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Linh vue ky thuat dwgce dé cap

Sang ché dé cap dén duoc phdm dang lidu dung theo duong miéng chta chét tc
ché HIF prolyl hydroxylaza trong diéu tri hodc ngin ngira bénh thiéu méau nhu bénh
thiéu mau thi phét do hodc lién quan dén bénh than man tinh, bénh thin man tinh phu
thudc khong thdm tach, bénh thiéu mau lién quan dén hodc do hoa tri liéu hoic bénh
thiéu mau lién quan dén bénh AIDS. Ngoai ra, sing ché ciing cip dén hop chit tc ché
HIF prolyl hydroxylaza va mudi dugc dung ctia né, dugc pham chta hop chit tic ché
HIF prolyl hydroxylaza dé diéu tri hodc ngan nglra cadc bénh nhu bénh mach mau
ngoai bién (PVD), bénh ddng mach vanh (CAD), suy tim, bénh thiéu méau cuc bo,
bénh giam oxy-huyét va bénh thiéu méau. Ngoai ra, sang ché ciing dé cap dén lidu va
phac dd lidu sir dung chéat wc ché proly hydroxylaza HIF trong viéc diéu tri hodc ngin
ngtra bénh thiéu mau nhu bénh thiéu mau tht phat do hodc lién quan dén bénh than
man tinh, bénh thiéu mau lién quan dén hodc do hoa tri liéu hoic bénh thiéu mau lién

quan dén AIDS.
Tinh trang ky thuit cia sang ché

Nhan t6 cam tng su giam oxy-huyét (hypoxya-inducible factor - HIF) 1a nhan
t6 phién ma c6 vai trd 1a chit diéu hoa quan trong trong cac phan mg lién quan dén su
giam oxy-huyét. Khi & trong diéu kién thiéu oxy, tic 14, khi ham luong oxy trong mdi
truong t& bao giam xudng, HIF s& diéu hoa ting phién ma cia mot sb gen dich, bao
g6m ca nhiing gen ma hoa erythropoietin. HIF 1a di sgi kép bao gdm tiéu don vi alpha
va beta. Trong khi tiéu don vi beta thudng c6 mit voi lugng du thira va khdng phu
thudc vao ham lugng oxy, thi tiéu don vi HIF-alpha chi c6 thé dugc phat hién & té bao
trong diéu kién thiéu 0XYy. Vé van dé nay, su tich tu ctia HIF- alpha dugc didu hoa chu
yéu do sy hydroxyl héa & gbe prolin boi ho prolyl hydroxylaza dugc goi 1a HIF prolyl
hydroxylaza, trong d6 sy hydroxyl hoa ctia mot hodc ca hai gbe prolin ddn dén su phan
hty nhanh chéng HIE- alpha. Theo d6, viéc Gc ché HIF prolyl hydroxylaza s& gitip 6n

dinh va tich tu HIF-alpha (ttrc 1, gidm su phan huy HIF-alpha), do d6 lam tang luong
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HIF-alpha can dé tao ra dime khdc loai HIF va diéu hoa tang cac gen dich, nhu gen
Erythropoietin. Nguoc lai, viéc hoat héa HIF prolyl hydroxylaza s& dan dén su mat on
dinh HIF-alpha (ttc 1a, tang phan huy HIF-alpha), do d6 lam gidm lugng HIF-alpha
can dé tao ra dime khéc loai HIF va diéu hoa giam céc gen dich, vi du nhu gen VEGF.

Ho céc nhan t& cam tng sy giam oxy-huyét bao gdm HIF-1-alpha, HIF-2-alpha
va HIF-3-alpha.

Bang sang ché My s6 US 7,811,595 mo td nhém chét tre ché prolyl hydroxylaza
moi va viée su dung cac chét e ché nay dé diéu tri va ngan ngua cac bénh ma cd thé
duoc cai thién bang cach thay ddi lugng nhan t6 cam Gng su giam oxy-huyét (HIF)
prolyl hydroxylaza, toan b dugc dua vao day véi muc dich tham khao. Cong bb don
sang ché My s6 2012/0309977 md ta viéc tong hop cac chét tic ché prolyl hydroxylaza
nay, toan bd dugc dua vao dady véi muc dich tham khao. Céac hop chét nhu vay ic ché
HIF prolyl hydroxylaza, do d6 lam én dinh HIF- alpha. Nho viée 6n dinh HIF-alpha,
erythropoietin ndi sinh (endogenous erythropoietin - EPO) dugc tao ra nhiéu hon. Dbi
v6i tit ca cac loai thube, dé dat duge hiéu qua diéu tri mong muén hodc téi vu ma
khong gay ra cac tic dong ti€u cuc hodc cac tdc dung phu khong mong mudn, thi liéu
va phéc dd lidu thich hop dé diéu tri cho bénh nhan méc céc bénh nhu bénh thiéu mau
la rit quan trong. Thuc vay, di co nhiéu hop chét hoat tinh thét bai trong céac thu
nghiém lam sang vi khong tim ra dugc phac d6 lidu hiéu qua va an toan.

Cong bd don sang ché qudc té s6 WO0/2014/200773 md ta viée sir dung céc chat
tic ché prolyl hydroxylaza va viéc st dung céc chét we ché nay dé diéu tri va ngin
ngira cdc bénh ma c¢6 thé duoc cai thién bang cach thay dbi luong nhan té cam ung su
giam oxy-huyét (HIF) prolyl hydroxylaza sit dung cac phac do liéu nhét dinh, toan bo
dugc dua vao ddy v6i muc dich tham khao. Cong bd nay con mo ta cac phac do didu
trj ma diéu chinh lugng EPO dé ting kha nang lién két sit tong sd (total iron binding
capacity - TIBC) lién quan dén TIBC dudng co s& ¢ bénh nhin, ma khong lam ting
dang ké luong sét trong huyét thanh so v6i luong sit trong huyét thanh duong co sd,
va phuong phép sir dung cac chét (e ché prolyl hydroxylaza dé tang luong huyét sic t6
trong huyét thanh, ma khong lam giam dang ké muc biéu hién hepxidin so v4i muc

biéu hién hepxidin dudng co sé.

Ban chat ky thuat ctia sang che
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Vi cac ly do néu trén, muc dich cua sang ché 1a dé xuét dugc phém dang lidu
dung theo duong miéng chtra cc thanh phan ndi hat, cdc thanh phan ngoai hat va cic
thanh phan phii mang, trong d6 cac thanh phin ndi hat bao gdbm hop chat 1, chat pha
lodng va chit mang khong tan, chét phan ri, va chét pha loang hoic chat lam dy;
trong d6 cac thanh phin ngoai hat bao gdm chat phan rd, chét chay va/hoic chat lam
tron; va trong d6 cac thanh phan phti mang bao gdm 16p phu vién nén.

Sang ché con d& xuit duoc pham dang lidu dung theo duong miéng chia cac
thanh phan ndi hat, cac thanh phan ngoai hat va cac thanh phan phii mang, trong do
cac thanh phan noi hat bao gdbm hop chit 1, xenluloza vi tinh thé, glycolat tinh bot
natri va hydroxypropyl metylxenluloza, trong dé céc thanh phén ngoai hat bao gém
glycolat tinh bt natri, silic dioxit keo, va magie stearat, va trong dé cdc thanh phan
pht mang bao gdbm Opadry®.

Sang ché dé xuét duoc phém dang lidu dung theo duong miéng dé diéu tri bénh
thiéu mau, duoc phém nay chtra cac thanh phén noi hat, cac thanh phﬁn ngoai hat va
céc thanh phin phu mang, trong d6 cic thanh phin noi hat bao gd6m hop chét 1, chét
pha lodng va chit mang khong tan, chit phan rd, va chit pha lodng hoic chat lam ddy;
trong d6 cac thanh phin ngoai hat bao gdm chét phan ra, chét chay va/hodc chét lam
tron, va trong d6 cac thanh phan pht mang bao gdm 16p phu vién nén.

Sang ché ciing d& xudt duoc pham dang liéu dung theo duong miéng dé didu tri
bénh thiéu mau, dugc phdm nay chira cac thanh phan noi hat, cic thanh phan ngoai hat
va cac thanh phin phu mang, trong d6 cac thanh phan noi hat bao gdm hop chit 1,
xenluloza vi tinh thé, glycolat tinh bdt natri va hydroxypropyl metylxenluloza, trong
do céc thanh phan ngoai hat bao gdm glycolat tinh bot natri, silic dioxit keo, va magie
stearat, va trong d6 cac thanh phan phti mang bao gdm Opadry®.

Sang ché dé xuét dugc phdm dang lidu dung dudong miéng dé didu tri bénh thiéu
mau thtr phét do bénh than man tinh phu thudc khong thdm tach, duge phdm nay chira
khodng 150 mg, khoang 300 mg, khoang 450 mg, khodng 600 mg hodc khoang 750
mg  {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc mudi duoc
dung, solvat hodc hydrat ctia no, trong d6 dugc phdm nay thich hop dung hang ngay.
Sang ché dé xudt duge pham dang lidu dung theo duong miéng dé diéu tri bénh thiéu
mau thtr phat do bénh thin man tinh phu thudc khong thdm tach, dugc phidm nay chia

chit e ché HIF prolyl hydroxylaza hodc chét 6n dinh HIF-alpha, trong d6 dugc pham
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nay thich hop dung cho bénh nhan co it nhét 2, 3, 4, 5 hoic tat ca (i) tdc d6 loc cau
thAin udc tinh (estimated glomerular filtration rate - eGFR) thip hon 60
mL/phtt/1,73m?, trong do dbi twong dang khong dung liéu phap thdm tach va khong
¢6 du dinh bat diu lidu phap thim tach trong 3 thdng tUr ngay bt dau diéu tri, (ii)
luong huyét sic to thap hon 10,0 g/dL truéc khi bat dau diéu tri, (iii) lugng feritin
bang hodc 16n hon 100 ng/mL trong 4 tudn trude khi bit du didu tri, (iv) do bdo hoa
transfefin (transferin saturation - TSAT) bing hodc 16n hon 20% trong 4 tudn trude khi
bat ddu didu tri, (v) luong folat biang hoic 16n hon gi6i han dudi cua luong binh
thudng trong 4 tudn trude khi bét dau diéu tri, (vi) lvong vitamin B12 bing hoidc 16n
hon giéi han dudi cia lugng binh thudng trong 4 tudn trude khi bat dau diéu tri, va
© (vii) déi tuong tir 18 tudi trd 1én.

Sang ché d& xuét dugc phdm dang lidu dung theo duong miéng dé diéu tri bénh
thiéu mau thu phét do bénh than man tinh phu thudc khong tham tach, dugc phém nay
chta chit tre ché HIF prolyl hydroxylaza hodc chét 6n dinh HIF-alpha, trong d6 duoc
phdm nay thich hop ding cho bénh nhén c6 it nhat 2, 3, 4, 5 hogc tat ca (i) toc do loc
cdu thin udc tinh (estimated glomerular filtration rate - e¢GFR) thip hon 65
mL/phtt/1,73m?, trong do d6i tuong dang khong dung liéu phap thdm tach va khong
c6 du dinh bt diu lieu phap thadm tach trong 3 théng tir ngdy bit dau diéu tri, (ii)
luong huyét sic t6 thdp hon 10,0 g/dL trudc khi bat dau diéu tri, (iii) lugng feritin
bang hodc 1én hon 50 ng/mL trong 4 tudn trude khi bat ddu didu tri, (iv) do bdo hoa
transfefin (transferin saturation - TSAT) bing hodc 16n hon 15% trong 4 tuén trude khi
bat dau diéu tri, (v) luong folat béng hodc 16n hon gidi han dudi cua lugng binh
thuong trong 4 tudn trude khi bét dAu didu tri, (vi) luong vitamin B12 bing hoic 16n
hon gidi han dudi cda lugng binh thuong trong 4 tudn trude khi bit dau didu tri, va
(vii) déi tuong tir 18 tudi trd 1én.

Sang ché dé xuat dugc pham dang liéu ding theo duong miéng dé diéu trj bénh
thiéu méau & bénh nhén méc bénh than man tinh phu thudc khong thAm téch, trong do
dugc phidm nay dugce dung sao cho (i) bénh nhan dung lidu hang ngay ban du cia hop
chét 1; (i) néu Hgb khong ting nhidu hon 0,5 g/dL so véi gia tri duong co s sau 4
tudn dung hang ngay lidu hang ngay ban diu cta hop chét 1, thi ting lidu hang ngay
1én 150 mg/ngay mdi 4 tudn cho dén khi Hgb 1én hon 10,0 g/dL; (iii) néu Hgb ting

nhanh trong qua trinh didu tri, thi giam lidu hang ngay xudng 150 mg/ngay; (iv) néu
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Hgb giam xudng dudi 10,0 g/dL, thi ting lidu hang ngay lén 150 mg/ngay; (v) néu
lugng Hgb vuot qua 11,0 g/dL, thi dung didu tri cho dén khi Hgb giam xudng bang
hodc thap hon 10,5 g/dL, rdi tiép tuc ding lidu hang ngay di gidm xubng 150
- mg/ngay; va (vi) néu viéc diu chinh lidu 1a cin thiét dé duy tri Hgb & lugng mong
mudn, thi diéu chinh liéu hang ngay 1a 150 mg/ngay.

Sang ché dé xuat dugc phim dang lidu dung theo dudng miéng dé diéu trj bénh
thiéu mau & bénh nhan méic bénh than man tinh phu thudc khong thdm tach, trong do
duoc phidm nay duge dung sao cho (i) bénh nhéin dung lidu hang ngay ban dau ctia hop
chét 1; (ii) néu Hgb khong ting nhiéu hon 0,5 g/dL so v&i gid tri duong co s¢ sau 4
tudn dung hang ngay liéu hang ngiy ban dAu cua hop chét 1, thi ting lidu hang ngay
1én 150 mg/ngay mdi 4 tudn cho dén khi Hgb 16n hon 10,0 g/dL; (iii) néu Hgb ting
nhanh trong qué trinh diéu tri, thi giam lidu hang ngay xudng 150 mg/ngay; (iv) néu
Hgb giam xudng dudi 10,0 g/dL, thi ting liéu hang ngay lén 150 mg/ngay; (v) néu
luong Hgb vuot quéa 12,0 g/dL, thi gidam lidu hang ngay xubng 150 mg/ngady, va néu
luong Hgb vuot quéa 13,0 g/dL thi dung diéu tri cho dén khi Hgb giam xudng bing
hodc thdp hon 12,5 g/dL, rdi tiép tuc ding lidu hang ngay dd giam xubng 150
mg/ngdy; va (vi) néu viéc diéu chinh lidu 1a can thiét dé duy tri Hgb & luong mong
mudn, thi diéu chinh lidu hang ngay 1a 150 mg/ngay.

Sang ché d& xuit duoc pham dang lidu ding theo dudng miéng dé didu tri bénh
thiéu mau & bénh nhan méic bénh than man tinh phu thudc khong thdm tach, trong dé
dugce phdm nay duge dung sao cho (i) bénh nhan dung lidu hang ngay ban dau ctia hop
chét 1; (ii) néu viéc didu chinh lidu 12 cin thiét dé duy tri Hgb & lugng mong mudn thi
didu chinh lidu hang ngay 1a 150 mg/ngay; (iii) néu Hgb ting nhanh trong qud trinh
didu tri thi giam lidu hang ngay xudng 150 mg/ngay; (iv) néu Hgb giam xubng dudi
10,0 g/dL thi tang lidu hang ngay 1én 150 mg/ngay; va (V) néu lugng Hgb vuot qué
11,0 g/dL thi ding diéu tri cho dén khi Hgb giam xudng bing hoic thap hon 10,5
g/dL, rdi tiép tuc stir dung liéu hang ngay dugc gidm xudng 150 mg/ngay.

Sang ché dé xuit dugc phdm dang lidu ding theo dudng miéng dé diéu tri bénh
thiéu méu & bénh nhan mic bénh than man tinh phu thudc khong thdm tach, trong dé
duge pham nay dugc ding sao cho (i) bénh nhan dung lidu hang ngay ban dau cua hop
chét 1; (i) néu viéc diéu chinh lidu 1a cén thiét dé duy tri Hgb ¢ luong mong mubn thi

didu chinh liéu hang ngay dén 150 mg/ngay; (iii) néu Hgb ting nhanh trong qua trinh
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dilu tri thi giam lidu hang ngay xubng 150 mg/ngay; (iv) néu Hgb giam xubng dudi
10,0 g/dL thi tang liéu hang ngay 1én 150 mg/ngay; va (v) néu luong Hgb vuot qué
12,0 g/dL thi gidam lidu hang ngay xubng 150 mg/ngiy, va néu luong Hgb vuot qua
13,0 g/dL thi dung didu tri cho dén khi Hgb giam xubng bing hodc thdp hon 12,5
g/dL, rdi tiép tuc st dung lidu hang ngay da gidm xudng 150 mg/ngdy.

Theo mdt sb phuong an, gia tri dudng co s& duge xdc dinh ngay trudce khi dung
hop chét 1 14n thir nhat.

Theo mét sé phuong 4n, Hgb ting nhanh néu Hgb tang nhiéu hon 1,0 g/dL
trong thoi gian 2 tuan.

Theo cac phuong 4n nhat dinh, liéu hang ngay tbi da 1a 600 mg/ngay.

Theo cac phuong 4n nhét dinh, lidu hang ngay khong duoc ting nhiéu hon mot
1an mdi 4 tuén trong sudt qué trinh diéu tri.

Theo cic phuong an cu thé hon, viéc giam liéu hang ngay co thé x4y ra nhicu
hon mot lan mdi 4 tudn trong subt qué trinh diéu tri.

Theo céc phuong 4n nhét dinh, lidu hang ngay ban dau la 300 mg/ngay.

Theo céc phuong an nhét dinh, lidu hang ngay ban déu dugc dung & dang hai
vién nén, mdi vién gdm 150 mg hop chit 1.

Theo cac phuong 4n nhat dinh, lidu hang ngay ban dau la 450 mg/ngay.

Theo céc phuong 4n nhét dinh, liéu hang ngay ban dau dugc dung & dang ba
vién nén, mdi vién gdbm 150 mg hop chét 1.

Theo céc phuong 4n nhét dinh, lidu hang ngay ban diu duogc dung vao budi
sang.

Theo cic phuong an nhat dinh, liéu hang ngay ban dau duoc dung vao thoi
diém tur 7 gio sang dén 2 gio chiéu.

Theo céc phuong 4n nhét dinh, hop chat 1 dugce ding & dang Dugc pham 1.

Theo cac phuong 4n nhét dinh, hop chit 1 dugc dung & dang Dugc phém 2.
M6 ti vin it cac hinh vé

Fig.1A la dd thi duong thé hién cac két qua sinh kha dung tuong ddi - ndng do
huyét twong ctia hop chit 1 duoc ding & dang Dugc phidm 1 va Dugc pham 2 dang
vién nén nhu dugc mod ta & muc 6.2.

Fig.1B 1a dd thi ban 16garit thé hién cac két qua sinh kha dung tuong dbi - ndng
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d6 huyét tuong ctia hop chét 1 dugc dung & dang Duogc pham 1 va Duoc phim 2 dang
vién nén nhu dugc mo ta & muc 6.2.

Fig.2A 1a @ thi duong thé hién cac két qua anh hudéng cla thic n - ndng do
huyét tvong cia hop chét 1 dugc dung & dang Duoc pham 2 dang vién nén nhu dugc
mo ta & muc 6.2 khi doéi va khi no.

Fig.2B la do thi ban 16garit thé hién cac két qua anh huong cta thic an - ndng
d6 huyét tuong ctia hop chét 1 duge dung & dang Duoc pham 2 dang vién nén nhu

duoc md ta & muc 6.2 khi déi va khi no.
M0 ta chi tiét sang cheé

Theo céc phuong 4n nhit dinh, sang ché @& xuét duoc phdm dang liéu ding
theo duong miéng dé diéu tri va ngin ngira bénh thiéu mau & bénh nhan, trong do
duoc phém nay chtra mot lugng cé tac dung duogc ly cua hop chét co clu tric Cong
thite (I), Cong thirc (I), Cong thtc (III), Cong thuc (IV), hodac Cong thuc (V) hodc
hop chit duoc chon tir nhém bao gém hop chét 1, hop chit 2, hop chét 3, hop chét 4,
hop chét 3, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11,
hop chét 12, hop chit 13, Chét chuyén hoa 1 va Chat chuyén héa 2 hodc mudi duoc
dung, solvat hodc hydrat ctia né. Theo cidc phuong dn nhét dinh, bénh nhan méc bénh
thiéu mau th(r phat do bénh thin man tinh phu thudc khong tham tach. Theo cédc
phuong 4n nhét dinh, lugng c6 tac dung duoc ly 1a luong thich hop lam ting luong
huyét sic té 1én it nhat khoang 0,2 g/dL, 0,3 g/dL, 0,4 g/dL, 0,5 g/dL, it nhét khoang
0,6 g/dL, it nhit khoang 0,7 g/dL, it nhét khoang 0,8 g/dL, it nhat khoang 0,9 g/dL, it
nhit khoang 1,0 g/dL, it nhit khoang 1,2 g/dL hoic it nhét khoang 1,5 g/dL so véi
lwong huyét sic t6 duong co s¢ & bénh nhén, dong thoi: a) khdi phuc hodc duy tri chu
ky ngay dém cta luong EPO huyét thanh; va/hodc b) ting khd ning lién két sit tong
s&; va/hodc ¢) ting kha ning lién két sit tong s6 ma khong 1am ting dang ké luong sat
tdng sd; va/hodc d) khong lam giam dang ké lugng hepxidin.

Céc duge phdm dang lidu dung theo duong miéng dé diéu tri tong quét dugc mo
t4 & muc 5.5. Cac bénh c6 thé duoc didu tri voi cac hop chét va phuong phap theo sdng
ché duoc md & & muc 5.6. Phac dd didu tri va phac dd lidu s dung cac hop chat nay
dugc mo td & muc 5.7. Céac liéu phép két hop st dung cac dugc phém theo sang ché

dugc mo ta & muc 5.8. Quan thé bénh nhan cu thé dugc dicu tri véi cac hop chat va
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phuong phap theo sang ché duge md ta & muc 5.4. Cac duge pham cu thé dugc su

dung trong phéc do liéu cho quéan thé bénh nhan theo sdng ché dugc mo ta & muc 5.3.

5.1. Dinh nghia va chir viét tit

Theo céc phuong 4n nhét dinh, nhu dugc st dung xuyén sudt ban mo ta va cac
yéu cdu bao ho cla sang ché, tir “bao gdm” va cic tr tuong tu, nhu “gdm ¢6” va
“chtra”, ¢6 nghia 14 bao gdm nhung khong gi6i han, va khong ¢6 ¢6 muc dich loai tri,
vi du, céac chét phu gia, cac thanh phén, cac sb nguyén hodc cac budc khac. Theo céac
phuong 4n nhit dinh, nhu duge st dung trong ban md ta va cac yéu cdu bao ho kem
theo, dang sb it bao gdm ca dang s6 nhiéu trir khi dugc chi rd trong céc trudng hop cu
thé. Do vdy, vi du, khi n6i “thanh phin”, tirc 1a c¢6 thé con bao gdm hai hodc nhiéu
thanh phan nhu vdy. Theo cac phuong 4n nhét dinh, khai niém “tiy y” hodc “mdt céch
tuy vy ¢6 nghia la sy kién hodc truong hgp duoc mo ta dirng sau do ¢ thé xay ra hodc
khong xay ra va phin mb ta bao gdm cac vi du trong d6 su kién hodc trudong hop do ¢6
thé xay ra va cac vi du trong d6 su kién hodc trudong hop do khong xay ra.

Nhu duoc st dung trong ban mo ta nay, nhém “alkyl” l1a hydrocacbon mach
thang hodc mach nhanh khong vong no ¢6, vi du, tir 1 dén 12 nguyén tir cacbon, tir 1
dén 9 nguyén t cacbon, tir 1 dén 6 nguyén tir cacbon, tr 1 dén 4 nguyén tir cacbon
hodc tir 2 dén 6 nguyén tir cacbon. Cac nhém alkyl tiéu biéu bao gdm -metyl, -etyl, -n-
propyl, -n-butyl, -n-pentyl va -n-hexyl; con cdc alkyl mach nhdnh bao gdm -isopropyl,
-sec-butyl, -iso-butyl, -tert-butyl, -iso-pentyl, 2-metylpentyl, 3-metylpentyl, 4-
metylpentyl, 2,3-dimetylbutyl va cic hop chat tuong tu.

Céc don vi Ci alkyl bao gdm céc vi du khong giéi han sau diy: metyl (C)),
etyl (C2), n-propyl (Cs3), iso-propyl (Cs), n-butyl (Cs), sec-butyl (Cs), iso-butyl (Ca),
tert-butyl (Cs), n-pentyl (Cs), tertpentyl (Cs), neo-pentyl (Cs), iso-pentyl (Cs),
sec-pentyl (Cs), 3-pentyl (Cs), n-hexyl (Cs¢), iso-hexyl (Cs), neo-hexyl (Cg), 3-
metylpentyl (C¢), 4-metylpentyl (Cs), 3-metylpentan-2-yl (Cs), 4-metylpentan-2-yl
(Cs), 2,3-dimetylbutyl (Cs), 3,3-dimetylbutan-2-yl (Cs), 2,3-dimetylbutan-2-yl (Ce) va
cac nhém tuong tur.

Nhu duogc stir dung trong ban md ta nay, nhom “alkenyl” 1a chudi hydrocacbon
mach thing hodc mach nhanh khéng vong khong no mot phan chira it nhat mot lién két

doi cacbon-cacbon va c6, vi du, tir 1 dén 6 nguyén ti cacbon. Cac nhom alkenyl tiéu
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biéu bao gdm propenyl va cdc nhém tuwong tu.

Nhu duoc st dung trong ban md ta nay, nhoém “alkynyl” la chudi hydrocacbon
mach thing hodc mach nhanh khong vong khong no mot phan chua it nhit mot lién két
ba cacbon-cacbon va c¢o, vi du, tir 2 dén 6 nguyén tir cacbon. Cac nhom alkynyl ti€u
bidu bao gdm propynyl, butynyl va cac nhém tuong tu.

Nhu duoc st dung trong ban mo ta nay, nhoém “alkoxy” la nhém alkyl-O trong
d6 nhom alkyl nhu dugc dinh nghia ¢ trén. Cdc nhom alkoxy ti€u biéu bao gdém
methoxy, ethoxy, n-propoxy, isopropoxy va n-butoxy.

Nhu duoc st dung trong ban mo ta nay, nhém “xycloalkyl” 1a nhom alkyl mach
vong no ¢6 tir 3 dén 6 nguyén tir cacbon ¢6 vong don. Cac nhom xycloalkyl tiéu biéu
bao gdm xyclopropyl, xyclobutyl, xyclopentyl va xyclohexyl.

Nhu duge st dung trong ban mo td nay, nhom “xycloalkenyl” la nhom alkyl
mach vong khong no mot phan chira it nhit mot lién két doi cacbon-cacbon va ¢é tur 3
dén 6 nguyén tir cacbon c6 vong don. Cac nhém xycloalkenyl tiéu biéu bao gdm
xyclopropenyl va xyclobutenyl.

Nhu dugc st dung trong ban mo td nay, nhom “xycloalkoxy” la nhom
xycloalkyl-O, trong d6 nhom xycloalkyl nhu dugc dinh nghia ¢ trén. Cac nhém
xycloalkoxy tiéu biéu bao gdm xyclopropyloxy, xyclobutyloxy va xyclopentyloxy va
xyclohexyloxy.

Nhu dugce st dung trong ban mo ta nay, nhém “haloalkyl” la nhém alkyl nhu
dugc dinh nghia ¢ trén c6 mot hoac nhiéu (vidy, tur 1 dén 5) nguyén tir hydro duoc thé
céc bang nguyén tir halogen. Cdc nhom haloalkyl tiéu biéu bao gdm CF3, CHF,, CH.F,
CCl;, CF3;CH2CHz va CF;CFo.

Nhu dugc st dung trong ban md ta ndy, nhém “haloxycloalkyl” la nhém
xycloalkyl nhu dugc dinh nghia & trén c6 mdt hodc nhidu (vi du, tir 1 dén 5) nguyén tir
hydro dugc thé cac bang nguyén tir halogen. Cac nhém haloxycloalky! tiéu biéu bao
gbm 2,2-difloxyclopropyl, 2,2-dicloxyclopropyl, 2,2-dibromxyclopropyl,
tetrafloxyclopropyl, 3,3-difloxyclobutyl va 2,2,3,3-tetrafloxyclobutyl.

Nhu dugc st dung trong ban mo ta nay, nhém “heteroxycloalkyl” la vong no ¢6
tir 4 dén 7 nguyén ti, t6t hon 1 5 hodc 6 nguyén tir, trong d6 1 hodc 2 nguyén tir trong
vong duge chon tir nhém bao gdm O, S va NR” va cdc nguyén tir con lai 1a cacbon.

Khong cé cac nguyén tor oxy va/hodc luu huynh lién ké trong vong. Cidc nhom
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heteroxycloalkyl tiéu biéu la piperidyl, pyrolidinyl, piperazinyl, morpholinyl,
thiomorpholinyl,  thiazolidinyl, 1,3-dioxolanyl, 1,4-dioxanyl, oxazolinyl,
tetrahydrofuranyl, tetrahydrothiophenyl va tetrahydrothiopyranyl.

Nhu duogc st dung trong ban mé ta nay, nhom “aryl” la hé don vong hodc da
vong thom ¢o tir 6 dén 10 nguyén tir cacbon. Cac nhom aryl tiéu biéu bao gdm phenyl
va naphtyl.

Nhu duoc st dung trong ban md ta nady, “heteroaryl” la vong don, vong doi
hoic nhom di vong thom két hop véi benzo 6 tir 5 dén 10 nguyén tir bao gdm tir 2
dén 9 nguyén tir cacbon va tu 1 dén 4 nguyén tr khac loai dugc chon mot cach doc lap
tr nhém bao gdm N, O va S, mién la vong khong chra nguyén tir oxy va/hodc luu
huynh lién ké. Cac N-oxit cla nito trong vong ciling dugc bao gdbm. Cac nhom
heteroaryl don vong tiéu biéu bao gdm pyridyl, oxazolyl, isoxazolyl, oxadiazolyl,
furanyl, pyrolyl, thienyl, imidazolyl, pyrazolyl, tetrazolyl, thiazolyl, isothiazolyl,
thiadiazolyl, pyrazinyl, pyrimidyl, pyridazinyl va triazolyl. Cac nhoém heteroaryl vong
d6i tiéu biéu la naphtyridyl (vi du, 1,5 hodc 1, 7), imidazopyridyl, pyridopyrimidinyl
va 7-azaindolyl. Cac nhoém heteroaryl két hop vdi benzo bao g6m indolyl, quinolyl,
isoquinolyl, phtalazinyl, benzothienyl (tc la, thianaphtenyl), benzimidazolyl,
benzofuranyl, benzoxazolyl, benzisoxazolyl, benzothiazolyl va benzofurazanyl. Tét ca
dong phan vi tri dugce xem xét, vi du, 2-pyridyl, 3-pyridyl va 4-pyridyl.

Trong ban mo ta nay, cac thuat ngit “hop chét”, “chét tuong tu”, “dugc phém
“chtta chat” déu ¢ thé dung dé chi chét e ché HIF prolyl hydroxylaza theo sang ché,
bao gbm tit ca cac dang ddi quang, dang khong ddi quang, mudi, chit hd bién va cac
chét tuong tu khac. Cac hop chat duge boc 1 trong ban mo ta ndy bao gdm tit ci cac
dang mudi, vi du, mudi cua tit ca cac nhom bazo, khong ké nhirng cai khac, nhu amin,
cting nhu mubi clia cic nhém axit, khong ké nhiing cai khac, nhu axit carboxylic. Vi
du khong gidi han v& cac anion ma c6 thé tao mudi duoc dung vé6i ciec nhom bazo bao
gdm: clorua, bromua, iodua, sulphat, bisulphat, cacbonat, bicacbonat, phosphat,
format, axetat, propionat, butyrat, pyruvat, lactat, oxalat, malonat, maleat, sucxinat,
tartrat, fumarat, xitrat va cac nhom twong tu. Vi du khong giéi han vé céc cation ma c6
thé tao mudi duge dung & dang anion cia cdc nhom thé axit trén hop chét theo sang
ché bao gém: natri, liti, kali, canxi, magie, kém, bitmut va céc cation twong tu. Vi du

khong gidi han vé cac cation ¢6 thé tao mudi dugc dung ¢ dang anion cua cac nhom
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thé phenolic, aryl alcohol hodc heteroaryl alcohol trén hop chét theo séng ché bao
gém: natri, liti, va kali. Theo cac phuong an nhét dinh, thuét ngit “hop chat”, “chét
tuong tu” va “duogc phdm chira chét” duge st dung thay thé cho nhau trong cd ban mo
ta nay.

Nén luu ¥ rang néu ciu tric dugc md t& khac voi tén goi cua cdu trac nay, thi
c4u trac dugc md ta dugce ghi nhan theo khdi lugng. Ngoai ra, néu céu trac lap thé hoa
hoc cua cAu tric hodc mot phén cAu tric khong dugc chi ra, vi du, dong in ddm hodc
nét dat, cau tric hodc mot phan cau trac dugce hiéu 1a bao gdm tit ca cac ddng phan lap
thé cia no.

Nhu duoc st dung trong ban mo ta nay, thudt ngtt “bénh thiéu mau” 1a duoc ghi

nhén trong linh vuc k¥ thudt va dugc x4c dinh theo ngudng huyét sic t& nhu sau:

Nhém tudi hodc giéi tinh Ngudng huyét sic t6 (g/dL)
Tré em (0,50-4,99 tudi) 11,0
Tré em (5,00-11,99 tudi) 11,5
Tré em (12,00-14,99 tudi) 12,0
Nit khong mang thai (>15,00 tudi) 12,0
N mang thai 11,0
Nam (>15,00 tudi) 13,0

Bénh thiéu méau ¢ thé 1a bénh man tinh (vi du, bénh thiéu mau thir phat do
~ bénh thdn man tinh, bénh thiéu mau thu phat do suy tim man tinh, bénh thiéu méau tu
phat do tudi gia, bénh thiéu méau do bénh man tinh, nhu bénh viém rudt hodc viém
khép dang thip, hoi ching rdi loan sinh tiy, chimg xo héa tiy xuong va cac bénh
thiéu méu rdi loan san sinh hodc gidm san sinh tiy khac), bénh ban cép (vi du, bénh
thiéu mau do hoa tri liéu nhu hoéa tri liéu dé didu tri bénh ung thu, bénh viém gan C
hodc cac bénh man tinh khac ma lam gidm san sinh tiy xuong), bénh cép tinh (vi du,
mit mau do chén thuong hodc phau thuat), bénh lién quan dén dinh dudng (vi du, bénh
thiéu st hodc thiéu vitamin B12), hoac cac bénh lién quan dén huyét sic tb (vi du,
bénh té bao hinh ludi liém, bénh tan mau bam sinh, v.v.), hodc bénh thiéu méau do sinh

non hodc bénh thi¢u méu do truyén mau tu than.
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Nhu duoc s dung trong ban mo ta nay, thuat nglt “bénh thiéu mau khong
nghiém trong” dé cip dén bénh nhan mic bénh thiéu mau trong d6 ndng do
hemoglobin it nhat 1a 9,0 g/dL.. Theo cdc phuong 4n nay, bénh thiéu méau khong
nghiém trong dung dé chi bénh thiéu méau & bénh nhén, trong d6 bénh nhan khong can
phai truyén mau.

Nhu dugce str dung trong ban md ta nay, thuat ngli “(cac) lidu” ¢6 nghia la luong
hop chét hodc mudi dugc dung, solvat, hodac hydrat clia né duogc dung vao mot lan.
Lidu c6 thé bao gdm dang lidu don vi mot don vi, hodc cling ¢6 thé bao gdm dang liéu
don vi nhiéu hon mot don vi (vi du, lidu don ¢6 thé bao gém hai vién nén), hodc tham
chi la dang liéu don vi it hon médt don vi (vi du, lidu don c6 thé bao gém nda vién
nén). Theo d6, néu hop chit duge dung véi liéu hang ngay la 450 mg, ngay mot lan,
thi liéu cta hop chit ¢6 thé 1a 3 vién nén, mdi vién chta 150 mg hop chit dung ngay
mot lan.

Nhu dugc sir dung trong ban mo ta nay, thuat ngir “liu hang ngay” dung dé chi
luong hop chat, hoic mudi duoc dung, solvat hodc hydrat ctia né duge dung trong
khoang thoi gian 24 gio. Theo do, lidu hang ngay c6 thé duoc dung ciing mot lac (tie
1a, dung mot lan mdt ngdy) hodc lidu hang ngay duogc chia ra sao cho hop chét duoc
dung hai 1an, ba lan, hogc thim chi bbn 1dn mot ngay. Néu liéu hang ngay dugc ding
mdi ngay ma khong bi gidn doan, thi viéc st dung lidu nay dugc goi la viée str dung
lidu “lién tuc”.

Nhu duogce st dung trong ban md ta nay, thuat ngir “(cac) dang liéu don vi” bao
g61n vién nén; vién nén boc; vién nang, vi du nhu vién nang mém gelatin dan hoi; 201,
vién nhén; vién ngdm dep; vién ngdm hinh thoi; dang phan tdn; bot; dung dich; gel;
dang lidu 16ng thich hop cho bénh nhan dung theo duong miéng hodc qua da, bao gém
huyén pha (vi du, huyén phii 1éng c¢6 nuée hodc khong c6 nude), nhii tuong (vi du, nhil
tuong dau trong nudc hodc nhii tuong 16ng nudce trong déu), dung dich va dang con
ngot; va dang ran vo trang (vi dy, dang ran két tinh hodc khong két tinh) ma cé thé
dugc pha tai lap dé tao ra cic dang liéu 16ng thich hgp cho bénh nhan dung theo dudng
miéng hodc dung ngoai duong tiéu hoéa. Dang lidu don vi khong nhét thiét phai duoc
ding & dang liéu don va ciing khoéng nhat thiét phai dung & dang liéu don vi mot don
Vi ma tao nén lidu téng thé.

Nhu dugc st dung trong ban md ta nay, “lugng c¢6 tdc dung” dung dé chi luong
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hop chit hodc mudi dugc dung, solvat hodc hydrat ctia n6 du dé tao ra tac dung diéu tri
co loi trong viéc diéu tri bénh hodc tri hodn hodc giam thiéu céc triéu chung lién quan
dén bénh. Cac lugng c6 tac dung duge uu tién cu thé duwoc md ta trong ban mo ta nay.
Theo cdc phuong an nhét dinh, hop chét 1a hop chit dugc md ta trong ban mo ta nay.

Nhu dugc st dung trong ban md ta nay, cac thuat ngit “ngédn ngura”, “viéc ngan
nglra” va “su ngdn nglra” da dugc cong nhdn trong linh vuc k¥ thudt, va khi dugc su
dung lién quan quan dén tinh trang, nhu tinh trang tai phat tai chd (vi du, dau), bénh
nhu bénh ung thu, két hop nhiéu triéu chimg nhu 1a suy tim hodc tinh trang bat ky
khéc, thi da dugc biét dén rong rai trong linh vuc nay, va bao gdm viée dung hop chét
theo séng ché hodc mudi duoc dung, solvat hodc hydrat cia n6, ma lam gidm tn sudt,
hodc tri hoan su xuét hién, cac triéu ching cda tinh trang bénh ¢ dbi tugng so vol dbi
tugng khong dung dugc pham nay. Theo c4c phuong an nhit dinh, hop chit 1a hop
chét khong duge md ta trong ban mo t& nay. Theo cac phuong an nhat dinh, tinh trang
la bénh hoac tinh trang lién quan dén su giam san sinh noi sinh erythropoietin (EPO)
hay bénh hogc tinh trang lién quan dén céc thiéu hut trong viéc san sinh huyét sic to
noi sinh, chéng han nhu bénh thiéu méau hoic bénh thiéu mau thu phat do bénh théan
man tinh.

Nhu dugc st dung trong ban md ta nay, thuat ngl “diéu tri”, “viéc diéu tri” va
“su diéu tri” duge ding dé chi viée phuc hoi, lam giam hodc dimg céc tridu chimg, déu
hiéu ldm sang va tinh trang nhe hon tinh trang bénh ly dé cai thién hodc 6n dinh tinh
trang cua dbi tuong. Thuat ng “didu tri” va “su diéu tri” cling dugc dung dé chi viéc
tiéu diét hodc lam thuyén giam bénh hodc céc triéu ching lién quan dén bénh. Theo
cac phuong 4n nhit dinh, cdc thuat ngit nay dugc dung dé chi viéc lam giam su phat
trién hodic chuyén bién x4u cta bénh bing cach cho bénh nhén mic bénh dung hop
chét theo sang ché hodc mudi dugc dung, solvat hodc hydrat cua no.

Nhu dugc st dung trong ban md ta nay, thuat ngi “mudi duoc dung” dé cip
dén mudi duoc didu ché tir axit hodc bazo khong doc Chép nhan dugc trong linh vuc
duoc bao gdm céc axit va cic bazo v6 co va hitu co. Cac mudi bd sung bazo chép
nhan duoc trong linh vuc dugc thich hop cho hop chét ¢c6 cau tric 1a Cong thuc (1),
Cong thace (I1), Cong thuace (III), Cong thirc (IV), hodac Cong thic (V) hodc hop chat
duogc chon tr nhom bao g61n hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét

5, hop chat 6, hop chat 7, hop chét 8, hop chét 9, hop chat 10, hop chit 11, hop chit
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12, hop chit 13, Chét chuyén hoa 1 va Chét chuyén hoa 2 bao gdbm, nhung khong gidi
han &, natri, liti, kali, canxi, magie, k&€m, bitmut, amoni (bao g5m amoni duoc thé
alkyl), amino axit (vi du, lysin, ornithin, arginin hodc glutamin), trometamin va
meglumin. Cac axit khong doc thich hop bao gbm, nhung khong gi6i han ¢, cac axit
vb co va hitu co, vi du nhu axetic, anginic, anthranilic, bezenesunfonic, benzoic,
camphosunfonic, xitric, etanesunfonic, fomic, fumaric, furoic, galactoronic, gluconic,
glucuronic, glutamic, glycolic, hydrobromic, hydrochloric, isethionic, lactic, maleic,
malic, mandelic, metanesulfonic, mucic, nitric, pamoic, pantothenic, phenylaxetic,
phophoric, propionic, salixylic, stearic, sucxinic, sunfanilic, sunfuric, axit tartaric va
axit p-toluenesunfonic. Céac vi duy khac vé cac mudi duoc biét dén rong rai trong linh
vuc nay c6 trong, vi du, Remington’s Pharmaceutical Sciences, 22nd ed.,
Pharmaceutical Press, (2012).

Theo cac phuong an nhat dinh, “dugc dung” hay “chap nhan dugc trong linh
vuce duge” ¢6 nghia la chit khong cé tac dung vé mat sinh hoc hoic cic tac dung
khong mong mubn khac, tic 13, chit nay co thé duoc ding cho déi tuong cung véi hop
cht hoat tinh thich hop ma khong gy ra cac tic dung sinh hoc khong chép nhan dugc
vé phuong dién 1am sang hodc twong téc theo cach c6 hai vai bét ky thanh phan nao
khac c6 trong dugc pham.

Nhu dugc st dung trong ban mo ta nay, thudt ngtr “hydrat” dugc dung dé chi
hop chét theo sang ché hodic mudi dugc dung cia no, ma con bao gébm lugng nude
theo ty lugng hodc khong theo ty luong lién két boi luc tuong tac gitra cac phan tu
khong hoa tri.

Nhu dugce st dung trong ban mo ta nay, thuat ngli “solvat” dung dé chi hop chat
theo sang ché hozc mudi duge dung ctia nd, ma con bao g6m luong dung moi theo ty
luong hoac khong theo ty lugng, ngoai nudc, lién két boi luc tuong tac gitta cac phan
ti khong hoa tri.

Nhu dugc st dung trong ban md ta nay, va tror khi duoc chi ra theo céch khac,
thuat ngtr “khoang” hodc “xip xi” dugc ding dé chi sai sb ¢6 thé chdp nhan duoc dbi
vOi gia tri cu thé nhu duoc xac dinh boi nguoi ¢ hiéu biét trung binh trong linh vuc
k¥ thuat, ma phu thu¢c mot phén vao cach do hodc xac dinh gia tri. Theo cdc phuong
4n nhét dinh, thuat ngt “khodng” hodc “Xép xi” ¢6 nghia la nam trong pham vi do léch

chuan 1, 2, 3 hoac 4. Theo cac phuong dn nhat dinh, thut ngtr “khoang” hoac “xdp xi”
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¢6 nghia 14 nim trong 50%, 20%, 15%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%,
0,5% hodc 0,05% gia tri hodc khoang gia tri xac dinh. Theo cdc phuong an nhét dinh,
khoang gid tri ¢ thé duoc thé hién trong ban md ta nay ¢ dang “khoang” mdt gia tri cu
thé va/hodc dén “khoang” mot gia tri cu thé khac. Néu khoang gia tri nay dugc thé
hién, mot khia canh khéc bao gém cac gia tri nam trong khoang tor mot gié tri cu thé
va/hoic dén mot gia tri cu thé khac. Tuong tu nhu vy, néu cac gia tri dugc thé hién &
dang x4p xi, bang cach sir dung tr dimg trude 1a “khoang”, thi nén hiéu rang gia tri cu
thé tao ra mot khia canh khac. Cling nén hidu rang cac gié tri cudi cia mdi khodng gid
tri vura lién quan mat thiét vai gia tri cudi con lai, vira doc 1ap véi gid tri cudi con lai.
Ciing nén hiéu ring, ddi vai cac gid tri dugc thé hién trong ban mo ta nay, mdi gid tri
déu duogc boc 10 ¢ dang “khoang” gid tri cu thé va chinh gia tri do. Vi du, néu gia tri
“10” duoc boc 10, thi “khoang 10” cling dugc boc 1. Nén hiéu réng, néu gia tr1 dugc
boc 10, thi “nhé hon hodc bing” gia tri, “Ién hon hodc bing” gi4 tri va cic khodng gid
tri ¢o thé nam gifta céac gia tri cling dugc boc 19, nhu duoc hiéu boi nguoi co hiéu biét
trung binh trong linh vyc nay. Vi du, néu gia tri “10” duogc bdc 19, thi “nho hon hoac
bing 10” va “I6n hon hodc bing 10” ciing dugc boc 16. Nén hiéu ring, tat ca dir lidu
cta don nay duoc thé hién 6 nhiéu dang khac nhau va dit liéu nay tuong Gng véi cic
gia tri cudi va cac gia tri diu va cac khoang gia tri cho t6 hop bét ky clia cac gia tri
diém dir licu. Vi du, néu diém dir liéu cu thé 1a “10” va diém di liéu cu thé “15” duoc
bdc 19, thi nén hiéu rﬁng cac gia tri 16n hon, 16n hon hodc bﬁng, nho hon, nhé hon hodc
bang, va bang 10 va 15 ciing nhu cic gid tri nam trong khoang tir 10 dén 15 déu duoc
xem la duoc boc 16. Cling nén hiéu réng mdi don vi nam trong khoang hai don vi cu
thé cling dugc boc 19. Vi du, néu 10 va 15 duoc boc 10, thi 11, 12, 13, 14 cling duoc
bdc 10.

Theo cac phuong 4n nhit dinh, thuat ngit d6i tuong hay bénh nhan dugc dung
dé chi dong vat co v, chellng han nhu con nguoi, chudt nhét, cho, lura, ngua, chuot
céng, chudt lang, chim hodc khi. Theo cdc phuong an cu thé, doi tuong hodc bénh
nhan la con nguoi.

