Cdau chuyén:
TIM RA THUOC HIF-PHI
TRONG PIEU TRI THIEU MAU
BENH THAN MAN

T Co Ché Cam Bién Oxy Bén Ung Dung Lam Sang

Bs Trwong Doan Chi Trung

Phong kham NGi Than — Khu Ky thuat ban ngay



Su kién vé HIF-PHi

e 08/11/2019 : tuan lé than hoc ASN 2019 t6
chirc tai Hoa ky

* Su kién : cong bo hiéu qua va an toan tim
mach Roxadustat giai doan 3
« Két qua trong diéu trj thi€u mau /CKD:
e Thudc udng dau tién
« On dinh HIF
* Hiéu qua diéu trj thi€u mau
* An toan tim mach




Hién tuwong “CAM BIEN OXY”-> CO CHE ting EPO ?
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N
I Nhitng Nha Khoa Hoc Tién Phong : tim ra HIF

Gregg L. Semenza: Gigo su tai Johns Hopkins, ngudi phat hién ra yéu
t6 HIF-1. ( Hypoxia-inducible factors : HIF tac dong nhiéu gen dich
m& mRNA - EPO, DMT1 DcysR, transferrin, HAMP (tic ché )...)

Sir Peter J. Ratcliffe: Gido su tai Oxford, kham pha co ché bao ton
cua HIF.

William G. Kaelin Jr.: Gido su tai Dai hoc Harvard, tap trung vao
protein VHL.

Cung nhan giai Nobel 2019 :
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William G. Kaelin Jr.  Gregg L. Semenza Sir Peter J. Ratcliffe

voi tinh trang oxy.”
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| QUA TRINH CAM BIEN OXY TE BAO

HIF :Hypoxia-Inducible Factor
PHDs: Enzyme prolyl hydroxylase
pVHL : protein Von Hippel Lindau
HRE: Hypoxia response element
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Sau nay phat hiénra:
HIF lién quan yéu td tao mau (EPO), ting sinh mach mau(VEGFA) , chuyén héa( SLC2A1->GLUT1)
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Nghién ctru cdc nhém thuéc mai:
> Thudc tri thi6u mau : On dinh HIF -1a
» Thudc ung thu : gidm hoat déng HIF -1a

» Thudc tim mach : 6n dinh HIF -1a



HIF-PHI La Gi?

HIF-PHI (Hypoxia-Inducible Factor Prolyl Hydroxylase Inhibitors)
A La nhom thube dwérng udng dau tién diéu tri thiéu mau /CKD
O M6 phéng phan (rng sinh ly doi vai tinh trang thiéu oxy

dé san sinh hong cau ndi sinh.
Q Uc ché men PHD

QTac dong toan bd “qud trinh chu chuyén sat’



Nhac lai : Sinh bénh hoc thi€u mdau /CKD
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A NHAC LAl CHU CHUYEN SAT > HIF-PHI téc dong - £O@N bé chu chuyén Sét”

oo

RBCs
(1800 mg)

Recycled
Eryth s qiron = o
ropoiesis 2%

(300 ma) s moy @
Macrophages
(eg, in bone marrow
and spleen)
(600 mg)

W, Fe-TF
bs[;nnﬁ ' C::’ (3 mg) -
o] - -
\\\_/_ =
Duodenum

Other tissues
(300 mg)
Liver
(500-1000 mg)
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Nhan xét:

-Chi hép thu it ta trang,khé
hap thu khi CKD

- Kho du trit sat khong
phéng thich vao mau khi
CKD ( tang hepcidin )

(storage)

Iron intake

(use)

Bai gidng thay Phan Tric — DHYD TPHCM

HIF-PHI :
Tang EPO
Ting DMT1 :Ting hap thu sat
Tang transferrin
Giam hepcidin : m& kho dy
trir sat (= m& Ferroportin )




www.kidney-international.org chapter 1

HIF-PHI administration

Decreased EPO
production

o e, (—

EPO «— ESA administration

Figure 2 | Mechanisms underlying anemia of chronic kidney disease. The red color arrows indicate inhibitory effects, and the blue arrows
indicate stimulatory effects. EPO, erythropoietin; ERFE, erythroferrone; ESA, erythropoiesis-stimulating agent HIF-PHL hypoxia-inducible factor-
prolyl hydroxylase inhibitor; RBC, red blood cell. Modified from Babitt and Lin.™



Nhitng bat loi sat , ESA

Sat : ESA
s Puong udng : e Tiém ;
 roiloan tiéu hoa : kho ubng * Bdo quan lanh

e twong tac: PPl ,antacid,...

« Khang hap thu : Hepcidin cao * Huyét khoi /dét quy : Hb >12-13g/L

e Cham * Tac AVF
* Tiém truyén : * Khang thé chéng EPO : hiém
* Phan vé
e Qud tai : tdn thwong mach mau, gan
, tim, tuy,...

* Tang nhiém trung
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| Uu Piém Vugt Troi Cia HIF-PHI

Puong udng tién dung: Thay thé hoan toan thudc tiém ESA truyén théng, tang tuan tha diéu tri.
Néng dd EPO sinh ly: Tranh cac dinh nong dé EPO qua cao, gidm nguy co huyét khéi va tim mach.

Cai thién chuyén héa sat: Giam Hepcidin gitp co thé hap thu sit t6t hon tir rudt va giadi phong sat du trir.

O 0 00

Hiéu qua trong viém man: Hoat dong tot ngay ca trén bénh nhan co tinh trang viém cao (khang ESA).



Lich St Phat Trién & Cot Moc HIF-PHI

1995 - 2001 2018 - 2019 2021 2023 -2024
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Kham pha co ché phan tir HIF Giai Nobel Y Sinh & EU phé duyét Roxadustat cho FDA phé duyét thudc cho bénh

va PHD. Roxadustat dugc duyét tai TQ. bénh nhan CKD.

nhan loc mau.
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|CAC CHE PHAM HIF- PHI CHINH HIEN NAY

Evrenzo B &=
Fimtabletten
Roxadustat

Zum Ernahe—

>

Roxadustat

Thé hé dau tién. Dung 3

lan/tuan. Pho bién tai Trung

Quoéc, Nhat, EU.

Nguén: Drug Administration News 2024.
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Daprodustat

Dung 1 lan/ngay. Buoc FDA
chap thuan cho bénh nhan loc

mau nam 2023.

Vadadustat

Dung 1 lan/ngay. Buoc FDA
chap thuan vao thang 3/2024
(Vafseo).




Tinh trang phé duyét & Lwu hanh tai Viét Nam
«Chu yéu hién nay van nam & dang téong quan ly thuyét
«Cap nhat guideline quoc té

. Ca;\c bao cdo chuyén dé tai cac hdi nghi Than hoc - Loc mau toan
qudc (VNDA).

>buwéc tiép can va hoan thién cac thua tuc dang ky lwu hanh chinh thirc
tai thi trrong Viét Nam.



Take home message

 HiF-PHi :

thuéc ubng méi ; hira hen , hiéu qua, an toan diéu tri thiéu
mau ckd
« ng dung khac HIF :

Trong diéu tri ung thw , tim mach , thiéu mau co tim ,suy tim.,,,



TRAN TRONG CAM ON !



