhu
vay. Ong tién hanh nghién ctru néng do albumin mau & bénh nhan bénh than man

chua LMCK tir giai doan 1 dén giai doan 5. Pé ting cudng do dic hiéu cua dinh
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lugng albumin, tac gid loai trir nhitng bénh nhan bénh than man cé dinh lugng protein
niéu > 3 gam/24 gi' va nhiing bénh nhan dang c6 tinh trang viém. Két qua cho thay
12,4% bénh nhan ¢ giam albumin mau < 35 g/l; dinh luong albumin mau nit thip
hon nam (p<0,05); néng do albumin mau bat dau giam cé y nghia tir giai doan 4 cta
bénh than man va c6 mdi twong quan thuan c6 y nghia théng ké v&i muc loc cau than
(r=0,321 va p <0,001) [30].

- Mbi twong quan ndng d6 canxi va phospho mau

Sy bién ddi nong do canxi-phospho mau va cac mdi twong quan ciia no Véi
cac dau an sinh hoa khac 1a mot van dé quan trong cua bénh nhan bénh than man.
Nhu da phan tich ¢ trén, su bién d6i nong do canxi-phospho mau cé su khac nhau
gitta nhom PTBT va LMCK. O nhém PTBT, da sé bénh nhan rdi loan dang ha
canxi mau va ting phospho mau; trong khi d6, nhém LMCK, da sé bénh nhan c6
ndng d6 canxi mau binh thudng va ting phospho mau. Diéu nay cang rd rang hon
khi xem xét méi twong quan giita chiing. Két qua cua ching ti cho thay c6 moi
tuong quan nghich c6 ¥ nghia thong ké gitra ndng d6 canxi mau va phospho mau &
ca nhom BTBT (r = -0,274 va p <0,05) va nhém LMCK (r= - 0,329 va p< 0,005).
Tuy nhién, chiing t6i chi thdy mdi twong quan thuan c6 y nghia théng ké giira nong
d6 phospho méu va nong PTH ¢ nhém LMCK (r = 0,242 va p<0,05) va khi phan
tich gop hai nhém bénh (r=0,278 va p< 0,005). Chiing t6i chwra thdy méi twong quan
gitta ndng do canxi mau voi nong d6 PTH méu (p>0,05). Két qua nay ciing tuong tu
véi tac gia Nguyén Hiru Nhat véi méi tuong quan chit ché gitra ndng do phospho
méu va nong d6 PTH mau (r=0,682 va p<0,001) va chua thdy rd mdi twong quan
giita ndng do canxi mau va néng d6 PTH mau (p>0,05) [16]; tic gia Hoang Bli Bao
(2005) voéi mbi twong quan thudn rat chat ché gitta ndng do PTH va nong do
phospho huyét thanh (r=0,7073) [4]; tac gia Vii Lé Anh va cong su cho thiy nong
d6 canxi c6 mdi twong quan nghich véi nong d6 phospho (r = -0,208 va p <0,05),
nong do6 phospho tuong quan thuan véi néng d6 PTH (r= 0,442 va p<0,001) va
khong c6 méi twong c6 y nghia théng ké gitra ndng d6 canxi va PTH mau (p>0,05)

[2]; thc gia Nguyén Thi Kim Thay thi nhan thiy c6 méi twong quan thuan giira nong
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d6 PTH v&i nong do canxi mau (r= 0,606 va p<0,001) va véi nong do phospho méu
(r= 0,574 va p<0,001) & bénh nh&n bénh than man LMCK [26]; tac gia Inaba ciing
chua thdy méi twong quan c6 ¥ nghia giita nong dé canxi mau va PTH maéu
(r=0,029 va p > 0,05) [76]. Phan tich cac két qua cua cac nghién ctu trén mot lan
nita dé cip dén bién ching ting phospho mau do cudng tuyén can giap thi phéat &
bénh nhan than man, tir 46 cho thdy bénh nhan chua cha trong diéu tri ha phospho
mau ciing nhu cac rdi loan canxi-phospho dé han ché céc roi loan xuwong va khoang
chat do bénh than man. Ngoai nguy co giy loan dudng xuong, rdi loan xuwong va
khoang chat ¢ bénh than man con gy ting voi hoa ngoai xwong-dac biét 1a cac mo
mém, tang tién trién bénh than va cac bénh Ii tim mach, ting nguy co tir vong & cac
bénh nhan nay [118], [139]. M6t van dé quan trong hon nita, méi lién quan mat
thiét gitra nong d6 PTH va phospho méu cho phép ching ta dy bao nguy co ting
PTH & nhitng bénh nhan bénh than man giai doan sém tir nhitng thay d6i cua
phospho méu, hoic ¢ nhitng trung tam y té khdng thé dinh luong duoc nong do
PTH huyét thanh.

4.2.3. Twong quan giira hormone tuyén can giap va mét sé yéu té nguy co

Dé cd mot cach nhin toan dién, chdng tdi tién hanh phan tich md hinh hdi qui
da bién Vi beta-crosslaps va PTH déu la bién phu thuoc.

Trong md hinh hdi qui da bién véi hormone tuyén can giép 1a bién phu
thuoc, ching tdi c6 mot sé két qua nhu sau:

- Nhém bénh nhan bénh than man BPTBT: Gidi, ndong d6 P méu, nong do
canxi mau hiéu chinh va chi sé Ca x P 1a c4c yéu t doc 1ap du béo su gia ting nong
d6 PTH (p<0,05). Trong phén tich nay, mé hinh c¢6 y nghia théng ké véi p<0,005 va
R? hiéu chinh=0,27. Phuong trinh hdi qui da bién cho thiy, nong do PTH twong
quan thuan véi chi s6 Ca x P (t=2,55) va tuong quan nghich véi gigi (t= -2,31), véi
nong do P (t= -2,22) va véi ndng d6 canxi mau hiéu chinh (t= -2,04).

