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GIOI THIOU

CO0Ong cln giap tho phat la tinh trl ng kha phi biln cla bl nh thi n mOn va ni ng hi n khi b0 nh
thOn mOn tifn tri0n. N6 Onh h0Ong d0n 40% ngl0i mOc bl nh thdn mdn (CKD = Chronic Kidney
Disease) giai dolln 3 va 82% ngdli mic bdnh CKD giai doIn 4. Vilc quin ly va dilu tr0 sOm
bl nh c00ng cOn gidp thl phat la cOp thi0t dl blo vl sO toan vOn h x00ng va gil m véi héa md
mOm va mich mau. DO0i day la phin thio luln vO sinh ly b0nh va cach dilu tr0, bao gim cl
cac l0a chin thulc va phiu thudt ddi vOi bl nh cO0ng cln giap thD phat.

BONH NHAN

MOt bl nh nhan nam, 61 tudi mOc bl nh bl nh thin min giai doll n 4, b0 nh thOn da nang chilm Ou
thD trén nhiim s c thO thO0ng va tang huydt &p di0c danh gid di quin ly chuyl n hdéa khoang.
Creatinine mau c0a bl nh nhan 2,6 mg / dl, canxi mau 9,2 mg / dl, phospho mau 4,2 mg / dl,
albumin la 4,1 g/ dI, hormone tuyln cln giap (PTH) 228 pg / ml va 25-hydroxyvitamin D [25
(OH) D] 18 ng / ml.

SINH LY BONH COA COONG CON GIAP THD PHAT

Hinh 1 minh h0a rIng sinh ly b nh ca c00ng cOn gidp thl phat rit phic t0p. Khi chl c nang

thO n suy gidm, 100 ng phosphate diilc I0 ¢ gillm xul ng, dl n d0 n gil m bai ti0 t phosphate.
Phosphat di0c gil I0i kich thich t0 bao x00ng va nguyén bao x00ng ting hOp ylu t0 tang

tr0 0 ng nguyén bao sii-23 (FGF23), mUt trong nhi ng hormone lién quan di n vil ¢ duy tri can

bl ng ndi méi phosphate. FGF-23 lién kOt vOithd thd 1 yOu t0 tang tr0 0 ng nguyén bao sUi, va khi
c6 mitcla thd tho cOt16i aKlotho cOn thilt, FGF23 lam gid m d0 ng v n chuyl n phosphate phl
thul ¢ natri lo0i Il NaPi2a va NaPi2c trong Ung I00n giin ca thOn, do d6 Oc chO tai hip thu
phosphate va thuc dl'y phosphat nilu . Khdng may, cting c¢é sl gidm siin xult Klotho vili CKD
tidn tri0 n; do do, hilu qud cla FGF23 / Klotho dl dil u chl nh vilc gil 10i phosphate bl hi'n chd,
va khi bl nh thin mi n tidn tril n, cé s phat tril n cl a tinh tr ng tang phosphate mau qua mic,
dd n d0 n kich thich sOn xult FGF23 nhilu hO' n nDa. Ngoai ra, c 1,25-dihydroxyvitamin D [1,25
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(OH) 2D] va PTH dlu lam ting s n xult FGF23.
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Hinh 1: Sinh b0 nh h ¢ 10 ng d1 n giap thl phat

FGF23 cing lam gidm sOn xult 1,25 (OH) 2D 0 thOn bl ng cach 0c chl 1-a-hydroxylase
(CYP27B1) va kich thich sO phan hiy 1,25 (OH) 2D bl ng céch kich thich 24-hydroxylase
(CYP24A1). BOivi 1,25 (OH) 2D thuac ddy qua trinh hO p thD canxi va phit pho U rult, nén chuli
sO kiDn nay din don gi0m hOp thu cac khoang chit nay 0 rudt. NOng d0 canxi va calcitriol trong
huyOt thanh gidm d00c cOm nhin bli cac thl thd vitamin D va cac th0 thd cOm nhin canxi cla
cac t0 bao tuyln cln giap, din dln tang sinh t0 bao va tang sin xult PTH. Ngoai ra, tang
phosphat mau cing 0c¢ chi tric tilp cac thi thd ¢ m nh n canxi va cting kich thich s n xult
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PTH. MOc du FGF23 lién kit vOi thD thD Klotho-FGF23 trong tuydn cln giap d0 Oc chd PTH,
nhO ng Klotho b0 gi0m vli chOc nang th n xOu di, va do do, khd nang gilm ning d0 PTH cla
FGF23 b0 mOt. PTH thac d0y qua trinh tiéu x00ng vOi vil ¢ gili phéng canxi va photphat va tang
bilu hiin CYP27B1 0 cac 0ng gin nhIm cO gl ng duy tri ndng d0 canxi huyOt thanh binh
th00ng. Vilc gil 10i phosphat lién t0c va gidm calci huylt din dn s gia tang b0 n ving va tiln
tri0n trong sOn xult PTH, va culi cung, chung din di n tang sOn tuyln cln giap lam tang thém
c00ng cln giap thd phat. Khi tang sl n tuyln cOn gidp tidn tri0n va cac nit phat triln, c6 s mOt
din cO haithD thD cOm nhOn vitamin D va canxi gay mit dil u hoa &m tinh sin xult PTH din
din cOOng cln giap clp ba.