Theo céc phuong an, hop chat theo sang ché 12 hop chit 1, cu thé 1a axit {[5-(3-

clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic ¢6 ciu tric
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Cl NN
H
— N__COzH
OH O

Theo céc phuong &n nhét dinh, hop chét c¢6 thé la axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic, trong khi theo cdc phuong an nhit dinh
khac, hop chit c6 thé 1a mudi duoc dung cia axit{[5-(3-clophenyl)-3-hydroxypyridin-
2-cacbonyl]amino }axetic. Theo cac phuong an khéac, hop chét c6 thé 1a thé solvat clia
axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong
an khéc, hop chét co thé 1a hydrat cia axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic. Theo cac phuong dn dugc uu ti€n, sang ché dé cap dén hop
chét ¢ dang ban diu ctia n6 (tic 1a, khong phai mudi, solvat hay hydrat). Theo céc
phuong an dugc uu tién khdc, sing ché dé cap dén hop chét hodc mudi duogc dung ctia
no.

Theo cac phuong an nhét dinh, hop chét theo sang ché 1a hop chit 7, cu thé 1a
axit {[5-(3-flophenyl)-3-hydroxypyridin-2-cacbonyl]amino jaxetic ¢ cAu tric

OH O

| X HAcozH
F _N

 Theo cac phuong an nhét dinh, hop chit c6 thé 1a axit {[5-(3-flophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic, trong khi theo céc phuong an nhit dinh
khéc, hop chét c6 thé 1a mudi dugc dung cta axit{[5-(3-flophenyl)-3-hydroxypyridin-
2-cacbonyl]amino}axetic. Theo cdc phuong an nhét dinh khéc, hop chit ¢6 thé 1a thé
solvat cua axit {[5-(3-flophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic. Theo
céc phuong 4n nhét dinh khéc, hop chét c6 thé 1a hydrat cua axit {[S-(3-flophenyl)-3-
hydroxypyridin-2-cacbonyl]amino }axetic. Theo cac phuong an dugc uvu ti€n, sang ché
dé cap dén hop chit ¢ dang ban ddu cua né (tac 13, khong phai mudi, solvat hay
hydrat). Theo cac phuong &an dugc uu tién khéc, sang ché dé cap dén hop chit hoic
mubi duoc dung cua no.
Nhu dugce st dung trong ban mo ta nay, thuat ngti ““ HIF prolyl hydroxylaza™ da
duoc cong nhan trong linh vuc k¥ thudt va c6 thé duoc viét tit 1a “PHD”. HIF prolyl

hydroxylaza ciing duoc biét dén nhu la “protein chira viing prolyl hydroxylaza” ma c6
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thé duoc viét tét 1a “PHD”. C6 3 ddng phan PHD khéc nhau, PHD1, PHD2, va PHD3,
con duge dé cdp lan lugt 1a EGLN2, EGLNI va EGLN3, hodc HPH3, HPH2 va HPHI.
Theo cac phuong an nhét dinh, HIF prolyl hydroxylaza ¢ thé dugc dung dé chi dich
cu thé cta enzym (vi du, HIF-la prolyl hydroxylaza, HIF-20 prolyl hydroxylaza
va/hodc HIF-3a prolyl hydroxylaza).

Nhu dugc st dung trong ban md ta nay, “Duoc pham 17 va “Dugc phdm 2~ 1a
cac duoc phém chtra hop chit 1 nhu duoc md ta trong muc 6.2.

Céc chir viét tat va chit viet tat tir chit cai dau khac dugc trinh bay & bang dudi

day.
ACTH adrenocorticotropic hormone - hoocmon kich thich vé thugng than
AE adverse event - bién cb bt loi
ALT alanin aminotransferaza (SGPT)
ANOVA analysis of variance - phéﬁ tich phuong sai
AST aspartat aminotransferaza (SGOT)
BUN blood urea nitrogen - nito ure mau
C : bo C
CBC complete blood count - cong thirc mau
CHF congestive heart failure - suy tim sung huyét
CKD chronic kidney disease - bénh than man tinh

Chronic Kidney Disease Epidemiology Collaboration - Hop tdc dich
CKD-EPI .

t€ hoc bénh than man tinh
CMH Cochran-Mantel-Haenszel
CPK creatin phosphokinaza
CRF case report form - bénh 4n nghién cuu
CRO contract research organization - t& chirc nghién ciru 1am sang
CS clinically significant - ¢4 ¥ nghia vé mit 1am sang
(AY cardiovascular - tim mach
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CVD cardiovascular disease - bénh tim mach

dL deciliter - dé xi lit

DVT deep venous thrombosis - huyét khéi tinh mach sau

EAC Endpoint Adjudication Committee - Uy ban quyét dinh diém t&i han

ECG electrocardiogram - dién tdm a6

EDC electronic data capture - nim bat dit lidu dién ti

eGFR eﬁhnﬁedgbnwnﬂmfﬂ&mmnrMe-ﬁcd@hxcﬁuﬂ@nudcﬁM1

EOT end of treatment - két thuc diéu tri

EPO erythropoietin

ESA erythropoiesis-stimulating agent - chét kich thich su tao hong ciu

ESRD end-stage renal disease - bénh than giai doan cudi

EU Lién minh Chau Au

F doF
FoodandIhugIAdnﬁnmUaﬁon-Chw(pmnIYthucphénlvéduqc

rba pham

g gam

GCP Good Clinical Practice - thuc hanh lam sang tot

GFR glomerular filtration rate - tdc do loc cau than

GMP Good Manufacturing Practice - thuc hanh san xuat tot

HA health authority - quyén y té

HDL high-density lipoprotein - lipoprotein mét do cao

Hgb hemoglobin - huyét sic t&

HIF hypoxia-inducible factor - nhén t6 cam tng sy giam oxy-huyét
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hypoxia-inducible factor prolyl-hydroxylase - nhén t6 cam ung su

HIFPH _ ,
giam oxy-huyét prolyl-hydroxylaza
hypoxia-inducible factor prolyl-hydroxylase inhibitor - chit trc ché
HIF-PHI . _ .
prolyl-hydroxylaza nhan t0 cam Ung sy giam oxy-huyeét
ICso 50% inhibitory concentration - ndng do e ché 50%
— International Conference on Harmonization - Hoi nghi quéc té vé su
hai hoa
Independent Data Monitoring Committee - Hoi dong giam sat dit liéu
IDMC
doc lap
IDMS isotope dilution mass spectrometry - khéi phd pha lodng dong vi
IEC independent ethics committee - Hoi 6611g dao duc doc lap
INR international normalized ratio - ty 1¢ tiéu chudn qubc té
IRB institutional review board - Hoi dong xét duyét dinh ché
v intravenous(ly) - trong tinh mach
[WR interactive web response - hoi dap tuong tac truc tuyén
1SDT Japanese Society for Dialysis Therapy - Hi¢p hoi li¢u phap thim téch
Nhit Ban
JSN Japanese Society of Nephrology - Hiép hoi than hoc Nhit Ban
Kidney Disease: Improving Global Outcomes - Bénh than: Cai thién
KDIGO ) .
cac két qua toan cau
kg kilogam
LDH lactat dehydrogenaza
LDL low-density lipoprotein - lipoprotein mat d thap
LLN lower limit of normal - gi¢i han thap ctia lugng binh thudng
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major adverse cardiovascular events - cdc bién co bat l¢i chinh [én tim

MACE
mach
MCL mean corpuscular (cell) hemoglobin - lugng huyét séc t6 trung binh
hong ciu (té bao)
mean corpuscular (cell) hemoglobin concentration - ndng do huyét sic
MCHC . N N
t0 trung binh hong cau (t€ bao)
MCV mean corpuscular (cell) volume - thé tich trung binh hdng cau (té bao)
Medical Dictionary for Regulatory Activities - Tu dién thuat
MedDRA )
nglt Y khoa sir dung trong ddng ky thuoc
uM micromol
mg milligam
mL milimet
mARN axit ribonucleic thong tin
MTD liéu dung nap tdi da
non-dialysis dependent chronic kidney disease - bénh thdn man tinh
NDD-CKD .
phu thudc khong tham tach
ng nanogam
PD duoc luc hoc
PE pulmonary embolism - tic mach phoi
PHD vung prolyl 4-hydroxylaza
PK pharmacokinetic - duge dong hoc
PP per protocol - theo quy trinh
PT prothrombin time - thoi gian prothrombin
PTT partial thromboplastin time - thoi gian thromboplastin ting phéan
QA quality assurance - dam bdao chét lugng
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QC quality control - kiém soat chét luong
RBC red blood cell - té bao hong ciu
RDW red cell distribution width - phan bd kich thuéc hdng ciu
ROW rest of world - cac nudc con lai
SAE serious adverse event - bién ¢b bat lgi nghiém trong
SAP Statistical Analysis Plan - K& hoach phan tich thong ké
SC subcutaneous(ly) - duéi da
SGOT glutamic oxaloaxetic transaminaza huyét thanh (AST)
SGPT glutamic pyruviv transaminaza huyét thanh (ALT)
SmPC summary of product characteristics - tom tit cac dic tinh san phdm
SV Screening visit - Kham sang loc
TIBC total iron binding capacity - kha ndng lién két sit tong so
Trial to Reduce Cardiovascular Events with Aranesp Therapy - Li¢u
TREAT ) . 2 .
phép thir nghiém dé lam giam cac bién co lién tim mach bang Aranesp
TSAT transferrin saturation - bdo hoa transferin
uACR urine albumin-to-creatinine ratio - ty 1é urin albumin va creatinin
ULN upper limit of normal - gi6i han trén cta lugng binh thuong
Us Hoa Ky
VEGF vascular endothelial growth factor - yéu td tang trudng ndi mo
WBC white blood cell - té bao bach céu
WHO World Health Organization - TS chirc Y té thé gi6i

5.2. Hop chit

Theo céc phuong dn nhét dinh, hop chit duoc str dung véi phuong phap va ché

pham theo séng ché 1a chit diéu bién ctia HIF prolyl hydroxylaza. Theo cdc phuong an
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cu thé hon, hop chét dugc st dung v6i phuong phép theo sang ché 1a chit diéu bién
cua HIF-1-alpha prolyl hydroxylaza. Mat khac, theo cac phuong an cu thé hon, hop
chit dugc stir dung v6i phuong phap theo sang ché 1a chét diéu bién ctia HIF-2-alpha
prolyl hydroxylaza. Theo cdc phuong an cu thé hon, hop chit dugc st dung voi
phuong phdp theo sang ché 1a chét diéu bién cta HIF-2-alpha prolyl hydrolaza ma
hoat dong khang HIF-2-alpha prolyl hydroxylaza hon la HIF-1-alpha prolyl
hydroxylaza it nhat 10%, 20%, 25%, 30%, 40%, 50%, 60%, 70%, 75%, 80%, 90%,
100%, 125%, 150%, 175%, 200%, 250%, 500%, 750% hoac it nhit 1000%. Vi vay,
theo cac phuong an nhit dinh, hop chét theo sdng ché duogc st dung voi phuong phép
theo sdng ché uu tién 6n dinh HIF-2-alpha hon l1a HIF-1-alpha. Pé x4c dinh su 6n dinh
uu tién HIF-2-alpha hon HIF-1-alpha, néng do6 HIF-1-alpha va HIF-2-alpha & dbi
tuwgng co va khong cé hop chét thir nghiém co thé duoc xac dinh béng cach st dung kit
ELISA HIF-1-alpha va HIF-2-alpha. Luu y rang, cic khang thé so cip trong cac kit
twong ing khong phan ung chéo v6i HIF khac (te 1a, khang thé so cép khang HIF-1-
alpha phan tng mién dich dic hiéu véi HIF-1-alpha va khong phan Gng chéo voi HIF-
2-alpha; khang thé so cdp khang HIF-2-alpha phan tng mién dich dic hiéu véi HIF-2-
alpha va khong phan tng chéo voi HIF-1-alpha).

Theo cac phuéng an nhit dinh, hop chit theo sang ché ma la chét e ché HIF
prolyl hydroxylaza hoac chit 6n dinh HIF-alpha 1a carboxamit di vong. Theo cic
phuong 4n nay, carboxamit di vong dugc chon tur pyridin carboxamit, quinolin
carboxamit va isoquinolin carboxamit.

Theo cac phuong an nhét dinh, chét tc ché HIF prolyl hydroxylaza hoic chat

dn dinh HIF-alpha c6 cdu triic Cong thire (I):

R
| N N [TQ 0
OR® O
Cong thue (1)

hodc mudi dugc dung, solvat hodc hydrat cua nd, trong do

R va R! doc lap la:
(i) hydro
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(i1) phenyl dugc thé hoic khong duogc thé; hoic
(iii) heteroaryl dugc thé hodc khong dugc thé;
ph?m ttr thé duge chon tir nhém bao g61n:

(i) C1-Cy alkyl;

(ii) C3-C4 xycloalkyl;

(iii) C1-Cy alkoxy;

(iv) C3-C4 xycloalkoxy;

(v) C1-C4 haloalkyl;

(vi) C3-C4 haloxycloalkyl;

(vii) halogen;

(viii) xyano;

(ix) NHC(O)R*;

(x) C(O)NR**R>Y; va

(xi) heteroaryl; hodc

(xii) hai phan t thé lién két v6i nhau tao thanh vong hop nhét ¢6 tur S

dén 7 nguyén tir;
R*1a C)-Cy alkyl hodc C3-Cy xycloalkyl;
R32 va R duoc chon mdt cach doc 14p tir nhém bao gom:

(1) hydro;
(ii) C1-Cq alkyl;
(iii) C3-C4 xycloalkyl; hodc

(iv) R* va R lién ket v6i nhau tao thanh vong ¢6 tir 3 dén 7 nguyén (u;
R? duogc chon tir nhom bao gom:

(i) ORS
(ii) NR*R"; va

R® duogc chon tir nhom bao g61n hydro va Ci-Cy4 alkyl hodc C;-Cy xycloalkyl;
R7* va R7° duge chon mot cach doc 1ap tir nhém bao gom:

(1) hydro;
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(ii) C1-Cy alkyl hodc C3-Cy4 xycloalkyl; hodc

(iii) R7* va R7" lién két v6i nhau tao thanh vong ¢6 tir 3 dén 7 nguyén tir;
R3 duoc chon tir nhom bao gém hydro, metyl va etyl;
L 1a don vi lién két ¢6 cdu trac -[C(RR3)],-
R% va R8® dugce chon mot cach ddc 1dp tr nhom bao g6m hydro, metyl va etyl;
n 12 s& nguyén nam trong khoang tr 1 t6i 3; va
R® duge chon tir nhém bao gdm hydro va metyl.

Theo cac phuong an cu thé hon, trong Cong thic (1), ca R va R déu khong phai
1a hydro.
Theo cac phuong an nhét dinh, chét trc ché HIF prolyl hydroxylaza hodc chat

n dinh HIF-alpha ¢6 céu tric Cong thic (11):

%

AN | SN 0
L r“%Rz
OH O
Cong thac (I1)

hoac mudi duge dung, solvat hodc hydrat cta no, trong do
A duoc chon tir nhém bao gdm CR’, N, N*-O" va N*(C-Cy alkyl);

R’ duoc chon tr nhém bao gdm H, Ci-Cs alkyl, C3-Cs xycloalkyl, Ca-Cg
alkenyl, C3-Cg xycloalkenyl, C2-Cs alkynyl, C4-C7 heteroxycloalkyl, Ce-Cio aryl, Cs-
Cio heteroaryl, NHz, NHR”’, N(R**)2, NHC(O)R*’, NR”’C(O)R”’, F, Cl, Br, I, OH,
OR’, SH, SR, S(O)R”’, S(O)R’’, S(O)NHR’’, S(O)NHR™, S(O)NR’,
S(0)NR*’,, C(O)R”, COH, CO2R’, C(O)NH, C(O)NHR’’, C(O)NR’*, CN,
CH,CN, CF3, CHF,, CHoF, NH(CN), N(CN)2, CH(CN)2, C(CN)3; va

R>> dugc chon mdt cach ddc 1ap tor nhom bao g6m C1-Cs alkyl, C3-Ce

xycloalkyl, C4-C7 heteroxycloalkyl, Cs-Cio aryl va Cs-Cio heteroaryl; va trong do Ci-
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Cs alkyl, C3-Cs xycloalkyl, hodc Cs-C7 heteroxycloalkyl dugc thé thy y véi oxo, NHa,
NHR*’, N(R**)2, F, Cl, Br, I, OH, OR>*, SH, SR”*, S(O)R*’, S(O):R”’>, S(O)NHR"",
S(O)RNHR’, S(O)NR’’2, S(0)NR’*;, C(O)R”, COH, CO2R”, C(O)NH:,
C(O)NHR*’, C(O)NR”’;, CN, CHCN, CFs, CHF», CHoF, NH(CN), N(CN),
CH(CN),, C(CN)s; va trong d6 Cg-Cio aryl hodc Cs-Cio heteroaryl la dugc thé tuy y
v6i C1-Cs alkyl, C3-Cg xycloalkyl, C2-Cs alkenyl, Cs3-Cg xycloalkenyl, C2-Ce alkynyl,
C4-C7 heteroxycloalkyl, Cs aryl, Cs-Cs heteroaryl, NHa, NHR’?, N(R)a, NHC(O)R™’,
NR’C(O)R”’, F, Cl, Br, I, OH, OR”’, SH, SR*’, S(O)R”’, S(O)R*’, S(O)NHR"",
S(O)RNHR’, S(O)NR’’2, S(O)NR’’2, C(O)R”, COH, CO:R”, C(O)NH:,
C(O)NHR’’, C(O)NR”’3, CN, CH2CN, CFs, CHF2, CHoF, NH(CN), N(CN)2, CH(CN)2
hodic C(CN)s; va trong dé hai nhém R’ trén nito ¢6 thé lién két v6i nhau dé tao thanh
vong ¢é tu 2 dén 7 nguyén tir cacbon va tur 1 dén 3 nguyén tir khic loai dugc chon tur

nhém bao gdm nito, oxy, luu huynh bao gom nguyén tt nito lién k€t v6i hai nhom R,
R? duoc chon tir nhdm bao gom:

ORS;
NR"2R7"; va

R duoc chon tir nhém bao gdm hydro va Ci-C4 alkyl hodic C3-Cy xycloalkyl;
R7 va R7 duoc chon mot cach doc 1ap tir nhom bao gdm:

hydro;
C1-C4 alkyl hodc C3-Cy4 xycloalkyl; hodc

R72 va R7" lién két v6i nhau tao thanh vong ¢6 tir 3 dén 7 nguyén tl;

Theo cdc phuong an nhit dinh, chit én dinh HIF 1a hop chit ¢6 céu tric Cong

thac (I1):
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Cl

Cong thuce (III)

hoic mudi duoc dung, solvat hodc hydrat cia no, trong do
R dugc chon tr nhém bao gom:

—OR!; hoidc
—NR?R?; hoic
~OM!;

R'la:

hydro; hodc
C1-Cs alkyl hodc C3-Cg xycloalkyl;

R? va R? duoc chon mot cach doc 14p tir nhém bao gom;

hydro;

C1-Cy4 alkyl hodc C3-Cy xycloalkyl; hodc

R2 va R3 ¢6 thé lién két v6i nhau tao thanh vong c6 tir 2 dén 7 nguyén ti
cacbon va tir 1 dén 3 nguyén tir khac loai dugc chon tir nhom bao gdm nito, oxy

va luu huynh bao gdm nguyén ti nito lién két vi R? va R%; va
M! 14 cation; va
R*1a:

—OH; hodc
~OM?; va

M? 1a cation.
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Theo cac phuong an nhit dinh, chét én dinh HIF 1a hop chét ¢6 cau trac Cong

thae (IV)

Cong thtc (IV)
hodc mudi dugc dung, solvat hodc hydrat cta no, trong do

R duoc chon tr nhom bao gdm:

—OR!; hoic
—NR?R3; hoic
~-OM;

R'a:

hydro; hodc

Ci-Cs alkyl hodc C3-Cg xycloalkyl;
R2 va R3 dugc chon mdt cach doc 14p tir nhém bao gom;

hydro;

C1-Cy4 alkyl hodc C3-C4 xycloalkyl; hodc

R2 va R3 ¢6 thé lién két véi nhau tao thanh vong ¢6 tir 2 dén 7 nguyén thr
cacbon va tir 1 dén 3 nguyén tir khic loai dugce chon tr nhom bao gdm

nito, oxy va luu huynh bao gdm nguyén tu nito lién két vai R? va R%; va
M! 1a cation; va
R 1a:

—OH; hodc
~OM?; va
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M2 14 cation.

Hop chét e ché HIF prolyl hydroxylaza dugc md ta trong ban md ta nay la 3-
hydroxy-pyridin-2-carboxamit khong dugc thé hodc duoc thé, co cdu tric Cong thirc

(V) duoc thé hién duéi day:

SN H

| |
/K”/N\L/NWRZ

OH O
Cong thuc (V)

va mudi duge dung cua no, trong do: L 1a Ci6 alkyl; va trong do R! va R? doc
1ap 1a H hodc Ci.6 alkyl.

Theo cdc phuong an nhét dinh, chét e ché HIF prolyl hydroxylaza hoic chét
6n dinh HIF-alpha la axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic (Hop chét 1):

OH ©

X H/\COZH

Cl _N

Hop chit 1

hodc mudi dugce dung, solvat hodc hydrat ctia no.

Theo céc phuong an nhét dinh, chét én dinh HIF 12 hop chit 2 ¢6 céu tric:

O
N O
AN N ™~
Cl I 7 H%r
OH
Hop chét 2

hodac mudi dugce dung, solvat hodc hydrat cua no.

Theo céc phuwong an nhét dinh, chit 6n dinh HIF la hop chét 3 ¢6 cdu truc:
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O

N o~
YN
Ao O

Cl o

Hop chit 3

hodc muoi dugc dung, solvat hodc hydrat cua no.

Theo céc phuong an nhét dinh, chét 8n dinh HIF 1a hop chét 4 c¢6 ciu tric:

0
N NH,
S ON
cl P H/\[O(
OH

Hop chit 4

hodc mudi dugc dung, solvat hodc hydrat cua no.

Theo céc phuong an nhét dinh, chét 8n dinh HIF 1a hop chét 5 ¢6 ciu tric:

o H
N N
X N ~
cl |\)\)L H/j)(
OH

Hop chit 5

hodc muoi dugc dung, solvat hodc hydrat cua no.

Theo cic phuong an nhat dinh, chit dn dinh HIF 12 hop chét 6 c6 céu tric:

Q |
N N
BN N ~
Cl ’ = H/\[O(
OH
Hop chét 6

hodc muoi dugc dung, solvat hodc hydrat ctia no.

Theo cac phuéng an nhat dinh, chét (rc ché HIF prolyl hydroxylaza hodc chét
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6n dinh HIF-alpha 1a hop chét 7 ¢6 cu tric:

OH O

Hop chat 7

hodc muoi duge dung, solvat hodc hydrat ctua no.

Theo cac phuong an nhét dinh, chit &n dinh HIF 1a hop chét 8 c6 ciu tric:

Hop chit 8

hodc mudi duge dung, solvat hodc hydrat cua no.

Theo céac phuong an nhét dinh, chét 6n dinh HIF 1a hop chét 9 ¢6 ciu tric:

(0]
N O\/
AN N
WY
H

@)

Hop chét 9

hodc mudi duoc dung, solvat hodc hydrat cua no.

Theo céc phuong 4n nhét dinh, chét 6n dinh HIF 1a hop chét 10 ¢6 ciu tric:

@)
@ﬁfw
F ZN0H O

Hop chét 10

NH,

hodc mudi dugc dung, solvat hodc hydrat cua no.

Theo céc phuong 4n nhét dinh, chét én dinh HIF 14 hop chit 11 ¢6 cdu tric:
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hodc muoi duoc dung, solvat hodc hydrat cua nd.

Theo cac phuong an nhat dinh, chét 6n dinh HIF 13 hop chit 12 ¢6 cdu tric:

Q |
N N
AN N ™~

@)
F /OH

Hop chét 12

hodc mudi duoc dung, solvat hodc hydrat cta no.

Theo cac phuong an nhét dinh, chat dn dinh HIF 1a hop chit 13 ¢6 ciu tric:

SN
N
y
T NH,
OH O

Hop chat 13

goi la N-(2-aminoetyl)-3-hydroxy-pyridin-2-carboxamit, bao gdbm mubi dugc

dung va chét hd bién ctia n. Cic chat hd bién ctia hop chat 13 bao gom:

HN L
- OH ) | H ) H
NS
XX N"oH NN

Theo céc phuong 4n nhét dinh, chét chuyén hoa cta hop chit co ciu tric Cong
thie (I), Cong thae (II), Cong thire (III), Cong thirc (IV), hodc Cong thirc (V), hoic
hop chit duoc chon tir nhém bao g6111 hop chét 1, hop chit 2, hop chét 3, hop chét 4,

hop chét 3, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11,
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hop chit 12 hozc hop chit 13 ¢6 thé duogc sir dung véi phuong phép theo sing ché.
Theo céc phuong an cu thé hon, chét chuyén hoa nay 13 phenolic glucuronit hodc

acryl-grucuronit.

HO,C

‘o 0 CO,H
Hmo 0 OH O O: $ OH
@) ’ OH
HO l X H/\COZH | SN H/\[( OH
Cl ~ _N Cl _N o
P
Chét chuyén hoa 1 Chét chuyén hoa 2

Hop chat 13 ¢6 thé duoc didu ché bing cach str dung céc chét phan tng va
phuong phéap da duoc biét dén trong linh vuc nay, bao g6m céac phuong phap dugc dé
xuit trong Cong bb don sang ché Trung Qubc s6 CN 85107182 A, dugc cong bb ngay
4/8/1987, va Cong bd don sang ché Dirc s DE 3530046 Al, dugc cong bd ngdy
13/3/1986, toan bd ndi dung cla cac tai liéu trén duge dua vao ban mo ta nay voi muc

dich tham khao.

5.3. Dugc pham
5.3.1. Duoc pham chira hop chit 1

Theo céc phuong 4n nhit dinh, sing ché dé xudt dugc pham chita cac thanh
phan ndi hat, cac thanh phén ngoai hat va cdc thanh phan phi mang, trong d6 cic
thanh phan noi hat bao gdm hop chat 1, chét pha loang va chit mang khong tan, chét
phan rd, va chit pha lodng hoic chét lam ddy; trong d6 cac thanh phin ngoai hat bao
gdm chét phan ré, chit chay va/hodc chit lam tron; va trong d6 cac thanh phan phu

mang bao gom l&p phua vién nén.

Theo c4c phuong 4n nhat dinh, sang ché d& xudt dugc phdm dang liéu dung
theo dudng miéng chira hop chat 1 véi lugng khoang 10%, khoang 15%, khoang 20%,
khoang 25%, khoang 30%, khoang 35%, khoang 40%, khoang 45%, khoang 50%,
khoang 55%, khoang 60%, khoang 65%, khoang 70%, khoang 75%, khoang 80%,
khoang 85% hodc khoang 90% khdi lugng, trong d6 khéi luong 12 tong khi lugng clia
tAt ca c4c thanh phin noi hat va ngoai hat ctia vién nén.

Theo cdc phuong an nhat dinh, sang ché dé xuat dugc pham dang liéu dung

-33-



30859

theo duong miéng chira chét pha lodng hoic chat mang khong tan véi lugng khoang
5%, khoang 10%, khoang 15%, khoang 20%, khoang 25%, khoang 30%, khoang 35%,
khoang 40%, khoang 45% hodc khodng 50%, trong do6 khéi luong 1a tong khoi luong
clia tAt ca cac thanh phén ndi hat va ngoai hat ctia vién nén.

Theo cdc phuong 4n nhat dinh, sing ché d& xuit dugc phdm dang lidu dung
theo duong miéng chira chét phan rd véi luong khoang 1%, khoang 1,5%, khoang
2,0%, khoang 2,5%, khoang 3%, khoang 3,5%, khoang 4%, khoang 4,5%, khoang
5,0%, khoang 5,5%, khoang 6,0%, khoang 6,5%, khoang 7%, khoang 7,5%, khodang
8%, khodng 8,5%, khoang 9,0%, khoang 9,5% hodc khoang 10% khéi luong, trong dé
khéi lugng la téng khéi lugng cua tat c4 cac thanh phén noi hat va ngoai hat ctia vién
nén.

Theo céc phuong an nhét dinh, sang ché d& xuét duogc phdm dang lidu dung
theo duodng miéng chtra chit chay véi luong khodng 0,05%, khoang 0,1%, khoing
0,15%, khoang 0,2%, khoang 0,25%, khoang 0,3%, khodng 0,35%, khoang 0,4%,
khoang 0,45%, khoang 0,5%, khoang 0,55%, khoang 0,6%, khoang 0,65%, khoang
0,7%, khoang 0,75% hodc khoang 0,8% khéi luong, trong do khéi luong la téng khoi
luong cua tAt c& céc thanh phz‘ﬁn ndi hat va ngoai hat ctia vién nén.

Theo cac phuong an nhat dinh, sang ché d& xuét duoc pham dang lidu dung
theo duong mi¢ng chtra chit lam tron véi lugng khoang 0,1%, khoang 0,15%, khoang
0,2%, khoang 0,25%, khoang 0,3%, khoang 0,35%, khodng 0,4%, khoang 0,45%,
khoang 0,5%, khoang 0,55%, khoang 0,6%, khoang 0,65%, khodng 0,7%, khoang
0,75%, khoang 0,8%, khoang 0,85%, khoang 0,9%, khoidng 0,95%, khoang 1,0%,
khoang 1,05%, khoang 1,1%, khoang 1,15%, khoang 1,2%, khoang 1,25%, khoang
1,3%, khoang 1,35%, khoang 1,4%, khoang 1,45% hodc khoang 1,5% khdi luong,
trong d6 khdi luong 1a tong khéi luong cua tat ¢ cac thanh phan noi hat va ngoai hat
cta vién nén.

Theo cdc phuong 4n nhat dinh, sang ché dé xuit dugc pham chua céc thanh
phin néi hat, cdc thanh phan ngoai hat va cac thanh phan phii mang, trong d6 thanh
phin nodi hat chira hop chit 1 véi luong ndm trong khoang tir 50% dén 80% khdi
luong, chit pha lodng hoidc cht mang khong tan vé6i luong ndm trong khoang tir 10%
dén 40% khéi luong, chét phan ra véi lugng nim trong khoang tir 1,5% dén 4,5% khoi

lugng, va chat pha lodng hodc chat lam day véi luong ndm trong khodng tir 1% dén
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5% khdi luong; trong d6 thanh phan ngoai hat chita chét phén rd voi lugng nam trong
khoang tur 1,5% dén 4,5% khdi luong, chét chay véi lugng nam trong khoang tir 0,1%
dén 0,4% khi luong, va chit lam tron véi luong nim trong khoang tur 0,15% dén
1,35% khoi lugng; va trong d6 thanh phan phii mang chira chat phil vién nén véi lugng
nim trong khoang tr 1,0% dén 8% khdi lugng, va trong dé khdi luong 1a tdng khoi
luong cua tat ca cc thanh phan ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, sang ché dé xuit duogc pham chira cic thanh
phﬁn ndi hat, cac thanh phﬁn ngoai hat va cac thanh phén phti mang, trong do thanh
phan ndi hat chia hop cht 1 v6i luong nam trong khoang tr 55% dén 75% khbi
luong, chat pha loing hodc chat mang khéng tan véi lugng nam trong khodng tir 15%
dén 35% khéi luong, chit phan ra véi lugng nam trong khoang tr 2,0% dén 4,0% khoi
luong, va chit pha loang hoidc chét lam ddy véi luong nam trong khoang tr 1,8% dén
3,8% khéi lugng; trong do thanh phin ngoai hat chira chit phan rd véi luong nam
trong khoang tir 2,0% dén 4,0% khéi luong, chit chay véi lugng nim trong khoang tir
0,15% dén 0,35% khdi lwong, va chét 1am tron véi lugng nam trong khoang tr 0,35%
dén 1,15% khéi lugng; va trong d6 thanh phan pht mang chta chét phua vién nén voi
luong nim trong khoang tir 1,0% dén 8% khdi lugng, va trong d6 khdi luong 1a tong
khéi luong cua tat ca cac thanh ph?m ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, sang ché dé xuit dugc phim chtra cc thanh
phan noi hat, cdc thanh phan ngoai hat va céc thanh phan phii mang, trong do6 thanh
phan noi hat chira hgp chdt 1 voi luong ndm trong khoang tir 60% dén 70% khoi
luong, chét pha loing hodc chit mang khong tan véi lugng nam trong khodng tir 20%
dén 30% khéi luong, chat phan rd véi lugng nim trong khoang tir 2,5% dén 3,5% khoi
luong, va chét pha lodng hodc chét lam déy véi luong nidm trong khoang tur 2,3% dén
3,3% khéi lugng; trong d6 thanh phan ngoai hat chta chit phan rd véi lugng nam
trong khoang tir 2,5% dén 3,5% khéi luong, chit chay véi luong nim trong khodng tir
0,2% dén 0,3% khdi luong, va chét lam tron véi luong nim trong khoang tir 0,55%
dén 0,95% khdi lugng; va

trong d6 thanh phan phti mang chta chét phu vién nén vé6i lugng nim trong
khoang tir 1,0% dén 8% khdi lugng; va trong d6 khéi lugng 12 tdng khdi lugng clia tit
cé cac thanh phén noi hat va thanh phé”m ngoai hat.

Theo céc phuong an nhat dinh, sang ché dé xuat dugc pham chua cac thanh
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phan noi hat, cdc thanh phan ngoai hat va cac thanh phan phti mang, trong do thanh
phan noi hat chira hgp chét 1 v6i lugng khoang 65% khdi lugng, chét pha loAng hoic
chit mang khong tan véi luong khoang tir 25% khéi luong, chit phan rd voi lugng
khoang 3% khéi lugng, va chit pha lodng hodc chét lam day vé6i luong khodang 2.8%
khéi luong; trong d6 thanh phan ngoai hat chia chét phéan rd véi lugng khodng 3%
khéi luong, chét chay vai lugng khoang 0,25% khéi luong, va chit lam tron véi luong
khoang 0,75% khéi luong; va trong d6 thanh phan phi mang chtra chét pht vién nén
v6i luong nam trong khoang tir 2,0% dén 6,0% khéi luong, va trong do khéi lugng 1a
tdng khoi luong cla tit ca cac thanh phan noi hat va ngoai hat.

Theo céc phuong an nhét dinh, sang ché con dé xuit duoc pham chira cac thanh
phin néi hat, cic thanh phan ngoai hat va céc thanh phan phi mang, trong do cdc
thanh ph?m noi hat bao g61n hop chit 1, xenluloza vi tinh thé, glycolat tinh bdt natri va
hydroxypropyl metylxenluloza, trong d6 cic thanh phan ngoai hat bao gdm glycolat
tinh bot natri, silic dioxit keo, va magie stearat, va trong do cac thanh ph?m phu mang
bao gdm Opadry®.

Theo céc phuong an nhét dinh, sang ché d& xuit duoc phém chtra cac thanh
ph?m ndi hat, cac thanh ph?m ngoai hat va cac thanh ph?m pht mang, trong do thanh
phan ndi hat chira hop chdt 1 v6i luong nam trong khoang tir 50% dén 80% khodi
luong, xenluloza vi tinh thé v6i lugng nam trong khoang tir 10% dén 40% khbi luong,
glycolat tinh bot natri voi lugng nim trong khoang tir 1,5% dén 4,5% khdi luong, va
hydroxypropyl metylxenluloza voi lugng nim trong khoang tir 1% dén 5% khdi luong;
trong d6 thanh phan ngoai hat chia glycolat tinh bot natri véi lugng nam trong khoang
tir 1,5% dén 4,5% khdi lugng, silic dioxit keo véi lugng ndm trong khoang tir 0,1%
dén 0,4% khdi luong, va magie stearat véi lugng nam trong khoang tir 0,15% dén
1,35% khdi luong; va trong d6 thanh phin pht mang chira Opadry® v6i luong nim
trong khoang tir 1,0% dén 8% khéi luong, va trong dé khéi luong 1a tong khdi luong
cla tat ca cac thanh _ph?ln ndi hat va ngoai hat.

Theo cac phuong 4n nhat dinh, sing ché dé& xuat dugc pham chira cac thanh
phéan ndi hat, cac thanh phéan ngoai hat va cac thanh phén phtl mang, trong d6 thanh
phan ndi hat chtra hop chét 1 véi luong ndm trong khoang tir 55% dén 75% khbi
luong. xenluloza vi tinh thé véi lugng nam trong khoang tir 15% dén 35% khoi lugng,

glycolat tinh bdt natri vo1 luong nim trong khoang tir 2,0% dén 4,0% khéi luong, va
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hydroxypropyl metylxenluloza voi luong ndm trong khoang tir 1,8% dén 3,8% khdi
luong; trong do thanh phdn ngoai hat chita glycolat tinh bot natri voi luong nim trong
khoang tir 2,0% dén 4,0% khdi luong, silic dioxit keo v6i lugng nam trong khoang tir
0,15% dén 0,35% khdi lugng, va magie stearat v4i lugng nam trong khoang tr 0,35%
dén 1,15% khdi lugng; va trong d6 thanh phan phii mang chtta Opadry® véi luong
ndm trong khoang tir 1,0% dén 8% khdi lugng, va trong do khdi lugng la tong khoi
luong cla tit ca cc thanh phén ndi hat va ngoai hat.

Theo céc phuong an nhét dinh, sang ché dé xuit duoc phdm chira cac thanh
phan noi hat, cac thanh phén ngoai hat va céc thanh phéan pht mang, trong d6 thanh
phan ndi hat chta hop chédt 1 véi lwong ndm trong khoang tr 60% dén 70% khoi
lugng, xenluloza vi tinh thé voi luong nam trong khoang tir 20% dén 30% khdi luong,
glycolat tinh bt natri véi luong nim trong khoang tir 2,5% dén 3,5% khdi luong, va
hydroxypropyl metylxenluloza v6i luong nim trong khoang tir 2,3% dén 3,3% khdi
lugng; trong dé thanh phin ngoai hat chira glycolat tinh bot natri voi luong nim trong
khoang tir 2,5% dén 3,5% khdi luong, silic dioxit keo v6i lugng nam trong khoang tur
0,2% dén 0,3% khéi luong, va magie stearat voi lugng nam trong khoang tir 0,55%
dén 0,95% khdi luong; va trong d6 thanh phan pht mang chtta Opadry® véi lugng
nim trong khoang tir 1,0% dén 8% khéi luong, va trong do khéi luong 1a tong khi
lugng cua tit ca cac thanh phﬁn ndi hat va ngoai hat.

Theo cac phuong 4n nhét dinh, sang ché dé xuét dugc phidm chira cic thanh
phan noi hat, cac thanh phan ngoai hat va céc thanh phan phu mang, trong d6 thanh
phan ndi hat chira hop chit 1 voi luong khoang 60% khdi lugng, xenluloza vi tinh thé
v6i luong khoang 30% khoi lugng, glycolat tinh bot natri v6i lugng khoang 3% khdi
luong. va hydroxypropyl metylxenluloza véi luong khoang 2,8% khdi lugng; trong do
thanh phan ngoai hat chira glycolat tinh bot natri véi luong khodng 3% khéi luong,
silic dioxit keo véi luong khoang 0,25% khéi lugng, va magie stearat véi lugng
khoang 0,75% khéi lwong; va trong dé thanh phan pht mang chtta Opadry® véi lugng
nim trong khoang tir 2,0% dén 6,0% khbi lugng, va trong do khéi luong 12 tong khoi
lugng cua tit c4 cac thanh phén ndi hat va ngoai hat.

Theo céc phuong an nhit dinh, sang ché dé xuit dugc pham chira cdc thanh
phin ndi hat, cac thanh phan ngoai hat va cac thanh phéan pha mang, trong d6 thanh

phﬁn ndi hat chira hop chét 1 voi lugng khoang 65% khdi lugng, xenluloza vi tinh thé
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voi lugng khoang 25% khéi luong, glycolat tinh bot natri v6i lugng khoang 3% khoi
luong, va hydroxypropyl metylxenluloza véi lugng khodng tir 2,8% khéi lugng; trong
d6 thanh phin ngoai hat chtra glycolat tinh bot natri voi luong khoang tir 3% khdi
luong, silic dioxit keo véi lugng khoang 0,25% khéi lugng, va magie stearat v6i luong
khoang 0,75% khdi lwgng; va trong d6 thanh phan phti mang chita Opadry® voi luong
nim trong khoang tir 2,0% dén 6,0% khdi lwong, va trong do6 khéi lugng 1a téng khoi
luong ca tit ca cac thanh phén noi hat va ngoai hat.

Theo cic phuong an nhét dinh, sang ché d& xuit dugc pham chira cdc thanh
phén noi hat, cdc thanh phan ngoai hat va cic thanh phan phil mang, trong d6 thanh
phan noi hat chira hop chit 1 v6i lwong khoang 70% khdi lugng, xenluloza vi tinh thé
voi lugng khoang 20% khéi luong, glycolat tinh bt natri v6i lugng khoang 3% khéi
lugng, va hydroxypropyl metylxenluloza véi luong khoang tur 2,8% khéi lugng; trong
d6 thanh phan ngoai hat chtta glycolat tinh bot natri voi lugng khoang tir 3% khi
lugng, silic dioxit keo véi lugng khoang 0,25% khéi luong, va magie stearat voi luong
khoang 0,75% khdi luong; va trong d6 thanh phan phti mang chtta Opadry® véi lugng
nam trong khoang tr 2,0% dén 6,0% khdi luong, va trong do khoi lugng 1a téng khoi
luong cia tit ca cac thanh phan noi hat va ngoai hat.

Theo céc phuong an nhat dinh, sang ché dé xuit dugc phim chtra cac thanh
phén noi hat, cac thanh phﬁn ngoai hat va cac thanh ph?m pht mang, trong do thanh
ph?m ndi hat chtra hop chét 1 véi lugng khoang 75% khoi lugng, xenluloza vi tinh thé
v6i luong khoang 15% khdi lwong, glycolat tinh bdt natri v6i lugng khoang 3% khoi
lugng, va hydroxypropyl metylxenluloza v6i lugng khoang tir 2,8% khéi lugng; trong
do thanh phin ngoai hat chtra glycolat tinh bot natri véi luong khoang tir 3% khoi
luong, silic dioxit keo voi lugng khoang 0,25% khéi luong, va magie stearat v6i lugng
khodng 0,75% khéi lugng; va trong d6 thanh phén pht mang chira Opadry® voi luong
nim trong khoang tir 2,0% dén 6,0% khéi lugng, va trong d6 khdi lugng 1a tong khoi
luong cua tit ca cac thanh phan noi hat va ngoai hat.

Theo cic phuong an nhit dinh, sang ché dé& xuit dugc phiam chuta céac thanh
phén noi hat, cac thanh phan ngoai hat va cdc thanh phan pht mang, trong do thanh
phin noi hat chira hop chit 1 vé6i lwgng khoang 80% khéi luong, xenluloza vi tinh thé
v6i luong khoang 10% khéi luong, glycolat tinh bot natri véi lugng khodng 3% khéi

luong, va hydroxypropyl metylxenluloza véi lugng khoang tur 2,8% khéi luong; trong
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d6 thanh phan ngoai hat chtra glycolat tinh bdt natri véi luong khoang tir 3% khoi
luong, silic dioxit keo véi luong khodng 0,25% khéi lugng, va magie stearat voi lugng
khoang 0,75% khéi luong; va trong d6 thanh phan pht mang chira Opadry® voi luong
nim trong khoang tir 2,0% dén 6,0% khdi luong, va trong dé khéi luong 1a tong khéi
lugng cua tAt ca cac thanh phén ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, séng ché dé xuét dang lidu don vi bao g6m hop
chit ¢ cdu triic Cong thire (I), Cong thire (IT), Cong thire (III), Cong thic (IV), hodc
Cong thuc (V), hodc hop chit duoc chon tir nhém bao gdm hop chét 1, hop chat 2, hop
chét 3, hop chét 4, hop chét 3, hop chit 6, hop chét 7, hop chit 8, hop chit 9, hop chit
10, hop chit 11, hop chét 12, hop chét 13, Chét chuyén hoa 1, hodc Chét chuyén hoa 2
hodc mudi dugc dung, solvat, hoic hydrat cia ctia chung (cu thé 1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) v6i luong nam trong khoang tir 100 mg dén 1200 mg, tur
200 mg dén 1000 mg, tir 400 mg dén 800 mg, hogc tir 450 mg dén 600 mg.

Theo céc phuong an nhét dinh, sing ché dé xuét dang liéu don vi chtra hop chét
¢6 cu truc Cong thire (I), Cong thie (II), Cong thie (I11), Cong thire (IV), hodc Cong
thue (V), hodc hop chit dugc chon tir nhém bao gém hop chét 1, hop chét 2, hop chit
3, hop chat 4, hop chét 3, hop chét 6, hop chét 7, hop chit 8, hop chit 9, hop chit 10,
hop chit 11, hop chét 12, hop chét 13, Chét chuyén hoa 1, hoic Chét chuyén héa 2
hodc mudi duogc dung, solvat, hodc hydrat cuia ching (cu thé 1a axit {[5-(3-clophenyl)-
3-hydroxypyridin-2-cacbonyl]amino }axetic hodc axit 2-(5-(3-flopheny!)-3-
hydroxypicolinamido)axetic) v6i lugng khoang 100 mg, 150 mg, 200 mg, 250 mg, 300
mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg, 600 mg, 650 mg, 700 mg, 750 mg,
800 mg, 850 mg, 900 mg, 950 mg, 1000 mg, 1050 mg, 1100 mg, 1150 hodc tham chi
la khoang 1200 mg. Theo cac phuong an nhat dinh, sang ché dé xuat dang lidu don vi
chra hop chét ¢6 cdu triic Cong thirc (I), Cong thic (I1), Cong thire (III), Cong thirc
(IV), hodc Cong thac (V), hodc hop chit duoc chon tir nhém bao gém hop chit 1, hop
chét 2, hop chét 3, hop chit 4, hop chét 3, hop chét 6, hop chit 7, hop chét 8, hop chét
9, hop chét 10, hop chét 11, hop chét 12, hop chit 13, Chét chuyén hoa 1, hodc Chét
chuyén hoa 2 hodc mubi duge dung, solvat, hoac hydrat ctia chiing (cu thé 1a axit {[5-
(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic ~ hodc axit  2-(5-(3-

flophenyl)-3-hydroxypicolinamido)axetic) v6i lugng khodng 40 mg, khoang 120 mg,
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khoang 150 mg, khoang 185 mg, khoang 200 mg, khodng 250 mg, khoang 300 mg
hodc thim chi 1a khoang 315 mg. Theo cac phuong 4n nay, dang liéu don vi la vién
nang chira khoang 40 mg, khoang 120 mg, khoang 185 mg, khoang 200 mg, khoang
250 mg hodc thadm chi la khoang 300 mg hop chét. Theo cac phuong 4n nay, dang licu
don vi la vién nén chtta khoang 150 mg hop chéit. Theo cac phuong 4n nay, dang lidu

don vi 1a vién nén chira khoang 315 mg hop chét.

5.3.2. Dugc pham chira hop chat 7

Theo cac phuong an nhit dinh, sdng ché d& xuit dugc phidm chira cac thanh
phin noi hat, cac thanh phan ngoai hat va céc thanh phan phii mang, trong do cac
thanh phan ndi hat bao gdm hop chét 7, chét pha lodng va chat mang khong tan, chit
phan r, va chat pha loang hogc chét lam day; trong d6 cic thanh phén ngoai hat bao
gdm chit phan ré, chit chay va/hodc cht lam tron; va trong do cac thanh phan pha

mang bao gom 16p phu vién nén.