- Nhém bénh nhan bénh than man LMCK: Tubi va hoat 6 ALP toan phan Ia
cac yéu td doc lap du béo sy ting nong d6 PTH (p<0,05). M6 hinh ¢6 ¥ nghia thdng
ké véi p<0,005 va R? hiéu chinh=0,26. Phuong trinh hdi qui da bién cho thdy, ndng
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d6 PTH tuong quan nghich véi tudi (t= -2,58) va twong quan thuan véi hoat 46 ALP
(t=2,03).

- Nhom bénh nhan bénh than man chung (PTBT va LMCK): Gidi, hoat do
ALP va muc loc cau than 1a cac yéu té doc l1ap du béo su ting ndong do PTH, trong
d6 c6 ¥ nghia nhét 12 gisi va hoat 46 ALP (p<0,001). M hinh rit c6 ¥ nghia véi
p<0,001 va R? hiéu chinh=0,25. Phuong trinh hdi qui da bién cho thiy, ndng do
PTH tuong quan thuan véi hoat 4o ALP (t= 3,29) va tuong quan nghich véi gidi (t=
-3,46) va voi muc loc cau than (t= -2,32).

Két qua cua Ghosh va cong sy khi phan tich hoi qui da bién giita hai nhom
DTBT va LMCK cua PTH véi tudi, thoi gian mac bénh, nong d6 canxi mau hiéu
chinh, ndéng d6 phospho méu, hoat do ALP toan phan, nong do creatinine mau va
muc loc cau than cho thay: khdng c6 mdi tuong quan duoc tim thay trong nhém
DTBT. Tuy nhién, & nhdm LMCK, ndng d6 canxi mau hiéu chinh c6 mdi tuong
quan nghich c6 y nghia véi nong do PTH (p<0,05) [66]. Tac gia Inaba chi nghién
ctu trén nhom bénh nhan LMCK, tim mdi twong quan gita PTH véi cac bién
vitamin D, Kt/V, canxi mau va phospho mau. Ong ciing nhan thay chi c¢6 nong d6
canxi mau ¢ twong quan nghich c6 y nghia véi nong do PTH (p<0,05) [76].

Nhu vay két qua phan tich md hinh héi qui da bién ciing khéng gidng nhau
gitra cac nghién cuu, dac biét 1a & nhdm bénh than man LMCK. Su khac nhau nay
do nhiéu yéu té: cac bién doc lap trong mé hinh, sy khac nhau vé chon nhém bénh
nguyén gay bénh than man (nhu tac gia Ghosh: bénh nguyén gay bénh than man
bao gom bénh than dai thao duong, bénh than da nang, bénh mach than, viém cau
than...), ki thuat loc ciing nhu hiéu qua loc mau chu ki...Trong nghién cuu cua
ching tdi, tly tirng nhém nghién ctiru ma cd cac yéu té doc 1ap du bao su ting nong
d6 PTH khéac nhau.

4.2.4. Twong quan giira beta-crosslaps va mét sé yéu toé nguy co

Trong md hinh hdi qui da bién voi beta-crosslaps 1a bién phy thudc, ching toi

c6 mot sé két qua nhu sau:

- Nhém bénh nhan bénh than man BTBT: Nong do P mau, nong do canxi mau



121

hiéu chinh va chi s6 Ca x P 1a cac yéu td doc lap du bdo su tang né)ng do B-CTx
huyét thanh (p<0,05). M6 hinh c¢6 y nghia p<0,05 va R? hiéu chinh=0,19. M6 hinh
¢6 ¥ nghia p<0,05 va R? hiéu chinh=0,19. Phuong trinh hdi qui da bién cho théy,
ndng do beta-crosslaps huyét thanh twong quan thuan véi chi sé Ca x P (t=2,58) va
turong quan nghich véi ndong dd phospho méu (t= -2,78) va néng do canxi méau hiéu
chinh (t= - 2,67).

- Nhém bénh nhan bénh than man LMCK: Tudi, hoat 3o ALP va mirc loc cau
than 13 cac yéu t6 doc 1ap du béo su ting ndng d6 B-CTx huyét thanh; trong d6 c6
nghia nhit 14 tudi (p<0,001). M6 hinh c6 ¥ nghia p<0,05 va R? hiéu chinh=0,32.
Phuong trinh hoi qui da bién cho thiy, nong d6 beta-crosslaps huyét thanh twong
quan thuan véi hoat @ ALP (t=3,19); twong quan nghich vai tudi (t= - 4,61) va voi
muc loc cau than (t= - 2,75).

- Nhém bénh nhan bénh than man PTBT va LMCK: Tudi, hoat 46 ALP, ndng
d6 P méau va chi s6 Ca x P 1a cac yéu t6 doc 1ap du bao su ting n6ng do B-CTx
huyét thanh. M6 hinh c6 ¥ nghia p< 0,001 va R? hiéu chinh=0,23. Phuong trinh hoi
qui da bién cho thay, nong d6 beta-crosslaps huyét thanh twong quan thuan vai hoat
d6 ALP (t= 3,94) va voi chi s6 Ca x P (t= 2,16); twong quan nghich véi tudi ( t= -
4,09) va vai nong do6 P méu (t= - 2,01).