X0 TRi

Chung t6i khuy n ngh0 tr0 liDu nén t0p trung vao villc quin ly sim va phong nglla bl nh c00ng
cln giap. NOng dil phOt pho cao c6 lién quan din cO chl bl nh sinh cla cllng cln giap thi
phat; do dé, gilm nOng dl phOt pho trong huylt thanh bl ng cach gi0 m khi u phO'n @n c6 thi
difc sh ding nh0 mOtchiOnl00c dilu tr0. ThO nghilm qudn ly t0i0u CKD vOichOt kOt dinh va
Nicotinamide cho thl'y nhiing ngi0i b0 CKD giai doln 3B — 4 khi s ding chit kOt dinh phOt
phat hol ¢ nicotinamide, mit chOt Oc chO v n chuyln phosphate U rul't, khong gil m dang kU
ndng d0 phosphate hol ¢ FGF23 trong huylt thanh trong 1 nam khi dung mit minh hol ¢ kD't
hip. Do dé, cIn c6 thém di lilu d0 danh gi& vai tro cla chit kit dinh phosphat ddi vi nd ng d0
phosphat, FGF23 va PTH trong huylt thanh 0 bl nh nhan CKD va phosphat mau binh thi 0 ng.

Do do, tr0 lilu chinh sO la dilu chinh sO thilu hot 25 (OH) D. Dilu nay ban diu cé thl dilc
tidp cOn vOiviDc s dOng cac hUp chdt khdng hol't di ng, ergocalciferol (vitamin D2) va
cholecalciferol (vitamin D3). Ergocalciferol c6 nguin gic t0 thic vit, va cholecalciferol cé ngulln
glctl ding vOt. SO ding cac hip chltnay sU din ddntang 25 (OH) D, t0c la tang 1,25 (OH)
2D. Dilu nay sau d6 s kich thich th0 th0 vitamin D trén tuyl'n cOn giap d0 ngan chin sOn xudt
PTH. Khi ch ¢ nang th'n suy gidm, khi nang ting hi'p PTH c0a cac hip chit nay ctng gil m
theo. Dillu tr0 bl ng ergocalciferol din dl n binh thO0ng héa ning di 25 (OH) D trong tulln hoan
viigilm 13% PTH O nhing ngd0i b0 CKD giai doln 3. Tuy nhién, khong c6 sl giim PTH co y
nghta thong ké dii vOi nhing ngl0i mOc bl nh CKD giai do0n 4. MOt nghién clu khac sU ding
cholecalciferol liDu cao trong 12 tudn ddn din sO gia tang gon nhi glp ba l0n ning di 25 (OH)
D I0u hanh vOisO O0ndinhning d0 PTH, so vligil di0c trong dé ning di 25 (OH) D I0u hanh
vinOn dinhvacé 16%. tang PTH. Cé vl nhO, khi chl ¢ nang thi'n suy gidm, nlng di 25 (OH)
D cao hiin ¢6 thl d0c yéu clu dl ngan chiintlida PTH. Do d6, 0 nhilu bl nh nhan CKD tiln
tril n trong tri0 ng hd p khéng cé tang calci huydt, c6 thd cOn diu trd vOi 1,25 (OH) 2D hollc mOt
chittiOngtd d0 Occhd PTH.
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Calcitriol la mOt chOt chd vOn thO thO vitamin D khéng chin I0c¢ ¢6 hoUt tinh sinh hilc d00 ¢ s
ding trong dilu tr0 cO0ng cOn giap thD phat. N6 lam gil m t0ng hOp PTH va ngan nglla tang siin
tuyOn cn giap. Vil c kich hol't cac thd thd vitamin D cling lam tang canxi huyOt thanh, kich hoOt
cac thl th0 cIm nhOn canxi trong tuyln cOn gidp, lam gi0m sOn xult PTH hO n n0 a. Calcitriol
th0Ong di0c b0t dlu khi vilc b0 sung vitamin D khéng con d . Khdng gillng nhi ergocalciferol
va cholecalciferol, calcitriol ngan chiin PTH b0t kO giai do n CKD. HIn chO cla calcitriol bao
gdm b0 sung 25 (OH) D huydt thanh khéng hilu quO va kich thich CYP24A1 va FGF23, sO lam
gilm nOng dd 25 (OH) D hin nda. Ngoai ra, calcitriol va cac chit chl vin thd thd vitamin D
khac co thl gay tang calci mau, tang calci nil u va tang phosphat mau, c¢é thi din diin véi héa
m0Och mau. Do do, chung téi khuyl n cao nén sl di ng calcitriol nh mOt li0u phap b0 tr0 O

nhO ng bl nh nhan khéng thO kil m soat dl 0 ¢ bl ng ergocalciferol hol ¢ cholecalciferol vii sU theo
ddi cOn thO n vO tang calci huylt va tang phosphat huy(t. Cac chit t00ng t0 vitamin D khac bao
g0 m doxercalciferol va paricalcitol. Nh ng chit t00ng t0 nay cling lam gilm sOn xudt PTH