Theo cac phuong an nhit dinh, sing ché dé xudt duge phim dang liu dung
theo duong miéng chira hop chét 7 véi lugng khoang 10%, khoang 15%, khoang 20%,
khoing 25%, khoang 30%, khoang 35%, khodng 40%, khoang 45%, khoang 50%,
khoang 55%, khoang 60%, khoang 65%, khoang 70%, khoang 75%, khoang 80%,
khoang 85% hoac khoang 90% khdi lugng, trong d6 khéi lwong 1a tong khéi lugng ctia
tat ca cdc thanh phén ndi hat va ngoai hat cua vién nén.

Theo cidc phuong an nhit dinh, sing ché dé xuit duoc phdm dang liéu dung
duong miéng chua chét pha lodng hodc chat mang khong tan vé6i lugng khoang 5%,
khoang 10%, khoang 15%, khoang 20%, khoang 25%, khoang 30%, khodng 35%,
khoang 40%, khoang 45% hodc khodng 50%, trong do khéi luong 14 tdng khoi lugng
clia tit ca cac thanh phén ndi hat va ngoai hat cua vién nén.

Theo cac phuong an nhit dinh, sang ché dé xuit dugc phim dang liéu dung
theo duong miéng chtra chét phan rd véi lugng khoang 1%, khoang 1,5%, khoang
2,0%, khoang 2,5%, khoang 3%, khoang 3,5%, khoang 4%, khodng 4,5%, khoang
5,0%, khoang 5,5%, khoang 6,0%, khoang 6,5%, khoang 7%, khoang 7,5%, khoang
8%, khoang 8,5%, khoang 9,0%, khodng 9,5% hodc khoang 10% khéi lugng, trong do
khéi luong la téng khéi lugng cua tat ca cac thanh phén ndi hat va ngoai hat cua vién

nén.
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Theo céc phwong an nhét dinh, sédng ché d& xudt duoc pham dang lidu dung
theo duong miéng chira chét chay véi lugng khoang 0,05%, khoang 0,1%, khodng
0,15%, khoang 0,2%, khoang 0,25%, khoang 0,3%, khoang 0,35%, khodng 0,4%,
khoang 0,45%, khoang 0,5%, khoang 0,55%, khodng 0,6%, khodng 0,65%, khoang
0,7%, khoang 0,75% hodc khoang 0,8% khéi lugng, trong do khéi luong la téng khéi
luong cua tit ca cac thanh ph?ln ndi hat va ngoai hat cta vién nén.

Theo cac phuong an nhat dinh, sang ché dé xudt duge phdm dang liéu dung
theo duong miéng chira chit 1am tron véi luong khoang 0,1%, khoang 0,15%, khoang
0,2%, khoang 0,25%, khoang 0,3%, khoang 0,35%, khoang 0,4%, khoang 0,45%,
khoang 0,5%, khoang 0,55%, khoang 0,6%, khoang 0,65%, khodng 0,7%, khodng
0,75%, khoang 0,8%, khoang 0,85%, khoang 0,9%, khoang 0,95%, khodng 1,0%,
khoang 1,05%, khoang 1,1%, khoang 1,15%, khoang 1,2%, khoang 1,25%, khoang
1,3%, khoing 1,35%, khoéng 1,4%, khoang 1,45% hodc khoang 1,5% khdi luong,
trong d6 khdi luong 1a tdng khéi luong ciia tat ca cac thanh phan noi hat va ngoai hat
cda vién nén.

Theo cdc phuong an nhét dinh, sing ché d& xuét dugc phim chia cac thanh
phin noi hat, cdc thanh phin ngoai hat va céc thanh phan phii mang, trong d6 thanh
phan noi hat chta hop chét 7 vé6i luong nam trong khoang tir 50% dén 80% khoi
luong, chat pha loing hodc chit mang khong tan véi luong ndm trong khodng tir 10%
dén 40% khdi luwong, chit phan rd véi lugng nim trong khoang tir 1,5% dén 4,5% khoi
luong, va chat pha loang hodc chét lam day véi luong nim trong khoang tir 1% dén
5% khdi lugng; trong d6 thanh phin ngoai hat chira chét phan ra v6i luong nim trong
khoang tir 1,5% dén 4,5% khdi luong, chat chay véi luong ndm trong khodng tir 0,1%
dén 0,4% khdi lugng, va chit lam tron véi lugng nim trong khodng tir 0,15% dén
1,35% khi luong; va trong d6 thanh phan pht mang chia chét phil vién nén véi lugng
nam trong khoang tir 1,0% dén 8% khdi luong, va trong dé khdi lugng 1a tong khoi
luong cua tit ca cac thanh phén ndi hat va ngoai hat.

Theo cac phuong an nhét dinh, sang ché dé xuit duoc phfxm chira cac thanh
phan ndi hat, cic thanh phén ngoai hat va cac thanh phan phii mang, trong do6 thanh
phén ndi hat chua hop chét 7 véi lugng nam trong khoang tur 55% dén 75% khéi
luong, chét pha lodng hodc chit mang khong tan véi lugng nim trong khoang tir 15%

dén 35% khdi lugng, chit phén rd véi lugng nam trong khoang tir 2,0% dén 4,0% khoi
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luong, va chit pha lodng hoidc chét lam diy véi luong nam trong khodng tr 1,8% dén
3,8% khéi luong; trong do thanh phan ngoai hat chia chat phan rd véi lugng nim
trong khoang tir 2,0% dén 4,0% khdi luong, chét chay voi luong nim trong khoang tur
0,15% dén 0,35% khdi luong, va chit 1am tron véi luong ndm trong khoang tir 0,35%
dén. 1,15% khéi lugng; va trong d6 thanh phan phti mang chia chét pht vién nén voi
luong nim trong khoang tr 1,0% dén 8% khéi luong, va trong do khéi luong 1a tong
khéi lugng cta tht ca cac thanh ph?m ndi hat va ngoai hat.

Theo cac phuwong an nht dinh, séng ché dé xudt dugc pham chira cac thanh
phan noi hat, cdc thanh phan ngoai hat va céc thanh phin pht mang, trong d6 thanh
phin nodi hat chra hop chét 7 véi lwong ndm trong khoang tr 60% dén 70% khoi
luong, chit pha lodng hodc chat mang khong tan véi luong nam trong khoang tir 20%
dén 30% khéi luong, chit phan 1 véi lugng nim trong khoang tir 2,5% dén 3,5% khoi
luong, va chit pha loang hodc chét lam ddy vdi luong nam trong khodng tir 2,3% dén
3,3% khdi lugng; trong d6 thanh phan ngoai hat chta chat phan rd véi luong nam
trong khoang tur 2,5% dén 3,5% khdi luong, chit chay véi lugng nim trong khoang tir
0,2% dén 0,3% khéi lugng, va chit 1am tron véi luong nim trong khoang tr 0,55%
dén 0,95% khdi luong; va

trong do thanh phin pht mang chia chat phu vién nén véi lugng nam trong
khoang tir 1,0% dén 8% khéi luong; va trong do khéi luong 1a tong khoi lugng ctia tat
ca cac thanh ph?m noi hat va thanh phén ngoai hat.

Theo céc phuong an nhét dinh, sdng ché d& xuét dugc pham chira cic thanh
phéan ndi hat, cac thanh phén ngoai hat va cdc thanh phan phu mang, trong d6 thanh
phan noi hat chtra hop chét 7 véi lwong khoang 65% khdi lugng, chét pha loang hoic
chit mang khong tan véi lugng khoang tir 25% khéi luong, chét phan rd vé6i lugng
khoang 3% khdi lugng, va chit pha lodng hodc chit lam day véi luong khoang 2,8%
khdi luong; trong do thanh phin ngoai hat chta chét phan ra v6i lugng khoang 3%
khéi luong, chit chay véi lugng khodng 0,25% khéi luong, va chit lam tron véi lugng
khoang 0,75% khdi luong; va trong d6 thanh phan phti mang chira chét phi vién nén
vol lugng nam trong khoang tur 2,0% dén 6,0% khoi lugng, va trong do khdi luong 1a
téng khoi lugng cua tAt ca céc thanh phén ndi hat va ngoai hat.

Theo céc phuong 4n nhit dinh, sang ché con dé xuit duge phim chira céc thanh

phin ndi hat, cdc thanh phan ngoai hat va cdc thanh phan phu mang, trong do cac
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thanh ph?m noi hat bao gém hop chit 7, xenluloza vi tinh thé, glycolat tinh bot natri va
hydroxypropyl metylxenluloza, trong d6 cdc thanh phan ngoai hat bao gdm glycolat
tinh bot natri, silic dioxit keo, va magie stearat, va trong dé cdc thanh phan pht mang
bao gdm Opadry®.

Theo cac phuong an nhit dinh, séng ché d& xuit dugc phdm chtra cdc thianh
phan noi hat, cdc thanh phan ngoai hat va cac thanh phin phti mang, trong d6 thanh
phan ndi hat chira hop chdt 7 véi luong nam trong khoang tir 50% dén 80% khoi
luong, xenluloza vi tinh thé véi luong ndm trong khoang tr 10% dén 40% khéi luong,
glycolat tinh bot natri v6i lugng nim trong khoang tr 1,5% dén 4,5% khdi luong, va
hydroxypropyl metylxenluloza véi luong nim trong khoang tir 1% dén 5% khdi luong;
trong d6 thanh phin ngoai hat chtta glycolat tinh bot natri voi lugng nim trong khodng
tir 1,5% dén 4,5% khdi luong, silic dioxit keo véi lugng nam trong khoang tir 0,1%
dén 0,4% khéi luong, va magie stearat voi lugng nam trong khodng tir 0,15% dén
1,35% khdi luong; va trong d6 thanh phan phti mang chira Opadry® voi lugng nam
trong khoang tr 1,0% dén 8% khdi luwong, va trong do khéi lugng 1a téng khoi luong
clia tit ca cc thanh ph?m ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, sing ché dé xudt dugc phiam chta cic thanh
phan noi hat, cdc thanh phan ngoai hat va cac thanh phan phii mang, trong do thanh
phan noi hat chira hop chét 7 véi luong nam trong khoang tir 55% dén 75% khoi
luong, xenluloza vi tinh thé véi luong nam trong khoang tor 15% dén 35% khoi luong,
glycolat tinh bt natri v6i luong nim trong khoang tir 2,0% dén 4,0% khéi luong, va
hydroxypropyl metylxenluloza véi luong nim trong khoang tir 1,8% dén 3.8% khoi
luong; trong do thanh phan ngoai hat chita glycolat tinh bot natri v6i luong nim trong
khoéng tir 2,0% dén 4,0% khéi luong, silic dioxit keo v&i lugng nim trong khoang tir
0,15% dén 0,35% khdi luong, va magie stearat véi lugng nam trong khoang tir 0,35%
dén 1,15% khdi luong; va trong d6 thanh phan phti mang chia Opadry® véi luong
nim trong khoang tir 1,0% dén 8% khéi lugng, va trong dé khéi lugng la tong khoi
lugng cia tAt ca cac thanh phén ndi hat va ngoai hat.

Theo cac phuong an nhat dinh, sang ché dé xudt dugc phim chia cac thanh
phin noi hat, cic thanh phan ngoai hat va céc thanh phan pht mang, trong do6 thanh
phan noi hat chia hop chdt 7 véi luong nam trong khoang tir 60% dén 70% khoi

luong, xenluloza vi tinh thé véi lugng nam trong khoang tir 20% dén 30% khoi luong,
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glycolat tinh bot natri voi ﬁrong nam trong khoang ttr 2,5% dén 3,5% khéi luong, va
hydroxypropyl metylxenluloza vé6i lugng ndm trong khoang tir 2,3% dén 3,3% khoi
luong; trong do thanh phan ngoai hat chtra glycolat tinh bot natri voi luong nim trong
khoang tir 2,5% dén 3,5% khéi lugng, silic dioxit keo v6i lugng nim trong khoang tit
0,2% dén 0,3% khdi luong, va magie stearat v6i lugng nim trong khoang tur 0,55%
dén 0,95% khdi luong; va trong d6 thanh phan phii mang chira Opadry® v6i luong
ndm trong khoang tir 1,0% dén 8% khéi lugng, va trong do khdi lugng la tong khoi
lugng cua tit ca cac thanh phén ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, sang ché dé xuit dugc pham chtta cdc thanh
phan noi hat, cac thanh phin ngoai hat va cc thanh phan phu mang, trong d6 thanh
phén ndi hat chira hop chat 7 v6i luong khodng 60% khéi lugng, xenluloza vi tinh thé
v6i luong khoang 30% khéi luong, glycolat tinh bot natri véi lugng khoang 3% khdi
lugng, va hydroxypropyl metylxenluloza véi lugng khoang 2,8% khdi lugng; trong do
thanh phan ngoai hat chira glycolat tinh bdt natri v6i luong khoang 3% khéi lugng,
silic dioxit keo vai luong khoang 0,25% khoi luong, va magie stearat v&1 luong
khoang 0,75% khbi luong; va trong d6 thanh phan phtt mang chtta Opadry® véi lugng
nam trong khoang tir 2,0% dén 6,0% khéi luong, va trong do khéi luong 1a téng khoi
lugng cua tat ca cac thanh phan noi hat va ngoai hat.

Theo cac phuong an nhét dinh, sang ché dé& xuat duoc phdm chia cdc thanh
phén ndi hat, cac thanh phé‘m ngoai hat va cac thanh ph?m pht mang, trong do thanh
phan noi hat chira hop chét 7 véi luong khoang 65% khdi lugng, xenluloza vi tinh thé
voi lugng khodng 25% khéi luong, glycolat tinh bot natri véi lugng khoang 3% khoi
lugng, va hydroxypropyl metylxenluloza v6i lwong khodng tur 2,8% khéi lugng; trong
d6 thanh phin ngoai hat chtra glycolat tinh bdt natri véi lugng khoang tir 3% khéi
luong, silic dioxit keo véi lugng khoang 0,25% khéi luong, va magie stearat v4i lugng
khoang 0,75% khdi lugng; va trong d6 thanh phan phti mang cht’ré Opadry® véi luong
nam trong khoéang tir 2,0% dén 6,0% khéi lugng, va trong do khéi luong la témg khéi
luong cla tat ca cac thanh ph?ln ndi hat va ngoai hat.

Theo cac phuong an nhit dinh, sang ché dé xuit duoc phém chtra cdc thanh
phﬁn noi hat, cac thanh phﬁn ngoai hat va céc thanh phén pht mang, trong dé thanh
phén ndi hat chira hop chét 7 véi lugng khoang 70% khéi luong, xenluloza vi tinh thé

voi lugng khoang 20% khéi luong, glycolat tinh bot natri véi luong khodng 3% khoi
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luong, va hydroxypropyl metylxenluloza véi lugng khoang tir 2,8% khéi luong; trong
d6 thanh phﬁn ngoai hat chia glycolat tinh bot natri v6i lugng khoang tu 3% khdi
luong, silic dioxit keo véi lwong khoang 0,25% khéi luong, va magie stearat v6i lugng
khoang 0,75% khéi lugng; va trong d6 thanh phin pht mang chra Opadry® véi luong
nam trong khoang tir 2,0% dén 6,0% khéi luong, va trong d6 khdi luong 1a tdng khdi
lugng cua tAt ca cac thanh phén ndi hat va ngoai hat.

Theo cic phuong an nhit dinh, sang ché d& xuit dugc pham chita cac thanh
phénmf)i hat, cac thanh phan ngoai hat va cac thanh phan phu mang, trong d6 thanh
phan ndi hat chta hop chét 7 véi luong khoang 75% khéi luong, xenluloza vi tinh thé
vai luong khodng 15% khéi luong, glycolat tinh bot natri v6i luong khoang 3% khéi
luong, va hydroxypropyl metylxenluloza véi lwgng khoang tir 2,8% khéi luong; trong
d6 thanh phéan ngoai hat chta glycolat tinh bot natri voi luong khodng tir 3% khéi
luong, silic dioxit keo v6i luong khoang 0,25% khéi luong, va magie stearat voi lugng
khoang 0,75% khoi lwong; va trong d6 thanh phan phit mang chira Opadry® véi lugng
nam trong khoang tir 2,0% dén 6,0% khdi luong, va trong dé khéi luong 1a téng khéi
lwong cla tit ca cac thanh phan ndi hat va ngoai hat.

Theo céc phuong 4n nhat dinh, sang ché @& xuét duoc pham chira cic thinh
phan noi hat, cac thanh phan ngoai hat va céc thanh phén phti mang, trong d6 thanh
phan ndi hat chta hop chit 7 v6i luong khoang 80% khéi lugng, xenluloza vi tinh thé
véi lugng khodng 10% khéi luong, glycolat tinh bot natri véi luong khodng 3% khéi
luong, va hydroxypropyl metylxenluloza v6i luong khoang tur 2,8% khéi luong; trong
d6 thanh phan ngoai hat chtra glycolat tinh bdt natri voi lugng khodng tir 3% khoi
lugng, silic dioxit keo v6i lugng khoang 0,25% khéi luong, va magie stearat voi lugng
khoang 0,75% khdi luong; va trong d6 thanh phén pht mang chira Opadry® véi lugng
nim trong khoang tir 2,0% dén 6,0% khdi luong, va trong d6 khéi luong 1a tdng khoi
lugng cua tat ca cac thanh phém ndi hat va ngoai hat.

Theo céc phuong an nhat dinh, séng ché d& xuét dang lidu don vi chira hop chét
¢6 céu truc Cong thire (I), Cong thire (II), Cong thuc (I11), Cong thire (IV), hodc Cong
thire (V), hodc hop chét duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét
3, hop chét 4, hop chét 5, hop chit 6, hop chét 7, hop chit 8, hop chét 9, hop chét 10,
hop chét 11, hop chit 12, hop chit 13, Chét chuyén héa 1, hodc Chét chuyén hoa 2

hodc mudi dugc dung, solvat, hodc hydrat cia ctia chung (cu thé 1a axit {[5-(3-
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flophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic) véi luong ndm trong khoang
tir 25 mg dén 2000 mg, tr 50 mg dén 1500 mg, tir 100 mg dén 1200 mg, tir 200 mg
dén 1000 mg, tr 400 mg dén 800 mg, hodc tir 450 mg dén 600 mg.

Theo cac phuong an nhit dinh, sang ché dé xuét dang lidu don vi chtra hop chat
¢6 clu truc Cong thire (I), Cong thire (IT), Cong thuc (I11), Cong thirc (IV), hodc Cong
thure (V), hodc hop chat duoc chon tir nhém bao g61n hop chét 1, hop chét 2, hop chét
3, hop chit 4, hop chét 3, hop chét 6, hop chéit 7, hop chit 8, hop chit 9, hop chét 10,
hop chét 11, hop chit 12, hop chét 13, Chat chuyén hoa 1, hodc Chét chuyén hoa 2
hodc mudi duoc dung, solvat, hodc hydrat cua ching (cu thé 1a axit {[5-(3-flophenyl)-
3-hydroxypyridin-2-cacbonyl]amino}axetic) véi lugng khodng 10 mg, 15 mg, 20 mg,
25 mg, 50 mg, 75 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg,
450 mg, 500 mg, 550 mg, 600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg, 900
mg, 950 mg, 1000 mg, 1050 mg, 1100 mg, 1150 hodc tham chi la khoang 1200 mg.
Theo céc phuong an nhét dinh, sadng ché dé xuit dang liéu don vi chira hop chét ¢6 cdu
trac Cong thue (I), Cong thue (II), Cong thire (III), Cong thic (IV), hodc Cong thuc
(V), hodc hop chit dugc chon tr nhém bao g6m hop chét 1, hop chét 2, hop chét 3,
hop chér 4, hop chét 5, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop
chit 11, hop chit 12, hop chét 13, Chét chuyén hoa 1, hodc Chét chuyén hoa 2 hoic
mudi duoc dung, solvat, hodc hydrat cua chung (cu thé 1a axit {[5-(3-tlophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic) v6i luong khoang 25 mg, khoang 40 mg,
khodng 120 mg, khoang 150 mg, khoang 185 mg, khoang 200 mg, khodng 250 mg,
khodng 300 mg hodc tham chi 1a khoang 315 mg. Theo cac phuong an nay, dang lidu
don vi la vién nang chira khoang 25 mg, khoang 40 mg, khodng 120 mg, khodng 185
mg, khodng 200 mg, khoang 250 mg hodc tham chi la khodng 300 mg hop chét. Theo
cac phuong én nay, dang lidu don vi la vién nén chira khoang 150 mg hop chat. Theo
cac phuong an nay, dang liéu don vi l& vién nén chtra khoang 315 mg hop chat. Theo
cac phuong an nay, dang lidu don vi la vién nén chira khoang 25 mg hop chét. Theo
cac phuong 4n nay, dang liéu don vi la axit ty do & dang nhil twong, vi nhil tuong,
dung dich, huyén phu, si rd hodc dang cdn ngot chﬁp nhan dugc trong linh vuc duoc
chtra khoang 25 mg, khoang 40 mg, khoang 120 mg, khodng 185 mg, khoang 200 mg,
khoang 250 mg hodc tham chi la khoang 300 mg hop chét. Theo cac phuong 4n nay,

dang licu don vi 12 axit tw do & dang nhii twong, vi nhil twong, dung dich, huyén phu, si

-46-



30859

r6 hoac dang cdn ngot chép nhan dugc trong linh vuc duge chira khoang 150 mg hop
chit. Theo cac phuong an nay, dang liéu don vi 1 axit tu do & dang nhil twong, vi nhii
tuong, dung dich, huyén phu, si rd hodc dang cOn ngot chép nhan duoc trong linh vuc
duoc chira khoang 315 mg hop chit. Theo cac phuong an nay, dang lidu don vi 13 axit
tu do & dang nhii tuong, vi nhil tuong, dung dich, huyén phu, si rd hodc dang cdn ngot

chép nhan duoc trong linh vuc dugce chira khoang 25 mg hop chét.

5.3.3. Dugc pham

Duogc phém 6 thé duoc st dung trong viéc diéu ché dang liéu don vi mot don
vi riéng 1é. Dugc phém va dang lidu theo sang ché chua hop chét theo sang ché, hodc
mudi duoc dung, solvat, hodc hydrat ctia n6 (vi du, hop chit ban dﬁu). Duoc phém va
dang lidu nay con co thé chtra mot hodc nhiéu ta dugc.

Theo céc phuong an nhét dinh, dugc pham va dang lidu chira mot hodc nhiéu ta
duoc. Céc ta dugc thich hgp da dugc biét dén rong rdi boi nguol ¢o hiéu biét trung
binh trong linh vyuc nay, va cac vi du khong gidi han vé céc ta duoce thich hop dugc
dua ra trong ban md ta nay. Viéc chon mdt td dugc cu thé thich hop dé dua vao duogc
pham hozc dang liéu phu thudc vao nhiéu yéu t6 da duoc biét rod trong linh vuc k§
thuat bao gdm, nhung khong gi¢i han 6, cach cho bénh nhan ding dang lidu d6. Vi du,
dang liéu dung theo dudng miéng nhu vién nén cé thé chua céc ta duge khong thich
hop dé s dung cho dang lidu ding ngoai duong tiéu hoa. Viéc chon ta duge cu thé
cling ¢6 thé phu thudc vao céc thanh phéin hoat tinh cu thé trong dang liéu. Vi du, mot
s6 thanh phan hoat tinh c6 thé dugc phan giai nhanh hon béi mot s6 ta dugc nhu
lactozo hodc khi tiép xuc voi nude. Cac thanh phén hoat tinh ma ch(ra amin bac 1 hoac
bac 2 rit nhay véi cach ting su phan giai néu trén. Do do, sdng ché d& xudt duoc pham
va dang liéu chira it (néu ¢6) lactozo khac mono- hodc disacarit. Nhu dugc sir dung
trong ban md ta nay, thudt nglt “khong chira lactozo™ dung dé chi luong lactozo ¢6
mit, néu co, khong du dé lam ting déng ké tdc d6 phan giai thanh phan hoat tinh.

Dugc pham khong chtra lactozo c6 thé chira céc td duoce da duge biét rd trong
linh vuc k§ thuat va dugc liét ké trong tai liéu, vi du, U.S. Pharmacopeia (USP) 25
NF20 (2002). Nhin chung, dugc pham khong chira lactozo bao gbm céc thanh phan
hoat tinh, chat két dinh/chit lam day va chat 1am tron & lugng thich hop va chép nhan

duoc trong linh vuc dugc. Theo mdt phuong an, dang lidu khong chira lactozo bao
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gém cac thanh ph?m hoat tinh, xenluloza vi tinh thé, tinh bot duoc gelatin hoa so bd va
magie stearat.

Ngoal ra, sang ché con dé xuit duoc phém va dang lidu khan do nudc cé thé
thuc day qué trinh phan giai mot sd hop chét. Vi du, viée bo sung thém nude (vi du,
5%) duoc chép nhan rdng rai trong linh vuc duoc hoc dé lam phuong tién gitp luu trir
trong thoi gian dai nham xac dinh c4c dic tinh nhu thoi gian luu trit hodc do 6n dinh
cua duoc phém theo thoi gian. Vi du, xem Jens T. Carstensen, Drug Stability:
Principles & Practice, 2d. Ed., Marcel Dekker, NY, NY, 1995, pp. 379-80. Thuc té,

nude va nhiét thic day sy phan giai mot s6 hgp chat. Do do, tdc dong nay cua nudce lén

2
A A by

duoc phim ¢ y nghia quan trong bdi dd am va/hodc ham luong Am thudong xudt hién
trong qua trinh san xudt, thao tac, dong géi, luu trit, van chuyén va str dung dugc
pham.

Duoc phiam khan nén duoc didu ché va bao quan sao cho van duy tri dugc dac
tinh khan. Theo d6, theo mét phuong an, duge pham khan duge dong goi bang cic VAt
lidu da biét ¢6 kha nang ngin can dugc pham tiép xtic vdi nude sao cho chang ¢6 thé
dugc dung trong bd duoc pham thich hop. Vi du vé cdc bao bi thich hop bao gom,
nhung khong gi¢i han &, 14 kim loai dugc han kin, nhya, vit chira liéu don vi (vidy, 16
nhd), vi boc (blister pack) va vi manh (strip pack).

Ngoai ra, sang ché con dé xuit duoc phdm va dang liéu chira mot hogc nhiéu
hop chét ma lam giam tdc do phan giai thanh phan hoat tinh. Céc hop chat nay duoc
dé cap trong ban md ta ndy la “chét 6n dinh”, bao gdm, nhung khong gidi gi¢i han o,
chét chéng oxy hoa nhu axit ascorbic, dém pH hodc cac dém mudi.

Cling nhu lugng va loai ta dugc, lugng va loai thanh phén hoat tinh cu thé trong
dang liéu ¢6 thé khac nhau, phu thudc vao céac yéu t& nhu, nhung khong gidi han o,
cach cho bénh nhan ding dang lidu.

Duoc phém thich hop dé dung theo dudong miéng co thé duoc tao ra & dang lidu
riéng biét, vi du nhu, nhung khong giéi han ¢, vién nén (vi du, vién nén cé thé nhati),
vién nén boc, vién nang va dang long (vi du, si r6 ¢6 huong vi) Dang lidu nay chua
mdt luong duge xéac dinh trude cac thanh phén hoat tinh, va co thé duoc didu ché bﬁng
phuong phéap dugc hoc da dugc biét dén rong rai trong linh vuc nay. No6i chung, xem
Remington’s The Science and Practice of Pharmacy, 21st Ed., Lippincott Williams &
Wilkins (2005).
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Dang liéu dung theo dudng miéng theo sang ché duoc dieu ché bing cach két

hop céac thanh phéan hoat tinh trong hdn hop dugc tron déu vai it nhat mot ta duge theo

9 N
A9

k¥ thuét tron dugc pham thong thuong. T4 dugce ¢6 thé ¢ nhiéu dang khic nhau tuy
theo dang diéu ché mong mudn st dung. Vi dy, céc ta dugc thich hop dé st dung &
dang lidu 16ng hoic dang lidu phun ding theo dudong miéng bao gdm, nhung khong
gidi han ¢, nudc, glycol, diu, alcohol, chit tao hwong vi, chit bao quan va chit tao
mau. Vi du vé& céc ta duge thich hop dé st dung & dang lidu 16ng dung theo dudng
miéng (vi du, bdt, vién nén, vién nang va vién nén boc) bao g61n, nhung khong gidi
han &, tinh bot, duong, xenluloza vi tinh thé, chat pha loang, chit tao hat, chit lam
tron, chét két dinh va chét phan r.

Theo mdt phuong an, dang lidu dung theo duong miéng la vién nén hodc vién
nang, trong truong hop ta dugc Ia ta duoc ran. Theo mot phuong 4n khac, vién nén ¢é
thé duge phi bang k¥ thuat c6 nuée hodc khong nudc tiéu chuin. Dang liéu nay ¢6 thé
duoc didu ché theo céc phuong phap dugce hoc bat ky. Noi chung, dugc phdm va dang
lidu duge diéu ché bing céch tron déu va k§ cac thanh phan hoat tinh véi chit mang
long, chét mang ran duoc chia nho hodc ca hai chét mang nay, va sau dé tao hinh san
pham thanh hinh dang mong mudn néu cén thiét.

Vi du, vién nén co thé duoc tao ra béng cach nén hodc dd khudn. Vién nén duogc
nén c¢é thé tao ra béng cach nén, trong thiét bi thich hop, céac thanh ph?m hoat tinh &
dang chay tu do nhu bdt hodc hat, thy y dugc tron voi td duge. Vién nén dugc db
khudn ¢6 thé dugce tao ra béng cach db khuon, trong thiét bi thich hop, hdn hop cta
hop chét dugc 1am thanh bot va chét pha lodng long tro.

Vi du v& céc ta duge c6 thé duge st dung & dang lidu dung theo dudng miéng
theo séng ché bao gém, nhung khong gidi han &, chét pha lodng khong tan, chat két
dinh, chit lam déy, chat phan ra, chét chay, cht mang va chét lam tron. Cac chat két
dinh thich hop dé sir dung trong dugc pham va dang lidu bao gdm, nhung khong gidi
han &, tinh bdt ngd, tinh bot khoai tdy hodc cdc tinh bot khac, gelatin, chét gom tu
nhién va téng hop nhu chit gdm ciia ciy keo, natri alginat, axit alginic, céc alginat
khac, nhua tragacanth dugc lam thanh bot, chét gdm guar, xenluloza va céac dAn xuét
cua nd (vi du, etyl xenluloza, xenluloza axetat, carboxymetyl xenluloza canxi, natri
carboxymetyl xenluloza), polyvinyl pyrolidon, metyl xenluloza, tinh bdt duoc gelatin

héa so bo, hydroxypropyl metylxenluloza, (vi du, cac s6 2208, 2906, 2910), xenluloza
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vi tinh thé va hdn hop cta ching.

Vi du vé céc chit pha lodng va chit mang thich hop dé sir dung trong dugc
pham va dang lidu theo sang ché bao gdm, nhung khong gi¢i han ¢, canxi phosphat hai
bazo va xenluloza vi tinh thé. Cac dang thich hgp vé xenluloza vi tinh thé bao gom,
nhung khong gi6i han &, cac nguyén liéu da duoc bin nhu AVICEL-PH-101,
AVICEL-PH-103 AVICEL RC-581, AVICEL-PH-105 (tr FMC Corporation,
American Viscose Division, Avicel Sales, Marcus Hook, PA) va hdn hop cua ching.
Chét két dinh cu thé 1a hdn hop cta xenluloza vi tinh thé va natri carboxymetyl
xenluloza dad dugc ban nhu AVICEL RC-581. Céc ta duoc do Am thép hodc khan thich
hop hodc cic chit phu gia bao gdm AVICEL-PH-103™ va tinh bot 1500 LM. Cac
dang thich hop khac cua vi tinh thé xenlulozo bao gdm, nhung khong gidi han, vi tinh
thé xenlulozo da silic hoa, chiang han nhu cac nguyén liéu dugc ban nhu 1a PROSOLV
50, PROSOLYV 90, PROSOLV HD90, PROSOLV 90 LM, va cac hon hop cua ching.

Vi du vé cdc chit pha loang/chat lam diy dé sir dung trong dugc pham va dang
liéu theo séng ché bao gém, nhung khong gidi han &, da tan, canxi cacbonat (vi du, hat
hodc bot), xenluloza vi tinh thé, xenluloza duoc lam thanh bot, dextrat, cao lanh,
mannitol, axit silic, sorbitol, tinh bdt, tinh bdt dugc gelatin hoa so bo, hydroxypropyl
metylxenluloza (vi du, Methocel ES Premium LV) va hdn hop ctia ching.

Theo céc phuong an nhat dinh, chét lam diy c6 thé bao gébm, nhung khong giGi
han &, cac copolyme khdi ctia etylen oxit va propylen oxit. Céc copolyme khéi nay cé
thé duoc ban nhu POLOXAMER hoic PLURONIC, va bao gém, nhung khéng gioi
han &, POLOXAMER 188 NF, POLOXAMER 237 NF, POLOXAMER 338 NF,
POLOXAMER 437 NF va hon hop cia ching.

Theo céc phuong an nhét dinh, chét lam diy co thé bao gdm, nhung khong gisi
han ¢, isomalt, lactozo, lactitol, manitol, sorbitol xylitol, erythritol va hdn hop cua
chung.

Chit phan rd c¢6 thé dugc sir dung trong dugc phim dé tao ra vién nén ma phan
rd khi tiép xtic v6i moi truong nude. Céc vién nén chira qua nhiéu chit phan ra c6 thé
phén ra trong khi bao quan, con cc vién nén chira quad it chét phé.n rd thi ¢6 thé khong
phan rd theo tdc do mong mudn hodc trong cac didu kién mong mudn. Do vay, lugng
chit phan rd vira du 12 khong qué nhiéu hay ciing khong qué it gy bat loi cho su giai

phong ctia cac thanh phan hoat tinh ¢6 thé dugc st dung dé€ tao dang bao ché dang rin
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dé ubng. Lugng chét phan ra dugc st dung dua theo loai dugc phim, va ¢6 thé dé
dang dugc xac dinh boi nhiing nguoi ¢ hiéu biét trung binh trong linh vuc.

Céc chat phan ra dugc st dung trong dugc pham va dang lidu bao gdm, nhung
khong gi¢i han ¢, thach-thach, axit alginic, canxi cacbonat, xenluloza vi tinh thé, natri
croscarmelloza, povidon, crospovidon, kali polacrilin, glycolat tinh bt natri (vi du,
Explotab®), tinh bt khoai tdy hodc khoai mi va cdc loai tinh bot khac, tinh bot dugce
gelatin hoa so bd va cdc tinh bot khac, dat sét, algin khac, xenluloza khac, chét gdm va
hdn hop ctia chung.

Chét chay c6 thé duoc st dung trong dugc pham va dang lidu bao gdm, nhung
khong gidi han &, silica dang khoi, magie cacbonat, magie stearat, silic dioxit keo (vi
du, Aerosil, Cab-O-Sil), tinh bot va da tan.

Chat lam tron c6 thé duoc st dung trong duoc phim va dang lidu bao gbm,
nhung khong gidi han &, canxi stearat, magie stearat (vi du, Hyqual® 5712), dau
khoang, dau khoang nhe, glyxerin, sorbitol, manitol, polyetylen glycol, cic glycol
khac, axit stearic, natri stearyl fumarat, natri lauryl sulphat, da tan, dau thuc vit duoc
hydro hoa (vi du, dau lac, dau hat bong, dau hudng duong, dau me, dau 6 liu, dau ngd
va dau dau tuong), k&m stearat, etyl oleat, etyl laureat, thach va hén hop cua chung.
Céc chét 1am tron bd sung bao gdm, vi du, gel syloit silic dioxit (AEROSIL200, san
xuit boi W.R. Grace Co. of Baltimore, MD), aerosol ddng tu cta silic dioxit téng hop
(tr Degussa Co. of Plano, TX), CAB-O-SIL (san phém silic dioxit keo nhiét dugc ban
bdi Cabot Co. of Boston, MA) va hon hop cta chung.

Céc dang liéu 16ng dung theo duong miéng bao gdm nhil tvong, vi nhil twong,
dung dich, huyén phu, xi r6 va dang con ngot chép nhin duoc trong linh vue dugec.
Ngoai cac thanh phin hoat tinh da néu, cdc dang lidu 10ng c6 thé chira cac chét pha
loang tro thuong dugc st dung trong linh vuc nay, chéng han, vi du, nudc hodc cdc
dung moi khac, chét hoa tan, va chét nhii héa nhu etyl alcohol, isopropyl alcohol, etyl
cacbonat, etyl axetat, benzyl alcohol, benzyl benzoat, propylen glycol, 1,3-butylen
glycol, dau (cu thé, dau hat bong, dau lac, dau ngo, dAu mam, dau 6 liu, diu thau dau
va diu hat ving), glyxerol, tetrahydrofuryl alcohol, polyetylen glycol va este axit béo
ctia sorbitan va hdn hgp cua chung.

Ngoai cac chat pha lodng tro, dugc pham dung dudong miéng con cd thé chira

chat bd trg nhu chat 1am am, chat nhii hoa va tao huyén phu, chat tao ngot, tao huong
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vi, tao mau, tao mui va chit bao quan.

Dang huyén phu, ngoai (cac) chét tc ché hoat tinh, con c6 thé chira cac chét tao
huyén pht nhu, vi du, isostearyl alcohol dugc ethoxylat héa, polyxyetylen sorbitol va
sorbitan este, xenluloza vi tinh thé, nhém metahydroxyt, bentonit, thach-thach va nhua

tragacanth va hon hop ctia ching.

5.4. Quén thé bénh nhan

Theo cac phuong an nhit dinh, séng ché dé xuit dugc phdm dang lidu dung
theo duong miéng dé diéu.tri va/hoac ngan nglra bénh thiéu mau thir phat do bénh thén
man tinh phu thudc khong tham tach, dugc phém nay chtra mot lugng vira di cac lidu
lién tiép ctia chit tc ché HIF prolyl hydroxylaza hodc chét 6n dinh HIF-alpha, trong
d6 duge phdm nay thich hop dung cho bénh nhan co it nhit 2, 3, 4, 5 hoic tt ca (i) toc
do loc céu than udc tinh (estimated glomerular filtration rate - eGFR) thip hon 60
mL/phtt/1,73m?, trong do6 d6i tuong khong str dung liéu phép tham tach va khong c¢6
du dinh bit diu lidu phap thim tach trong 3 thang tUr ngdy bt dau diéu tri, (i) luong
huyét sic td thép hon 10,0 g/dL trude khi bat dau diéu tri, (iii) luong feritin b%mg hodc
16n hon 100 ng/mL trong 4 tudn trudc khi bat dau diéu tri, (iv) dd bio hoa transfefin
(transferin saturation - TSAT) bing hodc 16n hon 20% trong 4 tudn truge khi bit dau
didu tri, (v) luong folat bang hodc I16n hon gi6i han duéi cua lugng binh thuong trong
4 tudn trude khi bt ddu diéu tri, (vi) luogng vitamin B12 béng hodc 16n hon gioi han
dudi clua lugng binh thuong trong 4 tudn trude khi bit dau didu tri, va (vii) ddi tuong
tir 18 tudi trd 1én.

Theo cac phuong an nhit dinh, sang ché dé xuét dugc phdm dang liu dung
theo dudng miéng dé didu tri va/hodc ngin nglra bénh thiéu mau thu phat do bénh than
man tinh phu thudc khong tham téch, duoc pham nay chira mot lugng vira du cic lidu
lién tiép ctia chat trc ché HIF prolyl hydroxylaza hodc chét 6n dinh HIF-alpha, trong
do duoc phém nay thich hgp dung cho bénh nhén ¢o it nhit 2, 3, 4, 5 hodc tat ca (i) tbe
dd loc cdu than udc tinh (estimated glomerular filtration rate - eGFR) thdp hon 65
mL/phtt/1,73m?, trong do d6i tuong khong str dung licu phap tham tach va khong co
du dinh bat diu liéu phap tham tach trong 3 thang tr ngay bét ddu diéu tri, (ii) luong
huyét séc t6 thip hon 10,0 g/dL trude khi bét dau diéu tri, (iii) lwong feritin bang hodc

16n hon 50 ng/mL trong 4 tun trude khi bat dau diéu tri, (iv) dd bao hoa transfefin
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(transferin saturation - TSAT) bang hodc 16n hon 15% trong 4 tudn trude khi bit dau
diéu tri, (v) luong folat bang hodc 16n hon gi¢i han dudi cta lugng binh thuong trong
4 tudn tru6e khi bat ddu didu tri, (vi) lugng vitamin B12 béng hodc 16n hon gidi han
dudi cia lugng binh thuong trong 4 tudn trude khi bat ddu diéu tri, va (vii) dbi twong
tlr 18 tudi o 1én.

Theo cac phuong 4n nhit dinh, sang ché d& xuit duge phdm dang lidu dung
theo dudng miéng dé diéu tri va/hodc ngin nglra bénh thiéu mau thi phat do bénh than
man tinh phy thudc khong thAm téch, trong d6 dugc pham nay chua mot lugng vura du
céc lidu lién tiép cua chat uc ché HIF prolyl hydroxylaza hodc chét 6n dinh HIF-alpha
trong do dugc phdm nay thich hop dung cho bénh nhén khong thudc cic déi tuong
hodc khong c6 céac dac diém sau: (i) n@t mang thai hodc cho con by, hodc nguoi khong
thé hodc khong mudn st dung phwong phdp ngua thai co thé chép nhdn, (ii) nam
khong duoc cit bo 6ng dan tinh ma khong thé hodc khong mudn str dung phuong phap
ngua thai ¢6 thé chép nhan, (iii) bénh thiéu méau do nguyén nhan khac CKD; vi du,
bénh hong cau hinh ludi 1iém, hoi chimg rdi loan sinh ty, chimg xo hoa tiy xuong,
bénh mau ac tinh, u tiy, bénh thiéu mau do tan méau, bénh tan mau bam sinh, ching
bat san 116ng cu don thuén, chay mau chu dong hodc mai mat mau, (iv) truyén 11611g
cdu trong 4-8 tudn trude khi bét ddu diéu tri, (v) truyén st trong 4-8 tuan trude khi bt
dau diéu tri, (vi) st dung chat kich thich su tao héng ciu (vi du, rHuEPO; Procrit®,
Eprex®, Neorecormon®, Epogen®, Aranesp™ [darbepoetin alfa]) trong 8-12 tudn
trude khi bit ddu didu tri, (vii) moi tiép nhan liéu phap tiém khéang sinh vao tinh mach
dé diéu i bénh nhiém trung cép tinh, (viii) ph?lu thudt 16n trong 8-12 tudn truge khi
bat dau diéu tri (ngoai trir phau thuit xam nhap mach mau), (ix) co dau hiéu suy giam
chirc ning gan (AST hodac ALT >3,0 x ULN hodc luong bilirubin téng cong >2,0 x
ULN) tai thoi diém 4 tudn trude khi bt ddu diéu tri, (x) ting huyét ap mit kiém soat
(huyét 4p tam truong >110 mmHg hodc huyét ap tdm thu >180 mmHg) tai thoi diém 4
tudn trude khi bat dau didu tri, (xi) suy tim sung huyét loai IV theo Hiép hoi tim New
York, (xii) nhdi méu co tim, hdi chitng dong mach vanh cp tinh, nam vién do suy tim
sung huyét, hodc dot quy trong 8-12 tuln trude khi bit ddu diéu tri, (xiii) tién st bi
bénh 4c tinh hoat ddng trong 2 nam trude khi sang loc, ngoai trir bénh ung thu biéu md
da té bao day duoc chi dinh cit bo, bénh ung thu biéu mo da té bao vay, bénh ung thu

biéu mod co tai chd, hodc polyp dai trang lanh tinh dugc cat bo, (xiv) tién st méi bi
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bénh huyét khdi tinh mach sau (deep vein thrombosis - DVT) hodc ngh&n mach phéi
trong 12 tudn truge khi sang loc yéu cau diéu tri, (xv) tién st bi bénh tich tu sit hoac
thura sit, (xvi) tién sir ciy ghép co quan trude do hodc co du dinh cdy ghép co quan
(ngoai trir danh sach cho ghép than), hodc cy té bao gbc hodic ghép tiy xuong (ngoai
trir ghép mang stng), (xvii) st dung dugc phidm dang duoc nghién ctru hodc tham gia
vao nghién ciru diéu tra trong 30 ngay hoic 5 l4n thoi gian ban hdy cua dugc phim
nghién ctru (tuy theo cai nao lau hon), trude 4 tudn trude khi bat dau diéu tri, (xviii)
tiép nhan hop chét trong nghién ctru khc hodc tham gia nghién ctru trude do vé nhan
td cam ung su giam oxy huyét chat tc ché prolyl-hydroxylaza (HIF-PHI), hodc (xix)
bét ky 1y do nao khéc, ma theo y kién ctia bac si diéu tri s& lam cho bénh nhan khong
phu hop cho viée diéu tri.

Theo céc phuong an nhit dinh, sang ché dé xuat dugc phim dang liéu dung
theo duong miéng dé diéu tri va/hodc ngin ngira bénh thiéu mau thu phat do bénh thén
man tinh phu thudc khong thdm tach, trong d6 duge pham nay chira mot lugng vira du
céc lidu lién tiép cua chét e ché HIF prolyl hydroxylaza hoic chét on dinh HIF-alpha
trong do dugc phim nay thich hgp dung cho bénh nhén khong thudc cic ddi tuong
hodc khong c6 cic dic diém sau: (i) nit mang thai hodc cho con bu, hodc nir ¢o kha
ning mang thai ma khong thé hodc khong ddng y sir dung phuong phép ngura thai co
thé chip nhan, (ii) nam khong dugc cit bo dng din tinh ma khong thé hogc khong
muén st dung phuong phap ngtra thai co thé chip nhan, (iii) a BMI > 50,0 kg/m?, (iv)
bénh thiéu méu do nguyén nhin khac bénh than man tinh nhu bénh tan méau (b¢nh
thiéu mau do tan mau), chay mau cht dong hodc moi mat méu, (v) tién str mac hoi
chung réi loan sinh tiy hofic ching xo hoa tiy xuong (vi) truyén hong cau trong 8
tudn trude khi bat ddu didu tri, (vii) truyén sit trong 4 tuan trudce khi bat ddu diéu tri,
(viii) sUr dung chit kich thich su tao héng ciu (vi du, rHuEPO; ProcritR, Eprex,
Neorecormon, Epogen, Darbepoetin (aranesp)) trong 10 tudn trude khi bat dau diéu i,
(ix) co diu hiéu méc bénh nhiém trung hoat dong, trir khi bac st diéu tri cho ri’mg dbi
tuong thich hgp cho viée diéu tri, (x) ¢6 tién st mac bénh gan man tinh da biét hodc ¢6
ddu hiéu suy giam chtrc nang gan (AST hodc ALT >3,0 x ULN hodc luong bilirubin
tong cong >2,0 x ULN) tai thoi didm 4 tudn trude khi bit ddu didu tri, (xi) ting huy’ét
ap mét kiém soat (huyét ap tdm truong >110 mmHg hodc huyét 4p tdm thu >180

mmHg) tai thoi diém 4 tuan trude khi bt dAu didu tri, (xii) suy tim sung huyét loai IV
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theo Hiép hoi tim New York, (xiii) nhdi mau co tim, hoi chimg dong mach vanh cip
tinh, ndm vién do suy tim sung huyét, hodc dot quy trong thoi gian 12 tudn trude khi
bat dau diéu tri, (xiv) tién st bi bénh 4ac tinh hoat dong hodc ¢ diéu tri bénh 4c tinh
trong 2 nam trude khi bat ddu didu tri, ngoai trr bénh ung thu biéu md da té bao day
duoc chi dinh cit bo, bénh ung thu biéu mo da té bao vay, bénh ung thu biéu mb cd tai
chd, hodc polyp dai trang lanh tinh dugc cdt bo, (xv) tién st méi bi bénh huyét khéi
tinh mach sdu (DVT) hodc nghén mach phdi trong 12 tudn trude khi sang loc yéu cau
didu tri, (xvi) tién st bi bénh tich tu sat, (xvii) tién str cdy ghép co quan truée do hoic
¢6 du dinh cdy ghép co quan (ngoai trir danh sach cho ghép than), hodc cy té bao gbe
hodc ghép tiy xuong (ngoai trir ghép mang stmg), (xviii) st dung duoc pham dang
duoc nghién ctru hodc tham gia vao mdt nghién ctru diéu tra trong 45 ngay hodc 3 lan
thoi gian ban huy cta duoc phim nghién ctru (thy theo cai nao lau hon) trude khi bt
dau diéu tri, (xix) da tham gia nghién ctu trudc do hodc da tiép nhan axit 5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic trong nghién ctu lim sing
khac hodc da tiép nhan nhan t6 cam Gng su giam oxy huyét chit wc ché prolyl-
hydroxylaza (HIF-PHI) khac, va (xx) méc bénh cip tinh nghiém trong hodc man tinh
hodc tinh trang tAm than hodc bét thuong phong thi nghiém ma cé thé lam gia ting
nguy co cho viéc diéu tri, theo chi dan ctia bac si, lam bénh nhénh khong thich hgp cho
viéc diéu tri.