Cac mé hinh dy doan su gia ting nong do B-CTx huyét thanh c6 su giéng
nhau twong ddi vé cac yéu t6 doc 1ap trong mdi nhom phan tich: PTBT, LMCK hay
c4 hai nhém. Cu thé, trong nhém DTBT, nong d6 phopsho mau, nong do canxi mau
hiéu chinh va chi sé Ca x P 1a cac yéu té doc 14p c6 y nghia. Trong nhém LMCK,
hoat do ALP toan phan va mirc loc cau than 1a cac yéu to doc 1ap co6 y nghia. Va
trong phan tich gop ca hai nhom, hoat 46 ALP ciing 1 yéu t6 doc 1ap c6 ¥ nghia.
Két qua ndy goi v hai van dé. Thi nhét, c6 thé st dung cac bién doc 1ap nhu nong
d6 canxi mau, ndong dd phospho mau, tudi, gidi...du bao sy gia ting cta B-CTX
huyét thanh va PTH huyét thanh. Thir hai, dinh lugng hoat d§ ALP toan phén nén
duoc tién hanh thuong qui & bénh nhan bénh than man, dac biét & nhom LMCK,

cuing véi cac xét nghiém thong thuong khac dé danh gia cac réi loan canxi-phospho
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0 nhom bénh nhan nay. Tam quan trong cua hoat d0 ALP duoc nhéan théy & rat
nhiéu nghién ctru, trong dé co6 hai nghién ctru dugc thyc hién trén bénh nhan bénh
than man LMCK.

Tac gia Yamashita va cong su (2011) nghién ctru thuan tap hoi ctru danh gia
hoat d0 ALP & 196 bénh nhan bénh than man LMCK ¢ bénh vién Minami Senju.
Két qua cho thay: hoat do ALP c6 lién quan dén thoi gian loc mau chu ki (p<0,05).
Ong phan chia bénh nhan thanh hai nhom dya vao hoat do trung binh cua ALP,
phan tich so bd nhom c6 hoat do ALP cao lién quan dén ti 1& tr vong cao khi so
sanh véi nhom c6 hoat dd ALP thap (p=0,0074). Khi tién hanh diéu chinh hoat d6
ALP theo tudi, gid1, qua trinh loc, cac bénh 1i di kém (bénh mach vanh, bénh mach
nao, bénh mach méau ngoai bién, bénh 1i gan ...), hoat d0 ALP ting gép doi1 co lién
quan cé y nghia dén su giam dang ké ti 1¢ tr vong (7,65 & nhom chua diéu chinh va
3,07 & nhom diéu chinh). Nhung khi diéu chinh theo ndng dd canxi mau, phospho
mau va nong d6 PTH, mbi lién quan giira nhom ting hoat 46 ALP va ti 1é tir vong
tdng 1én rit cao:10,7 v&i 95% CI: 1,53-74,24. Nhu vay, hoat 40 ALP tang cao lién
quan dén ti 16 tur vong & bénh nhan bénh than man LMCK, ddc 1ap véi cac tham )
chuyén héa xuong khic va men gan. Viéc theo ddi hoat @6 ALP can duoc xem nhu
mot trong nhitng muc tiéu diéu tri ciia bénh bénh than man LMCK [152].

Tac gia Sardiwal va cong sy (2012) nghién ctru tién ctru trong 06 tuan hoat do
ALP toan phén va ALP xuong ¢ 22 bénh nhan bénh than man LMCK va 12 ngudi
khoe manh. Két qua cho thay hoat 46 ALP xuong c6 twong quan thudn véi hoat do
ALP toan phan khi phan tich hai nhém (r=0,86), hoic nhém nguoi khoe manh
(r=0,94), hoic nhém LMCK (r=0,86) véi p<0,001 [130]. Két luan nay cang cho
thdy ching ta co thé sir dung ALP toan phan hoic ALP xuong, tiy timg trung tim y
té, dé danh gia hoat 40 ALP noi chung ¢ bénh nhan bénh than man.

Nhu vy, bénh than man 1a mét bénh Ii man tinh véi nhiéu bién chiing, trong
d6 cac dang rdi loan chu chuyén xuong con chua duoc quan tim ding muc.
Chung t6i tién hanh danh gia nong 46 PTH, ndng do beta-crosslaps huyét tuong,

hoat 6 ALP va mot sé yéu té khac; dong thoi, tim méi twong quan giira cac bién
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sb bang phan tich hoi qui da bién trén bénh nhan bénh than man giai doan cudi.
Dua trén két qua phan tich, ching tdi nhan thay nong do beta-crosslaps huyét
thanh va hormone tuyén cén giap ting cao & bénh nhan bénh than man, dong thoi
cac diu an nay c6 mdi twong quan véi tudi, gisi, hoat d6 phosphatase kiém, nong
d6 canxi mau hiéu chinh, ndng d6 phospho mau va chi sé Ca x P theo nhu phuong

trinh hoi qui da bién.
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KET LUAN

Qua nghién ctu nong do beta-crosslaps huyét thanh va hormone tuyén can
gidp o bénh nhan bénh than man giai doan cudi dang diéu tri bao tén va loc mau chu
ki, ching tdi rat ra mot sb két luan sau:

1. Nong dd beta-crosslaps va hormone tuyén can giap huyét thanh & bénh nhan
bénh than man giai doan cudi

- Nong d6 beta-crosslaps huyét thanh & nhém loc mau chu ki 1a 2,59 + 1,58
ng/ml, cao hon & nhom diéu tri bao ton 12 2,010 + 0,919 ng/ml, va cao hon so v6i nhém
chimg binh thuong 12 0,483 + 0,259 ng/ml, su khéc biét c6 y nghia thong ke.