nhO ng gidng nhi calcitriol, cé nguy cll gay ra cl tang canxi huylt va tang phOt phat trong mau.
Trong nghién clu so sanh duy nhit, khéng c6 sO khac bilt vOl sU phat tril n cl a tang calci huydt
va tang phLOa chin thD ba di didu chinh sO thiDu hOt vitamin D la sO ding calcifediol phdng
thich kéo dai [25 (OH) D], da dil ¢ chi ng minh lam tang hilu qud cO nOng dd 25 (OH) D va 1,25
(OH) 2D I0u hanh trong khi gilm mOc PTH. Tac ddng nay di0ng nhi khéng phl thulc vao giai
dol n suy thO n, va sO phat triln cla tang calci huylt t00ng t0 nhd nhing dUit00ng diCc dilu tr0
blng gil dilc.

Céc IDa chiin khac di didu trd c00ng cln giap khang trl bao gl m thul ¢ calcimetic (thuuocs bt
chilc canxi I0u hanh trong mau), chilng hin nhi cinacalcet, kich hoOt cac th0 thO cOm nhin
canxi va tang dl nhiy cla canxi huyltthanh d0 Oc chD sOn xult va gili phdng PTH, din din
gilm PTH trong vong vai gil . Cac nghién clu da chi ra ring dilu tr0 cO0ng cOn gidp thD phat
bl ng thul ¢ calcimimetics c¢é thd lam gidm sO tang sinh cla cac tl bao tuyln cln giap va sau dé
ngan chin s0 tang sOn tuydn cln giap (2). Til ¢ thay, calcimetics c6 th gay hi calci huyOt va
trong bl nh thOn mdn, c6 thd ddn ddn tang phosphat mau. Do do, calcimetics hiln khéng dilc
dung cho bl nh nhan c00ng cln giap thl phéat va suy thin.

NOu cO0ng cin giap khong dap 00ng vUi dilu tr0 ndi khoa thi ¢c6 thO chd dlnh phOu thult cOt
tuyOn cn giap. Chl dinh cOttuyOn cn giap 0 nhing 0ng vién phOu thult thich hO p bao gim
PTH huyUt thanh> 800 pg / ml khéng chiu dilu tr0 nOi khoa, tuyl n c n giap tang s n co kich

th0 0 c> 500 mm3, holc cac tuyln cé diIng kinh> 1 cm (11). Bilu quan trdng la phUi theo ddi
nhO ng b0 nh nhan nay vi cllng cn giap thl phat cé tho trd 10i do chlc nang cla mé con I0i
holc mé dilc cly ghép t0 diing holtdlng minh. NhOng I0iich tilm nang cla vilc cOt bl tuyln
cln giap bao gilm gidm nguy cl gay x00ng, tang mit d0 khoang chit cla xd0ng, cli thil n khi
nang sllng sét va chit I00ng cullc sing (2,11).osphat huylt vli calcitriol va paricalcitol.

Bl nh nhan nay da diic dilu trd bl ng calcifediol phong thich kéo dai 30 mg trong 6 thang. Cac
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xét nghilm [0p I0i da cho kit qul creatinin 2,8 mg / dl vii canxi la 9,6 mg / dl, phOt pho la 4,0
mg / dl, albumin 1a 3,9 g/ dl, PTH la 144 pg / ml va vitamin D la 68 ng / ml.

KOTLUCON

CO0ng cn giap thD phat quan tring la phiididu trd sOm 0 bl nh nhan CKD dd ngan ngla bl nh
x00ng do mit canxi va duy tri s toan viln mich mau. Ban dilu, diCu tr0 n0i khoa cé thl bao
g0m vil ¢ dif u ch nh tinh trd ng thiDu 25 (OH) D bl ng ergocalciferol hol ¢ cholecalciferol, du cac
li0u phap nay th00ng khéng lam gii m hilu qul PTH trong céc giai dol n sau cla CKD. NOu tinh
trl ng thidu 25 (OH) D viln con, c6 thd phiidung thd vOi calcifediol phong thich kéo dai. NOu
PTH v n tang sau khi 25 (OH) D dil0 ¢ difu chdnh, ¢é th0 thém thulc chd vOn thD thO vitamin D
nhOng cn theo d6i chi't chl khO nang tang calci huylt va tang phosphat mau. NO u khéng
thanh céng trong vil ¢ dilu trl nOi cO00ng cOn gidp thl phat, cOt tuyln cOn gidp cé thD la mOt gili
phap thay th0. Cac th0 nghil m lam sang ti0 p theo danh gia kit qul 1am sang, chl ng hi n nhi
gay xi0ng, b0 nh tim mich va t0 vong, la cin thilt dl xac dilnh phac di difu tr0 t0t nhOt cho
clng cn giap th phat trong bl nh thO n mOn.

Ngul n: Clinical Journal of the American Society of Nephrology, July 2020, 15 (7) 1041-1043;
DOI: https://doi.org/10.2215/CJN.13411119
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