Theo cac phuong an nhit dinh, sang ché dé xuit duoc phim dang liéu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thu phat do bénh
thAn man tinh (CKD), trong d6 duoc phdm nay chira mot lugng c6 tic dung hop chit
¢6 clu trac Cong thire (I), Cong thie (1), Cong thue (1IT), Cong thire (IV), hodc Cong
thire (V), hodc hop chat dugc chon tir nhém bao g6m hop chit 1, hop chit 2, hop chét
3, hop cht 4, hop chét 5, hop chét 6, hop chét 7, hop chat 8, hop chit 9, hop chét 10,
hop chit 11, hop chét 12, hop chit 13, Chét chuyén hoa 1, hodc Chéat chuyén hoa 2
hodc mudi duoc dung, solvat, hodc hydrat ciia n6 (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), theo dugc phim va lidu va/hoidc phac dd lidu duge mo ta
trong muc 5.3 va muc 5.7, trong do, bénh nhan tir 18 tudi tro di, tir 50 tudi tro di, tr 60
wdi o di, tr 65 twdi o di, tir 70 tudi tré di hoge tham chi tir 80 tdi trd di. Theo cic

phuong 4n nhat dinh, bénh nhén la nguoi gia. Theo cdc phwong én nhat dinh, bénh
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nhan nho hon 18 tudi. Theo cac phuong an nhét dinh, bénh nhén 1a tré em. Theo cic
phuong an nhat dinh, bénh nhén tir 18 tudi trd 1én. Theo cac phuong an nay, lidu hang
ngay chua hop chét c6 ciu trac Cong thirc (I), Cong thuce (II), Cong thirc (IIT), Cong
thuc (IV), hodc Cong thire (V), hodc hop chat dugc chon tir nhém bao gém hop chit 1,
hop chét 2, hop chét 3, hop chét 4, hop chét 53, hop chét 6, hop chét 7, hop chét 8, hop
chét 9, hop chét 10, hop chat 11, hop chat 12, hop chét 13, Chat chuyén hoa 1, hoac
Chét chuyén hoa 2 hodc mubi dugce dung, solvat, hodc hydrat clia ching (cu thé 1a axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit  2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) véi lugng khodng 150 mg, khoang 300 mg,
khodng 450 mg, khoang 600 mg hodc thdm chi 1a khoang 750 mg. Theo cac phuong
an nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khodng 450 mg, khodng
600 mg. Céc liéu hang ngay nay co thé duoc ding theo dudng miéng, mot l4n, hai lan
hoic ba lan mot ngay, tot hon 1a mot 1An mot ngay.

Theo cic phuong an nhit dinh, sang ché dé xuét duoc phim dang lidu dung
theo dudng miéng dé didu tri bénh thiéu mau, nhu bénh thiéu mau thir phat do bénh
than man tinh (CKD), trong d6 dugc phém nay chira mot lugng cé tac dung hop chit
¢6 cdu tric Cong thic (I), Cong thire (I), Cong thuc (1), Cong thire (IV), hodc Cong
thirc (V), hoac hop chat duoc chon tir nhém bao gﬁ“)m hop chit 1, hop chit 2, hop chit
3, hop chit 4, hop chét 5, hop chét 6, hop chét 7, hop chit 8, hop chit 9, hop chét 10,
hop chét 11, hop chit 12, hop chit 13, Chét chuyén hoa 1, hoic Chét chuyén hoa 2
hodc mudi dugc dung, solvat, hodic hydrat ctia né (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino jaxetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), theo dugc pham va liéu va/hodc phéc dd lidu duge mo ta
trong muc 5.3 va muc 5.7, trong d6, bénh nhén 1a thudc qu?m thé nho duogc chon tu
nhém bao gdm nguoi da trdng, ngudi M¥ la tinh, nguoi da den va ngudi Chéu A. Theo
cac phuong an nhét dinh, bénh nhan thudc quén thé nho duge chon tir nhom bao g61n
nam va nit. Theo cac phuong an nay, liéu hang ngay chia hop chét c6 ciu tric Cong
thire (1), Cong thuc (II), Cong thie (III), Cong thire (IV), hodc Cong thire (V), hodc
hop chét duoc chon tir nhém bao g6111 hop chit 1, hop chat 2, hop chit 3, hop chit 4,
hop chit 5, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chét 11,
hop chit 12, hop chét 13, Chét chuyén héa 1, hodc Chét Chuyén héa 2 hoic mudi duoc

dung, solvat, hodc hydrat cia chiung (cu thé 1a axit {[5-(3-clophenyl)-3-
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hydroxypyridin-2-cacbonyl]amino jaxetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) voi lugng khoang 150 mg, khoang 300 mg, khoang 450
mg, khoang 600 mg hogc thdm chi 1a khoang 750 mg. Theo cdc phuong an nay, liéu
hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg. Céc
lidu hang ngay nay co thé dugc dung theo duong miéng, mot 1dn, hai lan hodc ba lan
mdt ngay, tot hon 1a mot 1an mot ngay.

Theo cac phuong an nhit dinh, sing ché dé xuét duoc phim dang lidu ding
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thi phat do bénh
thadn man tinh (CKD), dugc phflm nay chira mot luong c6 tac dung hop chét co ciu
trac Cong thire (I), Cong thae (II), Cong thue (III), Cong thirc (IV), hodc Cong thuc
(V), hoac hop chit duoc chon tir nhom bao gdm hop chét 1, hop chit 2, hop chét 3,
hop chit 4, hop chit 3, hop chét 6, hop chit 7, hop chét 8, hop chit 9, hop chét 10, hop
chit 11, hop chit 12, hop chit 13, Chét chuyén héa 1, hoac Chit chuyén hoa 2 hoac
mubi duoc dung, solvat, hodc hydrat cua ndé (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), theo dugc phim va lidu va/hodc phac dd lidu duge mo ta
trong muc 5.3 va muc 5.7, trong d6, bénh nhén con méc bénh hoidc tinh trang khac
duoc chon tr nhom bao g61n bénh ung thu, bénh AIDS, suy tim sung huyét, ching phi
dai tam thét trai, bénh tiéu duong, bénh ting huyét ap, bénh roi loan md mau, suy tim
man tinh, dot quy, mét mai, trAm cam va suy giam nhén thirc hodc td hop cta cic bénh
trén. Theo cac phuong 4n nay, liéu hang ngay chita hop chét ¢6 cdu tric Cong thic (1),
Cong thuc (II), Cong thace (1), Cong thiuc (IV), hodc Cong thie (V), hodc hop chat
duoc chon tor nhém bao g6m hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét
5, hop chit 6, hop chat 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11, hgp chit
12, hop chit 13, Chét chuyén hoa 1, hoac Chit chuyén hoéa 2 hoac mudi duogc dung,
solvat, hodc hydrat cua chung (cu thé 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
v6i luong khoang 150 mg, khoang 300 mg, khodng 450 mg, khoang 600 mg hodc
tham chi 1a khoang 750 mg. Theo cac phuong 4n nay, lidu hang ngay la khodng 150
mg, khodng 300 mg, khoang 450 mg, khoang 600 mg. Cac liéu hang ngay nay c6 thé
dugc dung theo duong miéng, mot lan, hai 14n hoic ba lAn mot ngay, tdt hon 12 mot

lan mQt ngay.
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Theo cac phuong éan nhit dinh, sang ché dé xuét duoc phim dang lidu ding
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thu phat do CKD,
trong do dugc phim nay chtra mot lugng ¢6 tac dung hop chéit co cdu truc Cong thire
(I), Cong thire (I1), Cong thue (III), Cong thic (IV), hode Cong thie (V), hoac hop
chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop
chét 5, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11, hop
chit 12, hop chit 13, Chét chuyén hoa 1, hodc Chét chuyén hoa 2 hoac mudi dugc
dung, solvat, hodc hydrat cua né (cu thé 1a, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo duogc phém va lidu va/hoidc phac dd liéu duoc md ta trong muc 5.3 va muc 5.7,
trong dd, bénh nhan chiu dugc viéc diéu tri voi chét kich thich su tao 11611g cau, nhu
chét bit chude erythropoietin. Theo cdc phuong an nay, ESA 1a sin pham rhEPO, bao
gbm, nhung khong gi¢i han O, epoetin alpha, epoetin beta, darbepoetin hodc
peginesatit. Theo cdc phuong an nay, liéu hang ngay la khoang 150 mg, khodng 300
mg, khodng 450 mg, khoang 600 mg hodc khoang 750 mg hop chét co cdu tric Cong
thire (1), Cong thire (II), Cong thie (IIT), Cong thirc (IV), hodc Cong thue (V), hodc
hop chét duoc chon tir nhém bao g@)ln hop chit 1, hop chat 2, hop chit 3, hop chit 4,
hop chit 3, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11,
hop chit 12, hop chét 13, Chét chuyén héa 1, hodc Chit chuyén hoa 2 hoac mudi dugc
dung, solvat hodc hydrat ctia nd (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic).
Theo cdc phuong an nay, liu hang ngay la khoang 150 mg, khoang 300 mg, khodng
450 mg, khoang 600 mg. Céc lidu hang ngay nay c6 thé duoc dung theo dudng miéng,
mot lin, hai 1an hodc ba 1an mét ngay, t5t hon 1a mot 1an mot ngay.

Theo cac phuong 4n nhét dinh, sing ché d& xuét dugc pham dang lidu dung
theo dudng miéng dé didu tri bénh thidu mau, nhu bénh thiéu mau thtr phat do CKD,
trong do duoc pham nay chira mot luong ¢6 tac dung hop chét ¢6 céu tric Cong thirc
(), Cong thtre (II), Cong thire (III), Cong thue (IV), hodc Cong thirc (V), hodc hop
chit duoc chon tr nhém bao gém hop chét 1, hop cht 2, hop chét 3, hop chét 4, hop
chét 5, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chit 10, hop chit 11, hop
chéit 12, hop chit 13, Chat chuyén héa 1, hodc Chat chuyén héa 2 hoic mudi duoc

dung, solvat, hodc hydrat cta né (cu thé 1a, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
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cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo duoc phfnm va lidu va/hodc phac dd lidu dugec md ta trong muc 5.3 va muc 5.7,
trong do, bénh nhan co6 tdc do loc cAu than thap hon 85, thdp hon 80, thip hon 75, thip
hon 70, thip hon 65, thap hon 60, thip hon 55 hoic thdp hon 50 mL/phut/1,73m?.
Theo cac phuong an nay, lidu hang ngay chira hgp chét ¢ cdu triic Cong thic (1),
Coéng thue (IT), Cong thue (1), Cong thic (IV), hodc Cong thie (V), hodc hop chét
duoc chon tir nhém bao gém hop chét 1, hop chit 2, hop chét 3, hop chit 4, hop chét
5, hop chét 6, hop chit 7, hop chit 8, hop chit 9, hop chat 10, hop chét 11, hop chit
12, hop chét 13, Chét chuyén hoéa 1, hoac Chét chuyén hoa 2 hodc mudi duogc dung,
solvat, hoac hydrat ctia chiing (cu thé 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(3-(3-flophenyl)-3-hydroxypicolinamido)axetic)
v6i lugng khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc
tham chi 1a khoang 750 mg. Theo cidc phuong an nay, lidu hang ngay la khodng 150
mg, khoang 300 mg, khoang 450 mg, khodng 600 mg. Cic lidu hang ngay nay cé thé
duoc dung theo dudong miéng, mot 14n, hai 14n hoic ba lan mot ngay, &t hon 1a mot
lAn mot ngay.

Theo céc phuong én nhét dinh, sang ché dé xuit dugc phim dang liéu dung
theo dudng miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thr phat do CKD,
trong d6 dugc phidm nay chira mot lugng c6 tac dung hop chét ¢ clu truc Cong thic
(), Cong thtre (II), Cong thire (I1I), Cong thuc (IV), hodac Cong thire (V), hodc hop
chit duoc chon tir nhom bao g6111 hop chét 1, hop chit 2, hop chét 3, hop chit 4, hop
chét 3, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chét 11, hop
chét 12, hop chit 13, Chét chuyén hoéa 1, hodc Chat chuyén héa 2 hoic mudi duge
dung, solvat, hodc hydrat ctia n6 (cu thé 13, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo dugc phdm va lidu va/hodc phac dd lidu duge mo t trong muyc 5.3 va muc 5.7,
trong do, bénh nhan c6 lugng huyét sic t6 thap hon 15%, thip hon 10% hozc tham chi
thap hon 5%. Theo cic phuong én nay, lidu hang ngay chira hop chét c6 céu trac Cong
thire (I), Cong thuc (II), Cong thuc (III), Cong thuc (IV), hodc Cong thic (V), hodc
hop chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4,
hop chét 3, hop chit 6, hop chét 7, hop chit 8, hop chét 9, hop chét 10, hop chit 11,

hop chit 12, hop chét 13, Chét chuyén héa 1, hodc Chét chuyén héa 2 hodc mudi dugc
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dung, solvat, hodc hydrat cua ching (cu thé 1a axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino j axetic hoac axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) v6i lwgng khoang 150 mg, khoang 300 mg, khodng 450
mg, khoang 600 mg hodc thdm chi 1a khoang 750 mg. Theo cic phuong an nay, liéu
hang ngay 1a khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg. Céc
liéu hang ngay nay co thé duoc ding theo duong miéng, mot lan, hai 1an hodc ba lan
mdt ngdy, tét hon 1a mot lAn mot ngdy.

Theo céc phuong an nhét dinh, sdng ché dé xudt duge pham dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thr phat do CKD,
bao g6m budc cho bénh nhan méc bénh thiéu mau dung mot lugng c6 tac dung hop
chit co chu tric Cong thue (I), Cong thire (IT), Cong thire (IIT), Cong thire (IV), hodc
Cong thuce (V), hodc hop chét duoc chon tir nhdm bao gém hop chét 1, hop chr 2, hop
chét 3, hop chét 4, hop chét 53, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét
10, hop chat 11, hop chat 12, hop chét 13, Chét Chuyén hoéa 1, hodc Chét chuyén hoa 2
hodc mudi duge dung, solvat, hodc hydrat ctia nd (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino }axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), theo dugc phim va lidu va/hodc phac dd lidu duge mo ta
trong muc 5.3 va muc 5.7, trong d6, bénh nhén co6 lugng folat bﬁng hodc trén gidi han
dudi cia luong binh thuong. Theo cac phuong an nay, liéu hang ngay chira hop chat
¢6 cdu trac Cong thie (I), Cong thire (IT), Cong thuc (111), Cong thirc (IV), hodc Cong
thire (V), hodc hop chét duoc chon tir nhém bao g@)m hop chét 1, hop chét 2, hop chét
3, hop chit 4, hop chét 3, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chit 10,
hop chét 11, hop chét 12, hop chét 13, Chat chuyén hoa 1, hoic Chét chuyén hoa 2
hodc mudi duge dung, solvat, hodc hydrat cua ching (cu thé 1a axit {[5-(3-clophenyl)-
3-hydroxypyridin-2-cacbonyl]amino }axetic hodc axit 2-(5-(3-tlopheny!)-3-
hydroxypicolinamido)axetic) voi lugng khoang 150 mg, khoang 300 mg, khodng 450
mg, khoang 600 mg hodc thdm chi 1a khoang 750 mg. Theo cdc phuong an nay, licu
hang ngay la khodng 150 mg, khoang 300 mg, khoing 450 mg, khoang 600 mg. Cac
liéu hang ngay nay co thé duoc dung theo dudng miéng, mot lan, hai lan hodc ba lan
mot ngay, tot hon 1a mot lAn mot ngay.

Theo cdc phuong an nhét dinh, sang ché dé xuét duoc phim dang lidu dung

theo duong miéng dé didu tri bénh thiéu méu, nhu bénh thiéu mau tht phat do CKD,
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bao gdm budc cho bénh nhan mic bénh thiéu mau dung mot lugng c6 tdc dung hop
chét c6 céu trac Cong thire (1), Cong thire (I), Cong thuc (III), Cong thirc (IV), hodc
Cong thuc (V), hoac hop chét duoc chon tr nhém bao g6m hop chit 1, hop chit 2, hop
chit 3, hop chét 4, hop chét 3, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét
10, hop chét 11, hop chét 12, hop chét 13, Chét chuyén héa 1, hodc Chat chuyén hoa 2
hodc mudi duge dung, solvat, hodc hydrat ctia né (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino j axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), theo dugc phdm va liéu va/hodc phac dd lidu dugc mo ta
trong muc 5.3 va muc 5.7, trong d6, bénh nhan co6 luong vitamin B12 bfmg hoac trén
gi6i han dudi cta lwgng binh thuong. Theo cac phuong an nay, liéu hang ngay chira
hop chét c6 cdu trac Cong thic (1), Cong thire (II), Cong thuc (IIT), Cong thire (1V),
hodc Cong thtc (V), hodc hop chit duoc chon tir nhém bao gém hop chét 1, hop chit
2, hop chét 3, hop chét 4, hop chét 5, hop chit 6, hop chét 7, hop chét 8, hop chit 9,
hop chit 10, hop chét 11, hop chit 12, hop chét 13, Chit chuyén héa 1, hodic Chit
chuyéh hda 2 hoac mudi duoc dung, solvat, hodc hydrat ctia chtng (cu thé 1a axit {[5-
(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic ~ hodc  axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) v6i lugng khoang 150 mg, khoang 300 mg,
khoang 450 mg, khoang 600 mg hodc tham chi 1a khoang 750 mg. Theo cac phuong
4n nay, liéu hang ngay 1a khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang
600 mg. Céc lidu hang ngay ndy ¢6 thé duge dung theo dudng miéng, mot lan, hai lan
hodc ba l4n mot ngay, t5t hon 1a mot 14n mot ngay.

Theo cdc phuong an nhit dinh, sang ché dé xuét duoc phdm dang liéu dung
theo duong miéng dé diu tri bénh thiéu mau, nhu bénh thiéu mau thu phat do CKD,
trong do duogc phim nay chra mot lugng ¢6 tac dung hop chét co cdu tric Cong thic
(I), Cong thac (II), Cong thuc (III), Cong thirc (IV), hodc Cong thirc (V), hodc hop
chét duoc chon tir nhém bao gdm hop chat 1, hop chét 2, hop chét 3, hop chét 4, hop
chit 53, hop chit 6, hop chat 7, hop chét 8, hop chit 9, hop chit 10, hop chit 11, hop
chat 12, hop chét 13, Chét chuyén héa 1, hodc Chat chuyén héa 2 hoiic mudi duoc
dung, solvat, hodc hydrat ctia né (cu thé 14, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hogic axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo duoc phém va liéu va/hoic phéc dd lidu dugc md ta trong muc 5.3 va muc 5.7,

trong do, dugc pham nay thich hgp dung cho bénh nhan c¢6 do bdo hoa transferin
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(TSAT) it nhit 1a 15%, it nhat 1a 18% hodc tham chi it nhat la 20%. Theo cic phuong
4n ndy, li¢u hang ngdy chuta hop chit ¢6 cdu triic Cong thuc (I), Cong thice (II), Cong
thire (111), Cong thire (IV), hodc Cong thic (V), hodc hop chét dugc chon tir nhom bao
gf“)ln hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chit 3, hop chét 6, hop chit 7,
hop chét 8, hop chit 9, hop chét 10, hop chit 11, hop chit 12, hop chit 13, Chat
chuyén héa 1, hodc Chét chuyén hoa 2 hoac mudi dugc dung, solvat, hodc hydrat cta
ching (cu thé la axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino } axetic
hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) v6i lugng khoang 150
mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc thdm chi la khoang 750
mg. Theo céc phuong an nay, lidu hang ngay la khoang 150 mg, khoang 300 mg,
khoang 450 mg, khoang 600 mg. Cac liéu hang ngay nay c6 thé duoc dung theo dudng
miéng, mot 1an, hai 1An hoic ba 1dn mét ngay, tot hon 1a mot lan mdt ngay.

Theo céc phuong an nhat dinh, sang ché dé xuit duoc phim dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu méu thir phéat do CKD,
trong d6 dugce pham nay chra mot lugng c6 tac dung hop chét c6 cdu trac Cong thirc
(I), Cong thirc (I), Cong thuc (IIT), Cong thuc (IV), hodc Cong thue (V), hodc hop
chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop
chét 3, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chit 10, hop chit 11, hop
chit 12, hop chit 13, Chét chuyén hoa 1, hodc Chaét chuyén hda 2 hoic mudi duogc
dung, solvat, hodc hydrat cta n6 (cu thé 13, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hogc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo dugc phidm va liéu va/hodc phéc dd lidu dugc md ta trong muc 5.3 va muc 5.7,
trong d6, duge pham nay thich hop dung cho bénh nhin c¢6 lugng feritin it nhit 1a 50
ng/mL hodc tham chi it nhét 14 100 ng/mL. Theo cac phuong an nay, liéu hang ngay
chtra hop chit ¢6 cdu triic Cong thie (I), Cong thire (II), Cong thirc (I1I), Cong thic
(IV), hodc Cong thirc (V), hodc hop chit dugc chon tir nhém bao gém hop chét 1, hop
chét 2, hop chét 3, hop chit 4, hop chét 3, hop chét 6, hop chit 7, hop chit 8, hop chit
9, hop chéit 10, hop chit 11, hop chit 12, hop chit 13, Chat chuyén hoa 1, hoic Chat
chuyén hoa 2 hodc mubi duge dung, solvat, hoac hydrat cia chung (cu thé 1a axit {[5-
(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic ~ hodc axit  2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) v6i lugng khoang 150 mg, khoang 300 mg,

khodng 450 mg, khoang 600 mg hodc thdm chi 1a khoang 750 mg. Theo céc phuong
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an nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang
600 mg. Cac liéu hang ngay nay c6 thé duogc dung theo duong miéng, mot ldn, hai lan
hodc ba lAn mot ngay, t&t hon 1a mot 1an mot ngay.

Theo cac phuong an nhét dinh, sang ché dé xudt duoc pham dang liu ding
theo duong miéng dé diéu tri bénh thiéu mau, chéng han nhu bénh thiéu mdu thr phat
do CKD, trong d6 dugc phédm nay chtra hop chét ¢6 ciu tric Cong thire (1), Cong thirc
(1), Cong thirc (1I1), Cong thirc (IV), hodc Cong thirc (V), hodc hop chit duogc chon tur
nhom bao gém hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét 5, hop chit 6,
hopchét7,hqpchétS,thch§t9,thch§tIO,thchétll,thchét12,thchét1&
Chét chuyén héa 1, hodc Chét chuyén héa 2 hodc mudi duoc dung, solvat hodc hydrat
cia n6 (cu thé 13, axit 5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic
hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic), trong do duoc pham nay
thmhlun)dunghangngéytha)nmlduqcphénlvéhéuvamoécphécd61@uchmm1n6
ta trong muc 5.3 va muc 5.7, trong d6 dugc pham thich hgp dung cho bénh nhan cé
lugng feritin it nhét 1a 50 ng/mL cé do bao hoa it nhét 1a 18% hodc luong feritin it nhét
1a 100 ng/mL c6 do bao hoa it nhat 12 15%. Theo cac phuong an nay, liéu hang ngay
chtra hop chét ¢6 cdu trac Cong thie (I), Cong thic (II), Cong thire (IIT), Cong thire
(IV), hodc Cong thuc (V), hodc hop chit duogc chon tir nhdm bao g61n hop chét 1. hop
chét 2, hop chét 3, hop chit 4, hop chat 5, hop chét 6, hop chét 7, hop chét 8, hop chit
9, hop chit 10, hop chit 11, hop chat 12, hop chit 13, Chit Chuyén héa 1, hodc Chat
chuyén hoa 2 hoac mudi duge dung, solvat, hodc hydrat cia chung (cu thé 1a axit {[5-
(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic ~ hodc  axit  2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) v6i lugng khoang 150 mg, khoang 300 mg,
khoang 450 mg, khodng 600 mg hodc thdm chi l1a khoang 750 mg. Theo cac phuong
an nay, liéu hang ngay la khoang 150 mg, khoang 300 mg, khodng 450 mg, khodng
600 mg. Cac lidu hang ngay nay c6 thé duoc dung theo duong miéng, mot lan, hai lan
hoidc ba 1an mot ngay, tot hon 1a mot 1an mot ngay.

Theo cac phuong an nhit dinh, sang ché dé xuit dugc phim dang lidu dung
theo duong miéng dé didu tri bénh thiéu mau, nhu bénh thiéu méu thir phat do CKD,
trong d6 duoc pham nay chira mot luong c¢6 tac dung hop chét co cdu tric Cong thirc
(I), Cong thirc (II), Cong thire (IIT), Cong thuc (IV), hodc Cong thuc (V), hodc hop
chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chit 3, hop chét 4, hop
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chét 5, hop chét 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop chét 11, hop
chét 12, hop chét 13, Chét chuyén héa 1, hodc Chit chuyén héa 2 hodc mudi duge
dung, solvat, hodc hydrat ctia né (cu thé 14, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo duoc phém va liéu va/hoic phéc dd liéu dugc mo ta trong muc 5.3 va muc 5.7,
trong d6, duge pham nay thich hgp dung cho bénh nhan c6 chi s6 khéi co thé (body
mass index - BMI) nhd hon 42 kg/m®hodc nhd hon 44 kg/m?, hodc nho hon 50 kg/m”,
Theo cdc phuong an nay, liéu hang ngay chtra hop chét ¢6 céu trac Cong thac (D),
Cong thue (II), Cong thire (III), Cong thuce (IV), hodc Cong thire (V), hodc hop chét
duoc chon tir nhém bao gém hop chit 1, hop chét 2, hop chat 3, hop chit 4, hop chét
5, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop cht 10, hop chit 11, hop chat
12, hop chit 13, Chét chuyén hoa 1, hodc Chét chuyén héa 2 hodc mubi duge dung,
solvat, hodc hydrat ciia ching (cu thé 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
v6i luong khoang 150 mg, khoang 300 mg, khoing 450 mg, khoang 600 mg hodc
tham chi 1a khoang 750 mg. Theo cic phuong an nay, liéu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg, khoang 600 mg. Cac lidu hang ngay nay cé thé
duoc dung theo duong miéng, mot l4n, hai 1an hodc ba lan mot ngay, tot hon 12 mot
1An mot ngay.

Theo cac phuong 4n nhét dinh, séng ché d& xuit dugc phim dang lidu dung
theo dudng miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thu phéat do CKD,
trong d6 dugc pham nay chita mot lugng ¢6 tac dung hop chét c6 cdu trac Cong thirc
(I), Cong thuc (II), Cong thtc (1), Cong thirc (IV), hodc Cong thuc (V), hodc hop
chit duge chon tir nhom bao gdbm hop chit 1, hop chit 2, hop chét 3, hop chat 4, hop
chét 3, hop chit 6, hop chat 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11, hop
chét 12, hop chit 13, Chit chuyén hoa 1, hodc Chét chuyén héa 2 hoic mudi duogc
dung, solvat, hodc hydrat ctia n6 (cu thé 13, axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
theo dugc phidm va lidu va/hogc phic dd lidu dugc mo ta trong muc 5.3 va muc 3.7,
trong do, dugc pham nay thich hop dung cho bénh nhén c6 truyén hong céu trong 11
tudn hodc 12 tudn tir khi bat dau diéu tri véi hop chat. Theo cac phuong an khac, bénh

nhan chua timg truyén hong cau trong 11 tuan hodc 12 tuan tir khi bat dau di€u tri vai
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hop chat. Theo cdc phuong an nay, lidu hang ngay chua hop chét ¢o cdu tric Cong
thtre (1), Cong thirc (II), Cong thire (III), Cong thic (IV), hodc Cong thic (V), hoac
hop chit dugc chon tir nhdm bao gém hop chét 1, hop chit 2, hop chét 3, hop chét 4,
hop chit 5, hop chit 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chat 11,
hop chit 12, hop chét 13, Chit chuyén hoéa 1, hodc Chét chuyén hoéa 2 hodc mudi duoc
dung, solvat, hodc hydrat cua chang (cu thé la axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino j axetic hodc axit 2-(5-(3-tflophenyl)-3-
hydroxypicolinamido)axetic) v6i luong khoang 150 mg, khoang 300 mg, khodng 450
mg, khoang 600 mg hodc thdm chi 1a khoang 750 mg. Theo cac phuong an nay, lidu
hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg, khodng 600 mg. Cac
lidu hang ngay nay c6 thé dugc dung theo dudong miéng, mot lAn, hai 1in hodc ba lan
mot ngay, t5t hon 1a mot 1an mot ngay.

Theo céc phuong an nhit dinh, sang ché dé xuat duoc phim dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau thi phat khong nghiém trong do bénh
than man tinh, bénh thiéu mau thtr phat khong nghiém trong do suy tim sung huyét, va
bénh thiéu mau tu phat do tudi gia, trong d6 duge phadm nay chira hop chit theo séng
ché, nhu hop chit 1, trong do6 hop chét duoc dung lién tuc va/hodc khong ¢d dinh.

Theo cac phuong an nhit dinh, sang ché dé& xuat duoc phim dang lidu dung
theo dudng miéng dé didu tri va/hodc ngin nglra tinh trang du thira sit & bénh nhan,
duoc phém nay chira mot lugng cé tac dung hop chét ¢c6 céu trac Cong thuc (1), Cong
thtre (II), Cong thte (I1I), Cong thire (IV), hodc Cong thic (V), hodc hop chit duoc
chon tir nhom bao gém hop chét 1, hop chét 2, hop chit 3, hop chét 4, hop chét 3, hop
chit 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chat 11, hop chit 12, hop
chit 13, Chét chuyén hoa 1, hoac Chét chuyén héa 2 hodc mudi duoc dung, solvat,
hodc hydrat cua chiung (cu thé 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic).
Theo céc phuong an nhat dinh, dugc phim nay dugc dung theo dugc phdm va liéu

va/hoiic phac d6 lieu duge mo ta trong muyc 5.3 va muc 5.7.

5.5. Dugc pham dé dicu tri va ngan ngura

Theo céc phuong 4n nhat dinh, sang ché dé xuat dugc pham dang li€u dung

theo duong miéng dé diéu tri va/hodc ngan ngira bénh thiéu mau ¢ doi tuong nhu duge
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md ta & muc 5.4, nhu bénh thiéu mau tht phat do bénh than man tinh phy thugc khong
thdm tach, trong d6 dugc pham nay chtta mot lugng c6 tac dung chét uc ché HIF
prolyl hydroxylaza hodc hoac chit 6n dinh HIF-alpha, nhu hop chét co cdu trac Cong
thae (I), Cong thirc (II), Cong thae (IIT), Cong thue (IV), hodc Cong thue (V), hodc
hop chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4,
hop chét 3, hop chét 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11,
hop chat 12, hop chit 13, Chit chuyén hoéa 1, hodc Chét chuyén hda 2, hodc mudi
duoc dung, solvat, hodc hydrat cia nd, trong do dugc pham nay dugc dung hang ngay
voi lidu hang ngay chia khoang 100 mg, khoang 110 mg, khoang 120 mg, khoang 130
mg, khoang 140 mg, khoang 150 mg, khoang 160 mg, khodng 170 mg, khoang 180
mg, khoang 190 mg, khoang 200 mg, khoang 210 mg, khodng 220 mg, khoang 230
mg, khoang 240 mg, khodng 250 mg, khoang 260 mg, khoang 270 mg, khoang 280
mg, khoang 290 mg, khoang 300 mg, khoang 310 mg, khodng 320 mg, khoang 330
mg, khoang 340 mg, khoang 350 mg, khoang 360 mg, khodang 370 mg, khoang 380
mg, khoang 390 mg, khoang 400 mg, khoang 410 mg, khoang 420 mg, khoang 430
mg, khoang 440 mg, khoang 450 mg, khoang 600 mg, hodc khodng 750 mg hop chat,
mudi duoc dung, solvat hodc hydrat ctia né. Theo cac phuong dn nay, lidu hang ngay
1a khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khoing 600 mg. Cu thé,
phuong phdp nay bao gbm bude cho bénh nhan dung dugce phéun nhu dugc mo ta ¢
muc 5.3. Liu hang ngay nay co thé dugc ding theo dudng miéng, mot lan, hai lan
hodc ba lan mot ngay, t6t hon 12 mot lan mot ngay. Theo cac phuong an nhét dinh, lidu
hang ngay la 2 mg/kg, 2,1mg/k, 2,2 mg/kg, 2,3 mg/kg, 2,4 mg/kg, 2,5 mg/ke, 2,6
mg/kg, 2,7 mg/kg, 2,8 mg/kg, 2,9 mg/kg, 3 mg/kg, 3,1 mg/kg, 3,2 mg/ke, 3,3 mg/ke,
3,4 mg/kg, 3,5 mg/kg, 3,6 mg/kg, 3,7 mg/kg, 3,8 mg/kg, 3,9 mg/kg hodc 4 mg/kg.
Theo cac phuong an nhét dinh, séng ché d& xudt chit we ché HIF prolyl
hydroxylaza hodc hodc chit &n dinh HIF-alpha, nhu hop chét ¢6 cdu tric Cong thuc
(I), Cong thtre (II), Cong thue (III), Cong thuc (IV), hodc Cong thic (V), hodc hop
chat duoc chon tir nhém bao g61n hop chit 1, hop chét 2, hop chit 3, hop chit 4, hop
chét 3, hop chat 6, hop chét 7, hop chét 8, hop chét 9, hop chit 10, hop chit 11, hop
chét 12, hop chit 13, Chét chuyén héa 1, hodc Chat chuyén héa 2, hoic mudi duoc
dung, solvat, hodc hydrat ctia no, dé diéu tri bénh thiéu méau, nhu bénh thiéu mau thu

phat do bénh thdn man tinh, trong dé chét e ché HIF prolyl hydroxylaza ctia chét 6n
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dinh HIF-alpha dugc dung hang ngay véi lidu hang ngay la khoang 100 mg, khoing
110 mg, khoang 120 mg, khoang 130 mg, khoang 140 mg, khodng 150 mg, khoang
160 mg, khoang 170 mg, khoang 180 mg, khoang 190 mg, khoang 200 mg, khoang
210 mg, khoang 220 mg, khoang 230 mg, khoang 240 mg, khodng 250 mg, khoang
260 mg, khoang 270 mg, khoang 280 mg, khoang 290 mg, khoang 300 mg, khoang
310 mg, khoang 320 mg, khoang 330 mg, khoang 340 mg, khoang 350 mg, khoang
360 mg, khoang 370 mg, khoang 380 mg, khoang 390 mg, khoing 400 mg, khoing
410 mg, khoang 420 mg, khoang 430 mg, khoang 440 mg, khoang 450 mg, khoang
600 mg, hodc khoang 750 mg hop chit, mudi dugc dung, solvat hoidc hydrat cua no.
Theo cac phuong an nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khoang
450 mg, khoang 600 mg. Cac 1iéu hang ngay niy c6 thé duogc dtmg theo dudng miéng,
mot 1an, hai 14n hodc ba lan mdt ngay, t5t hon 1a mot 1an mot ngay. Theo cac phuong
4n nhit dinh, liéu hang ngay l1a 2 mg/kg, 2,1mg/k, 2,2 mg/kg, 2,3 mg/kg, 2,4 mg/ke,
2,5 mg/keg, 2,6 mg/kg, 2,7 mg/kg, 2,8 mg/kg, 2,9 mg/kg, 3 mg/ke, 3,1 mg/keg, 3.2
mg/kg, 3,3 mg/kg, 3,4 mg/kg, 3,5 mg/kg, 3,6 mg/kg, 3,7 mg/kg, 3,8 mg/ke, 3,9 mg/ke,
hodac 4 mg/kg. Theo cac phuong an nhat dinh, hop chét la axit {[5-(3-clopheny!)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong én khéac, hop chét 1a mudi
duoc dung cua axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic.
Theo cac phuong éan khéac, hop chit 1a solvat ctia axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cdc phuong an nhit dinh, hop chit la
hydrat ctia axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic. Theo
cic phuong 4n nhdt dinh, hop chit la axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cidc phuong an nhit dinh, hop chét 13 mudi duge
dung cua axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cdc phuong an
nhdt  dinh,  hop chit 1a  solvat cia  axit  2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cac phuong an nhit dinh, hop chit 1a hydrat cta
axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong an nhat dinh,
hop chit dugc dung trong dugce phim nhu dugc md ta & muc 5.3.

Theo cac phuong an nay, lidu hang ngay chra khoang 150 mg, khoang 300 mg,
khoang 450 mg, hodc khoang 600 mg hop chit, mudi dugc dung, solvat hodc hydrat
ctia n6. Theo cac phuong 4n nhét dinh, lidu hang ngay chtra khoang 150 mg. Theo cac

phuong 4an nhat dinh, 1iéu hang ngay chtra khoang 300 mg. Theo céc phuong dn nhat
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dinh, lidu hang ngay chira khoang 450 mg. Theo cic phuong dn nhat dinh, lidu hang
ngay chtra khoang 600 mg.

Theo cac phuong an nhét dinh, bénh than man tinh 13 bénh thin man tinh giai
doan 3, 4 hodc 5. Theo cic phuong 4n nay, bénh than man tinh la bénh thn man tinh
thAm tach so bd. Theo cic phuong dn nay, bénh thdn man tinh la bénh than man tinh
phu thudc khong thdm tach. Theo céc phuong an nhit dinh, bénh nhan chua tung dugc
diéu tri bénh thiéu mau, vi du nhu bénh thiéu mau tht phat do bénh thin man tinh.
Theo cac phuong an nhét dinh, bénh nhan di duoc diéu tri bénh thiéu mau trudc do, vi
du nhu bénh thiéu mau tht phat do bénh thdn man tinh. Theo cidc phuong an nhét dinh,
bénh nhéin chiu dugc viéc diéu tri v6i erythropoietin tai to hop.

Theo cac phuong an nhét dinh, liéu hang ngay dugc dung lién tuc. Theo cac
phuong an nhét dinh, lidu hang ngay dugc dung khong ¢b dinh, ching han nhu nhiéu
hon 42 ngay lién tiép, hodc tham chi nhiéu hon 90 ngay lién tiép. Theo cdc phuong an
khac, lidu hang ngay dugc dung trong it nhit 1 1 tudn dén 30 ngay lién tiép, 35 ngay
lién tiép, hodc tham chi dén 40 ngay lién tiép. Theo cac phuong an nhét dinh, liéu hang
ngay dugc dung theo dudng miéng, mot l4n mdt ngay. Theo cic phuong dn nhit dinh,
lidu hang ngay duoc dung theo duong miéng dugc chia thanh hai lan mot ngay. Theo
cac phuong an nhat dinh, liéu hang ngay duogc dung tai mot thoi diém cu thé trong
ngay. Theo cdc phuong an cu thé hon, liéu hang ngay dugc ding vao dau gid chiéu.
Theo cac phuong an cu thé, bénh nhan méc bénh thin man tinh va hop chét (xem muc
5.2) duoc dung tai cuing mot thoi diém trong ngay, cu thé la vao cudi budi sang, diu
gi¢r chiéu, cu thé hon 1 ngay trudc bita trua, ngay sau bira trua, trong bira trua va 2 gio
chidu, to 10 gid sang dén 2 gio chiéu, 10 gio sang, 11 gio sang, 12 giv trua, 1 gio
chidu hoic 2 gid chiéu. Theo cac phuong én nhét dinh, hop chit duoc dung trong dugc
phém nhu dugc md td & muc 5.3.

Theo cac phuong an nhét dinh, liéu hang ngay dugc dung hai lAn mot tuén, ba
1an mot {un, bbn 1an mot tudn, nim 1an mot tudn, sau lAn mét tudn, mdi ngay, hai tudn
mdt 1an, ba tudn mot lan, bdn tudn mot l4n, hodc hai thang mot lan, hodc ba thang mot
lan. Theo cac phuong an nhét dinh, liéu nay dugc dung trong dugc phém nhu dugc mo
ta & muc 5.3.

Theo céc phuong 4n nhét dinh, luong huyét séc t6 cia bénh nhan duge duy tri &

luong 8,0 g/dL va biang hodc nho khodng 13,0 g/dL, it nhét khoang 8,5 g/dL va nho
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hon hodc bang 13,0 g/dL, it nhét khoang 9,0 g/dL va nho hon hodc bang 13,0 g/dL, it
nhét khoang 9,5 g/dL va nhé hon hogc bing 13,0 g/dL, hodc it nhit khoang 10,0 g/dL
va nhé hon hodc bang khoang 13,0 g/dL. Theo cac phuong an nhét dinh, lugng huyét
séc td duoge duy tri & lugng it nhét khoang 11,0 g/dL va nhd hon hodc bing khoang
13,0 g/dL. Theo céc phuong an nhit dinh, luong huyét sic t6 duoc duy tri & luong it
nhét khoang 11,0 g/dL va nh6 hon hodc bang khoang 12,0 g/dL. Theo cic phuong an
nhét dinh, cac gia tri nay duoc didu chinh theo chiéu cao, gi6i tinh va tudi cua bénh
nhan.

Theo cac phuong an nhét dinh, viéc st dung hop chét theo sang ché dugec mo ta
trong muc 5.3 thu duoc két qua 1a lugng huyét sic td tang lén it nhét khoang 0,1 g/dL,
it nhét 1a khoang 0,2 g/dL, it nhat 1a khoang 0,3 g/dL, it nhét 1a khodng 0,4 g/dL, it
nhét 13 khoang 0,5 g/dL, it nhat 1a khoang 0,6 g/dL, it nhét la khoang 0,7 g/dL, it nhét
1a khoang 0,8 g/dL, it nhit 1a khoang 0,9 g/dL, it nhat 1a khoang 1,0 g/dL, it nhit Ia
khoang 1,1 g/dL, it nhét 1a khoang 1,2 g/dL, it nhét la khoang 1,3 g/dL, it nhit la
khoang 1,4 g/dL, hodc it nhét [a khoang 1,5 g/dL so v61 luong huyét séc td dudng co
S0.

Theo cac phuong an nhat dinh, hop chat tiy y duoc dung két hop véi duge
pham khac. Theo c4c phuong 4n nay, dugc pham khéac duoc phdm bd sung sat, nhu sat
sulphat, sat gluconat hodc st fumarat, dugc pham nay c6 thé dugc dung it nhit hai gio
sau khi dung hop chit. Theo cac phuong 4n nhét dinh, dugc phém bd sung sit duoc
dung & luong sao cho lugng feritin dugce duy tri trong khodng tir 50 ng/mL dén 300
ng/mL. Theo cdc phuong an nhit dinh, duoc phim bd sung sit dugc dung theo dudng
miéng ¢ lidu hang ngay 1a khodng 50 mg sit nguyén td. Theo cic phuong 4n nhit dinh,
duoc phém bd sung sit duoc dung khi can thiét, trai lai, theo cdc phuong 4n khéc,
duoc phém bd sung sat duoc dung lién tuc va’hodc khong ¢ dinh. Theo céc phuong
an nhat dinh, hop chit dugc dung trong dugc phém nhu dugc mo ta & muc 5.3.

Theo cac phuong an nhét dinh, cac duoc pham khéic 1a chét kich su tao hong
ciu (ESA), nhu chét bit chudc erythropoietin. Theo cdc phuong an nhét dinh, duoc
pham khac 13 san pham rhEPO, nhu epoetin alpha, epoetin beta, darbepoetin hodc
peginesatit. Theo cdc phuong an nhét dinh, ESA duoc dung nhu liéu phap khoi phuc,
trai lai, theo cac phuong an khac, ESA dugc dung lién tuc hodc khdng ¢ dinh. Theo

cac phuong 4n nhat dinh, hop chat dugc dung trong dugc phdm nhu duge md ta ¢ muc
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5.3.

Theo cac phuong an nhét dinh, liéu hang ngay ctia hop chét co cdu truc Cong
thie (1), Cong thire (1), Cong thire (IIT), Cong thic (IV), hodc Cong thire (V), hodc
hop chét dugc chon tir Cong thire (1), Cong thue (IT), Cong thire (I1T), Cong thire (IV),
hoac Céng thuc (V), hodc hop chit duoc chon tir hop chit 1, hop chét 2, hop chit 3,
hop chét 4, hop chit 5, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop
chét 11, hop chit 12, hop chét 13, Chét chuyén héa 1, va Chat chuyén héa 2 hodc mudi
duoc dung, solvat, hodc hydrat cua n6 dugc diéu chinh trong qua trinh diéu tri. Cu thé,
viéc diéu tri dugc theo doi béng cac xét nghiém thuong xuyén, vi du nhu, do huyét ap,
ty 1¢ thé tich hdng cau, lugng huyét sic t6 va/hodc luong té bao hong cau. Tuy thude
vao cic két qua xét nghiém, liéu hang ngay s& duoc diéu chinh, tic 13, ting hodc giam.
Theo céc phuong an cu thé hon, viéc diéu tri dugc bét diu béng viéc st dung liéu hang
ngay khoang 50 mg, 60 mg, 70 mg, 80 mg, 90 mg, 100 mg, 110 mg, 120 mg, 130 mg,
140 mg, 150 mg, 160 mg, 170 mg, 180 mg, 190 mg, 200 mg, 210 mg, 220 mg, 230
mg, 240 mg, 250 mg, 260 mg, 270 mg, 280 mg, 290 mg, 300 mg, 310 mg, 320 mg,
330 mg, 340 mg, 350 mg, 360 mg, 370 mg, 380 mg, 390 mg, 400 mg, 410 mg, 420
mg, 430 mg, 440 mg hodc lidu hang ngay khoang 450 mg hop chat, mudi dugc dung,
solvat hodc hydrat ctia né. Theo céc phuong én nhat dinh, sau do6 liéu hang ngay dugc
ting lén khodng 50 mg, 100 mg, 150 mg hodc 200 mg. Theo céc phuong an nhit dinh,
sau d6 liéu hang ngay dugc giam di khoang 50 mg, 100 mg, 150 mg hodc 200 mg.
Theo ciac phuong an nhét dinh, hop chét 1a hop chat 1 hoidc mudi duogc dung, solvat
hodc hydrat ctia né. Theo cac phuong an nhit dinh, hop chét 1a hop chét 7 hoidc mudi
duoc dung, solvat hodc hydrat ciia né. Theo cdc phuong an nhat dinh, hop chit duoc
dung trong dugc pham nhu duge md td & muc 5.3. Theo cac phuong an nhit dinh, licu
duoc diéu chinh nhu dugc md ta & muc 5.7.