- Nong d6 hormone tuyén can giap & nhém loc mau chu ki 1a 324,64 + 287,23
pg/ml, cao hon & nhom diéu tri bao ton 1a 228,05 + 172,55 pg/ml, va cao hon so véi
nhém chimg binh thuong 1a 23,09 + 9,58 pg/ml, sy khac biét co ¥ nghia thong ke.

- Nong d6 hormone tuyén can giap cha yéu 1a > 100 pg/ml & nhom diéu tri bao
t6n (81,97% ) va nhom loc mau chu ki (74,24%).

- 32,79% nhom diéu tri bao tén va 19,7% nhém loc mau chu ki ¢ nong do
hormone tuyén can giap 150-300pg/ml; 26,23% nhom diéu tri bao ton va 42,42%
nhém loc mau chu ki ¢6 ndng do hormone tuyén can giap > 300pg/ml.

2. Moi twong quan giira ndong dd hormone tuyén can giap, beta-crosslaps huyét
thanh véi mot sé yéu to 1am sang va can l1am sang

- Nong d6 hormone tuyén can giap c6 méi twong quan thuan véi ndng do beta-
crosslaps huyét thanh va hoat d6 phosphatase kiém trong nhém diéu tri bao ton,
nhém loc méau chu ki va nhdm bénh than man néi chung.

- Nong d6 hormone tuyén can giap c6 mdi twong quan thuin véi nong do
phospho mau & nhdm loc mau chu ki va nhém bénh than man néi chung.

- Nong do beta-crosslaps huyét thanh twong quan thuian voi hoat do
phosphatase kiém & nhém loc mau chu ki va nhém bénh than man néi chung.

- Nong do canxi mau hiéu chinh twong quan nghich vai nong do phospho méu

& nhom diéu tri bao ton va nhém loc mau chu Ki.
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- Nhém bénh than man diéu tri bao ton:

Nong d6 hormone tuyén can giap = 1772,30 -191,80 x Giéi — 371,20 x P mau
—424,9 x Canxi mau + 208,39 x chi s6 Ca x P

Nong do beta-crosslaps huyét thanh = — 2,59 x nong d6 phospho méu — 3,108
X nong do canxi mau + 1,182 x chi s Ca x P

- Nhédm bénh than man loc mau chu ki:

Nong d6 hormone tuyén can giap = — 8,68 x Tudi + 1,30 x hoat do
phosphatase kiém

Nong do beta-crosslaps huyét thanh = 9,21 -0,08 x Tudi + 0,01 x hoat do
phosphatase kiém — 1,30 x muc loc cau than

- Nhém bénh than man ndi chung:

Nong do hormone tuyén can gidp = — 151,02 x Giéi + 1,30 x hoat do
phosphatase kiém — 42,04 x Muc loc cau than

Nong d6 beta-crosslaps huyét thanh = 6,22 — 0,02 x Tudi + 0,008 x hoat do
phosphatase kiém — 1,65 x Nong do phospho mau + 0,81 x Chi s6 Ca x P
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KIEN NGHI

Qua nhitng két qua caa nghién ctru nay, ching toi dé xuat mot sé kién nghi
nhu sau:

1. Can mo rong ¢& mau, nghién ciu nong do PTH va beta-crosslaps huyét
trong ¢ bénh nhan bénh than man giai doan 5 trén nhiéu déi twong: diéu tri bao ton,
loc mau chu ki, loc mang bung va ghép than. Tir d6 c6 mot két qua toan dién hon vé
ndng d6 PTH va beta-crosslaps huyét tuong & nhdm bénh nhan nay.

2. Nghién ctu néng do6 PTH va beta-crosslaps huyét tuong & cac giai doan
bénh than man trude giai doan cudi, dé c6 thé phat hién sém cac rdi loan nong
d6 cac dau an nay ciling nhu céc roi loan vé chu chuyén xuong; tir 6 can thiép diéu

tri sém.
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14. Néu bénh nhan loc mau chu ki
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SGPT..oiiiiii UI/L
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Nguyén Hoang Thanh Van



PAI HOC HUE
Pai hoc Y Dugc Hué

PHIEU DIEU TRA- NHOM CHUNG
“Nghién ciru ndng dd Beta- crosslaps va PTH huyét thanh

& bénh nhéan bénh thin man giai doan cudi”
I. Phan hanh chinh

2. Gidi Nam O3 Nt O

B DA Ot
4. Nghé nghiép:

5.Namsinh......................

6. Chidu cao............... cm

7.Cannang................ kg

Il. LAm sang

Néu ban la nir giéi, tinh trang san phu khoa:

8 Sinh dé C6 O Khéng

9.Tinh trang kinh nguyét:
Binh thuong [
Tién man kinh
Mén kinh 3

10. Huyét ap tAm thu........................ mmHg

Huyét 4p tAm truong..................... mmHg
I11. Can Iam sang
11. Cong thirc mau



12.
13.
14.
15.
16.
17.
18.
19.

Beta- crosslaps.........ccoovvviiiiiini.nn. ng/ml
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DANH SACH BENH NHAN SUY THAN MAN
GIAI POAN CUOI PANG PIEU TRI BAO TON

So

Ngay

STT Ho va tén Tudi| = . o |giéi Pia chi
vaovién| vaovién
1 |Nguyén Thib. 55 | 61451 | 31.01.2009 | nir |Hai LAm- Hai Lang- Quang Tri
2 |PhamT. 51 | 55589 | 06.10.2009 |nam|Phd Dién- Phi Vang- Hué
3 |PaoD. 83 | 60406 | 27.10.2009 |nam|Quang Phl- Quang Pién- Hué
4 |Pang Thi K. 83 | 62396 | 04.11.2009 | nir |T6 15- Khu Vuc 5- Vi Da- Hué
5 |Nguyén ThiB. 45 | 68214 | 02.12.2009 | nir |Pha Mau- Pha Vang — Hué
6 |Phan Thi H. 63 | 69313 | 08.12.2009 | nit |Phong Son- Phong Dién- Hué
7 |Pang ThiD. 78 | 69960 | 11.12.2009 | nir |Phii Duong- Phd Vang- Hué
8 |LéKhicN. 34 | 71421 | 18.12.2009 |nam|Phuong |- Pong Ha- Quang Tri
9 |Luong Thi H. 58 | 19697 | 12.04.2010 | nir | Thuy Tan- Huong Thay- Hué
10 |Nguyén Thi P. 67 | 20547 | 15.04.2010 | nir |1/2/102 Tran Nguyén Pan-Thuan Hoa- Hué
11 |H6 Van B. 31 | 20550 | 15.04.2010 |[nam|A Pét- A Ludi- Hué
12 |Pham Van T. 50 | 23109 | 01.05.2010 [nam|Phu Dién- Phi Vang- Hué
13 |Tran Thi H. 55 | 27475 | 20.05.2010 | nit |Phd Loc- Hué
14 |Nguyén TanMinh T. | 35 | 33270 | 15.06.2010 |nam|Hong Ha- A Ludi- Hué
15 |Phan Xuan b. 58 | 33969 | 18.06.2010 |nam|Vinh Hung- Phli Loc- Hué
16 |Nguyén Van T. 61 | 11869 | 18.11.2010 |nam|Thuy Bicu- Hué
17 |PhamV. 72 | 11585 | 18.11.2010 |nam|Triéu Dai- Triéu Phong- Quang Tri
18 |Phan H. 37 | 11224 | 03.12.2010 |nam|Phong An- Phong Bién- Hué
19 [Nguyén D. 74 | 15869 | 06.12.2010 [nam|Quang Phu- Quang Trach- Quang Binh
20 Ly Thi A. 40 | 27230 | 08.01.2011 |nam|39 Poan Thi Biém- Thuan Thanh - Hué
21 |TranL. 92 | 24797 | 20.01.2011 [nam|Phong An- Phong Dién- Hué
22 |Tran Van T. 53 | 28528 | 12.02.2011 |nam|Ho X&- Vinh Linh- Quang Tri
23 |Nguyén Gia Ph. 44 | 29430 | 16.02.2011 |nam|Thuy Duong- Huong Thuy
24 |Lé Quang D. 60 | 32188 | 25.02.2011 [nam|Triéu Thanh- Triéu Phong- Quang Tri
25 |Hoang Thi V. 52 | 33548 | 03.03.2011 | nit | Tan Thanh- Bun Ma Thudt- Dac Lac
26 |Nguyén Dirc B. 28 | 34831 | 08.03.2011 [nam|Triéu Thanh- Tri¢u Phong- Quang Tri
27 |Nguyén Luong D. 78 [1449551| 01.06.2012 |nam|Nam Ly- Dong Hoi- Quang Binh
28 |Luong Thi Th. 47 11384932| 25.10.2013 | nir |Quang Thuan- Quang Trach- Quang Binh
29 |Ho Thi Gi. 31 |1385506| 28.10.2013 | nit | Thdn 5- Hai Phic- Dakroong- Quang Tri
30 |Pao Van X. 56 |1386429| 30.10.2013 |nam|To 24- Hoa Thuan- Hai Chau-ba Nang
31 |Nguyén Thi L. 52 [1387263| 01.11.2013 | nir |Phd Loc- Hué
32 |NguyénHiruThanh Tr. | 52 |1388477| 05.11.2013 |nam|Nam Dong- Hué
33 |Nguyén H. 36 |1392756| 18.11.2013 |nam|Nam Ly- Pong Héi- Quang Binh
34 |TranD. 74 [1400466| 12.12.2013 |nam|T6 3- Huong Van- Huong Tra- Hué
35 |Tran H. 74 [1403849| 25.12.2013 |nam|To 6- Tir Ha- Huong Tra




36 |Lé Khanh Th. 29 [1404803| 29.12.2013 |[nam|21 Chi Lang- Pha Cét- Hué

37 |Lé Vian Th. 77 |1405855| 02.01.2014 |nam|Bia Linh- Huong Vinh- Huong Tra- Hué

38 |Luong Thi Th. 59 [1414401| 06.02.2014 | nit | Thon 8- Huong Tra- Nim Dong- Hué

39 |Ngo PinhB. 47 [1415132| 08.02.2014 |nam|Tan Ba- Thuy Bang- Huong Thily- Hué

40 |Mai Thi L& H. 56 [1417589| 15.02.2014 | nir |40/12 Nguyén Phiic Nguyén- Huong Long- Hué
41 |Pham Thi K. 81 [1418753| 18.02.2014 | nir | Thon Tay- Vinh Ninh- Quang Ninh- Quang Binh
42 |Tran Xuan K. 59 [1419828| 21.02.2014 |[nam|An Lai- Huong Phong- Huong Tra- Hué