Theo cdc phuong 4n nhat dinh, sing ché dé xuit duoc phidm dang liéu dung
theo duodng miéng dé diéu tri bénh thiéu mau & dbi tugng nhu duge mo ta & muc 5.4,
duoc phém nhu duoc md ta & muc 5.3, nhu bénh thiéu mau thtr phat do bénh thin man
tinh phu thudc khong thAm tach, dugc phdm nay chira hop chét ¢ cdu triic Cong thire
(D), Coéng thic (II), Cong thire (IIT), Cong thirc (IV), hodc Cong thie (V), hodc hop
chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop

chét 3, hop chét 6, hop chit 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11, hop
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chét 12, hop chét 13, Chét chuyén héa 1, va Chét chuyén hoa 2 hoic mudi duge dung,
solvat, hodc hydrat cia no, trong dé duogc pham nay thich hop dung hang ngay; trong
do bénh nhan dugc do lugng huyét sdc t§ sau khi dung lidéu hang ngay ctia hop chét roi
do lai sau mot khoang thoi gian, trong do néu luong huyét sic td & bénh nhan nhé hon
khoang 10,0 g/dL va luong huyét sic t6 giam it hon khoang 0,5 g/dL so véi luong
duoc do ¢ khoang thoi gian truge do; hodc néu lugng lluyét sic t& & bénh nhan nho
hon khoang 10,0 g/dL va lugng huyét sic té tang 1én khoang 0.4 g/dL so v6i luong
duoc do ¢ khoang thoi gian trude do; hodc néu luong huyét sic t& ¢ bénh nhan nam
trong khoang tir 10,0 dén 10,9 g/dL va lugng huyét sic t6 giam it hon khoang 0,5 g/dL
s0 voi luong duge do & khoang thoi gian trudce do; thi lidu hang ngay dugc diéu chinh
tang 1én 150 mg so voi liéu hang ngay ban d4u. Theo cac phuong an nhét dinh, khoang
thoi gian la tr khoang mot tudn dén tam tudn, vi du nhu tir hai tuan dén bay tudn, tr ba
tudn dén séu tudn hodc khoang bdn tudn. Theo cdc phuong én cu thé, hop chat 1a hop
chét 1 hoiic mubi dugc dung, solvat hodc hydrat ctia nd. Theo céc phuong an cu thé,
hop chét la hop chét 7 hoic mubi duogc dung, solvat hodc hydrat cua no.

Theo cac phuong an nhét dinh, sang ché dé xuit duoc phim dang liéu ding
theo duong mién dé diéu tri bénh thiéu mau & ddi tuong nhu dugc mo ta & muc 5.4,
nhu bénh thiéu méu thir phit do bénh thdn man tinh phy thudc khong thdm tach, dugc
phdm nay chita hop chét c6 chu tric Céng thue (I), Cong thie (II), Cong thic (111,
Cong thire (IV), hodc Cong thic (V), hodc hop chét duoc chon tir nhdm bao gbm hop
chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop chit 6, hop chit 7, hop chét
&, hop chét 9, hop chét 10, hop chit 11, hop chét 12, hop chit 13, Chit chuyén hoa 1,
va Chét chu yén hoa 2 hodc mudi dugc dung, solvat, hodc hydrat cta no, trong do dugc
phdm nay thich hop dung hang ngay; bénh nhén dugc do luong huyét séc td sau khi
dung liéu hang ngay cta hgp cht rdi do lai sau mot khoang thoi gian, trong do néu
lugng huyét sic té ¢ bénh nhan nhd hon khoang 10,0 g/dL va luong huyét sic td ting
lén khoang 1,5 g/dL so v6i lugng duge do ¢ khodng thoi gian trude do; hodc néu
luong huyét sic t & bénh nhan nim trong khoang tir 10,0 dén 10,9 g/dL va lugng
huyét sic t6 ting nhiéu hon khoang 1,5 g/dL so véi lugng duge do ¢ khoang thoi gian
truge do; hodc néu lugng huyét sic t nam trong khoang tur 11,0 dén 12,2 g/dL va
luong huyét sic td tang tir khoang 1,0 dén khoang 1.4 g/dL so v6i luong duoce do ¢

khoang thoi gian trude do; hodc néu luong huyét sdc t6 nam trong khoang tir 12,3 dén
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12,9 g/dL va lugng huyét séc t& giam it hon khoang 0,4 g/dL hodc ting Ién khoang 0.4
g/dL so v6i lugng dugc do & khoang thoi gian trude do; hogc néu lugng huyét sdc th &
bénh nhén nim trong khodng tir 12,3 dén 12,9 g/dL va luong huyét sic té ting 1én
khoéang 0,5 dén 0,9 g/dL khi so véi lugng duge do & khoang thoi gian trude do; thi lidu
hang ngay dugc diéu chinh giam xudng 150 mg so vdi lidu hang ngay ban dau. Theo
cac phuong an nhét dinh, liéu hang ngay cta hop chit khoang 450 mg. Theo céc
phuong an nhat dinh, hop chét la axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic. Theo cac phuong an khac, hop chét 1a mudi duge dung cla
axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic. T heo cac phuong
an khdc, hop chat la solvat cia axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic. Theo cic phuong an nhét dinh, hop chét 1a hydrat cia axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic. Theo cac phuong an
nhét dinh, hop chat 1a axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac
phuong an nhat dinh, hop chit 1a mudi dugc dung cua axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong an nhit dinh, hop chit la solvat cta
axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong an nhat dinh,
hop chit 1a hydrat cta axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac
phuong an nhét dinh, hop chit dugc dung trong dugc phém nhu duge mo ta & muc 5.3.
Theo cic phuong an nhét dinh, khoang thoi gian la tir khoang mot tudn dén tam tuan,
vi du nhu tu hai tudn dén bay tudn, tir ba tuan dén sdu tudn hoic khoang bdn tudn.
Theo céc phuong an nhat dinh, sang ché dé xuit duoc pham dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau & d6i tuong nhu dugc mo ta & muc 5.4,
nhu bénh thiéu méu thu phat do bénh thén man tinh phu thudc khong tham tach, duoc
phdm nay chtra hop chét ¢ cu tric Cong thire (I), Cong thie (II), Cong thice (IID),
Cong thirc (IV), hodc Cong thire (V), hodc hop chét dugc chon tir nhém bao gom hop
chét 1, hop chét 2, hop chit 3, hop chét 4, hop chét 3, hop chét 6, hop chit 7, hop chit
&, hop chét 9, hop chét 10, hop chit 11, hop chét 12, hop cht 13, Chét chuyén hoa 1,
va Chét chuyén hoa 2 hoac mudi duge dung, solvat, hodc hydrat cta nd, trong do duge
phim nay thich hop dung hang ngay; bénh nhéan dugc bude do luong huyét sic t6 sau
khi dung lidu hang ngay ctia hgp chit rdi do lai sau mot khoang thoi gian, trong do néu
lugng lluyét sdc td & bénh nhan nam trong khoang tur 11,0 dén 12,2 g/dL va luong

huyét sic td tang 1én khoang 1,5 g/dL so vai lugng duge do ¢ khodng thoi gian trude
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d6: hodc néu luong huyét sic t6 & bénh nhan ndm trong khoang tir 12,3 dén 12,9 g/dL
va luong huyét sic t6 tang 1én khoang 1,4 g/dL so vdi lugng duge do ¢ khodng thoi
gian truge do; hodc khi lugng huyét sic t5 & bénh nhan nim trong khoang tur 12,3 dén
12,9 g/dL va lugng huyét sic t6 tang 1én khoang 1,5 g/dL so véi lugng dugce do 0
khoang thoi gian trude do; thi lidu hang ngay duoc diéu chinh ting 1én 300 mg so voi
liéu hang ngay ban dau. Theo cac phuong an nhét dinh, liéu hang ngay cua hop chat 1a
khoang 450 mg. Theo cac phuong an nhét dinh, hop chat 13 axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong an khéc, hop chit la mubi
dugc dung cua axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino } axetic.
Theo cdac phuong éan khac, hop chat 1a solvat cua axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong an nhit dinh, hop chat Ia
hydrat cua axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino jaxetic. Theo
cac phuong an nhit dinh, lidu hang ngay cua hop chét 1a khoang 450 mg. Theo céc
phuong  4n nhat  dinh, hop chit 1a  axit  2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic Theo cac phuong an nhit dinh, hop chét Ia mudi duoc
dung cla axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong an
nhit  dinh, hop chit 1a  solvat cua  axit  2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong an nhat dinh, hop chét duoc dung trong
duoc phém nhu dugec mod td & muc 5.3. Theo cic phuong an nhét dinh, hop chit 1a
hydrat ctia axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong dn
nhét dinh, khoang thoi gian la tr khoang mot tudn dén tam tudn, vi du nhu tir hai twin
dén bay tuén, tr ba tuan dén sau tudn hodc khoang bdn tudn.

Theo cac phuong an nhit dinh, sang ché dé cap dén dugc phdm dang lidu dung
theo dudong miéng dé diéu tri bénh thiéu mau & dbi tuong nhu dugc mod td & muc 5.4,
nhu bénh thiéu méau thir phat do bénh than man tinh phu thudc khong thdm tach, duoc
pham nay chta hop chidt 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc mubi dugc dung, solvat hogic hydrat clia nd, trong do
duge pham nay thich hgp dung hang ngay véi lidu hang ngay la khoang 450 mg. Theo
cac phuong an nhét dinh, hop chét dugc dung trong dugce pham nhu dugc mo ta & muyc
5.3.

Theo cac phuong an nhét dinh, liéu hang ngay dugc ting [én khoang 150 mg

sao cho liéu hang ngay ctia hop chét 1a khoang 600 mg. Theo cac phuong an nhét dinh,
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lidu hang ngay dugc giam xubng khoang 150 mg, sao cho lidu hang ngay ctia hop chat
1a khoang 300 mg. Theo cic phuong an nhét dinh, liéu hang ngay dugc gidm xudng
khoang 300 mg, sao cho lidu hang ngay cua hop chéit 12 khoang 150 mg. Theo cac
phuong an nhét dinh, hop chét dung trong dugc pham nhu dugc md ta ¢ muc 5.3.

Theo cac phuong an nhit dinh, hop chat l1a axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong an khac, hop chit 1a mudi
duoc dung cua axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl|amino } axetic.
Theo cac phuong éan khéc, hop chdt 1a solvat cta axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong an nhit dinh, hop chét 1a
hydrat ctia axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]Jamino}axetic. Theo
cac phuong an nhét dinh, hop chét dugc ding trong duoc pham nhu duge mo ta ¢ muc
5.3.

Theo cac phuong an nhat dinh, bénh than man tinh 1a bénh thdn man tinh giai
doan 3, 4 hodc 5. Theo cdc phuong an nay, bénh than man tinh la bénh than man tinh
thAm tach so bd. Theo cic phuong 4n ndy, bénh than man tinh la bénh thn man tinh
phu thude khong thdm tach. Theo cac phuong an nhét dinh, bénh nhan chua tung dugc
didu tri bénh thidu mau, vi du nhu bénh thiéu mau tht phat do bénh thin man tinh.
Theo cac phuong an nhéat dinh, bénh nhan da duoc didu tri bénh thiéu mau trude do, vi
du nhu bénh thiu mau thu phat do bénh thdn man tinh.

Theo cac phuong an nhat dinh, sdng ché dé cap dén dugc pham dang liéu ding
theo duong miéng dé diéu tri bénh thiéu mau & déi tuong nhu dugc md t& & muc 5.4,
nhu bénh thiéu mau thir phat do bénh thdn man tinh phu thudc khong thdm tach, duoc
pham nay chta hop chit 1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc mudi duoc dung, solvat hodc hydrat cua no. trong do
duoc phdm nay thich hgp dung hang ngay; bénh nhan dugc do lugng huyét sic t6 sau
khi st dung lidu hang ngay cia hop chét rdi do lai sau mot khoang thoi gian, trong do
néu lugng huyét sic t& & bénh nhan ndm trong khoang tr 11,0 dén 12,2 g/dL va lugng
huyét sic td tang 1én khoang 1,5 g/dL so v6i lugng dugc do & khoang thoi gian trude
do; hoic néu luong huyét sic t cua bénh nhan nam trong khoang tur 12,3 dén 12,9
go/dL va lugng huyét sic td tang lén tir khoang 1,0 dén khoang 1,4 g/dL so véi lugng
duoc do ¢ khoang thoi gian trude do; hodc néu lugng huyét sic td & bénh nhan nam

trong khoang tur 12,3 dén khoang 12,9 g/dL va lugng huyét sic té tang 1én khodng 1,5
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g/dL so v6i lugng duge do ¢ khoang thoi gian truge do; thi liéu hang ngay cta hop
chit dugc didu chinh gidm khoang 300 mg so voi lidu hang ngay ban diu. Theo céc
phuong an nhét dinh, lidu hang ngay cta hop chét 1a khoang 450 mg. Theo cic phuong

4n nhét dinh, hop chit duogc dung trong dugc phém nhu dugc md td & muc 5.3.
5.6. Céc bénh lién quan dén su didu bién HIF prolyl hydroxylaza

Duoc phém theo sang ché duge md ta & muc 5.3 ¢o thé duogc st dung dé diéu tri
va/hodc ngin ngua va/hodc kiém soat & bénh nhan, vi du, nhu dugc md ta & muc 5.4,
khong ké nhitng céi khéac, bénh mach ngoai vi (PVD); bénh dong mach vanh (CAD);
suy tim; ching thiéu mau cuc bd, bénh thiéu mau; dang lanh vét thuong; viém loé€t;
viem loét do thiéu méau cuc bd; khong bd sung di mau; luu thong mao mach kém; xo
vita dong mach nho; U tinh mach; tdn thuong xo vita dong mach (vi du, dong mach
vanh); viém hong; nhdi mau co tim; tiéu dudng; ting huyét 4p; bénh Buerger; bénh
lién quan dén luong VEGF, GAPDH, va/hodc EPO bat thuong; bénh Crohn’s; viém
loét dai trang; bénh vay nén; bénh u hat; viém khép dang thép; bénh u mach; bénh
viém mach Osler-Weber; bénh gidn mao mach di truyén Xuét huyét; bénh u ran hodc
sinh mau va hoi ching suy gidm mién dich méc phai; rdi loan nhip tAm nh; ton
thuong mo do thiéu mau cuc bo nhu: md tim, nhu 1a mo than kinh, co xuong, co tim
va tAm that; vi du nhu tu tiéu ndo, cac co quan ndi tang, nhu la da day, rudt, tuy, gan,
14 lach va phdi; va cac phan phu ngoai bién nhu 1a ngén tay va ngén chan. Cu thé, sdng
ché dé xudt duoc phim dang liéu ding theo duong miéng dé diéu tri va/hodc ngin
nglra va/hodc kiém soat, khong ké nhirng cai khac, bénh mach ngoai vi (PVD); bénh
dong mach vanh (CAD); suy tim; ching thiéu méau cuc bo, bénh thiéu mau; dang lanh
vét thuong; viém loét; viém loét do thiéu mau cuc bd; khong bd sung du mdu; luu
thong mao mach kém; xo vita dong mach nhd; @ tinh mach; ton thuong xo vlra dong
mach (vi du, ddong mach vanh); viém hong; nhdi mau co tim; tiéu duodng; tdng huyét
ap; bénh Buerger; bénh lién quan dén luong VEGF, GAPDH, va/hodc EPO bét
thuong; bénh Crohn’s; viém loét dai trang; bénh vay nén; bénh u hat; viém khép dang
thép; bénh u mach; bénh viém mach Osler-Weber; bénh gian mao mach di truyén Xuét
huyét; bénh u ran hodc sinh mau va hdi chimg suy giam mién dich méc phai; roi loan
nhip tdm nhf; ton thuong mo do thiéu méau cuc bo nhu: mo tim, nhu 1a md than kinh,

co xuong, co tim va tAm théat; vi du nhu tr ti€u ndo, cdc co quan ndi tang, nhu la da
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day, rudt, tuy, gan, la lach va phéi; va cac phén phu ngoai bién nhu la cac ngon tay va
ngén chan, trong d6 phuong phap bao gdm budc cho bénh nhan dung mot lugng co tac
dung duoc ly chét e chét ac ché HIF prolyl hydroxylaza hodc chit &n dinh HIF-alpha
trong duoc phém theo sang ché duoc md ta & muc 5.3, trong do lugng co tac dung vé
mit duoc ly thich hgp 1am giam mirc 4o hodc tAn suAt cda it nhat mot triéu chimg cua
cac bénh nay, déng thoi:

a) khoi phuc hodc duy tri chu ky ngay dém cta luong EPO trong huyét thanh;

I'e
A

b) lam ting kha nang lién két sét tong so;

¢) lam tang kha ning lién két sit tong sb ma khong lam tang dang ké lugng sit
tdng sb; va’hoic

d) khéng lam gidm dang ké lugng hepxidin.

Bénh PVD xo vita c6 thé biéu hién theo ba hudng:

1) PVB khong tri¢u chimg dugc chdn doan trén co sé xét nghiém khong xam
l4n (thuong 1a kiém tra vat 1y);

2) Chung khép khénh gidn cach véi cac tri¢u ching dau chan khi vdn dong; va

3) Chimng thiéu mau cuc b chi nghiém trong cuing véi triéu ching dau chéan luc
nghi ngoi va céc thay d6i thiéu mau cuc b de doa dén chan tay (thuong la céc vét loét
& da bi nhiém trung hodc khong dugce chita tri).

Séng ché cling d& cap dén phuong phap diéu hoa luu luong méu, vén chuyén
oxy va/hodc st dung nang lugng trong cac md thiéu mau cuc bo, trong d6 cdc phuong
phap cé thé bao gdm budc cho ngudi bénh dung mot lugng ¢6 tac dung hop chét hodc
mudi duoc dung hodc chit hd bién cua né theo sang ché.

Duoc phém dugc md ta & muc 5.3 ¢ thé dem lai mot sb loi ich diéu tri va giai
quyét mot s6 nhu cdu y té chua dugc dap tng, khong ké nhiing cai khac, bao gbm:

1) Tao ra ché phdm c6 tac dung nhu chét e ché HIF prolyl hydroxylaza, nho
d6 kich thich phan Gng tao mach méu trong mo ctia ngudi, qua do hinh thanh phuong
phép tang luu luong mdu, van chuyén oxy va stt dung ndng lugng trong cdc md thiéu
mau cuc bd;

2) Tao ra ché phim c6 tac dung nhu chét e ché HIF prolyl hydroxylaza protein
nguoi, va nho do lam tang ndng d6 HIF-1-alpha dan dén kich hoat va duy tri nhidu con
dudng sinh hoc ma la phan Gng binh thudng dbi voi su giam oxy-huyét t& bao;

3) Tao ra ché pham co tac dung kich thich phan mg EPO trong té bao va do do
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cang ¢b viéc duy tri cac té bao hdng cau bang cach kiém soat su ting sinh va biét hoa
ciia céc té bao tién hong ciu trd thanh cac té bao hdng cau;

4) Tao ra ché phém ¢6 tac dung kich thich phan tng tao mach mau va nho do
lam tang s6 lwong va mit dd mach mau va qua d6 lam giam cdc tac dong co hai cua
bénh tang huyét ap va tiéu dudong, khong ké nhiing cai khac, bao gdm chimg khép
khénh, viem loét do thiéu mau cuc bo, ting huyét 4p nhanh, va suy thén;

5) Tao ra ché phdm kich hoat sy phién ma gen yéu t6 tang trudng ndi mo
(Vascular Endothelial Growth Factor - VEGF)) trong cac té bao thiéu oxy, do do ting
cuong sy kich thich dén céc phan g sinh hoc quan trong, khong ké nhiing cdi khac,
bao gélll, gidn mach, thAm thanh mach, va ting sinh va di cu t& bao ndi mo.

6) Tao ra ché phém cam Ung sy tao VEGF hoa tan, chat tre ché VEGF, trong
cac té bao thiéu oxy, do d6 lam tang sy kich thich dén céac phan Gng sinh hoc quan
trong, khong ké nhiing cai khéc, cac hoat tinh chdng tao mach.

Do d6, cac nhu cdu y té chua dugc dép Gng nay va khac dugc giai quyét bang
chét tc ché HIF prolyl hydroxylaza theo sang ché, chat nay c6 thé diéu hoa luu luong
mau, van chuyén oxy va st dung nang luong trong cidc mo thiéu mau cuc bd do su
diéu hoa HIF prolyl hydroxylaza kém. Nguoi ¢6 hiéu biét trung binh trong linh vuc
nay cling s€ nhéin ra rang su wc ché cua enzym HIF-1-alpha prolyl hydroxylaza s€ tao
ra céc tac dung y té c6 loi khic 1én mo nguoi va lam gidm bot céc tricu chirng va tinh
trang bénh ngoai cac triéu chimg hodc tinh trang bénh da duoc chi ra cu thé trong ban
mo ta nay. Tuy nhién, bdi vi cdc chi tiét cu thé s& phat sinh lién quan dén bénh va cic
tinh trang lién quan dén qua trinh tao mach, cho nén dugc pham ciing s& c6 tac dung
¢6 loi ddi véi cac tinh trang chua dugc boc 10 hodc chua dugc biét dén nay, duoc
pham kich thich co thé phan mg lai tinh trang giam oxy-huyét va cdc tinh trang oxy
mau thip khac.

Theo cac phuong an nhét dinh, sang ché dé xuét duoc pham dang lidu dung
theo duong miéng diéu tri hodc ngin ngira bénh hodc roi loan ¢6 thé duoc cai thién
bang cach diéu bién HIF prolyl hydroxylaza, dugc phiam nay chra mdt lugng c6 tac
dung hop chit c6 cAu trac Cong thire (I), Cong thuc (II), Cong thie (I1I), Cong thuc
(IV), hodac Cdng thure (V), hodc hop chét duoc chon tr nhom bao gém hop chét 1, hop
chét 2, hop chét 3, hop chit 4, hop chét 3, hop chét 6, hop chit 7, hop chit 8, hop chét
9, hop chét 10, hop chét 11, hop chit 12, hop chit 13, Chét chuyén hoa 1, hoic Chét
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chuyén hoa 2 hoic mudi dugc dung, solvat hodc hydrat ctia nd (cu thé 1a, axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic theo dugc phim va lidu va/hodc phac do lidu duge mo ta
& muc 5.3 va muc 5.7. Theo cdc phuong an nhét dinh, hop chit duoc dung tir mot dén
ba, nhu mét, hai, ba hodc bdn 14n trong khoang thoi gian 24 gid. Theo cac phuong an
nhét dinh, sang ché dé xuét dugc phdm dang lidu dung theo dudng miéng dé diéu tri
hodc ngidn ngura bénh do su didu bién HIF prolyl hydroxylaza bao gdm budc cho bénh
nhan méc bénh hodc réi loan do su diéu bién HIF prolyl hydroxylaza dung mot luong
tac dung cua axit {[5-(3—clophenyl)-3—hydroxypyridin-2-cacbonyl]amino}axetic ngay
mot 1an. Theo cic phuong an nhét dinh, liéu hang ngay 1a khoang 150 mg, khoang 300
mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic trong duoc pham nhu duge md ta & muc 5.3.
Theo cac phuong an nhit dinh, sang ché dé xudt dugc pham dang lidu dung theo
dudng miéng dé diéu tri hodc ngin ngtra bénh do su diéu bién HIF prolyl hydroxylaza,
dugc phidm nay chira mot luong cé tdc dung cua axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic, trong d6 dugc phdm nay thich hop dung ngay mot lan.
Theo cac phuong an nhit dinh, liéu hang ngay la khoang 150 mg, khoang 300 mg,
khoang 450 mg, khoang 600 mg hodc khoing 750 mg axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic trong dugc phim nhu dugc md ta & muyc 5.3. Theo cic
phuong &n nay, lidu hang ngay 1a khodng 150 mg, khoang 300 mg, khoang 450 mg,
khoang 600 mg. Cac liéu hang ngay nay c6 thé dugc dung theo dudng miéng, mot 1n,
hai 1an hodc ba 1an mot ngay, t6t hon 1a mot 1an mot ngay.

Theo cac phuong an nhét dinh, sang ché @ xudt dugc phdm dang liéu dung
theo duong miéng dé diéu tri hodc ngin nglra bénh hodc roi loan & bénh nhéan, vi du
nhu dugec mo td & muc 5.4, co thé duoc cai thién béng cach e ché HIF prolyl
hydroxylaza (PHD1, PHD2 va/hodc PHD3), dugc pham nay chira mdt lugng co tac
dung cia hop chit ¢o cu tric Cong thic (I), Cong thire (II), Cong thire (1), Cong
thite (IV), hodac Cong thire (V), hodc hop chit dugc chon tir nhém bao gém tor hop chit
1, hop chit 2, hop chét 3, hop chét 4, hop chét 3, hop chit 6, hop chit 7, hop chét 8,
hop chit 9, hop chit 10, hop chit 11, hop chét 12, hop chit 13, Chét chuyén hoa 1,
hodc Chét chuyén hoa 2 hodc mubi dugce dung, solvat hodc hydrat caa nd (cu thé 1a,

axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic hodc axit 2-(5-(3-
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flophenyl)-3-hydroxypicolinamido)axetic theo duoc phim va lidu va/hodc phac do liéu
duge mo ta & muc 5.3 va myc 5.7. Theo cdc phuong an nay, liéu hang ngay la khoang
150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino } axetic. Theo cac phuong én
nay, liéu hang ngay khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg
hoidc khoang 750 mg axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac
phuong an nay, lidu hang ngay la khoang 150 mg, khodng 300 mg, khoang 450 mg
hodc khoang 600 mg. Liéu hang ngay nay co thé duoc dung theo dudng miéng, mot
lan, hai lan hoic ba lan mot ngay, tdt hon [a mot lan mdt ngay. Theo céac phuong 4n
nay, sang ché dé xudt duoc phdm dang lidu ding theo duong miéng dé diéu tri hoic
ngin ngua bénh hodc 61 loan ¢ thé dugc cai thién béng cach tre ché PHDI, duoc
phim chira mot lugng c6 tac dung axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic theo dugc phim va lidu va/hoiic phac dd lidu duge md ta trong
muc 5.3 va muc 5.7. Theo cic phuong 4n nay, sang ché dé xut duoc phim dang liéu
dung theo dudong miéng dé diéu tri hodc ngin ngra bénh hodc rdi loan c6 thé duge cai
thién bang cach trc ché PHD1, dugc phdm ndy chita mot luong c6 tac dung axit 2-(5-
(3-flophenyl)-3-hydroxypicolinamido)axetic theo dugc phdm va lidu va/hodc phéc do
lidu duoc md ta trong muc 5.3 va muc 5.7. Theo cdc phuong én nay, sang ché dé xudt
duoc pham dang liéu dung theo dudng miéng dé diéu tri hodc ngin nglra bénh hodc rdi
loan co thé duoc cai thién béng cach tc ché PHD2, duoc phém nay chira mot lugng ¢d
tac dung axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic theo duoc
phédm va liéu va/hodc phéc dd liéu duge mo ta trong muc 5.3 va muc 5.7. Theo cic
phuong an nay, sang ché dé xuit dugc phim dang liéu ding theo dudng miéng dé didu
tri hodc ngédn ngura bénh hodc roi loan ¢ thé duoc cai thién bé‘mg cach e ché PHD2,
duoc phdm nay chtta mt lugng co6 tic dung axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic theo dugc phdm va liéu vi/hodc phéc dd lidu duoc md ta
trong muc 5.3 va muc 5.7. Theo cdc phuong dn nay, sang ché d& xudt dugc phim dang
liéu dung theo dudng miéng dé diéu tri hodc ngin nglra bénh hodc rdi loan c6 thé duoc
cai thién béng cach we ché PHD3, duoc phém nay chira mdt luong co6 tac dung axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino jaxetic theo duoc phidm va liéu
va/hodc phac dd lidu duoc md ta trong muc 5.3 va muc 5.7. Theo cdc phuong én nay,

sang ché dé xuit dugc pham dang liéu ding theo dudng mi¢ng d¢ dicu tri hodc ngan
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nga bénh hoac rdi loan ¢6 thé duge cai thién bang cach trc ché PHD3, dugc pham nay
chira mot luong ¢6 tac dung axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic
theo duogc phém va lidu va/hodc phac dd lidu duoc md ta trong muc 5.3 va muc 5.7.
Theo cac phuong an nhét dinh, sang ché dé xuéit dugc pham dang liéu dung
theo duong miéng dé diéu tri hodc ngin nglra bénh hodc roi loan ¢ bénh nhan, vi du
nhu duoc mé ta & muc 5.4, ¢6 thé dugc cai thién bang cach on dinh HIF-alpha (HIF-1-
alpha, HIF-2-alpha va/hodc HIF-3-alpha), dugc phém nay chira mot lugng ¢o tac dung
hop chét ¢6 cdu triic Cong thie (I), Cong thire (I1), Cong thie (1), Cong thirc (IV),
hodc Cong thtc (V), hodc hop chét duoc chon tir nhdém bao g6m hop chit 1, hop chit
2, hop chét 3, hop chét 4, hop chét 5, hop chét 6, hop chét 7, hop chét 8, hop chét 9,
hop chit 10, hop chit 11, hop chdt 12, hop chit 13, Chat chuyén hoa 1, hojc Chit
chuyén héa 2 hodc mudi duoc dung, solvat hodc hydrat ctia nd (cu thé 1a, axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic theo dugc phim va lidu va/hoic phic do lidu duge mo ta
& muc 5.3 va muc 5.7. Theo cac phuong an nay, lidu hang ngay la khoang 150 mg,
khoang 300 mg, khodng 450 mg, khoang 600 mg hoac khoang 750 mg axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic. Theo cac phuong an nay, liéu
hang ngay khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khodng 600 mg.
Theo cac phuong an nay, lidu hang ngay khoang 150 mg, khoang 300 mg, khodng 450
mg, khoiang 600 mg hodc Kkhoang 750 mg axit  2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong an nay, liéu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Liéu hang ngay nay c6 thé
duoc dung theo duong miéng, mot lan, hai lan hodc ba lan mot ngay, &t hon 1a mot
lAn mot ngay. Theo cdc phuong an nay, sing ché dé xudt duge phim dang lidu ding
theo dudng miéng dé diéu tri hodc ngin nglra bénh hodc r6i loan c6 thé duge cai thién
bing cach 6n dinh HIF-1-alpha, dugc phdm nay chra mot luong c6 tic dung cla axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonylJamino}axetic theo dugc phdm va liéu
va/hodc phac dd liéu dugc mo ta trong muc 5.3 va muc 5.7. Theo cdc phuong an nay,
sang ché dé xudt duoc phim dang lidu dung theo duong miéng dé diéu tri hodc ngin
ngura bénh hodc rdi loan co thé dugc cai thién béng cach 6n dinh HIF-1-alpha, dugc
phdm nday chtta mdt lugng c6 tdc dung axit 2-(5-(3-flophenyl)-3-

hydroxypicolinamido)axetic theo duoc pham va licu va/hodc phac do liéu duge mo ta
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trong muc 5.3 va myc 5.7. Theo cdc phuong 4n nay, sang ché d& xuét duoc phdm dang
lidu dung theo dudng miéng dé diéu tri hodc ngin ngira bénh hodc roi loan ¢6 thé duoc
cai thién bang cach 6n dinh HIF-2-alpha, dugc pham nay chira mot luong co tac dung
axit {[5—(3—clophenyl)-3-hydroxypyridin—2-cacbonyl]amino}axetic theo dugc pham va
lidu va/hodc phac do lidu dugc md ta trong muc 5.3 va muc 5.7. Theo céc phuong an
nay, sang ché d& xudt dugc phim dang lidu dung theo duong miéng dé diéu tri hoic
ngin ngura bénh hodc rdi loan ¢6 thé duoc cai thién béng cach én dinh HIF-2-alpha,
duoc phdm nay chea mot luong c¢6 tic dung axit 2-(5-(3-tlophenyl)-3-
hydroxypicolinamido)axetic theo dugc pham va lidu va/hodc phac do lidu duoc mo ta
trong muc 5.3 va muc 5.7.

Theo cac phuong an nay, sing ché dé xuét dugc phim dang lidu dung theo
duong miéng dé diéu tri hodc ngin ngira bénh hodc rdi loan & bénh nhan, vi du nhu
duoc mo tad & muc 5.4, ma co thé duoc cai thién bé.ng cach én dinh HIF-3-alpha, dugc
phidm nay chia mot lugng c6 tic dung axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino }axetic theo dugc phim va lidu va/hodic phac do liu dugc md ta trong
muc 5.3 va muc 5.7. Theo cac phuong an nay, sang ché d& xuit duoc pham dang liéu
dung theo duong miéng dé diéu tri hoic ngin ngira bénh hodc roi loan co thé duoc cai
thién bz“mg cach 6n dinh HIF-3-alpha, dugc phém nay chira mot luong co tac dung axit
2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic theo dugc phim va liu va/hoic
phac dd liéu duoc mo ta trong muc 5.3 va muc 5.7.

Theo cac phuong an nhét dinh, sing ché d& xudt duge pham dang lidu ding
theo duong miéng dé diéu tri hodc ngin nglra bénh hodc tinh trang li€n quan dén su
giam san sinh erythropoietin (EPO) ndi sinh ¢ bénh nhan, vi du nhu duoc mo ta & muc
5.4, duoc phém nay chua mot luong hop chit ¢6 céu trac Cong thice (I), Cong thic
(I), Cong thtre (II1), Cong thire (IV), hodc Cong thae (V), hoac hop chét duoc chon tr
nhom bao gém hop chit 1, hop chét 2, hop chét 3, hop chit 4, hop chit 5, hop chit 6,
hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11, hop chit 12, hop chét 13,
Chét chuyén hoa 1, hodc Chét chuyén hda 2 hodc mubi duoc dung, solvat hodc hydrat
cia no (cu thé 1, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino} axetic
hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic theo dugc phim va lidu
va/hodc phac do liéu duge md ta ¢ muc 5.3 va 5.7. Theo cdc phuong dn nay, liéu hang

ngdy la khoang 150 mg, khoang 300 mg, khodng 450 mg, khoang 600 mg hodc khoang
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750 mg axit {[5-(3-clophenyl)-3-hydroxypyridin—2-cacbonyl]amino}axetic. Theo cac
phuong 4n nay, lidu hang ngay khodng 150 mg, khoing 300 mg, khoang 450 mg,
khoang 600 mg hodac khoiang 750 mg axit  2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong an nay, liéu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Lidu hang ngdy nay co thé
duoc dung theo duong miéng, mot 14n, hai 14n hodc ba lan mot ngay, t6t hon 1a mot
14n mot ngay.

Theo cac phuong an nhét dinh, sang ché dé xudt duoc pham dang lidu dung
theo duong miéng dé diéu tri hodc ngin ngira bénh thiéu mau (vi du, bénh thiéu mau
thar phat do hodc li€én quan dén bénh than man tinh, bénh thiéu mau tht phat do bénh
tim man tinh, bénh thiéu mau tu phat do tudi gia, bénh thiéu méau do ciac bénh man
tinh, hoi chung rbi loan sinh tiy, chimg xo hda tiy xuong, cac bénh thiéu méu bit san
ho#ic loan san khéac, bénh thiéu mau do hoa tri liéu (bao g6m hoa tri li¢u dé diéu tri
bénh ung thu, bénh viém gan C, hodc li¢u phap thuéc man tinh lam gidm su tao tiy
xuong), bénh thiéu mau do mit mau, bénh thidu mau do thiéu sét, bénh thiéu méu do
thiéu vitamin B12, bénh lléng cAu hinh ludi 1iém hodc bénh tan méu b4m sinh), dugc
pham nay chira mot lugng c6 tac dung hop chét ¢o céu truc Cong thire (1), Cong thirc
(I1), Cong thire (11T), Cong thue (IV), hodc Cong thirc (V), hodc hop chat duge chon t
nhém bao gém hop chit 1, hop chét 2, hop chét 3, hop chét 4, hop chit 3, hop chét 6,
hop chit 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11, hop chat 12, hop chit 13,
Chét chuyén hoa 1, hodc Chit chuyén hda 2 hoac mudi dugc dung, solvat hodc hydrat
ciia nod (cu thé 13, axit 5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino } axetic
hodic axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) theo dugc phim va lidu
va/hoac phac dd lidu dugc md td & muc 5.3 va muc 5.7. Theo cdc phuong an nhét dinh,
sang ché dé xuat duoc phdm dang liéu dung theo duong miéng dé diéu tri bénh thiéu
méu, nhu bénh thiéu mau tht phat do bénh than man tinh duoc phém nay chira mot
lugng cé tac dung axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyljamino jaxetic
Theo cac phuong an nhit dinh, sang ché dé xudt duoc phim dang lidu dé diéu tri bénh
thiéu mau, nhu bénh thiéu mau th phat do bénh thin man tinh, dugc phém nay chta
mdt luong ¢d tac dung axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo
cac phuong an nhét dinh, sdng ché d& xuit dugc phim dang lidu dé dilu tri bénh thiéu

mau, nhu bénh thiéu mau thr phat do bénh thdn man tinh phu thudc khong tham tach,
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dugc phdm nay chta mot lugng c6 tic dung axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong &n nay, lidu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic. Theo cdc phuong 4n nay, lidu
hang ngay khoang 150 mg, khodng 300 mg, khodng 450 mg, khodng 600 mg hoac
khoang 750 mg axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cdac
phuong 4n nay, liéu hang ngay la khoang 150 mg, khoang 300 mg, khoing 450 mg
hoic khoang 600 mg. Lidu hang ngiy ndy co thé duoc dung theo duong miéng, mot
1an, hai 1an hodc ba 1an mot ngay, t&t hon 1a mot 1an mot ngay.

Theo cac phuong an nhét dinh, sang ché d& xuit dugc pham dang lidu dung
theo dudng miéng dé didu tri hodc ngan ngira bénh thiéu mau thr phat do bénh than
man tinh (CKD), bao g6111 bénh CKD phu thudc khong thdm tach, & bénh nhéan, vi du
nhu duoc md ta & muc 5.4, dugc pham nay chira mot luong co tac dung hop chat c6
ciu truc Cong thuce (I), Cong thue (II), Cong thie (III), Cong thire (IV), hodc Cong
thure (V), hodc hop chit dugc chon tir nhém bao g@)ln hop chit 1, hop chét 2, hop chat
3, hop chét 4, hop chét 5, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10,
hop chéit 11, hop chit 12, hop chit 13, Chét chuyén héa 1, hodc Chét chuyén hoa 2
hodc mudi duoc dung, solvat hodc hydrat cia né (cu thé 13, axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hoac axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic theo dugc pham va liéu va/hodc phac dd lidu duge mo ta
& muc 5.3 va muc 5.7. Theo cic phuong an nay, liéu hang ngay 13 khoang 150 mg,
khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic. Theo cic phuong 4n nay, liéu
hang ngay khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc
khoang 750 mg axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo céc
phuong 4n nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg
hoic khoang 600 mg. Liéu hang ngay nay c6 thé duoc dung theo dudng miéng, mot
1an, hai 14n hodc ba lan mdt ngay, tot hon 1a mot 1dn mot ngay. Theo cac phuong 4n
nhat dinh, liéu hang ngay duoc ding mét 1dn mot ngay. Theo cic phuong an nhit dinh,
CKD la bénh than man tinh giai doan 1,2,3, 4, hodc 5. Theo cdc phuong an nhu vay,
CKD la bénh than man tinh giai doan 3, 4 hoac 5. Theo céc phuong an nhét dinh, CKD

la bénh thidn man tinh giai doan 1. Theo cic phuong 4n nhét dinh, CKD Ia bénh than
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man tinh giai doan 2. Theo cdc phuong an nhét dinh, CKD la bénh than man tinh giai
doan 3. Theo cdc phuong an nhét dinh, CKD 12 bénh than man tinh giai doan 4. Theo
cac phuong an nhét dinh, CKD 14 bénh than man tinh giai doan 5. Theo cac phuong n
nhit dinh, bénh thin man tinh 1a bénh thdn man tinh thAm tach so bd. Theo cac
phuong an nhét dinh, bénh nhéan 1a ngudi phai thdm tach mau va nhitng bénh nhan nay
6 thé duge dé cap dén 12 mic bénh than giai doan cudi (ESRD). Theo cac phuong 4dn
nay, bénh thiéu méu, nhu bénh thiéu méau tht phat do CKD hoac ESRD ¢6 thé chiu
duoc viée diéu tri voi chét kich thich sy tao héng clu, bao gém san phém rhEPO, vi
du, epoetin alpha, epoetin beta, darbepoetin hodc peginesatit. Theo cac phuong an nhét
dinh, bénh nhan da duoc diéu tri bénh thiéu mau trude do, trong khi theo cac phuong
an khéc, bénh nhan chua ting dugc diéu tri bénh thiéu mau.

Theo céc phuong 4n nhit dinh, sang ché dé xuit duoc phidm dang liéu dung
theo dudng miéng dé diéu tri hodc ngin nglra bénh hodc rdi loan lién quan dén su tao
mach & bénh nhan, vi du nhu dugc mo tad & muc 5.4, duoc phém nay chira mot luong
¢6 tac dung hop chét c¢6 cdu trac Cong thire (I), Cong thie (IT), Cong thirc (I1I), Cong
thirc (IV), hoac Cdng thiic (V), hodc hop chit duoc chon tir nhém bao gém hop chét 1,
hop chét 2, hop chét 3, hop chét 4, hop chét 5, hop chét 6, hop chét 7, hop chét g, hop
chit 9, hop chéat 10, hop chit 11, hop chét 12, hop chit 13, Chét chuyén hoa 1, hodc
Chit chuyén hoa 2 hodc mudi duoc dung, solvat hodc hydrat cta né (cu thé 13, axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic theo dugc phém va liéu va/hodc phéac do lidu
duoc mo6 ta & muc 5.3 va muc 5.7. Theo cac phuong an nhét dinh, sang ché d& xuét
duoc phém dang lidu dung theo duong miéng dé diéu hoa sy tao mach, duogc ph?im nay
chta mot luong c¢6 tic dung axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino }axetic. Theo cdc phuong an nhit dinh, sang ché dé& xuit duoc pham
dang lidu dung theo dudong miéng dé diéu hoa su tao mach, duoc phém nay chira mot
lugng ¢6 tac dung axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac
phuong 4n nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khodng 450 mg,
khodng 600 mg hodc khoang 750 mg axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino }axetic. Theo cac phuong 4n nay, liéu hang ngay khoiang 150 mg,
khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khodng 750 mg axit 2-(5-(3-

flophenyl)-3-hydroxypicolinamido)axetic. Theo cidc phuong an nay, lidu hang ngay la
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khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Liéu hang
ngay nay co thé dugc dung theo duong miéng, mot 1an, hai 14n hodic ba lan mdt ngay,
t5t hon 12 mot 1an mot ngay.

Theo céc phuong an nhit dinh, sang ché dé xuat duogc phdm dang liéu dung
theo dudng miéng dé diéu tri hodc ngin ngira bénh hoic r6i loan bi tac dong boi luong
VEGF hodc GAPDH & bénh nhan, vi du, nhu dugc md ta & muc 5.4, dugc phém nay
chtra mot lugng c6 tac dung hop chét ¢ cu triic Cong thirc (I), Cong thie (II), Cong
thue (I11), Cong thire (IV), hodc Cong thirc (V), hodc hop chit dugc chon tir nhém bao
gém hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chit 53, hop chét 6, hop chét 7,
hop chét 8, hop chét 9, hop chit 10, hop chat 11, hop chét 12, hop chit 13, Chét
chuyén héa 1, hodc Chét chuyén hda 2 hoac mudi duoc dung, solvat hodc hydrat cua
n6 (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hogc
axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic theo duoc phim va lidu va/hoic
phac d6 lidu dugc mod td & myc 5.3 va muc 5.7. Theo cic phuong én nay, liéu hang
ngay la khodng 150 mg, khoang 300 mg, khodng 450 mg, khoang 600 mg hodc khoang
750 mg axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic. Theo cac
phuong an nay, lidu hang ngay khoang 150 mg, khoang 300 mg, khoang 450 mg,
khoang 600 mg hodc khoang 750 mg axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cdc phuong 4n nay, lidu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Liéu hang ngay nay co thé
dugc dung theo dudong miéng, mot l4n, hai 14n hoic ba lan mot ngay, tdt hon 1a mot
1an mot ngay.

Theo cdc phuong 4n nhat dinh, sing ché dé xuét dugc phim dang liéu dung
theo duong miéng dé thuc diy su lanh viét thuong, dugc phdm nay thich hgp dung cho
bénh nhén, vi du nhu dugc mo td & muc 5.3, ma co vét thuong, trong dé dugc phém
nay chtra mdt lugng cé tac dung hop chét c6 céu trac Cong thic (I), Cong thire (ID),
Cong thae (IIT), Cong thire (IV), hodc Cong thirc (V), hodc hop chit dugce chon tir
nhém bao gdm hop chét 1, hop chét 2, hop chit 3, hop chit 4, hop chét 5, hop chét 6,
hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chét 11, hop chét 12, hop chét 13,
Chit chuyén hoa 1, hoic Chét chuyén hoa 2 hodc mudi dugc dung, solvat hodc hydrat
clia né (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic

hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic theo dugc phim va liéu
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va/hodc phac dd liéu dugc mo ta & muc 5.3 va muc 5.7. Theo cdc phuong én nay, lidu
hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc
khoang 750 mg axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic.
Theo céc phuong an nay, liéu hang ngay khoang 150 mg, khoang 300 mg, khoang 450
mg, khoing 600 mg hodc khoang 750 mg axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic. Theo cidc phuong an nay, lidu hang ngay la khoang 150
mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Liéu hang ngay nay c6 thé
duoc dung theo duong miéng, mot 14n, hai 1an hoic ba 1an mot ngay, tdt hon 1a mot
lan mot ngay.

Theo cac phuong 4n nhét dinh, sang ché dé xuit dugc phim dang lidu dung
theo duong miéng aé tang cudng sy tai tao mach, & mo bi tén thuong hodc lam tang su
tao mach & bénh nhén, vi du nhu dugc md ta & muc 5.4, duoc phém nay chra mot
luong ¢6 tac dung hop chat cé c4u triic Cong thic (I), Cong thire (1), Cong thire (I11),
Cong thue (IV), hodc Cong thie (V), hodc hgp chit duoc chon tir nhom bao géxn hop
chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 5, hop chét 6, hop chit 7, hop chét
8, hop chit 9, hop chét 10, hop chat 11, hop chét 12, hop chit 13, Chét chuyén héa 1,
hodic Chét chuyén héa 2 hodc mudi duge dung, solvat hodc hydrat ctia n6 (cu thé 1a,
axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic theo dugc phdm va lidu va/hodc phac do lidu
dugc md td & muc 5.3 va muc 5.7. Theo cac phuong an nhét dinh, sdng ché dé xuét
duoc phém dang lidu dung theo dudng miéng dé tao mach md bi thiéu mau cuc bo,
duoc phdm nay chia mot lugng c6 tac dung axit 5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetié theo liéu va/hodc phac dd lidu dugec mo ta trong ban mo ta nay.
Theo cac phuong an nhét dinh, sing ché dé xuit duoc pham dang liéu ding theo
duong miéng dé tao mach mo bi thiéu mau cuc bd, dugc phém nay chira mot luong ¢o
taic dung axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic theo dugc phim va
lidu va/hodc phac d6 lidu dugc mé ta trong & muc 5.3 va muc 5.7. Theo céc phuong dn
nay, liéu hang ngay la khoang 150 mg, khoang 300 mg, khoéng 450 mg, khoang 600
mg hodc  khoang 750 mg axit  {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic. Theo cac phuong an nay, lidu hang ngay khoang 150 mg,
khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit 2-(5-(3-

flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong an nay, lidu hang ngay la
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khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khoing 600 mg. Liéu hang
ngay nay co thé duoc dung theo duong miéng, mot 1an, hai 14n hodc ba 1an mot ngay,
t5t hon 1a mot 1an mot ngay.

Theo cac phuong an nhit dinh, sang ché dé xudt duge phdm dang lidu dung
theo dudong miéng dé thiic diy su ting truéng phan da ghép, trong d6 dugc pham nay
thich hop dung cho bénh nhan c6 ghép da, vi du nhu dugc mo td & muc 5.4, trong do
duoc phdm nay chira mot lugng c6 tac dung hop chét c6 cdu tric Cong thie (I), Cong
thire (1), Cong thtc (1), Cong thire (IV), hodc Cong thuc (V), hodc hop chét duoc
chon tr nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop
chét 6, hop chit 7, hop chit 8, hop chét 9, hop chét 10, hop chét 11, hop chét 12, hop
chit 13, Chét chuyén héa 1 hodc Cht chuyén héa 2 hoic mudi duge dung, solvat hodc
hydrat cua n6 (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic
theo dugc phém va liéu va/hoic phac dd liéu dugc mo ta & muc 5.3 va muc 5.7. Theo
cac phuong an nay, liéu hang ngay la khoang 150 mg, khoang 300 mg, khoang 450
mg, khoang 600 mg hodc khoang 750 mg axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic. Theo cac phuong an nay, lidu hang ngay khoang 150 mg,
khoang 300 mg, khoang 450 mg, khoang 600 mg hodc khoang 750 mg axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic. Theo cac phuong an nay, lidu hang ngay la
khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg. Liéu hang
ngay nay co thé dugc dung theo dudng miéng, mot 1an, hai 14n hodc ba lin mot ngay,
tdt hon 1a mot 1an mot ngay.

Theo cac phuong 4n nhat dinh, sing ché @ xudt duge phdm dang liéu dung
theo dudng miéng dé thic ddy su hdi phuc mo trong pham vi tai tao md dugc didu
khién (guided tissue regeneration - GTR), trong d6 dugc pham nay thich hop ding cho
bénh nhan, vi du nhu dugc mo ta & muc 5.4, trong d6 dugc phém nay chira mot luong
c6 tac dung hop chét c6 cau tric Cong thire (I), Cong thice (I1), Cong thire (I11), Cong
thirc (I'V), hodc Cong thue (V), hodc hop chit dugc chon tir nhém bao gém hop chit 1,
hop chit 2, hop chét 3, hop chét 4, hop chét 53, hop chét 6, hop chét 7, hop chit 8, hop
chit 9, hop chét 10, hop chét 11, hop chit 12, hop chit 13, Chét chuyén hoa 1, hoic
Chat chuyén hoa 2 hodc mudi duge dung, solvat hodc hydrat ctia n6 (cu thé 1a, axit

{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-
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flophenyl)-3-hydroxypicolinamido)axetic theo dugc phim va lidu va/hodc phac db liéu
duoc mé t& & muc 5.3 va muc 5.7. Theo cic phuong 4n nay, liéu hang ngay 1a khodng
150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hoic khoang 750 mg axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic. Theo céac phuong én
nay, liéu hang ngay khoang 150 mg, khoang 300 mg, khoang 450 mg, khoang 600 mg
hodc khoang 750 mg axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo céc
phuong 4n nay, lidu hang ngay 1a khoang 150 mg, khoang 300 mg, khoang 450 mg
hodc khoang 600 mg. Liéu hang ngdy nay c6 thé duoc dung theo dudng miéng, mot
1An, hai 1an hodc ba l14n mot ngay, tt hon 1a mot lAn mot ngay.

Theo céc phuong 4n nhét dinh, sang ché dé& xudt dugc phdm dang lidu dung
theo duong miéng dé diéu trji hodc ngdn ngtra bénh hodc roi loan duoc chon tir nhém
bao gém bénh vdng mac bénh tiéu duong, bénh thoai hoa diém vang, bénh ung thu,
bénh thiéu mau héng cAu hinh ludi liém, bénh sacoit, bénh giang mai, u mang gia sgi
chun, bénh Paget,bénh tdc tinh mach, tic dong mach, bénh tac nghén dong manh cénh,
viém mang bd dao/vitritis man tinh, bénh nhiém khuin trung lao, bénh Lyme, luput
ban dé hé théng, bénh ly vdng mac do sinh non, bénh Eale, bénh Behcet, bénh nhiém
tring do viém vdng mac hodc viém mang mach, bénh histoplastome mit dugc chuan
doéan, bénh Best, bénh can thi, bénh hd mit, bénh Stargardt, viém mang bd dao ngoai
vi, bénh dinh gidc mac man tinh, hdi chung d nhét ting, bénh Toxoplasma, bién
chirng sau diéu tri chdn thuong bang laze, bénh lién quan dén ching da do va ting sinh
vong mac, bénh Crohn va viém loét dai trang, bénh vay nén,bénh sarcoit, viém khdp
dang thdp, bénh Osler-Weber-Rendu hay bénh gidin mao mach ndng xudt huyét di
truyén, u rén hodc u sinh méu, hoi ching suy giam mién dich mic phai, bénh thiéu
mau cuc bd co tim va co xuong, dot quy, bénh dong mach vanh, bénh mach ngoai vi,
va bénh dong mach vanh, trong dé dugc phém nay chira lugng c6 tac dung hop chét co
chu trac Cong thie (I), Cong thic (II), Cong thirc (11T), Cong thic (IV), hodc Cong
thirc (V), hodc hop chat duoc chon tir nhém bao gém hop chét 1, hop chit 2, hop chét
3, hop chét 4, hop chét 3, hop chét 6, hop chit 7, hop chét 8, hop chit 9, hop chét 10,
hop chét 11, hop chét 12, hop chat 13, Chat chuyén hoa 1, hodc Chat chuyén héa 2
hoic mudi duoc dung, solvat, hodc hydcrat ctia n6 (cu thé 1a, axit 5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino }axetic hodc axit 2-(5-(3-flophenyl)-3-

hydroxypicolinamido)axetic) theo dugc pham va/hodc li€u va/hodc phac do liéu duoc
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mo ta & muc 5.3 va 5.7. Theo céc phuong an nay, lidu hang ngay la khoang 150 mg,
khoang 300 mg, khodng 450 mg, khoang 600 mg hodc khoidng 750 mg axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic. Theo cdc phuong an nay, lidu
hang ngay khoing 150 mg, khoang 300 mg, khoang 450 mg, khodng 600 mg hoac
khoang 750 mg axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic. Theo cac
phuong an nay, lidu hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg
hoac khoang 600 mg. Lidu hang ngay nay c6 thé duoc dung theo duong miéng, mot

1An, hai lan hodc ba 1an mot ngay, tot hon 1a moét 1dn mot ngay.

5.7. Li€u va phéac do liéu

Céc lidu cu thé dé st dung chit e ché HIF prolyl hydroxylaza hogc chat on
dinh HIF-alpha dugc mo ta trong muc nay co thé duoc dung theo cach bit ky da biét
bdi nguoi ¢6 hiéu biét trung binh trong linh vuc nay. Liéu hop chéit dugc mo ta trong
ban mo ta nay c6 thé duge dung theo dudng miéng, dung tai chd hogc trong tinh mach.
Liéu hop chét dugc md ta trong ban mo ta nay c6 thé diing khi doi, cing véi chat long,
hodc dung véi loai thie an bat ky. Theo cac phuong én cu thé, liéu hop chét theo sang
ché ¢ thé dugc dung 1,2,3,4,5,6,7,8,9,10, 11 hodc 12 gio sau khi an hodc 1, 2, 3,
4,5,6,7,8,9, 10, 11 hoic 12 gid truée khi an. Lidu hop chit theo sang ché c6 thé
duge ding tai thoi diém bt ky trong ngay. Theo cic phuong 4n nhét dinh, liu lip lai
dugc ding tai cung mot thoi diém trong ngdy. Theo mot phuong an, lidu duoc dung
vao budi sang, budi trua hodc budi chiéu. Theo cac phuong an nhit dinh, liéu duoc
dung vao thoi diém tir 4,00 gio sdng dén 2,00 giv chidu. Theo cac phuong 4n nhit
dinh, liéu dugc dung vao thoi diém tir 5,00 gio sang dén 1,00 gid chiéu. Theo cac
phuong an nhit dinh, lidu dugc ding vao thoi diém tir 6,00 gid sang dén 12,00 gio
trua. Theo cac phuong 4n nhat dinh, lidu duoc ding vao thoi diém tir 7,00 gio sang
dén 11,00 gio sang. Theo cic phuong 4n nhat dinh, liéu dugc dung vao thoi diém tir
8,00 gid sang dén 10,00 gio sang. Theo céc phuong dn nhét dinh, liéu dugc ding
trude, trong hodc sau bita sang. Viée sir dung va phic dd lidu co thé dugc didu chinh
nhu dugc mo ta trong ban mo ta nay.

Theo cac phuong én cu thé, ban dau ddi twong dugc diéu tri véi 3 vién nén 150
mg hop chit 1 mdi ngay (450 mg/ngay). Luong lidu hop chat bao gém 150, 300, 450

va 600 mg. Sau do, duge pham duge ding mdt 1an mdi ngay trong sudt qua trinh diéu
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tri. D61 tuong nén dung dugce pham nghién ctru v6i 4 aoxo (~118,3 mL) nude hodc do
ubng, khong ké luong nude trong thirc an. Liéu dugc dung udc ching vao cung mot
thoi diém mdi ngay, tot hon 14 tir 7 giod sdng dén 2 gid chiéu.

Céc thong s6 khac duge md ta trong ban mo ta nay hudng din phac do liéu ctia
chét tre ché HIF prolyl hydroxylaza hodc chit 6n dinh HIF-alpha dé ngan chin va/hoic
diéu tri nhiéu bénh hoic roi loan nhu duoc md ta trong muc 5.4, vi du nhu bénh thiéu
mau (vi du, bénh thiéu mau thu phéat do bénh thin man tinh phu thudc khong thdm
tach). Muc nay dé xudt mot s6 lidu cu thé cho viéc st dung _chét trc ché HIF prolyl
hydroxylaza va chit 6n dinh HIF-alpha. Theo cdc phuong én nhét dinh, lidu nay la lidu
ban diu tai thoi diém bt ddu diéu tri. Theo cdc phuong an khac, lidu nay 14 liéu duoc
diéu chinh tai sau mot thoi gian trong qud trinh didu trj. Theo cdc phuong an nhit dinh,
chét e ché HIF prolyl hydroxylaza hodc chit 6n dinh HIF-alpha 1a hop chit c6 céu
trac Cong thue (I), Cong thuc (II), Cong thuc (III), Cong thirc (IV), hodc Cong thirc
(V), hodc hop chit duogc chon tir hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop
chét 5, hop chét 6, hop chét 7, hop chit 8, hop chét 9, hop chét 10, hop chit 11, hop
chit 12, hop chit 13, Chét chuyén héa 1, hoac Chét chuyén hoa 2 hoic mudi duoc
dung, solvat, hodc hydrat ctia né. Theo cdc phuong an cu thé, hop chit 1a hop chat 1
hodc mudi duoc dung, solvat, hodc hydrat cia n6. Theo cac phuong an cu thé, hop
chit 1a hop chit 7 hoic mudi dugc dung, solvat hodc hydrat cta né. Theo cac phuong

an nhat dinh, hop chat dugc dung trong duge pham nhu duge mo td & muc 5.3.

Bao ché lidu

Theo céc phuong an cu thé, cac lidu duge mo ta trong muc 5.7 1a cac lidu &
dang duoc phidm chia cac thanh phan noi hat, cic thanh phan ngoai hat va cdc thanh
phan phti mang nhu duge mod ta & myc 5.3. Theo mdt phuong an cu thé, cac thanh
phin ndi hat bao gdm hop chét 1 véi lugng khodng 60% khéi luong, xenluloza vi tinh
thé v6i luong khoang 20% khéi lugng, glycolat tinh bot natri v6i lugng khoang 3%
khéi luong, va hydroxypropyl metylxenluloza v6i lugng khoang 2,8% khéi luong;
trong do thanh phin ngoai hat chira glycolat tinh bdt natri voi lugng khoang 3% khoi
lugng, silic dioxit keo voi lugng khoang 0,25% khéi luong, va magie stearat v6i luong
khoang 0,75% khdi luogng; va trong d6 cac thanh phén phi mang bao gdm Opadry®

v6i luong ndm trong khoang tir 2,0% dén 6,0% khdi luong, va trong dé6 khdi lugng 1a
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téng khéi luong cua tit ca cac thanh phén ndi hat va ngoai hat.

Theo cac phuong an cu thé, cac lidu dugc mo ta trong muyc 5.7 la céc lidu &
dang dugc phém chtra cac thanh ph?m noi hat, cac thanh phﬁn ngoai hat va cdc thanh
phén phtt mang nhu dugc md td & muc 5.3. Theo mot phuong an cu thé, cac thanh
phén ndi hat bao gbm hop chét 1 véi lugng khoang 65% khéi luong, xenluloza vi tinh
thé vai luong khoing 25% khéi luong, glycolat tinh bdt natri v6i lugng khoang 3%
khéi lwong, va hydroxypropyl metylxenluloza véi lugng khoang 2,8% khéi lwong;
trong d6 thanh phan ngoai hat chira glycolat tinh bdt natri véi lugng khoang 3% khéi
luong, silic dioxit keo véi lugng khodng 0,25% khdi luong, va magie stearat voi luong
khoang 0,75% khdi lugng; va trong d6 cac thanh phén phii mang bao gom Opadry®
v6i lugng nam trong khodng tr 2,0% dén 6,0% khoi lugng, va trong do khéi luong 1a
tong khéi lugng cua tht ca céc thanh phan ndi hat va ngoai hat.

Theo cac phuong an cu thé, cac lidu dugc mo ta trong muc 5.7 1a céc lidu &
dang duoc phém chtra cac thanh phﬁn noi hat, cac thanh ph?m ngoai hat va cdc thanh
phan pht mang nhu dugc md td & muc 5.3. Theo mdt phuong an cy thé, cac thanh
phan noi hat bao gbm hop chit 1 véi lugng khoang 70% khéi lugng, xenluloza vi tinh
thé voi luong khoang 20% khéi lugng, glycolat tinh bot natri v6i luong khoang 3%
khéi lugng, va hydroxypropyl metylxenluloza voi lugng khoang 2,8% khéi lugng;
trong do6 thanh phan ngoai hat chira glycolat tinh bdt natri voi luong khoang 3% khéi
luong, silic dioxit keo v6i lugng khoang 0,25% khéi luong, va magie stearat v6i lugng
khoang 0,75% khdi lugng; va trong d6 cc thanh phan pht mang bao gbm Opadry®
v6i lugng nam trong khoang tir 2,0% dén 6,0% khéi luong, va trong dé khéi luong la
téng khéi lugng cua tat ca cac thanh phé“m ndi hat va ngoai hat.

Theo céc phuong an cu thé, cac litu dugec md ta trong muc 5.7 la cac lidu &
dang duogc phém chtra cac thanh phén noi hat, cac thanh ph?m ngoai hat va céc thanh
phan pht mang nhu duge md t& & muc 5.3. Theo mdt phuong an cu thé, céc thanh
phén nodi hat bao gdm hop chét 1 véi luong khoang 75% khéi luong, xenluloza vi tinh
thé voi lugng khoang 15% khdi lugng, glycolat tinh bot natri v6i lugng khoang 3%
khéi luong, va hydroxypropyl metylxenluloza véi lugng khoang 2,8% khéi luong;
trong dé thanh phan ngoai hat chira glycolat tinh bot natri v6i lugng khoang 3% khbi
luong, silic dioxit keo voi luwong khoang 0,25% khéi luong, va magie stearat véi luong

khoang 0,75% khdi lugng; va trong d6 cac thanh phdn phii mang bao gdm Opadry®
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v6i lwong nam trong khodng tir 2,0% dén 6,0% khdi luong, va trong do khéi luong la
téng khoi lugng cua tit ca cac thanh ph?m ndi hat va ngoai hat.

Theo cac phuong an cu thé, cac lidu dugec md ta trong muc 5.7 la cic lidu &
dang dugc phém chira cac thanh phén ndi hat, cac thanh ph?m ngoai hat va céc thanh
phan pht mang nhu dugc md t& & muc 5.3. Theo mot phuong dn cu thé, céc thanh
phén noi hat bao gdm hop chat 1 vé6i lugng khoang 80% khéi luong, xenluloza vi tinh
thé voi luong khoang 10% khdi lugng, glycolat tinh bot natri v6i lwong khoang 3%
khéi luong, va hydroxypropyl metylxenluloza vé6i lugng khoang 2,8% khéi luong;
trong d6 thanh phan ngoai hat chita glycolat tinh bot natri voi lugng khoang 3% khéi
luong, silic dioxit keo véi lugng khoang 0,25% khéi luong, va magie stearat v6i lugng
khoang 0,75% khdi lugng; va trong d6 cac thanh phan phii mang bao 2dm Opadry®
v6i luong nam trong khodng tr 2,0% dén 6,0% khéi luong, va trong d6 khdi lwong 1a

tong khoi luwgng cua tat ca cac thanh phan ndi hat va ngoai hat.

5.7.1. Phac dd liéu

Theo céc phuong 4n nhat dinh, sang ché @& xuit dugc pham dang liéu dung
theo dudng miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thu phat do bénh
than man tinh, trong do6 dugc phém nay thich hgp dung cho bénh nhan nhu dugc mo ta
trong muc 5.4 mic bénh thiéu méu, trong d6 duge pham nay chia hop chit c6 cau tric
Cong thtre (I), Cong thie (II), Cong thuc (III), Cong thuc (IV), hodc Cong thic (V),
hoac hop chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop
chit 4, hop chét 3, hop chit 6, hop chat 7, hop chét 8, hop chit 9, hop chit 10, hop
chit 11, hop chit 12, hop chét 13, Chét chuyén héa 1, hoac Cht chuyén hoa 2 hodc
mubi duoc dung, solvat, hodc hydrat cia nd (cu thé 1a, axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), trong d6 dugc phdm nay thich hop dung hang ngay véi
lidu hang ngay nim trong khoang tir 100 mg dén 1200 mg, tir 200 mg dén 1,000 mg, tir
400 mg dén 800 mg hodc tir 450 mg dén 600 mg, hodc tir 300 mg dén 600 mg. Theo
cac phuong 4n nhét dinh, lidu hang ngay ctia hop chét c6 chu trac Cong thic (1), Cong
thtre (II), Cong thtre (III), Cong thirc (IV), hodc Cong thtrc (V), hodc hop chit duoc
chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop
chét 6, hop chit 7, hop chét 8, hop chéit 9, hop chét 10, hop chit 11, hop chit 12, hop
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chét 13, Chéat chuyén héa 1, hoac Chét chuyén héa 2 hoac mudi duoc dung, solvat,
hodac hydrat cua ndé (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
nim trong khoang tir 150 mg dén 600 mg. Theo cac phuong dn nhét dinh, lidu hang
ngdy ctia hop chit nim trong khodng tir 150 mg dén 300 mg, tir 300 dén 600 mg, hodc
tir 600 mg dén 750 mg. Theo cac phuong an nhét dinh, 1iéu hang ngay la khoang 100
mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg,
600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950 mg, 1000 mg, 1050
mg, 1100 mg, 1150 mg hodc thdm chi la khoang 1,200 mg hop chét c6 cdu trac Cong
thtre (1), Cong thie (II), Cong thire (III), Cong thuc (IV), hodc Cong thuc (V), hoac
hop chét duogc chon tir nhom bao gém hop chét 1, hop chit 2, hop chit 3, hop chét 4,
hop chit 5, hop chit 6, hop chét 7, hop chit 8, hop chit 9, hop chét 10, hop chit 11,
hqpchét12,hqpchét13,Chétchuyé1héa1,hoacCﬁﬁtchuyénhéaZluﬁmlnuéiduqc
dung, solvat hodc hydrat ctia no6 (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic).
Theo cac phuong an nhét dinh, liéu hang ngay ctia hop chét it nhat khoang 300 mg, it
nhit khoang 450 mg hodc tham chi it nhit khoang 600 mg. Theo cdc phuong dn nhét
dinh, lidu duogc dung trong dugc phém nhu dugc md ta & muc 5.3.
Theocéophuongzhlnh&mﬁnh,ﬁéuhﬁngngéykhoéng1501ng,khoéng300rng
khodng 450 mg, khoang 600 mg, hodc khodng 750 mg cua hop chét ¢6 cdu tric Cong
thire (I), Cong thae (II), Cong thice (I1I), Cong thuc (IV), hodc Cong thuc (V), hoic
hop chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chit 4,
hop chit 5, hop chit 6, hop chat 7, hop chét 8, hop chat 9, hop chét 10, hop chét 11,
hop chit 12, hop chét 13, Chét chuyén héa 1, hoac Chit chuyén hoa 2 hodc mudi duoge
dung, solvat, hodc hydrat cta no (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic).
Theo cac phuong an nhat dinh, lidu hang ngay la khoang 150 mg, khodng 300 mg,
khoang 450 mg hoac khoang 600 mg. Theo cic phuong an nhét dinh, liéu hang ngay
khong phai 1a 240 mg, 370 mg, 500 mg hodc 630 mg ctia hop chét 1. Theo céc phuong
an nhat dinh, lidu hang ngay chira hop chét ¢6 ciu tric Cong thire (I), Cong thic (1),
Cong thuc (IIT), Coéng thuc (IV), hoac Cong thirc (V), hodc hop chit duoc chon tur
nhom bao gém hop chit 1, hop chét 2, hop chét 3, hop chit 4, hop chét 3, hop chét 6,
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hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11, hop chét 12, hop chit 13,
Chét chuyén héa 1, hodc Chét chuyén héa 2 hodc mudi duge dung, solvat, hodc hydrat
cua chiung (cu  thé la  axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
voi luong khoang 240 mg, khoang 370 mg, khoang 500 mg hodc 630 mg. Theo cdc
phuong 4n nhét dinh, lidu nay dugc dung trong dugc pham nhu dugc md ta & muc 5.3.

Theo cac phuong an nhit dinh, sdng ché dé xuit dugc phim dang liéu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu méau tha phat do bénh
thdn man tinh khong thdm tach, duoc phém nay chura hop chét ¢ cdu tric Cong thirc
(I), Cong thire (II), Cong thirc (IIT), Cong thire (IV), hodc Cong thire (V), hodc hop
chit duoc chon tir nhom bao g61n hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop
chét 5, hop chit 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop chét 11, hop
chét 12, hop chit 13, Chét chuyén héa 1, hodc Chét chuyén héa 2 hoidc mudi dugc
dung, solvat, hodc hydrat cta ching (cu thé 1a, axit {[5S-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino} axetic hoac axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), trong d6 hop chét duge dung lién tuc va/hodc khong cb
dinh. Theo cac phuong an nhat dinh, lidu nay dugc dung trong dugc phim nhu duoc
mo ta & muc 5.3.

Theo cac phuong 4n nhit dinh, sang ché @& xuét duoc phdm dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu méu thi phat do bénh
than man tinh phu thudc khong thadm tach, duoc phfun nay chtra hop chét ¢ chu tric
Cong thuc (I), Cong thuc (II), Cong thue (III), Cong thire (IV), hodc Cong thuc (V),
hodc hop chat duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop
chét 4, hop chét 3, hop chit 6, hop chit 7, hop chit 8, hop chit 9, hop chét 10, hop
chit 11, hop chit 12, hop chét 13, Chét chuyén héa 1, hodc Chét chuyén hoa 2 hoac
mudi dugc dung, solvat, hodc hydrat ctia ching (cu thé 1a, axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), trong dé lidu hang ngay la khoang 450 mg. Theo cic
phuong 4n nhét dinh, lidu hang ngay 1a khoang 450 mg bao gém 3 dang liéu don vi, vi
du nhu ba vién nén, mdi mdt vién chira khoang 150 mg hop chét c6 cdu truc Cong
thte (I), Cong thire (I), Cong thue (III), Coéng thirc (IV), hodac Coéng thirc (V), hodc

hop chét duoc chon tir nhom bao gém hop chit 1, hop chét 2, hop chit 3, hop chit 4,
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hop chit 3, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11,
hop chit 12, hop chét 13, Chét chuyén hoéa 1, hodc Chét chuyén hoéa 2 hodc mudi dugce
dung, solvat, hodc hydrat cua chung (cu thé 1a, axit {[S-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic). Theo cdc phuong an nhét dinh, liéu hang ngay 1a khoang
450 mg hop chat cé ciu triic Cong thie (I), Cong thire (1), Cong thire (IIT), Cong thirc
(IV), hodc Cong thtic (V), hodc hop chit duoc chon tir nhom bao gém hop chit 1, hop
chét 2, hop chét 3, hop chét 4, hop chét 5, hop chét 6, hop chét 7, hop chit 8, hop chét
9, hop chit 10, hop chét 11, hop chit 12, hop chét 13, Chét chuyén héa 1 hoic Chét
chuyén hoa 2 hoac mudi dugc dung, solvat, hodc hydrat cia n6 (cu thé 13, axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) ¢ thé duoc ting 1én khoang 150 mg sao cho lidu hang
ngay cua hop chét 1a khoang 600 mg. Theo céc phuong an nhit dinh, lidu hang ngay
450 mg hop chit c6 ciu truc Cong thic (I), Cong thire (1), Cong thirc (I1I), Cong thirc
(IV), hodc Cong thiic (V), hodc hop chit duoc chon tir nhém bao gdbm hop chit 1, hop
chét 2, hop chit 3, hop chit 4, hop chét 53, hop chét 6, hop chit 7, hop chét 8, hop chét
9, hop chit 10, hop chat 11, hop chét 12, hop chit 13, Chét chuyén héa 1 hodc Chat
chuyén hoda 2 hodc mudi duoc dung, solvat, hodc hydrat cia n6 (cu thé 1a, axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) ¢ thé duoc giam xudng khoang 150 mg, sao cho lidu
hang ngay cua hop chét 1a khoang 300 mg. Theo cac phuong an nhit dinh, lidu hang
ngdy cta hop chat c6 cdu triic Cong thire (I), Cong thire (II), Cong thuc (I1I), Cong
thire (IV), hodac Cong thtrc (V), hodc hgp chét dugc chon tir nhom bao gf?nn hop chét 1,
hop chit 2, hop chit 3, hop chét 4, hop chit 3, hop chit 6, hop chit 7, hop chét 8, hop
chét 9, hop chét 10, hop chit 11, hop chit 12, hop chét 13, Chat chuyén hoa 1 hoic
Chét chuyén héa 2 hodc mudi dugc dung, solvat hodc hydrat cia né (cu thé 1a, axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) co thé duoc giam xudng khoang 300 mg,
sao cho liéu hang ngay ctia hop chat 1a khoang 150 mg. Theo cdc phuong dn nhét dinh,
lidu hang ngay co6 thé duoc ting 1én hodc giam xudng khoang 75 mg, khoang 100 mg,
khoang 125 mg, khoang 150 mg, khodng 175 mg, khodng 200 mg, khoang 225 mg,

khoang 250 mg, khoang 275 mg hodc khoang 300 mg. Theo cac phuong dn nhit dinh,
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liéu hang ngay c6 thé duge ting Ién hogc gidm xubng mot lwong nim trong khoang tir
75 mg dén 300 mg, tir 100 mg dén 300 mg, tir 125 mg dén 300 mg, tir 150 mg dén 300
mg, t 175 mg dén 300 mg, tir 200 mg dén 300 mg, tir 225 mg dén 300 mg, tir 250 dén
300 mg, hodc tu 275 mg dén 300 mg. Theo cac phuong &n nhét dinh, lidu hang ngay
¢6 thé duoc tang 1én hodc giam xudng mot lugng nam trong khoang tir 75 mg dén 250
mg, tr 100 mg dén 225 mg hoic tr 125 mg dén 200 mg. Theo cac phuong an nhét
dinh, liéu hang ngay khong vuot qué khoang 600 mg hodc 750 mg. Theo cac phuong
4n nhit dinh, liéu duoc dung trong duogc phém nhu duoc md td & muc 35.3.

Theo cac phuong an nhat dinh, sang ché dé xuét dugc phdm dang liéu dung
theo duong miéng diéu tri bénh thiéu méau, nhu bénh thiéu mau thr phat do bénh thén
man tinh phu thudc khong thim tach, duoc pham nay thich hop dung cho bénh nhan
nhu duge md ta trong muc 5.4 méc bénh thiéu mau, trong do duogc phém nay chira mot
lugng ¢6 tac dung hop chét c6 céu triic Cong thire (I), Cong thirc (1), Cong thirc (11I),
Cong thac (IV), hodc Cong thirc (V), hoac hop chét duoc chon tir nhém bao gdm hop
chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop chét 6, hop chét 7, hop chét
8, hop chat 9, hop chét 10, hop chit 11, hop chit 12, hop chit 13, Chét chuyén hoa 1
hodc Cht chuyén héa 2 hodc mubi duoc dung, solvat, hodc hydrat cta ching (cu thé
1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-
(3-flophenyl)-3-hydroxypicolinamido)axetic), trong d6 hop chéat duoc ding lién tuc
va/hoac khong ¢ dinh, vi du, nhiéu hon 42 ngay lién tiép. Theo cac phuong an nay,
liéu hang ngay cua hop chat ¢é ciu tric Cong thire (1), Cong thire (1I), Cong thire (111),
Cong thue (IV), hodc Cong thirc (V), hodc hop chét duoc chon tir nhom bao gém hop
chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop chét 6, hop chét 7, hop chét
&, hop chit 9, hop chit 10, hop chit 11, hop chét 12, hop chit 13, Chét chuyén hoéa 1
hodc Chat chuvyén hoa 2 hodc mubi duge dung, solvat, hodc hydrat cta ching (cu thé
la axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-
(3-flophenyl)-3-hydroxypicolinamido)axetic) la khoang 150 mg, khoang 300 mg,
khoang 450 mg, khoang 600 mg hodc tham chi la khoang 750 mg. Theo cic phuong
an nay, liéu hang ngay 1a khoang 150 mg, khoang 300 mg, khoang 450 mg hodc
khoang 600 mg. Theo phuong an cu thé, lidu dugc dung trong dugc phiam nhu dugc
mo td & muc 5.3.

Theo cac phuong an nhat dinh, sang ché dé xuat dugc pham dang li€u dung
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theo dudng miéng diéu tri bénh thiéu mau, nhu bénh thiéu méu thir phat do bénh than
man tinh phu thugc khong thdm tach, bao g6111 budc cho bénh nhan nhu dugc mo ta
trong muc 5.4 mic bénh thiéu mau ding mot lugng c6 tac dung hop chét ¢o ciu tric
Cong thace (I), Cong thuce (1), Cong thue (IIT), Cong thic (IV), hodc Cong thue (V),
hodc hop chat duoc chon tir nhém bao g&n hop chét 1, hop chét 2, hop chét 3, hop
chét 4, hop chét 3, hop chét 6, hop chét 7, hop chét 8, hop chéit 9, hop chit 10, hop
chit 11, hop chit 12, hop chét 13, Chét chuyén hoa 1, hodc Chit chuyén hoéa 2 hodc
mudi duogc dung, solvat, hodc hydrat ctia ching (cu thé 1a, axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic), trong do6 lugng huyét sic td cta bénh nhan dugc duy tri
6luongt&IOJ)gkﬂddén13J)ghﬂ;.Theocécphuangénrﬂéidhﬁhluqnglunétsécté
duoc duy tri & ndng do it nhit khoang 11,0 g/dL va bing hodc thdp hon 13,0 g/dL.
Theo céc phuong 4n nhét dinh, luong huyét séc t& duoc duy tri & nong do it nhét
khoang 11,0 g/dL va bang hodc thép hon 12,0 g/dL. Theo céc phuong an nay, liéu
hang ngay cua hgp chit co ciu tric Cong thie (I), Cong thic (II), Cong thire (III),
Cong thte (IV), hoac Cong thire (V), hodc hop chét duoc chon tir nhém bao gém hop
chit 1, hop chit 2, hop chét 3, hop chét 4, hop chét 5, hop chét 6, hop chét 7, hop chét
8, hop chét 9, hop chét 10, hop chit 11, hop chét 12, hop chét 13, Chét chuyén hoa 1
hodc Chét chuyén héa 2 hoac mudi dugc dung, solvat, hodc hydrat cua chung (cu thé
la axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-
(3-flophenyl)-3-hydroxypicolinamido)axetic) la khodng 150 mg, khoiang 300 mg,
khoang 450 mg, khoang 600 mg hodc tham chi la khoang 750 mg. Theo cdc phuong
an nay, litu hang ngay la khoang 150 mg, khoang 300 mg, khodng 450 mg hodc
khoang 600 mg. Theo phuong an cu thé, lidu duoc dung trong dugc pham nhu duge
mo ta & muc 5.3.

Theo cac phuong 4n nhéit dinh, sang ché d& xuit duge phdm dang liéu dung
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thu phat do bénh
than man tinh phu thudc khong thim tach, duoc pham nay thich hop dung cho bénh
nhan nhu dugc mo ta trong muc 5.4 méc bénh thiéu mau, trong dé dugc phém nay
chira mot lugng c6 tac dung hop chét ¢6 cdu tric Cong thic (I), Cong thirc (1), Cong
thte (I11), Cong thic (I1V), hodc Cong thie (V), hodc hop chét duoc chon tir nhém bao
génlhgpchétl,hqpch§t2,hqpchét3,hqpchét4,hopchﬁtS,thchét6,thchét7,
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hop chit 8, hop chit 9, hop chét 10, hop chat 11, hop chit 12, hop chét 13, Chét
chuyén héa 1, hodc Chét chuyén héa 2 hodc mubi duogc dung, solvat, hodc hydrat cua
ching (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic
hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic), trong dé lugng huyét sic
t6 ctia bénh nhan duoc ting 1én it nhit khoang 1,2 g/dL so véi lugng huyét sic t6
duong co s6. Theo cac phuong an nay, lidu hang ngay cta hop chét ¢co cdu tric Cong
thae (I), Cong thire (II), Cong thace (III), Cong thirc (IV), hodc Cong thic (V), hodc
hop chét duoc chon tr nhém bao g&n hop chét 1, hop chit 2, hop chit 3, hop chét 4,
hop chét 5, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11,
hop chit 12, hop chét 13, Chét chuyén héa 1 hodc Chét chuyén hoa 2 hoidc mudi duoc
dung, solvat, ho@c hydrat cua chiung (cu thé 1a axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-tflophenyl)-3-
hydroxypicolinamido)axetic) 1a khoang 150 mg, khoang 300 mg, khoang 450 mg,
khoang 600 mg hodc thdm chi 14 khoang 750 mg. Theo cac phuong an nay, liu hang
ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg hoac khoang 600 mg. Theo
phuong an cu thé, lidu dugc dung trong dugc phém nhu duge md ta & muc 5.3.

Theo céc phuong 4n nhat dinh, viéc dung hop chét co ciu trac Cong thic (1),
Cong thic (II), Cong thuc (IIT), Cong thuc (IV), hodc Cong thirc (V), hodc hop chét
duoc chon tr nhom bao gém hop chét 1, hop chét 2, hop chit 3, hop chit 4, hop chét
5, hop chét 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11, hop chit
12, hop chat 13, Chét chuyén hoa 1, hodc Chét chuyén héa 2 hodc mubi duoc dung,
solvat, hodc hydrat ctia n6 (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) c6
thé bi tri hoan néu luong huyét sic td bang hodc 16n hon 13,0 g/dL. Theo cac phuong
an nhét dinh, viéc dung hop chét co thé tiép tuc sau khi luong huyét sic t6 1a nho hon
hodc bang 12,5 g/dL. Theo cdc phuong 4n cu thé, hop chat dugc ding trong duoc
phém nhu dugc mo ta & muc 5.3.

Theo cac phuong an nhét dinh, luong huyét sic td dugce theo doi va lidu cia hop
chét ¢6 céu trac Cong thie (I), Cong thirc (II), Cong thic (IIT), Cong thic (IV), hodc
Cong thac (V), hodc hop chit duoc chon tir hop chét 1, hop chit 2, hop chét 3, hop
chét 4, hop chat 3, hop chét 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop

chit 11, hop chét 12, hop chit 13, Chét chuyén hoa 1, hodc Chét chuyén héa 2 hoidc
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mubdi duge dung, solvat hodc hydrat cta nd (cu thé 1a,axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hodc axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) ¢ thé duge didu chinh dua trén luong huyét sic to
va/hodc su thay ddi luong huyét séc td. Theo céc phuong an nhét dinh, luong huyé't
séc t6 dugc didu chinh ting hodc giam lugng hop chét c6 ciu trac Cong thire (1), Cong
thire (II), Cong thuc (IIT), Cong thite (IV), hodc Cong thirc (V), hodc hop chit duoc
chon ttr hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét 5, hop chét 6, hop chét
7, hop chéit 8, hop chét 9, hop chét 10, hop chat 11, hop chét 12, hop chat 13, Chat
chuyén hoéa 1, hodc Chét chuyén hda 2 hodc mudi duogc dung, solvat, hodc hydrat cua
né (cu thé 1a, axit {[S-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hogc
axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) khoang 150 mg hodc tham chi
la khoang 300 mg. Theo cdc phuong an nhit dinh, lidu duoc ding trong dugc phim

nhu dugc mo ta trong muc 5.3.

5.7.2. Diéu chinh liéu

Theo cac phuong an nhit dinh, lidu c6 thé dugc diéu chinh biang cach cho bénh
nhan méc bénh thiéu mau ding lidéu hang ngay ban ddu cta hop chit 1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino jaxetic hodc mudi duge dung, solvat
hodc hydrat cia n6 dugc dung trong dugc pham dugec md ta & muc 5.3; do lugng huyét
sdc t& & bénh nhan ldn thr nhit va sau d6 do lugng huyét sic td ¢ bénh nhan lan tha
hai, trong d6 néu luong huyét sdc tb ¢ bénh nhan & lan do tha hai nho hon khoang 10,0
g/dL va luong huyét sic t6 ting it hon khoang 0,5 g/dL so v6i luong huyét sic t6 o lan
do thr nhat; hodc néu lugng huyét sic tb & bénh nhan & lan do tht hai it hon khoang
10,0 g/dL va lugng huyét sic tb tang khoang 0,4 g/dL so véi lugng huyét sic td & lan
do thtt nhét; hodc néu luong huyét sic t& & bénh nhan & lan do thr hai nam trong
khoang tir 10,0 dén 10,9 g/dL va lugng huyét sic t6 giam it hon khoang 0,5 g/dL so
v6i luong huyét sic td & 1an do thtr nhat; sau d6 cho bénh nhan dung liéu hang ngay
duoc didu chinh ctia hop chit ma 16n hon liéu hang ngay ban dau. Theo cac phuong 4n
nhit dinh, lidu hang ngay dugc diéu chinh ctia hop chét 1a 16n hon khoang 150 mg so
v6i liéu hang ngay ban dau.

Theo cac phuong éan nhét dinh, liéu c6 thé duoc diéu chinh béng cach cho bénh

nhan mic bénh thi€éu méau dung liéu hang ngay ban dau cua hop chat 1a axit {[5-(3-
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clophenyl)-3-hydroxypyridin-2-cacbonyl]amino jaxetic hodc mudi duoc dung, solvat
hodc hydrat cua né duogc dung trong dugc phém duoc mo ta & muc 5.3; do luong huyét
sic t6 & bénh nhan lan th nhét va sau d6 do luong huyét sic to & bénh nhan lAn thu
hai, trong dé néu lugng huyét sic té & bénh nhan & 1an do tht hai nhé hon khoang 10,0
g/dL. va luong huyét séc té tang khoang 1,5 g/dL so v6i luong huyét sic t6 & lin do
thr nhat; hodc néu luong huyét sic td & bénh nhan & lAn do thu hai ndm trong khoang
tir 10,0 g/dL dén 10,9 g/dL va lugng huyét sic t6 tang khoang 1,5 g/dL so véi luong
huyét séc td & 1an do thtt nhat; hodc néu luong huyét sic to & bénh nhan & lan do thi
hai ndm trong khoang tr 11,0 dén 12,2 g/dL va luong huyét séc to tang khoang tir 1,0
dén 1,4 g/dL so vé1 luong huyét sdc t& & 1an do thtr nhat; hodc néu luong hu)fét sdc td
& bénh nhéan ¢ 14n do thi hai ndm trong khoang tr 12,3 dén 12,9 g/dL va luong huyét
sdc t6 giam khoang 0,4 g/dL hodc tdng khoang 0,4 g/dL so véi luong huyét sic td o
1an do thr nhit; hodc néu lugng huyét séc t& & bénh nhan ¢ 1an do tht hai nam trong
khoang tir 12,3 dén 12,9 g/dL va lurong huyét sic t6 tang khoang tir 0,5 dén 0,9 g/dL so
v6i lugng huyét sic to & lin do thtr nhat; sau d6 cho bénh nhén ding liéu hang ngay
duoc didu chinh cta hop chit ma it hon lidu hang ngay ban dau. Theo cac phuong én
nhit dinh, liéu hang ngay duoc diéu chinh ctia hop chat 1a nhé hon khoang 150 mg so
v6i liéu hang ngay ban dau. Theo cac phuong an nhét dinh, luong liéu nho nhat 1 150
mg moi ngay. Bénh nhan da ding lugng lidu nho nhét s& tiép tuc dung 150 mg mdi
ngay trir khi Hgb cua ho tang lén >13,0 g/dL.

Theo cac phuong an nhét dinh, lidu ¢6 thé duoc diéu chinh bﬁng cach cho bénh
nhan méc bénh thiéu mau dung liéu hing ngay ban diu cta hop chét 1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic hoéc mudi duoc dung, solvat
hodc hydrat cia n6 dugc dung trong dugc phém dugc mo ta & muc 5.3; do lugng huyét
sdc td ¢ bénh nhan lin tha nhét va sau d6 do luong huyét sdc t& & bénh nhén lan th
hai, trong d6 néu lugng huyét sic tb ¢ bénh nhan & lan do tht hai ndm trong khoang tr
11,0 dén 12,2 g/dL va luong huyét sic t6 tang khoang 1,5 g/dL so v6i luong huyét sic
t6 & lan do tha nhit; hodc néu lugng huyét séc td ¢ bénh nhan & lan do thu hai nam
trong khoang tu 12,3 dén 12,9 g/dL va lugng huyét sic th tang khoang ttr 1,0 dén 1,4
g/dL so voi lugng huyét sic té o lan do thir nhat; hodc néu luong huyét sic té & bénh
nhan & 1an do thtr hai ndm trong khoang tir 12,3 dén 12,9 g/dL va luong huyét sic t6

tang khoang 1,5 g/dL so v6i1 lugng huyét sic té & 1in do thtr nhét; sau do cho bénh
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nhan dung liéu hang ngay duoc diéu chinh cta hop chit ma nhoé hon lidu hang ngay
ban dau. Theo cic phuong 4n nhét dinh, lifu hang ngay duoc diéu chinh ctia hop chét
la nho hon khoang 300 mg so véi lidu hang ngay ban dau. Theo cac phuong dn nhat
dinh, luong lidu nho nhit 1a 150 mg mdi ngdy. Bénh nhéan da dung luong lidu nhé nhat
s& tiép tuc dung 150 mg mdi ngdy trir khi Hgb cua ho ting 1én >13,0 g/dL.

Theo cac phuong an nhat dinh, lidu c6 thé dugc diéu chinh bﬁng cach cho bénh
nhén méc bénh thiéu mau ding liéu hang ngay ban diu ctia hop chat l1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic hodc mudi dugce dung, solvat
hodc hydrat cia né dugc dung trong dugc phém nhu duge md ta & muc 5.3; do luong
huyét sic tb & bénh nhan lan thir nhit va sau d6 do lugng huyét sic té & bénh nhan lan
thr hai, trong dé néu lugng huyét sic té & bénh nhan & lin do th(r hai bang hodc 16n
hon 13,0 g/dL, thi sau d6 cho bénh nhan dung lidu hang ngay duoc diéu chinh ctia hop
chdt ma nhé hon liéu hang ngay ban ddu. Theo cac phuong 4n nay, viéc cho dung lidu
dugc ding lai. Theo cac phuong an nay, viéc cho dung liéu s& duogc dung lai néu Hgb
tang Ién > 13 g/dL, va s& khong duoc bét dau lai cho dén khi Hgb giam xudng <12,5
g/dL. Céc yéu td c6 thé lam thay d6i tam thoi luong Hgb nén duge xem xét trude khi
dung viée cho dung liéu. Hgb duoc danh gia 2 tudn mot 1an trong thoi gian nay.

Theo cidc phuong an nhét dinh, liéu c6 thé duoc didu chinh bﬁng cach cho bénh
nhan méc bénh thiéu mau ding liéu hang ngay ban dau cta hop chat 1 axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc mudi duge dung, solvat
hodc hydrat cuia né; do luong huyét sic t§ & bénh nhan 1an thir nhit va sau do6 do luong
huyét sic t& & bénh nhéan 14n thir hai, trong d6 néu luong huyét sic t& & bénh nhan &
lan do thtr hai bﬁng hodc 16n hon 12,5 g/dL, thi sau d6 cho bénh nhén dung lidu hang
ngdy duoc didu chinh ctia hop chit ma nhé hon liéu hang ngay ban dau. Theo cic
phuong an nay, viéc cho dung lidu dugc dirng lai. Theo cac phuong 4n ndy, viée cho
dung lidu s& duoc dung lai néu Hgb tang 1én > 12,5 g/dL, va s&€ khong dugc bt dau lai
cho dén khi Hgb giam xubng <12,0 g/dL. Cac yéu t& c6 thé lam thay d6i tam thoi
luong Hegb nén duge xem xét trude khi dimg viée cho dung lidu. Hgb duge dinh gia 2
tudn mot 1an trong thoi gian nay.

Theo céc phuong 4n nhét dinh, lidu ¢6 thé dwoc didu chinh bing cach cho bénh
nhan méc bénh thiéu mau ding liéu hang ngay ban déu cua hop chit la axit {[5-(3-

clophenyl)-3-hydroxypyridin-2-cacbonyl]Jamino}axetic hodc mudi dwoc dung, solvat
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hodc hydrat cia no; do luong huyét séc t & bénh nhan lan tht nhét va sau d6 do luong
huyét séc td & bénh nhan lan tht hai, trong do néu luong huyét sic to & bénh nhan &
lan do thir hai béng hoéc 16n hon 13,0 g/dL néu bénh nhén 1 nam trudng thanh, hodc
12,5 g/dL néu bénh nhan 12 nit trudng thanh, thi sau do cho bénh nhéan diung lidu hang
ngdy dugc diéu chinh ctia hgp chAt ma nho hon lidu hang ngay ban diu. Theo cac
phuong an nay, viéc cho dung lidu duwoc dung lai. Theo cac phuong &n nay, viée cho
ding lidu duoc dimg lai néu Hgb ting lén > 13,0 g/dL néu bénh nhén 1a nam trudng
thanh hodc > 12,5 g/dL néu bénh nhan 1a nit trudng thanh, va s& khong dugc bat dau
lai cho dén khi Hgb giam xudng <12,5 g/dL néu bénh nhan 12 nam trudng thanh hogc
<12,0 g/dL néu bénh nhan 1a nit truéng thanh. Céc yéu tb c¢6 thé lam thay d6i tam thoi
luong Hgb nén dugc xem xét trude khi dung viéc cho dung lidu. Hgb duoc ddnh gid 2
tudn mot lan trong thoi gian nay.