43 |Pham Vin A. 31 [1420645| 24.02.2014 |nam|Bic Ly- Bong Hai- Quang Binh

44 |Nguyén Thi B. 63 |1420530| 25.02.2014 | nit | T6 3- Thuan Thanh- Hué

45 |L& Thanh H. 40 [1421324| 26.02.2014 |nam|Thuong Nguyén- Hai LAm- Hai Lang- Quang Tri
46 |Nguyén Th. 77 [1421291| 26.02.2014 |[nam|Vinh An- Phi Vang- Hué

47 |Tran Liy C. 61 [1432762| 02.04.2014 [nam|T6 3- Cum 1- Thi Trén A Ludi- Hué

48 |Bui VanT. 26 |1436506| 15.04.2014 |nam|Téan Huy- Binh Bong- Binh Son- Quédng Ngai
49 |HO Thi L. 70 |1438059| 21.04.2014 | nit [An Binh- Cam Thanh- Cam Lo- Quang Tri
50 |Nguyén Thi H. 72 [1438977| 23.04.2014 | nir |Mai Thuy- Lé Thiy- Quang Binh

51 |Pinh Hitu Ph. 50 [1441789| 05.05.2014 |nam|Khu Phé 9- Phuong 1- Pong Ha- Quang Tri
52 |Hoang Thi L. 62 [1442639| 06.05.2014 | nit | Thén 1 - Bién Mdn- Phong Bién- Hué

53 |Nguyén Thi D. 19 [1442051| 06.05.2014 | nit |Hoang Qudc Viét- An Pong- Hué

54 |Ho Thi Thanh Nh. 24 [1443807| 11.05.2014 | nir | Thay Phuong- Huong Thiy- Hué

55 |Ho Xuén L. 71 |1444611| 13.05.2014 [nam|Ta Long- Dakrong- Quang Tri

56 |Nguyén Thi H. 33 [1445237| 15.05.2014 | nir |Pha Thiéng- Mo O- Dakrong- Quang Tri

57 |Phan Khic M. 72 |1448204| 26.05.2014 |nam|Hai Tho- Hai Ling- Quang Tri

58 |Nguyén Pirc Kh. 78 |1448635| 27.05.2014 |nam|Cam thuy- Cam Lo- Quang Tri

59 |Pham Xuéan H. 19 [1448859| 28.05.2014 |nam|Phd Thuan- Phi Vang- Hué

60 |Nguyén Thi Ai H. 27 [1449019| 28.05.2014 | nir |HO6 Xa- Vinh Linh- Quang Tri

61 |Nguyén Thi M. 77 [1449306| 29.05.2014 | nit |Quang An- Quang Pién- Hué

Xac nhan cia Khoa Sinh Hoa

Xac nhan cia

Khoa Xét nghiém Huyét Hoc

Xac nhan caa Khoa N¢i Than- CXK

X&c nhan ciaa phong Ké Hoach Téng Hop

Bénh vién Trung Uong Hué




DANH SACH BENH NHAN SUY THAN MAN
GIAI POAN CUOI LOC MAU CHU Ki

STT Ho va tén Tasi| S0 | Ne G Pia chi
vaovién | vao vién

1 |Huynh Minh K. 50 [140273126203.03.2014 | nam | Phtt Mau- Pha Vang- Hué

2 |Nguyén Ngoc Th. 58 |1402730132|03.03.2014 | nam | Phong Hoa- Phong Dién- Hué

3 |Bui Thi D. 33 [1402732771(03.03.2014| nir |Thity Phu- Huong Thity- Hué

4 [V5TanT. 30 [140272894703.03.2014 | nam | Phtt H6- Phu Vang- Hué

5 |Cao Ptic H. 38 [1402733132(03.03.2014 | nam | 22 L& Hu&n- Hué

6 |Nguyén Thi Th. 49 [1402731918(03.03.2014| nir |Vinh Ha- Phi Vang- Hué

7 |SuTh. 58 [140273190903.03.2014 | nam |47 Tran Quang Khai- Phti Hoi- Hué
8 |BachVinS. 63 |1402731257|04.03.2014 | nam | Loc Bon- Phii Loc- Hué

9 |Tran Hung T. 40 1402729606 |05.03.2014 | nam | Huong Vian- Huong Tra- Hué

10 [Pao ThiL. 55 [1403735646|27.03.2014| nit |11 Thanh Lam Bd- Tay Loc- Hué
11 |Hoang Vin B. 53 [1403738700(28.03.2014 | nam | Pht Tan- Phi Vang- Hué

12 |Pham Th. 49 [1403742400(04.04.2014 | nam | Triéu Trach- Triéu Phong- Quang Tri
13 |Trén Thi H. 50 |1403739072|08.04.2014| nir |Thusn An- Hué

14 |Nguyén Thi Ng. 71 | 1436558 |16.04.2014| nir |9/210 Phan Chu Trinh- Hué

15 | Tran Thanh Tr. 70 | 14469961 |22.04.2014|nam|38/1 Tinh TAm- Thusn Thanh- Hué
16 |Tran Hiru D. 31 1404745517 |24.04.2014 | nam | Huong Xuan- Huong Tra- Hué

17 |Tran Thi Kim L. 47 1404744865 (24.04.2014| nir |Vinh Xuan- Phi Vang- Hué

18 |La Thi Ph. 51 [1403742451(24.04.2014| nir |Hai Binh- Thuan An- Hué

19 [Ly Thi A. 39 [1404748727(24.04.2014| nir |39 Poan Thj Diém- Hué

20 |bang Quang T. 37 [1404750360 |24.04.2014 | nam |Hong Ha- A Ludi- Hué

21 |Nguyén Van T. 59 [140474753824.04.2014 | nam | 10/19 Kiét 393 Bui Thi Xuan- Hué
22 |Nguyén Viét T. 30 [1404747820(24.04.2014| nam |7/399 Chi Ling- Hué

23 [HO D. 49 1404743944 |25.04.2014 | nam | Thi Trin Phu Loc- Hué

24 |Vian Dinh H. 50 |140474873926.04.2014 | nam | Thity Thanh- Huong Thuy- Hué
25 | Truong Thi Ph. 41 | 1440272 |28.04.2014| nir | T Chanh- Phong Son- Phong Dién- Hué
26 |Lé Thi Minh T. 21 [1404748993|06.05.2014| nit | Td 5- Phuong Huong Xuén- Huong Tra- Hué
27 |Nguyén Thanh Th. 27 |140474486706.05.2014 | nam | Phong Hai- Phong Dién- Hué

28 |Pham Hitu Th. 81 1405753391 |06.05.2014 | nam | Phu M§- Phli Vang- Hué

29 |V Thi Ng. 21 [1404747817|06.05.2014| nit | T 2- Phi Bai- Huong Thuy- Hué
30 [VOoVanV. 31 |1404746918|06.05.2014 | nam | Vinh Xuan- Phu VVang- Hué

31 |Truong H. 40 [1404747526|06.05.2014 | nam |Huong Vinh- Huong Tra- Hué

32 |Nguyén Thing H. 43 1404751896 |06.05.2014 | nam |60 Ly Nam Dé- An Hoa- Hué

33 |Nguyén Hua L. 69 |140474640106.05.2014 | nam | Kiét 104/17/4 Kim Long- Hué

34 |Pham Thi Bich M. 68 |1404751888|06.05.2014| nir |Loc Son- Phu Loc- Hué

35 |Nguyén Thj Nh. 39 [1404750371|06.05.2014| nir |Quang Phu- Quang Pién- Hué

36 |Nguyén Thi Ph. 40 [1404744320(06.05.2014| nir |Pha Duong- Phi Vang- Hué




37 [Le VanH. 65 |1404748996|06.05.2014 | nam | Thiry Chau- Huong Thuay- Hué
38 |Nguyén Thi S. 55 |1404750776|07.05.2014| nit | Thuy Chéu- Huong Thity- Hué

39 |Thai Van T. 34 1404750348 |07.05.2014 | nam | Phong Xuéan- Phong Dién- Hue

40 |Bui U. 36 |1404746908|07.05.2014 | nam | LocVinh- Phii Loc- Hué

41 |Van Thi Hang Ng. 35 |1404745826|07.05.2014| nir |Hai Phd- Hai Lang- Quang Tri

42 |Nguyén Thi T. 53 [1405756306|20.05.2014| nir | Tiéu khu 3- Thj tran Ai Ti- Triéu Phong- QuangTri
43 |Tran Thi Hong C. 38 [140575504928.05.2014 | nir |6 Nguyén Du- Hué

44 |Nguyén ThiKimH. | 35 |1404752236(28.05.2014| nit |Phu My- Phl Vang- Hué

45 |L& Quang D. 52 |140575835228.05.2014 | nam | 3/6 Ly Pao Thanh- Huong Thuy- Hué
46 |Nguyén Thi DiéuH. | 62 |1405757012(28.05.2014| nit |Huong Toan- Huong Tra- Hué

47 |Truong Thi G. 47 1405757555 (28.05.2014 | nir | Triéu Trach- Triéu Phong- Quang Tri
48 |Nguyén Thi Tr. 31 [1405753442(28.05.2014| nir |Hung Thity- Lé Thity- Quang Binh
49 |Lé Thi Th. 72 [1405754451|28.05.2014 | nit | Tan Thiy- Lé Thuy- Quang Binh

50 |Lé Viét Tr. 65 |1405755046|28.05.2014 | nam | KM 17- Thij trdn Tix Ha- Hué

51 |Nguyén Thi Th. 59 [1405757885(28.05.2014| nir |Kiét 11/ 2A Quan Thé- Hué

52 |Nguyén Thi H. 59 [1404752247(28.05.2014| nit |6 Pham Thi Lién- Hué

53 |Truong Thi Th. 62 [1405760311|29.05.2014| nit | Tan Thity- Lé Thuy- Quang Binh

53 |Chau Qudc T. 32 1405753400 |29.05.2014 | nam | Huong Phong- Huong Tra- Hué

55 |Lé Thi H. 69 |1405760302|29.05.2014| nit | Thuy Chau- Huong Thay- Hué

56 |Ngo Thi Ch. 58 [1405759336(29.05.2014 | nam | Huong Vin- Huong Tra- Hué

57 |Nguyén Khic H. 59 |1405756309 |05.06.2014 | nam | 14/42 Nguyén Cong Tri- Hué

58 |Poan Thi b. 73 [1406762263|05.06.2014 | nir |8 Lam Mong Quan- Hué

59 |Pham Thi Anh K. 52 [1406761513|05.06.2014| nir |P6i 6- Vinh Hung- Phu Loc- Hué

60 |Lé& ThiTr. 62 |1405756300|05.06.2014| nir |11/95 Pao Duy Tir- Hué

61 |Ngb Viét D. 42 1405761029 |05.06.2014 | nam | 16 Duong Hoa- Tay Loc- Hué

62 |Pang Thi Phi Y. 24 [1405759338/05.06.2014 | nit |Hai Chanh- Hai Ling- Quang Tri