Theo cac phuong an nhét dinh, lidu ¢6 thé duge diéu chinh bing cach cho bénh
nhan méc bénh thiu mau ding lidu hang ngay ban ddu ctia hop chét l1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino }axetic hodc mudi duoc dung, solvat
hodac hydrat cia n6 dugc dung trong duoc phém duoc md ta & muc 5.3; do luong huyét
sic t & bénh nhan lan tht nhit va sau d6 do lugng huyét sic té ¢ bénh nhan lan thu
hai, trong dé néu luong huyét séc to & bénh nhéan & lan do thr hai nhd hon khoang tu
9,5 dén 10,5 g/dL hodc tir 9,75 dén 10,25 g/dL va lugng huyét sic to gidm it hon
khoang tur 0,2 dén 0,8, tir 0,3 dén 0,7, hodc tir 0,4 dén 0,6 g/dL so voi luong huyét sdc
td & 1an do thtr nhit; hodc néu luong huyét séc t& & bénh nhan ¢ lan do th hai it hon
khodng tir 9,5 dén 10,5 g/dL hodc tir 9,75 dén 10,25 g/dL va lugng huyét sic t6 ting
lén khoang tu 0,1 dén 0,7, tr 0,2 dén 0,6, hodc tir 0,3 dén 0,5 g/dL so véi luong huyét
sic t6 ¢ 1an do thr nhat; hodc néu luong huyét sic td & bénh nhan & 1an do thi hai nam
trong khodng tir 9,5 dén 10,5 g/dL hodc tir 9,75 dén 10,25 g/dL va tir 10,4 dén 11,4
g/dL hodc tir 10,65 dén 11,15 g/dL va lugng huyét sic t& giam it hon khoang tir 0,2
dén 0.8, tir 0,3 dén 0,7, hogc tir 0,4 dén 0,6 g/dL so véi lugng huyét sic to & lan do thu
nht; thi sau d6 cho bénh nhén dung liéu hang ngay dugc diéu chinh ctia hop chit ma
16n hon lidu hang ngay ban dau. Theo cic phuong 4n nhét dinh, lidu hang ngay duoc
diéu chinh ctia hop cht 1a I6n hon khoang 150 mg so véi lidu hang ngay ban dau.

Theo cac phuong an nhét dinh, lidu ¢6 thé duoc diéu chinh bﬁng cach cho bénh

nhan méc bénh thidu méau dung lidu hang ngdy ban dau ctia hop chit la axit {[5-(3-
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clophenyl)-3-hydroxypyridin-2-cacbonyl]amino } axetic hodc mudi duoc dung, solvat
hodc hydrat ctia n6 dugc dung trong dugc phém duoc mo ta & muc 5.3; do lugng huyét
sic t6 & bénh nhan lan tha nhét va sau d6 do luong huyét sdc td ¢ bénh nhan lan tht
hai, trong do néu lugng huyét séc t8 & bénh nhan & 1an do tht hai nhd hon khoang tu
9,5 dén 10,5 g/dL hodc khoang 9,75 dén 10,25 g/dL va luong huyét sic t§ tang nhiéu
hon khoang tr 1,2 dén 1,8, tr 1,3 dén 1,7, hodc tir 1,4 dén 1,6 g/dL so v6i lugng huyét
sic t6 & 1an do tha nhat; hodc néu luong huyét sdc t6 & bénh nhan & lan do thi hai nim
trong khoang tir 9,5 dén 10,5 g/dL hodc tir 9,75 dén 10,25 g/dL va khoang tir 10,4 dén
11,4 g/dL va tir 10,65 dén 11,15 g/dL va lugng huyét sic t6 ting nhiéu hon khoang tir
1.2 dén 1,8, tir 1,3 dén 1,7, hodc tir 1,4 dén 1,6 g/dL so véi lugng huyét sic t6 & lan do
thr nhat; hodc néu luong huyét sic tb & bénh nhan & lan do tht hai nam trong khodng
tir 10,5 dén 11,5 g/dL hodc khoang tir 10,75 dén 11,25 g/dL va khoang tir 11,7 dén
12,7 o/dL hoidc khoang tir 11,95 dén 12,45 g/dL va lugng huyét sic 5 tang khoang tur
0,7 dén 1,3 g/dL, khoang tur 0,8 dén 1,2, hodc khoang tir 0,9 dén 1,1 g/dL va khoang tu
1,1 dén 1,7, khoang tur 1,2 dén 1,6, hoic khoadng tur 1,3 dén 1,5 g/dL so vdi luong
huyét sic td ¢ 1an do thw nhét; hodc néu luong huyét sic té ¢ bénh nhan & lin do thir
hai ndm trong khoang tir 11,8 dén 12,8 g/dL hodc khoang tir 12,05 dén 12,55 g/dL va
khoang tir 12,4 dén 13,9 g/dL hodc khoang tir 12,65 dén 13,15 g/dL va luong huyét sic
tb giam khoang tu 0,1 dén 0,7, hoac khoang tir 0,2 dén 0,6, hoic khoéang tur 0,3 dén 0,5
g/dL hodc tang khoang 0,1 dén 0,7, hoic khoadng tur 0,2 dén 0,6, hodc khoang tur 0.3
dén 0,5 g/dL so v6i lugng huyét sic t6 ¢ 1an do thir nhit; hodc néu luong huyét sac to
& bénh nhan ¢ 1an do tht hai nim trong khoang tir 12,05 dén 12,55 g/dL va khoang tur
12,4 dén 13,9 g/dL hodc khoang tir 12,65 dén 13,15 g/dL va lugng huyét sic t6 ting
khoang tir 0,2 dén 0,8, khoang tir 0,3 dén 0,7, hodc khoang tir 0,4 dén 0.6, hoidc khoing
tir 0,6 dén 1,2, khoang tir 0,7 dén 1,1, hodc khoang tir 0,8 dén 1,0 g/dL so véi luong
huyét sdc td & 1an do thir nhat; thi sau d6 cho bénh nhéan ding lidu hang ngay duogc
diéu chinh cta hop chét ma it hon lidu hang ngay ban dau. Theo cac phuong dn nhat
dinh, lidu hang ngay duogc didu chinh cia hop chét 14 nhé hon khoang 150 mg so véi
lidu hang ngay ban diu. Theo cic phuong 4n nhét dinh, luong lidu nho nhit 1a 150 mg
mdi ngay. Bénh nhin da dung luong liéu nhé nhét s& tiép tuc dung 150 mg mdi ngay
trir khi Hgb cua ho ting Ién > 12,0, 12,5 hodc 13,0 g/dL.

Theo cac phuong an nhat dinh, liéu ¢6 thé dugc dicéu chinh bang cach cho bénh
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nhan mic bénh thiéu mau ding lidu hang ngay ban dau cua hop chét l1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]aminojaxetic hodc mudi duge dung, solvat
hodc hydrat ctia n6 dugc dung trong duoc pham dugc mo ta & muc 5.3; do luong huyét
sic t& & bénh nhan 1in th nhit va sau d6 do lugng huyét sic té & bénh nhan lan tha
hai, trong d6 néu luong huyét sic t6 & bénh nhan & 14n do tht hai nim trong khoang tir
10,5 dén 11,5 g/dL hodc khoang tir 10,75 dén 11,25 g/dL va khoang tir 11,7 dén 12,7
g/dL hodc tur 11,95 dén 12,45 g/dL va luong huyét sic t6 ting nhiéu hon khoang tir 1,2
dén 1,8, tur 1,3 dén 1,7, hodc tur 1,4 dén 1,6 g/dL so véi lugng huyét sic t& & 1an do thi
nhat; hodc néu lugng huyét sic td & bénh nhan & lan do thu hai nim trong khoang tir
11,8 dén 12,8 g/dL hodc khoang tir 12,05 dén 12,55 ¢/dL va khoang tir 12,4 dén 13,9
g/dL hoac khoang tur 12,65 dén 13,15 g/dL va lugng huyét sic t6 tang 1én khoang tu
0,7 dén 1,3, khoang tur 0,8 dén 1,2, hoac khoang tu 0,9 dén 1,1 g/dLL va khoéng tr 1,1
dén 1,7, khoang tir 1,2 dén 1,6, hodc khoang tur 1,3 dén 1,5 g/dL. so voi lugng huyét
sic td & 1an do tha nhat; hodc néu luong huyét sic t& & bénh nhan & lan do tha hai nam
trong khoang tur 11,8 dén 12,8 g/dL, hodc khoang tir 12,05 dén 12,55 g/dL va khoang
tr 12,4 dén 13,9 g/dL hoic khoang tir 12,65 dén 13,15 g/dL va lugng huyét sic (0 ting
nhidu hon khoang tir 1,2 dén 1,8, khoang tir 1,3 dén 1,7, hodc khoang tir 1,4 dén 1,6
g/dL so voi luong huyét sic t& ¢ 1an do tht nhat; thi sau d6 cho bénh nhan dung liéu
hang ngay duoc diéu chinh ctia hop chit ma nhé hon liéu hang ngay ban dau. Theo cac
phuong an nhét dinh, liéu hang ngay dugc diu chinh ctia hop chét la nho hon khoang
300 mg so véi lidu hang ngay ban dau. Theo cic phuong 4n nhét dinh, luong lidu nho
nhét 12 150 mg mdi ngay. Bénh nhan di dung lugng lidu nho nhét sé tiép tuc dung 150
mg mdi ngay trir khi Hgb ctia ho ting 1én > 12,0, 12,5 hodc 13,0 g/dL.
Theo cac phuong an nhét dinh, liéu c6 thé duoc diéu chinh bz“mg cach cho bénh
‘nhan mic bénh thiéu mau ding liéu hang ngay ban dau ctia hop chét 1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc mudi duoc dung, solvat
hodc hydrat cia n6 dugc dung trong dugc phém nhu dugc mo ta & muc 5.3; do lugng
huyét sic t6 & bénh nhén lan thir nhat va sau d6 do lugng huyét sic té ¢ bénh nhén lan
thtr hai, trong d6 néu luong huyét sic to & bénh nhan & lan do th(r hai bang hodc 16n
hon 11,0, 11,5, 12,0, 12,5, 13,0, 13,5 hodc 14,0 g/dL, thi sau d6 cho bénh nhan dung
lidu hang ngay duoc didu chinh cta hop chat ma nhé hon lidu hang ngay ban dau.

Theo cac phuong an nay, viéc cho dung liéu dugc dung lai. Theo cdc phuong an nay,
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viéc cho dung liéu s& duoc dung lai néu Hgb ting lén > 11,0, 11,5, 12,0, 12,5, 13,0,
13,5 hodc 14,0 g/dL, va s& khong duoc bét diu lai cho dén khi Hgb giam xudng <10,5,
11,0, 11,5, 12,0, 12,5, 13,0 hogc 13,5 g/dL. Céc yéu t& c¢6 thé lam thay doi tam thoi
luong Hgb nén duge xem xét trude khi dirng viée cho dung liéu. Hgb dugc danh gia 2
tudn mot 1an trong thoi gian nay.

Theo cac phuong an nhét dinh, lidu ¢6 thé duoc didu chinh béng cach cho bénh
nhan méc bénh thiéu méu dung lidu hang ngy ban ddu cua hop chét 1a axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyl]amino } axetic hodc mudi duoc dung, solvat
hodc hydrat cua n6 dugc dung trong dugc phém nhu duge md ta & muc 5.3; do lugng
hemoglobin & bénh nhén 1An th(r nhét va sau d6 do luong hemoglobin & bénh nhén lan
tht hai, trong dé néu luong hemoglobin & bénh nhan & lan do thtr hai bing hoic 16n
hon 10,5, 11,0, 11,5, 12,0, 12,5, 13,0 hodc 13,5 g/dL, thi sau d6 cho bénh nhéan dung
lidu hang ngay dugc diéu chinh ctia hop chdt ma nho hon lidu hang ngay ban dau.
Theo cic phuong an nay, viéc cho dung lidu duoc dung lai. Theo cac phuong én nay,
viée cho dung lidu s& duoc dimg lai néu Hgb ting 1én > 10,5, 11,0, 11,5, 12,0, 12,5,
13,0 hodc 13,5 g/dL, va s& khong dugc bét dau lai cho dén khi Hgb giam xudng <10,0,
10,5, 11,0, 11,5, 12,0, 12,5 hodc 13,0 g/dL. Céc yéu t& ¢6 thé lam thay doi tam thoi
lugng Hgb nén dugc xem xét trude khi dirng viéc cho dung lidu. Hgb dugce dénh gid 2
tuan mot lan trong thoi gian nay.

Theocécphuongzhlnhémﬂnh,Héucéthéduqccﬁéuchhﬂlbéngcédlchobénh
nhan mic bénh thiéu mau ding lidu hang ngiy ban dau cua hop chét la axit {[5-(3-
clophenyl)-3-hydroxypyridin-2-cacbonyljamino }axetic hodc mudi duge dung, solvat
hodc hydrat cia n6 dugce dung trong dugc phém nhu duoc md ta & muc 5.3; do lugng
huyét sic t6 & bénh nhan lan thi nhét va sau d6 do luong huyét sdc t6 ¢ bénh nhén lan
thtr hai, trong dé néu lugng huyét sdc t6 ¢ bénh nhan & 1an do thi hai bang hodc 16n
hon 11,0, 11,5, 12,0, 12,5, 13,0, 13,5 hodc 14,0 g/dL néu bénh nhan 13 nam trudng
thanh hodc 10,5, 11,0, 11,5, 12,0, 12,5, 13,0 hodc 13,5 g/dL néu bénh nhan 14 no
trudng thanh, thi sau d6 cho bénh nhan dung lidu hang ngay duoc diéu chinh ctia hop
chAt ma nho hon liéu hang ngay ban dau. Theo cac phuong an nay, viée cho dung lidu
dugc dung lai. Theo cac phuong 4n nay, viéc cho dung lidu duoc dung lai néu Heb
tang 1én > 11,0, 11,5, 12,0, 12,5, 13,0, 13,5 hodc 14,0g/dL néu bénh nhan la nam
trudng thanh hoac > 10,5, 11,0, 11,5, 12,0, 12,5, 13,0 hodc 13,5 g/dL néu bénh nhén la
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nt truong thanh, va s& khong dugc bét diu lai cho dén khi Hgb giam xudng < 10,5,
11,0, 11,5, 12,0, 12,5, 13,0 hoac 13,5 g/dL néu bénh nhan 1a nam trudng thanh hodc <
10,0, 10,5, 11,0, 11,5, 12,0, 12,5 hodc 13,0 g/dL néu bénh nhan la nit trudng thanh.
Céc yéu t6 co thé lam thay ddi tam thoi lugng Hgb nén dugc xem xét truge khi dung
viée cho dung lidu. Hgb duoc dénh gia 2 tudn mot 1an trong thoi gian nay. Cc phuong
phép diéu chinh lidu duge mod ta trong ban md ta nay cb thé duoc ap dung trong cic
phac dd didu tri st dung bét ky hop chét nio dwgc md ta trong ban md ta nay, hodc

hdn hop ctia ching.

Thuat toan liéu

Theo céc phuong an nhét dinh, lidu ¢6 thé duge diéu chinh b%mg cach cho bénh
nhan méc bénh thiéu méu dung liéu hang ngay ban du cta hop chét nhu duge mo ta
trong muc 5.2 dugc dung trong dugc phém nhu dugc mod ta & muc 5.3 (cu thé, Duoc
phém 1 hodc 2; xem muc 6.2), do lugng huyét séc td & bénh nhan lan thtr nhit va sau
dé do lugng huyét sdc to & bénh nhan lan tht hai, va diéu chinh liéu nhu duge mo ta
duéi day. Theo cac phuong an nhét dinh, 14n do tht nhét 14 1an do dudng co sé. Theo
cac phuong 4n nhét dinh, lidu ¢6 thé duge didu chinh bing cich cho bénh nhan mic
bénh thiéu mau dung lidu hang ngay ban ddu cua hop chat 1 duge dung trong dugc
phém nhu dugc mo ta & muc 5.3, do lugng huyét sic t6 & bénh nhan lan thu nhat va
sau do do lugng huyét séc td & bénh nhan lan thir hai, va diéu chinh liéu nhu dugc md
ta dudi day.

Theo cac phuong an nhét dinh, luong huyét sic td ¢o thé duoc xdc dinh va theo
doi, vi du, thong qua hé théng theo doi Hgb tai chd HemoCue®, xuyén sudt nghién
ctru dé xéc dinh ¢6 didu chinh lidu cta duge pham nghién ctu hay khong. Theo céc
phuong 4n nhét dinh, Hgb c6 thé thu dugc thong qua HemoCue® 2 tudn mot 1an dé
theo dai su diéu chinh lidu. Theo cic phuong 4n nhat dinh, Hgb c6 thé thu duoc thong
qua HemoCue® 4 tuan mot 1an, trir khi cAn theo doi thudong xuyén hon nhdm chi ra
hodic dam bao vé phuong dién 1am sang trén co s& su thay d6i liéu. Theo cac phuong
an nhat dinh, Hgb cé thé thu dugc thong qua HemoCue® 4, 6, 8, 10, 12 hoac 16 tuén
mdt 1an. Theo cdc phuong 4n nhat dinh, huyét sic t& con ¢ thé duoc danh gid véi
¢ong thirc méu (CBC) ¢ phong thi nghiém trung tdm danh gia vé hiéu qua va do an

toan; tuy nhién, sy diéu chinh liéu dya trén co s& gia tri Hgb HemoCue® cuc bo. Theo
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céc phuong an nhét dinh, muc dich la lam tdng va duy tri luong Hgb la 10-11 g/dL.
Theo cac phuong an nhét dinh, muc dich 12 1am ting va duy tri lugng Hgb la 10-12
g/dL. Theo céac phuong an nhét dinh, muc dich 1a 1am ting va duy tri lugng Hgb 1a 10-
13 g/dL.

Theo cac phuong 4n nhat dinh, hop chét 1 duoc dung trong duge phdm nhu
dugc md ta & muc 5.3, cu thé 12 Dugc phém 1 hodc 2 (xem muc 6.2), va dugc dung
theo & lidu theo huéng dan thuat toan didu chinh lidu. Khi diéu chinh lidu, ty 1€ Hgb
tang, giam va thay dbi duge xem xét. Néu chi Hgb 1éch thi ¢6 thé khong cén thay doi

liéu.
5.7.3. Quy trinh diéu chinh liéu ¢ bénh nhan mac bénh thédn man tinh

Theo céc phuong an nhit dinh, viéc ding hop chét 1 theo lidu duoc diéu chinh
trong subt qua trinh diéu trj ctia bénh nhan dugc md ta dudi ddy. Theo cac phuong an
cu thé, liéu duoc diéu chinh dé diéu tri bénh thiéu mau & bénh nhan. Theo cac phuong
an cu thé, bénh nhén méc bénh thin man tinh phu thudc khong thdm tach (NDD-
CKD). Theo céc phuong 4n cu thé, hop chit 1 duoc diéu ché du6i dang Duoc pham 1
hoac Duoc phém 2.

Theo mdt s6 phuong 4an, gia trj duong co s& dugc xac dinh ngay trude khi su
dung hop chit 1 lan dau tién. Theo cic phuong én nhét dinh, lidu hang ngay ban dau
dugc dung cho bénh nhéan 1a 300 mg/ngay. Theo cac phuong an nhét dinh, liéu hang
ngdy ban ddu duoc dung & dang hai vién nén, mdi vién g6m 150 mg. Theo céc phuong
an nhat dinh, lidu hang ngay ban dau duoc dung cho bénh nhén la 450 mg/ngay. Theo
céc phuong 4n cu thé, lidu hang ngay ban dau dugc dung ¢ dang ba vién nén, mdi vién
gdm 150 mg. Theo cac phuong 4n cu thé, lidu hang ngay ban ddu duoc dung vao budi
sang. Theo céc phuong an cu thé, lidu hang ngay ban diu duoc dung vao thoi diém tir
7 gid sang dén 2 gid chiéu.

Theo céc phuong 4n nhét dinh, liéu hang ngay ctia hop chét 1 khong tang nhiéu
hon mot 1An mdi 4 tudn trong sudt qua trinh didu tri. C6 thé giam liéu hang ngay nhiéu
lan hon, tuy nhién can tranh didu chinh liéu thuong xuyén.

Theo céc phuong an nhit dinh, néu Hgb khong ting nhiéu hon 0,5 g/dL so v&i
gid tri dudng co s& sau 4 tudn didu tri, thi lidu hang ngay ctia hop chit duoc ting 1én

150 mg/ngay. Liéu hang ngay dugc ting 1én khodng 150 mg/ngay mdi 4 tudn cho dén
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khi Hgb 16n hon 10,0 g/dL (lidu t6i da 1a 600 mg/ngay). Theo cdc phuong 4n cu thé,
néu Hgb khong tang nhidu hon 0,5 g/dL so véi gid tri dudng co s sau 4 tudn didu tri
v6i lidu hang ngay ctia hop chat 1 & bénh nhan mic NDD-CKD, thi liéu hang ngay ctia
hop chit duoc ting 1én 150 mg/ngdy. Theo cac phuong an cu thé, lidu hang ngay ctia
hop chét 1 dugc ting 1én khoang 150 mg/ngay mdi 4 tuan cho dén khi Hgb & bénh
nhan mic NDD-CKD 16n hon 10,0 g/dL (liéu t6i da 1a 600 mg/ngay).

Theo cc phuong an nhét dinh, néu Hgb ting nhanh trong qué trinh didu tri (vi
du, nhiéu hon 1,0 g/dL trong thoi gian 2 tuin bét ky), thi lidu hang ngay dugc giam
xubng 150 mg/ngay. Theo cac phuong én cu thé, néu Hgb & bénh nhan mic NDD-
CKD tiang nhanh trong qué trinh didu tri voi lidu hang ngay ctia hop chat 1 (vi du,
nhiéu hon 1,0 g/dL trong thoi gian 2 tudn bét ky), thi lidu hang ngay dugc giam xubng
150 mg/ngay.

Theo cac phuong an nhat dinh, néu Hgb giam xubng dudi 10,0 g/dL, thi licu
hang ngay dugc 1én 150 mg/ngay. Theo cac phuong an cu thé, néu Hgb ¢ bénh nhan
méc NDD-CKD giam xuéng duéi 10,0 g/dL trong qud trinh didu tri véi liéu cta hop
chit 1, thi lidu hang ngay duoc giam xudng 150 mg/ngay.

Theo céc phuong 4n nhit dinh, néu lwong Hgb vuot qua 11,0 g/dL, thi dung
diéu tri cho dén khi Hgb giam xudng nhé hon hodc bang 10,5 g/dL. Sau do, lai tiép tuc
cho dung lidu vé6i lidu hang ngay dugc giam xudng 150 mg/ngay. Theo cac phuong dn
nhat dinh, néu luong Hgb & bénh nhin mic NDD-CKD vuot qua 11,0 g/dL, thi dirng
didu tri v6i hop chét 1 cho dén khi Hgb giam xudng nho hon hodc bang 10,5 g/dL. Sau
do, lai tiép tuc cho ding liéu véi hop chét 1 véi lidu hang ngay dugc giam xudng
150 mg/ngay.

Theo céc phuong an nhét dinh, néu lugng Hgb vuot qua 12,0 ¢/dL, thi liéu hang
ngay dugc giam xubng 150 mg. Theo cac phuong an nhét dinh, néu luong Hgb vuot
qué 13,0 g/dL, thi dimg diéu tri cho dén khi Hgb giam xubng nhé hon hodc bing 12,5
g/dL. Sau do, lai tiép tuc cho dung lidu véi lidu hang ngay duoc giam xubng 150
mg/ngdy. Theo cac phuong an cu thé, néu luong Heb & bénh nhin mic NDD-CKD
vuot qua 12,0 g/dL trong qua trinh diu tri v6i lidu hang ngay cta hop chit 1, thi liéu
nay duoc giam xudng 150 mg/ngay. Theo cdc phuong 4n nhit dinh, néu lugng Hgb &
bénh nhan mic NDD-CKD vuot qua 13,0 g/dL, thi dung diéu tri véi hop chat 1 cho

dén khi Heb giam xubng nhé hon hodc bang 12,5 g/dL. Sau do, lai tiép tuc cho dung
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lidu v6i hop chit 1 voéi liéu hang ngay duogc giam xubng 150 mg/ngay.

Theo céc phuong an nhét dinh, néu viéc diéu chinh liéu 1a can thiét dé duy tri
Hgb ¢ luong mong muén, thi lidu hang ngay dugc didu chinh 1a 150 mg/ngay. Theo
cac phuong an nhét dinh, néu viéc diéu chinh liéu cua hop chit 1 1a can thiét dé duy tri
Hgb & bénh nhan mic NDD-CKD & lugng mong mubn, thi lidu hang ngay duge diéu
chinh la 150 mg/ngay.

Theo cac phuong an nhét dinh, viéc ding hop chét 1 theo lidu duoc didu chinh
trong sudt qua trinh diéu tri ciia bénh nhan dugc mo ta dudi day. Theo céc phuong in
cu thé, lidu hang ngay dugc diéu chinh dé duy tri viéc diéu tri bénh thiéu méau & bénh
nhéan. Theo cac phuong an cu thé, bénh nhan méic bénh than man tinh phu thuoc khong
tham tach (NDD-CKD). Theo cic phuong 4n cu thé, hop chit 1 duoc diéu ché dudi
dang Duogc phém 1 hodc Duoc phém 2.

Theo mét sd phuong an, gid tri duong co s duge xdc dinh ngay trude khi st
dung hop chit 1 1an ddu tién. Theo cic phuong én nhit dinh, lidu hang ngay ban dau
duoc dung cho bénh nhén la 300 mg/ngay. Theo cac phuong an nhét dinh, liéu hang
ngdy ban ddu dugc ding & dang hai vién nén, mdi vién gém 150 mg. Theo céc phuong
an nhit dinh, lidu hang ngay ban dau dugc dung cho bénh nhan 1a 450 mg/ngdy. Theo
céc phuong an cu thé, lidu hang ngay ban dau duoc dung ¢ dang ba vién nén, mdi vién
gdm 150 mg. Theo cic phuong an cu thé, liéu hang ngay ban dau duoc dung vio budi
sang. Theo cac phuong an cu thé, lidu hang ngay ban dau duoc dung vao thoi diém tur
7 gidy sang dén 2 gio chiéu.

Theo céc phuong 4n nhit dinh, lidéu hang ngay ctia hop chét 1 dugc ding trong
dugc phém nhu dugc mo ta & muc 5.3 khong dugce ting nhiéu hon mot 1an mdi 4 tuén
trong sudt qua trinh didu tri. C6 thé giam lidu hang ngay nhiéu lan hon, tuy nhién cin
tranh didu chinh liéu thudng xuyén.

Theo céc phuong an nhét dinh, néu viéc diéu chinh lidu 1a cin thiét dé duy tri
Hgb & lugng mong mudn, thi liéu hang ngay cta hop chat dugc diéu chinh 1 150
mg/ngay (lidu hang ngay t6i da 1a 600 mg/ngdy). Theo cdc phuong én cu thé, néu viée
diéu chinh lidu 14 cin thiét dé duy tri Hgb & bénh nhan mic NDD-CKD & lugng mong
mubn, thi lidu hang ngay ctia hop chét 1 duoc diéu chinh la 150 mg/ngay (liéu hang
ngdy t6i da 1a 600 mg/ngay).

Theo cac phuong 4n nhét dinh, néu Hgb giam xubng dudi 10,0 g/dL, thi liéu
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hang ngay duogc tang 1€n 150 mg/ngay. Theo cic phuong an cu thé, néu Hgb & bénh
nhan mic NDD-CKD giam xubng duéi 10,0 g/dL trong qué trinh didu tri voi lidu cta
hop chét 1, thi lidu hang ngay duoc giam xubng 150 mg/ngay.

Theo cac phuong dn nhét dinh, néu lugng Hgb vuot qua 11,0 g/dL, thi dung
diéu tri cho dén khi Hgb giam xudng nho hon hogc bang 10,5 g/dL. Sau do, lai tiép tuc
cho ding lidu véi lidu hang ngay duge gidm xubng 150 mg/ngay. Theo céc phuong 4n
nhét dinh, néu lugng Hgb & bénh nhan méic NDD-CKD vuot quéa 11,0 g/dL, thi ding
didu tri v6i hop chét 1 cho dén khi Hgb gidm xudng nho hon hoic bang 10,5 g/dL. Sau
do, lai tiép tuc cho ding liéu v6i hop chéat 1 véi lidu hang ngay duoc gidm xubng 150
mg/ngay.

Theo céc phuong dn nhat dinh, néu luong Hgb vuot qud 12,0 g/dL, thi liéu hang
ngay dugc gidm xubng 150 mg/ngdy. Theo cac phuong an nhét dinh, néu luong Hgb
vuot qué 13,0 g/dL, thi dung didu tri cho dén khi Hgb giam xudng nho hon hozc bang
12,5 g/dL. Sau do, lai tiép tuc cho dung lidu v6i lidu hang ngay duge giam xudng 150
mg/ngay. Theo cac phuong an cu thé, néu luong Hgb & bénh nhéan mic NDD-CKD
vuot qua 12,0 g/dL trong qué trinh diéu tri voi lidu hang ngay cta hop chét 1, thi lidu
hang ngay duoc giam xubng 150 mg/ngdy. Theo cac phuong dn nhét dinh, néu lugng
Hegb & bénh nhan méc NDD-CKD vuot qué 13,0 g/dL, thi dimg diéu tri voi hop chét 1
cho dén khi Hgb giam xubng nho hon hoic bang 12,5 g/dL. Sau do, lai tiép tuc cho
dung lidu véi hop chat 1 véi lidu hang ngay dugc giam xudng 150 mg/ngay.

Theo cac phuong an nhét dinh, trong budc cho dung hop chét ¢6 cau tric Cong
thire (I), Cong thae (II), Cong thac (III), Cong thic (IV), hodc Cong thirc (V), hoac
hop chit duoc chon tir nhom bao gém hop chét 1, hop chét 2, hop chét 3, hop chét 4,
hop chit 5, hop chit 6, hop chét 7, hop chét 8, hop chit 9, hop chéit 10, hop chit 11,
hop chit 12, hop chit 13, Chét chuyén hoa 1, hodc Chat Chuyén hoa 2 hodc mudi duoc
dung, solvat, hodc hydrat ctia n6 (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
hodc mudi duoc dung, solvat hoic hydrat ctia n6 duge dung trong dugc pham nhu
duoc mo td & muc 5.3, lidu c6 thé duogc tang lén nhiéu hon mot 1an mdi 4 tuan, nhung
ciing ¢6 thé giam nhiéu lan hon, tuy nhién can tranh viéc didu chinh lidu thuong
xuyén. Theo cac phuong an nhit dinh, lidu c6 thé dugc diéu chinh bang cach cho bénh

nhan mac bénh thiéu méau dung liéu hang ngay ban dau cta hop chat, do luong huyét
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sic t& & bénh nhén lan tht nhit va sau d6 do lugng huyét séc td & bénh nhan lan thir
hai vao 4 tudn sau d6, va néu Hgb khong ting nhiéu hon 0,5 g/dL trén gia tri thir nhit
sau 4 tudn, thi sau d6 cho dung liéu hang ngdy dugc diéu chinh ctia hop chit ma cao
hon liéu hang ngay ban dau, vi du, lidu duoc diéu chinh cao hon 150 mg so v6i lidu
ban dau. Theo cdc phuwong 4n nhit dinh, lidu ¢6 thé con duge diéu chinh bang céch do
1,2, 3,4, 5 hodc nhiéu 14n lugng huyét sic td & bénh nhan sau do, va néu Hgb khong
tang nhiéu hon 0,5 g/dL trén gié tri truGe do6, thi cho bénh nhan ding lidu hang ngay
cta hop chit ma cao hon lidu hang ngay truéc d6. Theo céc phuong an nhét dinh, quy
trinh didu chinh dugc tiép tuc cho dén khi Hgb 16n hon 10,0 g/dL. Theo céc phuong an
nhét dinh, quy trinh diéu chinh duoc tiép tuc cho dén khi Hgb 16n hon 8,0 g/dL, 8.5,
g/dL, 9,0 g/dL, 9,5 g/dL, 10,0 g/dL, 10,5 g/dL, 11,0 g/dL, 11,5 g/dL, 12,0 g/dL, 12,5
g/dL, 13,0 g/dL, 13,5 g/dL hodc 14,0 g/dL. Theo cac phuong an nhét dinh, lidu hang
ngay toi da ctia hop chit 1a 600 mg/ngay. Theo cic phuong an nhét dinh, lidu hang
ngay tdi da ctia hop chét 12 400 mg/ngay, 450 mg/ngay, 500 mg/ngdy, 550 mg/ngay,
600 mg/ngay, 650 mg/ngay, 700 mg/ngay, 750 mg/ngay hodc 800 mg/ngay.

Theo cac phuong an nhét dinh, liéu c¢6 thé duoc didu chinh bing cach cho bénh
nhén méc bénh thiéu mau ding liéu ban dau ciia hop chét co cdu tric Cong thic (1),
Cong thtre (II), Cong thac (II1), Cong thite (IV) hodc Cong thuc (V) hodc hop chét
duoc chon tir nhém bao g6m hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét
5, hgp chét 6, hop chat 7, hop chét 8, hop chit 9, hop chat 10, hop chat 11, hop chét
12, hop chét 13, Chét chuyén héa 1 hodc Chét chuyén hoéa 2 hodc mudi duoc dung,
solvat hodc hydrat cua no (cu thé, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
hodc mudi duoc dung, solvat hodc hydrat ctia n6 dugc dung trong dugc phé“im nhu
dugc md ta & muc 5.3, do luong huyét sic td & bénh nhéan lan thtr nhét va sau dé do
luong huyét sic td & bénh nhan 14n tha hai, va néu Hgb tdng nhanh (vi du, nhiéu hon 1
g/dL trong thoi gian 2 tudn), thi sau d6 cho dung lidu hang ngay dugc diéu chinh cla
hop chit ma thdp hon liéu hang ngdy ban dAu, vi dy, lidu duge diéu chinh thip hon
150 mg so v6i liéu ban dau.

Theo céc phuong an nhit dinh, lidu ¢6 thé dugc diéu chinh bang cach cho bénh
nhan mic bénh thiéu mau dung lidu ban ddu ctia hop chat c¢6 cdu tric Cong thie (1),

Cong thire (IT), Cong thue (III), Cong thic (IV) hodac Cong thie (V) hodc hop chét
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duoc chon tir nhém bao g61n hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét
5, hop chét 6, hop chat 7, hop chit 8, hop chit 9, hop chét 10, hop chét 11, hop chét
12, hop chit 13, Chét chuyén héa 1 hoic Chét chuyén héa 2 hoic mudi duge dung,
solvat hodc hydrat cia no (cu thé, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
hodc mudi duoc dung, solvat hodc hydrat ctia n6 duge dung trong dugc phdm nhu
dugc mo td & muc 5.3, do lugng huyét sdc td & bénh nhan 1an tha nhét va sau do do
lwong huyét sdc té ¢ bénh nhan 1an thr hai, va néu lugng Hgb vuot qua 11,0 g/dL, thi
sau d6 cho ding lidu hang ngay duoc didu chinh ctia hop chit ma thp hon liéu hang
ngay ban dau. Theo cic phuong 4n nhét dinh, lidu c6 thé duoc didu chinh bing cach
cho bénh nhan mic bénh thiéu mau dung liéu hang ngay ban dau cua hop chit, do
luong huyét sic tb & bénh nhan 1an th&r nhét va sau do do lugng huyét sic t& & bénh
nhan lan tht hai, va néu lugng huyét séc td vuot qua 11,0 g/dL, thi dung st dung lidu
hang ngay cho dén khi Hgb giam xudng nhoé hon hodc bang 10,5 g/dL, rdi sau do lai
tiép tuc diéu tri bang cach cho dung lidu hang hang duogc diéu chinh cta hop chit ma
thip hon lidu hang ngay ban dau. Theo cic phuong an nhét dinh, lidu hang ngay dugc
didu chinh cta hop chat 12 50 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg,
400 mg, 450 mg, 500 mg, 550 mg hodc 600 mg. Theo ciac phuong an nhit dinh, liéu
hang ngay dugc didu chinh cao hon lidu ban ddu 1,5 lan, 2 14n, 2,5 14n, 3 lan, 3,5 lan, 4
14n, 4,5 14n hodc 5 1an. Theo cac phuong 4n nhét dinh, lidu ban diu cao hon lidu duoc
diéu chinh 1,5 14n, 2 14n, 2,5 14n, 3 14n, 3,5 lan, 4 lan, 4,5 1an hodc 5 lan.

Theo céac phuong an nhét dinh, liéu c6 thé duoc diéu chinh b'fmg cach cho bénh
nhan méc bénh thiéu mau dung liéu ban diu cta hop chét ¢6 ciu tric Cong thic (1),
Cong thuc (II), Cong thuc (III), Cong thuc (IV) hodc Cong thtrc (V) hodc hop chit
duoc chon tr nhém bao géIn hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét
5, hop chét 6, hop chit 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11, hop chét
12, hop chit 13, Chét chuyén hoa 1 hodc Chét chuyén hoa 2 hodc mudi dugc dung,
solvat hoic hydrat cta nd (cu thé, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
hodc mudi duoc dung, solvat hodc hydrat cia né duoc ding trong duge pham nhu
dugc md td & muc 5.3, do lugng huyét sdc t6 & bénh nhan 1an tht nhit va sau do do

luong huyét séc té ¢ bénh nhan 1an thir hai, va néu lugng Hgb vuot qua 12,0 g/dL, thi
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sau do cho dung lidu hang ngay dugc diéu chinh caa hop chit ma thap hon liéu hang
ngdy ban dau. Theo céc phuong 4n nht dinh, lidu c6 thé dugc diéu chinh bang cich
cho bénh nhan méc bénh thiéu mau dung liéu hang ngay ban dau cla hop chét, do
lugng huyét sic td & bénh nhan lAn the nhét va sau d6 do luong huyét sic td & bénh
nhan 1an tha hai, va néu lugng huyét sic td vuot quéa 13,0 g/dL, thi dung st dung liéu
hang ngay cho dén khi Hgb giam xubng nhoé hon hoic bang 12,5 g/dL, rodi sau do lai
tiép tuc diéu tri bang cach cho dung lidu hang hang dugc didu chinh cia hop chit ma
thap hon liéu hang ngay ban ddu. Theo céc phuong an nhét dinh, liéu hang ngay duoc
diéu chinh 1a 50 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450
mg, 500 mg, 550 mg hodc 600 mg. Theo cac phuong an nhét dinh, lidu hang ngay
duoc diéu chinh cao hon lidu ban dau 1,5 lan, 2 lan, 2.5 lan, 3 lan, 3,5 1an, 4 lan, 4,5
1in hodc 5 1an. Theo cdc phuong 4n nhat dinh, lidu ban dAu cao hon lidu duge didu

chinh 1.5 1dn, 2 14n, 2,5 14n, 3 14n, 3,5 l4n, 4 14n, 4,5 1an hodc 5 lan.

5.7.4. Liéu hang ngay

Theo cdc phuong 4n nhét dinh, lidu hang ngay cta hop chit cé cau tric Cong
thie (1), Cong thie (II), Cong thuc (IIT), Cong thuc (IV), hodc Cong thire (V), hoac
hop chit duoc chon tir hop chat 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop
chét 6, hop chat 7, hop chat 8, hop chit 9, hop chét 10, hop chit 11, hop chét 12, hop
chit 13, Chét chuyén hoa 1, hodc Chét chuyén héa 2 hoac mudi duoe dung, solvat,
hoic hydrat cia né (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) ¢6
thé duoc tang 1én sau mot khoang thoi gian, bat ddu vao ngay bénh nhan duoc dung
lidu hang ngay cta hop chét. Theo céc phuong én nhét dinh, khoang thoi gian la
khoang mot tudn dén tdm tudn, vi du nhu tir hai tudn dén bay tudn, tir ba tudn dén sau
tudn hodc khoang bén tuan. Theo cac phuong 4n cu thé, hop chét dugc dung trong
duoc phém nhu duoc mod td & muc 5.3.

Theo céc phuong an nhét dinh, lidu hang ngay ctia hop chét cé cdu troc Cong
thie (I), Coéng thuc (II), Cong thuc (III), Cong thirc (IV), hodc Cong thirc (V), hodc
hop chét duoc chon tir hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop
chét 6, hop chat 7, hop chét 8, hop chét 9, hop chét 10, hop chat 11, hop chit 12, hop

chét 13, Chat chuyén hoa 1, hodc Chét chuyén héa 2 hodc mudi dugc dung, solvat
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hodc hydrat cia nd (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino }axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) ¢o
thé dugc didu chinh mdt lan trong mdt khoang thoi gian. Theo cac phuong 4n nhat
dinh, khoang thoi gian la tr khoang mot tudn dén tam tudn, vi du nhu tir hai tuin dén
bay tudn, tir ba tuan dén sau tudn hoic khoang bdn tudn. Theo céc phuong an cu thé,
hop chit duoc dung trong duogc phém nhu dll’(_)"C md ta & muc 5.3.

Theo cac phuong an nhét dinh, lidu hang ngay cua hop chét c¢6 cdu trac Cong
thiee (I), Cong thae (II), Cong thuc (IIT), Cong thuc (IV), hodc Cong thire (V), hodc
hop chit duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chit 3, hop chét 4,
hop chit 3, hop chét 6, hop chét 7, hop chét 8, hop chat 9, hop chét 10, hop chit 11,
hop chét 12, hop chit 13, Chét chuyén héa 1, hodc Chat chuyén héa 2 hodc mudi duogc
dung, solvat, hodic hydrat ctia n6 (cu thé 14, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]lamino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
khong duoc ting néu luong huyét sic t6 di ting nhiéu hon 1,2 g/dL so véi luong huyét
sic t6 duong co so. Theo cic phuong n cu thé, hop chat dugc dung trong dugc phim

nhu dugc mo td & muc 5.3.

5.7.5. Str dung lidu va duoc phém dé diéu tri bénh thiéu mau

Theo cac phuong 4n nhét dinh, sang ché dé xuit dugc pham dang liéu dung
theo duong miéng dé diéu tri bénh thiéu mau thu phéat do bénh than man tinh phu
thudc khong thdm tach, duge phdm nay chira hop chét c6 céu trac Cong thire (1), Cong
thie (II), Cong thte (IIT), Cong thirc (IV), hodac Cong thtc (V), hodc hop chét duoc
chon tir nhém bao gém hop chit 1, hop chét 2, hop chét 3, hop chét 4, hop chét 5, hop
chét 6, hop chét 7, hop chit 8, hop chat 9, hop chat 10, hop chat 11, hop chét 12, hop
chit 13, Chét Chuyén héa 1, va Chét chuyén héa 2 hodc mudi duge dung, solvat, hodc
hydrat cia n6 (cu thé,  axit  {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic);
bude do luong huyét sic td & bénh nhan sau khi dung lidu hang ngay ctia hop chit roi
do lai sau mot khoang thoi gian, trong dé néu lugng huyét sic té & bénh nhan nho hon
khoang 10,0 g/dL va luong huyét sic t6 giam it hon khoang 0,5 g/dL so véi lugng
dugc do ¢ khoang thoi gian trude d6; hodc néu lugng huyét sic té ¢ bénh nhan nho

hon khoang 10,0 g/dL va luong huyét sic td tang 1én khoang 0,4 g/dL so v&i lugng
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dugc do ¢ khoang thoi gian trude dé; hodc néu luong huyét sic t & bénh nhan niam
trong khoang tur 10,0 dén 10,9 g/dL va luong huyét sic t& giam it hon khoang 0,5 g/dL
so véi lugng duge do ¢ khoang thoi gian trude do; thi lidu hang ngay duoc diéu chinh
tang 1én khoang 150 mg so véi lidu hang ngay ban dau. Theo cic phuong 4n nay, hop
chét duoc ding mdi ngay mot 1an va co thé dugc dung theo dudng miéng. Theo cac
phuong an nhét dinh, liéu hang ngay la khoang 450 mg, sao cho khi liéu hang ngay
ting 1én khoang 150 mg, thi liéu hang ngay dugc diéu chinh khoang 600 mg. Theo céc
phuong 4n nhit dinh, khoang thoi gian 1a tir khoang 1 tudn dén khoang 8 tuin, chang
han nhu khoang 2 tudn dén khoang 7 tudn, khoang 3 tudn dén khoang 6 tudn hoic
khoang 4 tuin. Theo cic phuong dn nhéit dinh, liéu hang ngay c6 thé duoc ting hodc
giam khoang 75 mg, khoang 100 mg, khoang 125 mg, khoang 150 mg, khoang 175
mg, khoang 200 mg, khoang 225 mg, khoang 250 mg, khoang 275 mg hodc khoang
300 mg. Theo cac phuong an nhit dinh, lidu hang ngay c6 thé dugc ting hodc gidm
mdt lugng nim trong khoang tir 75 mg dén 300 mg, tir 100 mg dén 300 mg, tr 125 mg
dén 300 mg, tr 150 mg dén 300 mg, tir 175 mg dén 300 mg, tir 200 mg dén 300 mg, tir
225 mg dén 300 mg, tir 250 mg dén 300 mg hodc tir 275 mg dén 300 mg. Theo cic
phuong 4n nhét dinh, lidu hang ngay ¢ thé dugc ting hodc giam mot luong nim trong
khoang tir 75 mg dén 250 mg, tir 100 mg dén 225 mg hodc tir 125 mg dén 200 mg.
Theo cac phuong 4n nhit dinh, liéu hang ngay duoc diéu chinh khong vuot qua 600
mg hodic 750 mg. Theo cac phuong 4n cu thé, lidu hang ngay duoc ding trong dugc
phdm nhu dugc mé ta & muc 5.3.