63 |Ngb Thi M. 62 [1405757001|06.06.2014| nit |Pht Thuan- Phi Vang- Hué

64 |Nguyén Thj Th. 34 [1405760770(06.06.2014| nit |Pha Pa- Phi Vang- Hué

65 |Tran Thi C. 60 |1405757889|06.06.2014| nir |Quang Phudc- Quang Pién- Hué

66 |Lé Thi Th. 62 |1405757008|06.06.2014| nir |Phong Hoa- Phong Dién- Hué

Xac nhan cia Khoa Sinh Hoa Xé&c nhan caa Khoa Than Nhan Tao

X&c nhan ciaa phong Ké Hoach Téng Hop
Bénh vién Trung Uong Hué

Xac nhan caa
Khoa Xét nghiém Huyét Hoc



DANH SACH NHOM CHUNG

STT Ho va tén Tuoi Gi6i Pja chi
1 |Huynh Thi L. 66 nit | Thén 5- Vinh Ha- Phi Vang- Hué
2 |Tran Thi T. 42 nir Quang Thanh- Quang Dién-Hué
3 |Lé VanH. 61 nam  |Hué
4 |Pbang Hiru Vinh Q. 40 nam |36 PaoTan- Truong An- Hue
5 [LéHongT. 19 nam |Phu Dién- Phi Vang-Hué
6 |V5 VanH. 35 nam |Thay Duong- Huong Thily- Hué
7 |Hoang Trong Q. 18 nam Thiy Duong- Hueong Thiy- Hué
8 |TranT. 92 nam Hué
9 |Tong Ngb Anh T. 43 nam |Hué
10 |[Duong Quang H. 65 nam Hué
11 |Lai Thi Hong D. 33 nir BicLy- Pong Héi- Quang Binh
12 [Lé Cong B. 43 nam |Vi Da- Hué
13 |Nguyén Thi H. 55 nit  |Lai Thé- Phu Thuong- Phi Vang- Hué
14 |Nguyén Thj C. 77 nir Hai Qué- Hai Lang- Quang Tri
15 |Lé Hiru V. 46 nam |Thu L& 2- Quang Phuéc-Quang Pién
16 |Nguyén Thi Nh. 57 nit  |TH 1- KV1- Thiy Xuan- Hué
17 |L& Thi M. 39 nir Hai Quy- Hai Lang- Hué
18 |[V6 Quang T. 50 nam |Hué
19 |Nguyén Vin Th. 21 nam Hué
20 [V& Poan Minh Nh. 21 nam  |Hué
21 |Nguyén Vin Th. 20 nam |Hué
22 |Lé& Thi Thuy Tr. 25 nit  |Hué
23 |Tran Vian Tr. 28 nam Hué
24 |DJ Thi Hoai Nh. 22 nit  |Hué
25 |Truong Thi Thu H. 22 nit  |Hué
26 |Pham Thj L. 21 nit  |Hué
27 |Nguyén Thi My A. 20 nit  |Hué
28 |Mai Dinh T. 22 nam  |Hué
29 |Quach Cong T. 60 nam |TT Pha Bai-Hué
30 |Nguyén Théi Ph. 38 nam |Hué
31 |Nguyén Vian D. 31 nam |Hué
32 |Lé Viét Ph. 33 nam _ |Vinh Thanh- Pha Lc- Hué
33 |Phan Th. 41 nam |Hudng Hoa- Quéng Tri
34 |Lé Quyeéet Th. 54 nam Quang Ngan- Quang Dién- Hué
35 |Dinh Ph. 49 nam Hudéng Hoéa- Quang Tri
36 |Nguyén Tiang D. 53 nam |Pong Ha- Quang Tri
37 |Nguyén Ngoc S. 30 nam Dong Ha- Quang Tri
38 |Duong Cong H. 40 nam  |Bd Trach- Quing Binh
39 |Vo Van Ch. 80 nam Hai Lang- Quang Tri
40 |LEThi V. 78 nir L¢ Thuy- Quang Binh
41 |Hoang Thi XuanD. 67 nit Phu Loc- Hué
42 |HO Thi G. 74 nit 5/98 Phung Hung-Thudn Thanh- Hué
43 |Tran ThiL. 72 nir Phong Dién- Hu¢
44 |Duong Thi L. 62 nir Huong Khé- Ha Tinh
45 |Hoang Thi B. 64 nit Tinh Tam- Hué




46 |Nguyén Thi O. 45 nit  |Phu Hoi- Hué

47 |Lé Thib. 82 nir Triéu Phong- Quang Tri

48 |Lé ThiV. 68 nit  |Huong Thiy- Hué

49 |Nguyén Thi Th. 63 nir Tri¢u Phong- Quang Tri

50 |Lé& Thi Kim X. 56 nit Quan BinhThanh- TP H6 Chi Minh
51 |Tran Thi H. 55 nit  |Hai Duong- Huong Thuy- Hué
52 |Hoang C. 75 nam | Vinh Linh- Quang Tri

53 |Nguyén Thi C. 57 nit |68 Nguyén Hué- Hué

54 |Truong Minh H. 23 nam |Phan Pinh Phing- Hué

55 |Phan Van b. 50 nam |B Trach- Quang Binh

56 |Phan Thi b. 59 nir Doéng Ha- Quang Tri

57 |Huynh Minh Tr. 26 nam |Pht Loc- Hué

58 |Nguyén Bao Tr. 54 nam |Hai Lang- Quang Tri

59 |Bui Ngoc T. 33 nam |Pong Hoi- Quang Binh