Theo céc phuong an nhat dinh, sang ché dé xuat dugc pham dang liéu ding
theo dudng miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau thér phét do bénh
thdn man tinh phu thudc khong thdm tach, duoc phém nay chtra hop chit ¢o cdu tric
Cong thuc (I), Cong thuc (II), Cong thirc (III), Cong thuc (IV), hodc Cong thuc (V)
hodc hop chét duoc chon tir nhém bao gf“nn hop chét 1, hop chét 2, hop chit 3, hop
chét 4, hop chét 3, hop chét 6, hop chit 7, hop chét 8, hop chét 9, hop chét 10, hop
chit 11, hop chit 12, hop chit 13, Chét c-huyén hoa 1, va Chét chuyén héa 2 hodc mudi
dugc dung, solvat, hodc hydrat cia né (cu thé, axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl] amino} axetic); budc do lugng huyét sic to & bénh nhan
sau khi ding lidu hang ngay cta hop chét rdi do lai sau mot khoang thoi gian, trong do

néu lugng huyét sic t& & bénh nhan nhé hon khoang 10,0 g/dL va lugng huyét sic to
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ting 1én khoang 1,5 g/dL so véi lugng dugc do & khodng thoi gian trudce do; hoac néu
luong huyét sic t& & bénh nhan nim trong khoang tir 10,0 dén 10,9 g/dL va lugng
huyét sdc t6 tang nhiéu hon khoang 1,5 g/dL so véi lugng dugc do & khoang thoi gian
trude do; hodc néu lugng huyét sic té & bénh nhan ndm trong khoang tir 11,0 dén 12,2
va lugng huyét sic t6 ting khoang tir 1,0 dén 1,4 g/dL so véi luong dugce do & khoang
thoi gian trude do; hodc néu luong huyét sic t6 nim trong khoing tur 12,3 dén 12,9
g/dLL va luong huyét sic to giam it hon khoang 0,4 g/dL hodc ting khoang 0,4 g/dL so
v6i luwong duge do ¢ khoang thoi gian trude do; hodc néu lugng huyét sic td & bénh
nhan ndm trong khoang tir 12,3 dén 12,9 g/dL va lugng huyét sic t tang 1én khoing
tr 0,5 dén 0,9 g/dL khi so véi lugng duoc do & khoang thoi gian trude do; thi lidu
hang ngay dugc diéu chinh giam xubng 150 mg so vai liéu hang ngay ban dau. Theo
cac phuong an nay, hop chét dugc dung mdi ngay mot 1an va cé thé duoc dung theo
duong miéng. Theo cac phuong an nhit dinh, liéu hang ngay la khoang 450 mg, sao
cho khi liéu hang ngay duoc giam khoang 150 mg, thi lidu hang ngay duoc diéu chinh
1a khoang 300 mg. Theo cic phwong 4n nhét dinh, khoang thoi gian 1a tr khodng 1
tudn dén khoang 8 tuin, ching han nhu khoang 2 tudn dén khoang 7 tudn, khoang 3
tudn dén khoang 6 tudn hodc khoang 4 tudn. Theo cac phuong an nhat dinh, liéu hang
ngay c¢6 thé duge ting hoic giam khoang 75 mg, khoang 100 mg, khoang 125 mg,
khoang 150 mg, khoang 175 mg, khoang 200 mg, khoang 225 mg, khodng 250 mg,
khoang 275 mg hoic khoang 300 mg. Theo cic phuong 4n nhit dinh, lidu hang ngay
c¢6 thé duoc tang hodc giam mot lugng nam trong khoang tir 75 mg dén 300 mg, tir 100
mg dén 300 mg, tir 125 mg dén 300 mg, tir 150 mg dén 300 mg, tir 175 mg dén 300
mg, tir 200 mg dén 300 mg, tir 225 mg dén 300 mg, tir 250 mg dén 300 mg hodc tir
275 mg dén 300 mg. Theo cic phuong 4n nhét dinh, lidu hang ngay c6 thé duogc ting
hodc giam mot lwong ndm trong khoang tir 75 mg dén 250 mg, tir 100 mg dén 225 mg
hodc tir 125 mg dén 200 mg. Theo céc phuong 4n nhét dinh, lidu hing ngay duoc diéu
chinh khong vuot qua 600 mg hodc 750 mg. Theo cac phuong 4n cu thé, liéu hang
ngdy duoc dung trong duoc pham nhu duge mé ta & muc 5.3.

Theo cac phuong 4n nhét dinh, sang ché dé xudt duge phiam dang liéu dung
theo dudng miéng dé didu tri bénh thiéu mau th phat do bénh than man tinh phu
thudc khong thim tach, duoc pham nay chira hop chét c6 ciu tric Cong thire (1), Cong

thiee (I1), Cong thire (III), Cong thic (IV), hodc Cong thic (V), hodc hop chit duoc
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chon tr nhém bao gdm hop chét 1, hop chat 2, hop chét 3, hop chat 4, hop chat 5, hop
chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chit 11, hop chéit 12, hop
chét 13, Chat chuyén hoa 1, va Chét chuyén héa 2 hodc mudi dugc dung, solvat, hoac
hydrat cia n6  (cu thé, axit  {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic),
trong d6 duoc phdm nay thich hop dung hang ngay; bénh nhén dugc do luong huyét
sdc t& sau khi ding lidu hang ngay ctia hop chét rdi do lai sau mot khoang thoi gian,
trong d6 néu luong huyét sic t6 & bénh nhan nam trong khoang tir 11,0 dén 12,2 g/dL
va lugng huyét sic t6 tang nhidu hon khoang 1,5 g/dL so v6i véi lugng duge do &
khoang thoi gian trude do; hoac néu luong huyét sic td ¢ bénh nhan nam trong khoang
tir 12,3 dén 12,9 g/dL va lugng huyét sic t6 ting trong khoang tir 1,0 dén 1,4 ¢/dL so
v6i lugng duge do ¢ khoang thoi gian trude do; hodc néu luong huyét sic td & bénh
nhan nam trong khoang tir 12,3 dén 12,9 g/dL va lugng huyét séc té tang nhiéu hon
khoang 1,5 g/dL so v6i lugng dugce do ¢ khoang thoi gian trude do; thi lidu hang ngay
dugc diéu chinh duoc ting khoang 300 mg so véi lidu hang ngay ban dau. Theo cic
phuong an nhat dinh, hop chit duoc ding ngay mot lan va co thé duge dung theo
duong miéng. Theo cac phuong an nhét dinh, lidu hang ngay 1a 450 mg, sao cho khi
lidu hang ngay ting khoing 300 mg, thi lidu hang ngay duogc didu chinh 14 khoang 150
mg. Theo céc phuong an nhét dinh, khoang thoi gian 1a tir khoang 1 tudn dén khoang 8
tudn, ching han nhu khoang 2 tuin dén khoang 7 tuin, khoang 3 tudn dén khoang 6
tudn hodc khoang 4 tudn. Theo cdc phuwong an nhit dinh, liéu hang ngiy c6 thé duoc
ting hodc giam khoang 75 mg, khoang 100 mg, khoang 125 mg, khoang 150 mg,
khoang 175 mg, khoang 200 mg, khoang 225 mg, khodng 250 mg, khoang 275 mg
hoac khoang 300 mg. Theo cdc phuong an nhét dinh, liéu hang ngay ¢ thé duoc ting
hodc giam mot luong nam trong khoang tir 75 mg dén 300 mg, tir 100 mg dén 300 mg,
tir 125 mg dén 300 mg, tir 150 mg dén 300 mg, tir 175 mg dén 300 mg, tir 200 mg dén
300 mg, tir 225 mg dén 300 mg, tir 250 mg dén 300 mg hodc tir 275 mg dén 300 mg.
Theo céc phuong an nhit dinh, liéu hang ngay cé thé dugc ting hodc giam mot lugng
nim trong khoang tir 75 mg dén 250 mg, tir 100 mg dén 225 mg hodc tir 125 mg dén
200 mg. Theo cac phuong an nhat dinh, lidu hang ngay dugc didu chinh khong vuot
qua 600 mg hodc 750 mg. Theo cac phuong an cu thé, lidu hang ngay dugc dung trong

dugce pham nhu dugc md ta & muc 5.3.
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Theo cic phuong an nhat dinh, sing ché d& xuit dugc phidm dang liéu dung
theo duong miéng dé diéu tri bénh thiu mau lién quan dén CKD & bénh nhan nhu
duoc mo ta & muc 5.4 dang phai chay than nhan tao, trong d6 dugc phém nay chta
mdt luong co tac dung cua hop chét co céu trac Cong thuc (I), Cong thire (1), Cong
thtre (111), Cong thuc (IV), hodc Cong thire (V), hodc hop chit duge chon tir nhom bao
gf”)ln hop chit 1, hop chét 2, hop chét 3, hop chét 4, hop chét 53, hop chit 6, hop chit 7,
hop chat 8, hop chit 9, hop chat 10, hop chét 11, hop chét 12, hop chit 13, Chét
chuyén héa 1 hodc Chit chuyén héa 2 vao thoi diém khoang 8 gio, 7 gio, 6 gio, 5 gio,
4 gid, 3 gio, 2 gid, hodc 1 giv, hodc vao diém nim trong khoang tir 7 gid dén 8 gio, 6
gidy dén 7 gio, 5 gid dén 6 giv, 4 giv dén 5 gio, 3 giv dén 4 giv, 2 giv dén 3 gio, 1 giv
dén 2 gid hodc khoang 1 gid trude phién chay than. Theo cic phuong én cu thé, hop
chat dugc dung trong duoc phim nhu duoc md ta & muc 5.3.

Theo cac phuong an nhét dinh, sing ché dé xudt dugc pham dang liéu ding
theo dudng miéng dé didu tri bénh thiéu mau lién quan dén CKD & bénh nhan nhu
duoc mo ta & muc 5.4 dang phai chay than nhan tao, trong do duogc phim nay chira
mdt luong c6 tac dung cta hop chét ¢é cdu tric Cong thue (I), Cong thic (II), Cong
thre (I11), Cong thie (IV), hodc Cong thuce (V), hodc hop chit duoc chon tir nhom bao
gém hop chat 1, hop chét 2, hop chét 3, hop chét 4, hop chit 3, hop chit 6, hop chit 7,
hop chit 8, hop chét 9, hop chét 10, hop chat 11, hop chit 12, hop chit 13, Chét
chuyén hoa 1 hodc Chat chuyén hoa 2, trong d6 duoc pham nay thich hop dung hai lan
mot tudn, ba 1an mot tuan, bén 1an mot tudn, nam 1an mot tuin, séu lan mot tuan, mdi
ngay, hai tuAn mot 1an, ba tudn mot lan, bdn tudn mot 1an hodc hai thang mot lan hodc
ba thang mét lan. Theo cac phuong an cu thé, hop chit duge ding trong duge phim
nhu dugc mo ta & muc 5.3.

Theo céc phuong 4n nhét dinh, sang ché dé xuit dugc phim dang liéu dung
theo duong miéng dé diéu tri bénh thiéu mau lién quan dén CKD ¢ bénh nhan nhu
dugc md td & muc 5.4 dang phdi chay than nhan tao, trong d6 dugc phém nay chua
mdt luong ¢o tic dung cta hop chét ¢6 cdu tric Cong thic (I), Cong thire (II), Cong
thire (111), Cong thirc (IV), hodic Cong thire (V), hodc hop chit dugce chon tir nhém bao
g6m hop chét 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop chit 6, hop chét 7,
hop chit 8, hop chit 9, hop chit 10, hop chit 11, hop chat 12, hop chat 13, Chit

chuyén héa 1 hodc Chat chuyén hoa 2 vao thot diém khoang 8 gio, 7 gio, 6 gio, 5 gio,
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4 gi0, 3 gio, 2 gio, hodc 1 gio, hodc vao diém nam trong khoang tir 7 gio dén 8 giv, 6
oid dén 7 giv, 5 gio dén 6 giv, 4 gio dén 5 gio, 3 giv dén 4 giv, 2 giv dén 3 gid, 1 giv
dén 2 gio hoac khoang 1 gid sau khi két thic phién chay than. Theo cac phuong 4n cu
thé, hop chéit dugc dung trong dugc phém nhu dugc md td & muc 5.3.

Theo céc phuong an nhit dinh, khi dung duoc phim dang liéu dung theo dudng
miéng theo sang ché, nong do trong huyét thanh cta chit chuyén hoa ctia hop chét co
ciu truc Cong thirc (I), Cong thirc (IT), Cong thue (III), Cong thie (IV), hodc Cong
thuc (V), hodc hop chét duoc chon tir nhém bao g61n hop chét 1, hop chét 2, hop chit
3, hop chét 4, hop chit 3, hop chét 6, hop chét 7, hop chét 8, hop chit 9, hop chét 10,
hop chit 11, hop chit 12 hodc hop chét 13, Chat chuyén héa 1 hodc Chét chuyén hoa 2
duoc xac dinh va theo ddi. Theo céc phuong én cu thé hon, ndng do trong huyét thanh
cia phenolic-glucuronit va/hodc axyl-glucuronit cia hop chét c6 cdu trac Cong thic
(I), Cong thtrc (I), Cong thte (III), Cong thuc (IV), hodc Cong thie (V), hodc hop
chit duge chon tir nhom bao g61n hop chét 1, hop chit 2, hop chét 3, hop chat 4, hop
chét 3, hop chit 6, hop chit 7, hop chét 8, hop chét 9, hop chit 10, hop chit 11, hop
chit 12 hodc hop chit 13, Chit chuyén hoa 1 hodc Chét chuyén héa 2 dugc xéc dinh.
Theo céc phuong 4n cu thé hon, nong do trong huyét thanh cta phenolic-glucuronit
va/hodc axyl-glucuronit ctia hop chit 1, tirc 1a, Chat chuyén héa 1 hodc Chét chuyén
hoa 2 dugc xac dinh. Theo cac phuong an cu thé hon nira, liéu hang ngay dugc diéu
chinh theo ndng dd chit chuyén héa trong huyét thanh. Theo cac phuong 4n nhit dinh,

lieu nay dugc dung trong dugc pham nhu duge mo ta & muc 5.3.

5.8. Li¢u phap két hop

Theo cac phuong 4n nhét dinh, sang ché dé xuit dugc pham dang lidu ding
theo duong miéng dé diéu tri bénh thiéu mau, nhu bénh thiéu mau tho phat do bénh
than man tinh phu thudc khong thdm tach, & bénh nhan nhu dugc md ta trong muc 5.4,
duoc phdm nay chua hop chit c6 cdu tric Cong thic (I), Cong thic (IT), Cong thic
(II1), Cong thire (IV), hodc Cong thirc (V), hodc hop chit duge chon tir nhém bao gdm
hop chit 1, hop chét 2, hop chét 3, hop chét 4, hop chét 3, hop chét 6, hop chét 7, hop
chit 8, hop chét 9, hop chét 10, hop chit 11, hop chat 12, hop chit 13, Chit chuyén
hoa 1 hodc Chét chuyén hoa 2 hodc mudi duge dung, solvat, hodc hydrat ciia né (cu

thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-
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(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) dugc md ta & muc 5.3 két hop voi
dugc pham khéc. Liéu phap két hop nay c6 thé dugc thuc hién bing cach dung liéu cac
thanh phan riéng 1& cta liéu phap diéu tri ddng thoi, lién tuc hodc tach biét. Ngoai ra,
néu ding thanh phan ca liéu phip két hop nay, thi hop chit c6 ciu tric Cong thirc (1),
Cong thic (IT), Cong thuc (III), Cong thuc (IV), hodc Cong thirc (V), hodc hop cht
duoc chon tir nhém bao gém hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét
5, hop chét 6, hop chat 7, hop chét 8, hop chit 9, hop chat 10, hop chit 11, hop chét
12, hop chit 13, Chét chuyén hoa 1, hodc Chét chuyén héa 2 hodc mudi dugc dung,
solvat, hodc hydrat ctia né (cu thé 1a, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
trong duqc_phénlnhu'du001n6té/61nuc 53 Vé.dugc4ph§n1khéc ¢ thé ¢6 tac dung
téng hop, sao cho lidu hang ngay ctia mdi hoidc tAt ca cac thanh phan co thé duge giam
di so v6i liéu cua mdi thanh phin thuong dugce dung trong liéu phép don. Ngoai ra,
néu ding thanh phan cta liéu phap két hop nay, thi hop chit c6 cdu trac Cong thire (),
Cong thue (I), Cong thue (IIT), Cong thirc (IV), hoac Cong thuc (V), hodc hop chét
duogc chon tir nhém bao g6m hop chét 1, hop chét 2, hop chét 3, hop chit 4, hop chét
S, hop chét 6, hop chit 7, hop chét 8, hop chit 9, hop chat 10, hop chit 11, hop chét
12, hop chat 13, Chét chuyén hoa 1, hodc Chét Chuyén héa 2 hoac mudi duoc dung,
solvat, hoiic hydrat cta né (cu thé 13, axit {[5-(3-clophenyl)-3-hydroxypyridin-2-
cacbonyl]amino}axetic hoac axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic)
trong duoc phdm nhu duoc mé ta & muc 5.3 va dugc pham khac ¢6 thé c6 tac dung bd
sung, sao cho liéu hang ngay ctia mdi thanh phin tuong tu hodc gidng lidu cia moi
thanh phén thuong duge dung trong liéu phap don.

Theo cac phuong 4n nhét dinh, sang ché dé& xuat dugc phim dang lidu ding
theo duong miéng dé diéu tri & bénh nhan nhu duoc mé ta & muc 5.4, bénh thiéu mau
khong nghiém trong do bénh than man tinh, bénh ﬂﬁéulnéu‘&drphétdo bénh than
man tinh phu thudc khong thAm tach, bénh thiéu mau khong nghiém trong do bénh suy
tim sung huyét va bénh thiéu méu ty phat do tudi gia, bao gdm budc cho bénh nhén
mic bénh thiéu méu dung liéu hang ngay cta chat tc ché HIF prolyl hydroxylaza hodc
chit &n dinh HIF-alpha, vi du nhu hop chét ¢6 cdu triic Cong thie (I), Cong thire (IT),
Cong thte (III), Cong thuc (IV), hodc Cong thuc (V), hoac hop chit duoc chon tu
nhom bao géln hop chit 1, hop chét 2, hop chit 3, hop chat 4, hop chit 5. hop chét 6,
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hop chét 7, hop chét 8, hop chit 9, hop chét 10, hop chét 11, hop chét 12, hop chit 13,
Chét chuyén héa 1 hodc Chéit chuyén hoa 2 hoic mudi duge dung, solvat, hozc hydrat
cua noé (cu thé, hop chit theo sang ché, nhu hop chét 1), trong dugc phﬁm duoc mo ta
trong muc 5.3, trong d6 hop chét duoc ding lién tuc va/hodc khong c¢b dinh, va trong
dé hop chét duoc dung cung dugc phém khac.

Theo cac phuong 4n nhét dinh, sang ché d& xuit duge pham dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau & bénh nhan nhu dugc mo ta trong muc
5.4 mic bénh thiéu mau, nhu bénh thiu mau tht phat do bénh than man tinh, dugc
phdm nay chira hop chat c6 ciu trac Cong thie (I), Cong thie (1), Cong thue (I1D),
Cong thue (IV), hoac Coéng thue (V), hodc hop chit dugc chon tir nhém bao gém hop
chét 1, hop chit 2, hop chét 3, hop chét 4, hop chét 3, hop chét 6, hop chit 7, hop chét
8, hop chét 9, hop chét 10, hop chit 11, hop chét 12, hop chét 13, Chét chuyén hoa 1
hoac Chét chuyén hoa 2 hodc mudi dugc dung, solvat, hodc hydrat cua né (cu thé 1a,
axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic hodc axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) trong duoc phim duoc md ta & muc 5.3,
trong do hop chit tuy y duoc dung két hop véi duge phim b6 sung sit, nhu sit
sulphat, sit gluconat hoic sat fumarat. Theo cac phuong 4n nay, dugc pham bd sung
sit duge dung it nhdt 1 gio, it nhit 2 gio, it nhat 3 gio, it nhét 4 gio hodc tham chi it
nhét 6 gio sau khi dung hop chét. Theo cac phuong an nhat dinh, duoc pham bd sung
sit duoc dung ¢ lugng sao cho lugng feritin dugc duy tri trong khoang tr 50 ng/mL
dén 300 ng/mL. Theo cdc phuong 4n nhét dinh, duoc pham bd sung sit dugc ding
theo duodong miéng voi lidu hang ngay it nhat khoang 50 mg sdt nguyén t6. Theo céc
phuong 4n nhit dinh, dugc phiam b6 sung sit duge ding theo dudng miéng véi lidu
khoang 50 mg sit nguyén td. Theo cic phuong dn nhit dinh, duoc phdm bo sung sat
duoc tiém vao tinh mach. Theo céc phuong 4n nhét dinh, duoc pham bd sung sit duge
dung lién tuc va/hodc khong ¢b dinh, vi du nhw nhidu hon 42 ngay lién tuc. Theo céc
phuong an khéc, duoc pham bd sung sit dugc ding theo nhu cdu sao cho feritin duoc
duy tri & lwong ndm trong khoang tir 50 ng/mL dén 300 ng/mL. Theo cic phuong 4n
nay, liéu hang ngdy chtra hop chét c6 cdu tric Cong thic (I), Cong thic (1), Cong
thire (I11), Cong thirc (IV), hodc Cong thirc (V), hodc hop chat duoc chon tir nhém bao
g&n hop chit 1, hop chit 2, hop chét 3, hop chit 4, hop chit 3, hop chit 6, hop chit 7,
hop chét 8, hop chﬁ:9,h0p chéth,th ch&:ll,hop chétlZ,th chét 13, Chét
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chuyén hoa 1, hodc Chit chuyén héa 2 hodc mudi duge dung, solvat, hodc hydrat cua
ching (cu thé l1a axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic
hodc axit 2-(5-(3-flophenyl)-3-hydroxypicolinamido)axetic) véi lugng khoang 150
mg, khoang 300 mg, khoang 450 mg, khoang 600 mg hodc thdm chi la khoang 750
mg. Theo cac phuong 4n nay, lidu hang ngay la khoang 150 mg, khoang 300 mg,
khoang 450 mg hodc khoang 600 mg. Lidu hang ngay ndy cé thé duoc dung qua
dudng miéng, mot 1An, hai 1An hogc ba ldn mot ngay, tdt hon 1a mot 1an mot ngay.

Theo cac phuong an nhét dinh, sing ché @& xuét duoc phim dang lidu dung
theo duong miéng dé diéu tri bénh thiéu mau & bénh nhan nhu duoc md ta trong muc
5.4, bénh thiéu méau, nhu bénh thiéu mau tha phat do bénh than man tinh, duoc phém
nay thich hop dung cho bénh nhan nhu dugc mo td & muc 5.4, trong do duogc phém
nay chaa hop chit c6 cdu tric Cong thie (I), Cong thire (1), Cong thic (1), Cong
thirc (IV), hodc Cong thuc (V), hodc hgp chét dugc chon tir nhém bao g('\)m hop chét 1,
hop chét 2, hop chét 3, hop chit 4, hop chét 5, hop chit 6, hop cht 7, hop chit 8, hop
chat 9, hop chét 10, hop chét 11, hop chét 12, hop chit 13, Chét chuyén hoa 1 hoac
Chét chuyén héa 2 hoidc mudi duoc dung, solvat, hoac hydrat ctia n6 (cu thé 1a, axit
{[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl|amino}axetic hodc axit 2-(5-(3-
flophenyl)-3-hydroxypicolinamido)axetic) dugc md td & muc 5.3, trong do hop chat
thy ¥y dugc dung két hop véi chit kich thich su tao hdng ciu (ESA), nhu chit bt
chude erythropoietin. Theo cac phuong an nay, ESA 1a san phdm rhEPO, bao gdm,
nhung khoéng giGi han ¢, epoetin alpha, epoetin beta, darbepoetin hodc peginesatit.
Theo céc phuong an nay, ESA duge dung nhu liéu phap cip cru. Theo cc phuong 4n
khac, ESA dugc dung lién tuc va/hodc khong ¢ dinh, vi du nhu nhiéu hon 42 ngay
lién tuc. Theo cac phuong 4n nay, lidu hang ngay chira hop chét c6 cdu triic Cong thic
(I), Cong thuc (II), Cong thire (IIT), Cong thie (IV), hodc Cong thic (V), hodc hop
chit duoc chon tir nhém bao gém hop chét 1, hop chit 2, hop chét 3, hop chit 4, hop
chét s, hop chét 6, hop chét 7, hop chét 8, hop chét 9, hop chét 10, hop chit 11, hop
chéit 12, hop chit 13, Chét chuyén hoa 1, hoic Chét chuyén hoa 2 hodc mudi duoc
dung, solvat, hodc hydrat cta ching (cu thé la axit {[5-(3-clophenyl)-3-
hydroxypyridin-2-cacbonyl]amino } axetic hoac axit 2-(5-(3-flophenyl)-3-
hydroxypicolinamido)axetic) vdi lugng khodng 150 mg, khoang 300 mg, khodng 450

mg, khoang 600 mg hodc thdm chi 1a khodng 750 mg. Theo cdc phuong an nay, lidu

-122-



30859

hang ngay la khoang 150 mg, khoang 300 mg, khoang 450 mg hodc khoang 600 mg.
Lidu hang ngay nay c6 thé dugc dung qua duong miéng, mot 14n, hai lan hodc ba lan

mot ngay, tot hon 1a mot lan mot ngay.
Vi du thwe hién sdng che

Vi du 1: hop chat 1 dung dé diéu tri bénh thiéu mau ¢ doi twgng mac bénh than man

tinh phu thudc khong thdm tach

Vi du nay md ta nghién ctru ¢ d6i chung tich cuc, nhan md, ngiu nhién, pha 3
dé danh gia hiéu qua va do an toan cta hop chét 1 ding theo dudng miéng trong viéc
diéu tri bénh thiéu mau & ddi tuong méc bénh thin man tinh phu thudc khong thdm
tach (NDD-CKD) ¢ khoang 1000 d6i twong. Hiéu qua va do an toan cua hop chit 1
duoc so sanh véi darbepoetin alfa trong viéce diéu chinh va duy tri Hgb & ddi tugng
mic bénh thiéu mau thir phat NDD-CKD.

Quén thé nghién ctru bao gbm cac dbi tuong tir 18 tudi tré 1én mic NDD-CKD,
c6 tée do loc cau than ude tinh (eGFR) < 60 mL/phit/1,73 m? va huyét sic to (Hgb)
<10,0 g/dL, nhiing ngudi nay déu dang khong dugc didu tri v6i chét kich thich su tao
hdng cau (ESA).

Sau 4 tudn tur giai doan sang loc, cac dbi tuong dap ung tAt ca cac tiéu chi thu
nhan va khong c6 cac ti€u chi loai trir duge mo ta dudi day dugce cho dung ngau nhién
hop chit 1 hodc darbepoetin alfa theo ty 1& 1:1. Sy ngau nhién dugc phan theo

¢ Vung dia ly (Hoa Ky [US] va Lién minh Chau Au [EU] va cac nudc con lai

[ROW)).

o Bénh suy tim sung huyét (CHF) loai 0 hodc I va II hogc III theo Hiép hoi tim

New York.

¢ Hgb dau vao nghién ctiu (<9,5 va >9,5 g/dL).
Sau khi ngAu nhién hoa, nghién cttu dugc chia thanh 4 giai doan:

¢ Giai doan diéu chinh (tudn 0-23): giai doan bét dau diéu tri nghién ctu dé didu
chinh lugng Hgb.

¢ Giai doan duy tri (tudn 24-52): giai doan diéu tri nghién clru c6 danh gia hiéu
qua trong sudt giai doan nay (giai doan danh gia thu nhét: tuan 24-36; giai doan

danh gia thir hai: tudn 40-52).

-123-



30859

e (Giai doan diéu tri 1au dai (tuﬁn 53-két thic diéu tri) tiép tuc diéu tri nghién ctru
dé danh gia do an toan lau dai.

¢ Giai doan theo do1 (l<ét thic diéu tri + 4 tudn): khdm bénh sau diéu tri (kham
truc tiép hodc qua dién thoai) dé dénh gid do an toan.

Thoi gian ude tinh dé tuyén tit ca khoang 1000 d6i twong ngiu nhién 1a 20
thang, va thoi gian tiép theo dwoc du tinh 1a 1,8 nam. Tét ca dbi tuong o lai nghién ctiu
cho dén khi khoang 631 bién cd bét loi chinh 1én tim mach (MACE) xay ra qua 2
nghién ciru NDD-CKD tach biét, tai thoi diém dbéi tuong duoc ghi lai trong lan kham
cudi ciing va nghién ctru duge két thic. Cac trang web duoc thong bédo ngay két thuc
nghién ctru toan cau khoang 3 thang trudc khi két thic nghién ctru (dua trén luong tich
liiy MACE qua 2 nghién cru) va sau d6 thong bao cho dbi tuong tich cuc ngay két

thuc nghién ctru toan cau.

Lua chon va loai trir doi tuong

Cac doi tuong dugc chon cho nghién ctru dya trén cdc tiéu chi lua chon va loai

trur sau day.

Tiéu chi thu nhan. Pdi tuong dugc chon phai dap ung tat ca cdc diém t6i han
thu nhén sau day:

1. Tur 18 tudi trd 1én;

2. Chéin doan méc bénh than man tinh c¢6 tdc do loc cau than ude tinh (eGFR) < 60
mL/phat/1,73 m? tai 1an kham sang loc, st dung phuong trinh creatinin dich té
hoc bénh thin man tinh (CKD-EPT) 2009 ltc sang loc va khong du dinh bat dau
tham tach trong 6 thang tur ltc sang loc.

3. Hgb sang loc trung binh <10,0 g/dL nhu dugc xac dinh bing gia tri trung binh
cua 2 gia tri Hgb dugc xéc dinh boi phong thi nghiém trung tim trong qué trinh
sang loc;

4. Feritin huyét thanh > 100 ng/mL vé&i d6 bdo hoa transferin (TSAT) > 20% trong
qué trinh sang loc;

5. Gia tri folat va vitamin By, > gidi han dudi cta lugng binh thuong trong qua
trinh sang loc; |

6. Doi tugng hiéu cdc quy trinh va yéu cau cua nghién cru va cung cap van ban
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ddng vy sau khi dugc giai thich va cho phép cong bd thong tin stc khoe duoc

bao vé.

Tiéu chi loai trir Doi tuwong c6 bat ky tiéu chi nao sau day déu khong du di€u

kién tham gia nghién ctru:

1.

Bénh thiéu mau do nguyén nhan ngoai CKD hogc dbi tuong bi chdy mau chu
dong hodc mit mau gin day;

Déi tugng mic bénh hdng cAu hinh ludi 1idm, hoi ching réi loan sinh tiy,
ching xo hoa tly xuong, tan mau ac tinh, u tdy, bénh thiéu méau do tan mau,
bénh tan mau bam sinh hodc ching bét san héng cAu don thuén;

Truyén té bao hong cau (RBC) trong 4 tudn trude hodc trong qua trinh sang loc.

Tiém sét tinh mach (IV) trong 4 tudn trudce khi sang loc;

. ESA bét ky (vi du, erythropoietin nguoi tai td hop [rhEPO] hodc darbepoetin

alfa) trong 6 thang trudc khi sang loc;

. Aspartat aminotransferaza (AST)/glutamic oxaloaxetic transaminaza huyét

thanh (SGOT), alanin aminotransferaza (ALT)/glutamic pyruvic transaminaza
huyét thanh (SGPT) hodc bilirubin tbng s6 >2.,0 lan giéi han trén cla lugng
binh thuong (upper limit of normal - ULN) luc sang loc. Péi tuong ¢6 tién st b
hoi chirng Gilbert khong bi loai tru;

Tiang huyét ap khong kiém soat (huyét ap tdm truong du'c_)'c xac dinh >110
mmHg hodc huyét ap tdm thu >180 mmHg) luc sang loc;

Suy tim nghiém trong ltc sang loc (loai IV theo Hiép hoi tim NewYork);

. Hoi chting dong mach vanh cép tinh (nhép vién diéu trj do dau thit nguc khong

on dinh hodc nhoi méu co tim), tai tao dong mach vanh khan cap, nhép vién do

CHF hodc dot quy trong 12 tudn truée khi sang loc;

10. Tién st bi bénh ac tinh hoat ddng trong 2 nam trudc khi sang loc, ngoal trir

bénh ung thu biéu md da té bao day duoc chi dinh cat, bénh ung thu biéu mo da
té bao vay, bénh ung thu biéu mo cd tai chd hodc polyp dai trang lanh tinh duoc

chi dinh cat;

11. Tién st bi chung ngh&n mach sau (DVT) hodc chiing tic mach phdi (PE) can

diéu trj tich cuc trong 8 thang trudc khi sang loc;

12.Tién st bi chung tich tu sat hodc thura sat;
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13.Tién st ghép co quan trude d6 hodc c6 du dinh ghép co quan (ngoai trur ddi
twong dang trong danh sach cho ghép than), hodc chy té bao gbc hoidc ghép tiy
xuong (ngoai trir ghép mang sung);

14. St dung dugc pham diéu tra hodc tham gia nghién ctu diéu tra trong 30 ngay
hodic 5 1an thoi gian ban hiy ctia dugc phdm diéu tra (thy xem cdi nao dai hon),
trude khi kham sang loc;

15.D4 tham gia vao nghién ctru nay trude do, tiép nhan hop chat 1 & nghién ctu
khéc, hodc tham gia nghién ctru véi mot nhan t6 cam Ung su giam oxy-huyét
chét (e ché prolyl-hydroxylaza (HIF-PHI) khéc trude do;

16. Nit dang mang thai hodc cho con bt Nit ¢6 kha nang sinh con nhung khong thé
hodc khéng dong y sir dung bién phap tranh thai ¢6 thé chip nhan.

17.D6i tuong nam khong bi thit 6ng dan tinh khong thé hodc khong dong y sir
dung bién phép tranh thai cé thé chép nhan duoc;

18.Ly do bat ky khac ma theo y kién cta nguoi didu tra 1 s& lam dbi tugng khong

pht hop tham gia nghién ctru nay.

biém téi han hi¢u qua

Diém t6i han hiéu qua doi voi nghién ctru nay dugce xdc dinh nhu sau:

Diém téi han hiéu qua chinh
¢ Su chénh léch trung binh ctia Hgb gilta gia tri duong co s& (gia tri trung binh
cia Hgb trudce didu tri) va giai doan dénh gia chinh (gi4 tri Hgb trung binh tir
tuan 24-36).

Diém t6i han hiéu qua phu quan trong

¢ Su chénh léch trung binh ctia Hgb gilta gia tri duong co so (gia tri trung binh
cta Hgb trude didu tri) va giai doan danh gia chinh (gia tri Hgb trung binh tir
tudn 24-36).

e Ty 1é céc dbi tugng c6 Hgb trung binh nim trong khoang tir 10,0 dén 12,0 g/dL
(g6m ca) trong giai doan danh gia lan thir nhat (tudn 24-36);

o Liéu hang tuin trung binh cua sit nguyén té tiém tinh mach (IV) duge dung tu
dudng co s¢ dén tudn 52;

o Ty 1 cac doi tuong tiép nhan truyén RBC tir duong co so dén tuln 52;

-126-



30859

Diém t4i han hiéu qua phu khac

Tién trinh CKD dua trén sy thay d6i GFR;

Ty 1é céac gia tri Hgb nim trong khoang gid tri dich trong sudt giai doan duy tri
(tudn 24-52);

Hgb tang >1,0 g/dL tir dudng co s0;

Gia tri Hgb duoc xac dinh <10,0 hodc >12,0 g/dL;

Khoi phuc ESA;

Diéu chinh liéu;

Duy tri luong sit vira di (dugc dinh nghia 1a feritin >100 ng/mL va TSAT
>20%);

Tiép nhan liéu phép sat IV.

Piém tdi han do an toan

@

®

Diém t6i han do an toan dbi voi nghién ctru nay dugc xac dinh nhu sau:
MACE, duoc xac dinh dua trén ty I¢ t& vong do tat ca cac nguyén nhan, nhdi
mau co tim khong chét hodc dot quy khong chét;
Céc yéu tb riéng biét cia MACE;
o tirvong do tit ca cic nguyén nhan;
o nhdi mau co tim khong chét;
o dot quy khong chét;
Bién ¢d nghén mach: nghén dong mach, DVT, PE hodc ngh&n mach x&m nhap
mach;
Hgb >12,0 g/dL, >13,0 g/dL hodc >14,0 g/dL;
Hgb tang >1,0 g/dL trong khodng thoi gian 2 tudn bit ky hodc >2,0 g/dL trong
khoang thoi gian 4 tudn bét ky;
Bién cd bét loi (AE) va bién ¢ bat loi nghiém trong (SAE);

Dau hiéu song va gia tri thuc nghiém 1am sang.

biéu tri cho cac doi tugng

Céc dbi tuong duoc cho dung ngiu nhién véi ty 1€ 1:1
Lidu bt diu hop chét 1: 2 vién nén mot 1an mdi ngay (300 mg/ngay); hoic

Liéu béat ddu darbepoetin alfa (SC): dua trén nhin sén phim dia phuong dugc
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chap nhan

Hudng dan diéu chinh liéu - Tat ca nhom diéu tri

Viée dung lidu dugce bit ddu tai lan kham duong co s&, va liéu tht nhit cla
dugc phdm nghién ctru (Hop chét 1 hoic darbepoetin alfa) dugc dung tai khu vuc diéu
tra sau khi hoan thanh cac quy trinh dudong co s& khdc. Huyét sic t6 dugc theo doi
bﬁng thiét bi HemoCue® tai chd trong subt nghién ctu dé xac dinh xem c6 nén diéu
chinh hozic chidm dut 1idu cua dugc phdm nghién ctu (Hop chét 1 hodc darbepoetin
alfa). T tudn 0 dén 12, Hgb dugc do bing HemoCue® 2 tudn mot lan dé theo doi viée
didu chinh lidu. T tudn 12 dén 52, Hgb duge theo doi qua HemoCue® 4 tudn mot lan.
Tir tudn 53 dén khi két thuc nghién ctru, Hgb duoc tiép tuc theo doi bing HemoCue®
dé xac dinh c¢6 nén diéu chinh hodc chdm dut lidu cua dugc phdm nghién ctru hay
khéng. Huyét sic td con c6 thé duoc danh gia cong thirc mau (CBC) & phong thi
nghiém trung tdm dé danh gia v& hiéu qua va d an toan; tuy nhién, viéc diéu chinh
1iéu nén dua trén co s& gid tri Hgb HemoCue® dia phuong.

Muc dich ctia nghién ctru 1a 1am ting va duy tri luong Hgb 1a 10-11 g/dL ¢ Hoa
Ky, va 10-12 g/dL ¢ ngoai Hoa Ky.

Viéc diéu chinh lidu duoc hudng dan boi hé thong hoi dap twong téc truc tuyén
(IWR) dya trén 11511g do Hgb va thuit toan didu chinh lidu duogc lap trinh. Thudt todn
diéu chinh li‘éu dugc 1ap trinh cho hop chit 1 theo Hudng dan didu chinh lidu (xem &
dudi). Thuat toan diéu chinh liéu dugc 14p trinh cho darbepoetin alfa dya trén nhén san
pham dia phuong.

Khi diéu chinh liéu phap, ty 1& Hgb ting, gidm va thay d6i cling nhu tinh trang
lam sang cta bénh nhén (tuc la, bénh tat gin day, giam thé tich, ting thé tich, v.v.)
duoc xem xét. Trong truong hop lam sang giam nhe, nguoi didu tra c6 thé chon licu
ngoai khuyén nghi lidu cua hé théng IWR dé duy tri Hgb trong khoang gid tri dich.
Khi d6, cac trudong hop lam sang nay phai duoc chimg minh bing tai liéu trong ho so

ctia ddi tuong va thu thap trong bénh an nghién ctru (CRF).

Giai doan diéu chinh (tudn 0-23)

hop chat 1 dugc dung theo lidu theo huéng dan thut toan diéu chinh lidu sau:

Thuat toan diéu chinh liéu cho Hoa Ky
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Khéng tang lidu nhidu hon mot 1dn mdi 4 tudn. Viéc giam lidu c6 thé xay ra
nhiéu 14n hon. Tranh diéu chinh liéu thuong xuyén.

Néu Hgb khoéng ting nhiéu hon 0,5 g/dL so véi gia tri dudng co s sau 4 tudn,
thi tang liéu hop chét 1 1&n mot vién nén mot ngay. Tang lidu 1én mot vién nén
mdi 4 tudn cho dén khi Hgb 16n hon 10,0 g/dL (1idu hang ngay tdi da cta hop
chét 1 12 600 mg/ngay [4 vién nén]).

Néu Hgb ting nhanh (vi dy, nhiéu hon 1 g/dL trong thoi gian 2 tudn), thi gidm
lidu ctia hop chét 1 xubng mdt vién nén mdi ngay.

Néu Hgb giam nhanh duéi 10,0 g/dL, thi tang lidu ctia hop chat 1 1én mot vién
nén mdi ngay.

Néu Hgb vuot qua 11,0 g/dL, thi dung hop chit 1 cho dén khi Hgb giam xudng
béng hodc dudi 10,5 g/dL, sau doé lai tiép tuc dung liéu hop chit 1 voi it hon
mot vién nén mdi ngay.

Néu viéc diéu chinh lidu 1a cdn thiét dé duy tri Hgb & lugng mong mudn, thi

lidu hop chit 1 dugc diéu chinh 1 vién nén mdi ngay.

Thuét toan diéu chinh liéu doi v6i cac nude ngoai Hoa Ky:

Khong ting liu nhiéu hon mot 14n mdi 4 tun. Viéc giam lidu c6 thé xay ra
nhiéu 14n hon. Tranh diéu chinh liéu thudng xuyén.

Néu Hgb khong tang nhidu hon 0,5 g/dL so véi gia tri dudng co so sau 4 tudn,
thi tang lidu hop chit 1 1én mét vién nén mot ngay. Tang liéu 1én mdt vién nén
mdi ngay mdi 4 tuan cho dén khi Hgb 16n hon 10,0 g/dL (1idu hang ngay tdi da
ctia hop chat 1 1a 600 mg/ngay [4 vién nén)).

Néu Hgb ting nhanh (vi du, nhiéu hon 1 g/dL trong thoi gian 2 tudn), thi giam
lidu cta hop chit 1 xudng mot vién nén mdi ngay.

Néu Hgb giam nhanh dudi 10,0 g/dL, thi ting lidu ctia hop chat 1 1én mot vién
nén moi ngay.

Néu Hgb vuot qua 12,0 g/dL, thi gidm lidu cua hop chét 1 xubng mot vién nén
mdi ngay. Néu Hgb vuot qua 13,0 g/dL, thi dung hop chét 1 cho dén khi Hgb
giam xubng bing hodc dudi 12,5 g/dL, sau do lai tiép tuc dung lidu hop chat 1
v6i it hon mot vién nén mdi ngay.

Néu viéc diéu chinh liéu 1a can thiét d€ duy tri Hgb ¢ lugng mong muon, thi
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lidu hop chit 1 duoc diéu chinh mot vién nén moi ngay.

Cac dbi tuong tiép nhan darbepoetin alfa ng5u nhién duoc cho dung lidu su
dung hé thdng IWR cung cip thuat todn didu chinh lidu dva trén nhin san phdm dia
phuong darbepoetin alfa duoc chdp nhan. Viéc dung lidu darbepoetin alfa doc 1ap véi
lich kham, va lich dung liéu c6 thé thay ddi theo tiéu chuin chim soéc strc khoe dia

phuong va huéng dan dung lidu darbepoetin theo ting nude cu thé.

Giai doan duy tri (tuan 24-52) va giai doan diu tri lau dai (tudn 53 EOT):

hop chét 1 nén duoc tiép tuc ding theo lidu theo huéng dan thuit toan didu
chinh liéu nhu dugc md ta & trén.

Sau giai doan diéu chinh, cac lidu darbepoetin alfa tiép theo co thé duoc diéu
chinh & timg ddi tuong riéng biét dya trén nhan san phim dia phuong darbepoetin alfa
duoc chip nhan chuyén dung dé duy tri didu tri. Tiéu chuén chiam soc stc khoe dia

phuong va huéng dan ving/quoc gia nén dugc xem xét trong viée diéu tri.
Hudéng dan dung liéu

Hop chét 1

Tét c& dbi tuong bit ddu v6i 2 vién nén mdi ngay (300 mg/ngay). Lugng lidu
ctia hop chét 1 bao gdm 150, 300, 450 va 600 mg (mdi vién nén 1a 150 mg). Mdi doi
tuong dung lidu duogc phém nghién ctru cua ho theo khu vuc didu tra & lan kham
duong co sd. Sau do, dugc pham nghién ctru dugc dung mot lan mdi ngay theo tiéu
chuén bénh nhan ngoai trd. Péi twong ¢ thé dung hop chét 1 cing hoic khong cling
thtre dn. Liéu nén dugc dung udc ching vao cung mot thoi diém mdi ngay, tot hon la
tir 7 gidr sang dén 2 giod chiéu. Béi tuong nén dugc chi dinh dung duge pham b sung

st duong miéng bat ky it nhét 2 gio trude hodc 2 gio sau khi dung 1idu hop chit 1.

Darbepoetin alfa

Darbepoetin alfa dugc dung, luu trit va phan phdi theo nhan san pham dia

phuong dugc chép nhan.

Dugc pham bo sung sat

Nguoi diéu tra nén ké don duge pham bo sung sat theo nhu cdu trong nghién
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ctru dé duy tri feritin >100 ng/mL va TSAT >20%. Nhin chung, chi nén dung sit dung
theo duong miéng cho liéu phap. Viéc stir dung sit dung theo dudng tiém tinh mach bi
han ché va chi nén dugc dung cho cac d6i tuong khong dung nap sit dung theo dudng
miéng va thiéu hut sit da duoge chimng thuc (vi dy, feritin < 100 ng/mL va/hodic TSAT
< 20%). Khi d6i tuong khong bi thiéu hut sit nira, thi cin ngung dung sat [V (feritin
>100 ng/mL va TSAT >20%). Chu y: Béi vi sit dung dudng miéng c6 kha nang lam
giam do sinh kha dung cda hop chét 1, cho nén dugc phdm nghién ctru khong nén
duge ding dong thoi véi duge pham bd sung st theo dudng miéng (bao gdm sit chtra
nhiéu vitamin). P&i tuong nén dugc huéng dan dung duoc phiam bd sung sit theo

duong miéng it nhat 2 gid truée hogce 2 gid sau khi ding lidu hop chat 1.

Hudng dan liéu phéap khoi phuc

DPé dam bao do an toan cho cac dbi trong nghién ctru va tiéu chuén héa viéc st
dung li¢u phép khoi phuc, sang ché dé xuit hudng dan liéu phap khoi phuc sau day:
1. Khot phuc ESA; Bit diu ¢ tudn 6, cac dbi tugng & tht ca cac muc dich diéu tri duoc
phép (mdc du khong yéu cau) c6 Hgb duoc khoi phuc voi liéu phap ESA, theo tiéu
chudn chim séc stc khoe dia phuong. Néu c6 thé, déi twong thude nhém hop chit 1
nén duoc dung lidu hop chat 1 t8i da trong 2 tudn trude khi khdi phuc ESA. Dbi tuong
thuoc nhém darbepoetin alfa cé thé khéi phuc véi ESA khéc theo tiéu chuin cham soc
strc khoe. Dé du diéu kién cho khoi phuc ESA, dbi tuong phai dép ung tit ca cic yéu
cau sau:

e Db tuong méc bénh thiéu mau hodc ¢ triéu chitng ctia bénh thiéu mau (vi du,
mét moi, dm yéu, thd ngén, dau nguec, rdi loan hodc chéng mit) ma bénh hoac
tri¢u ching nay tré nén x4u di dang ké vé mat 1am sang so véi dudng co so;

o Hgb cta d6i tuong < 9,0 g/dL; va

e Muc tiéu 1a giam nguy co mién dich ddng loai va/hodc nguy co lién quan dén
truyén RBC khic.

Liéu phéap khdi phuc ESA nén dugc dung theo hudng dan cua cdc co quan dia
phuong va theo huéng dan st dung hodc SmPC. Céc d6i tugng phai ngung dung dugc
phim nghién ctu trong khi tiép nhan liéu phap khoi phuc ESA. Viéc theo ddi huyét
sic t§ duoc thuc hién theo diém t6i han trong muc “Liéu va phéc dd” clia quy trinh thi

nghiém. Piéu tri khoi phuc ESA nén duogc dung khi Hgb >9 g/dL. Viée diéu tri voi
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dugc pham nghién ctru nén duge tiép tuc lai sau khodng thdi gian sau day:
¢ 2 ngay sau lidu cubi cung cta liéu phdp khdi phuc epoetin;
e 7 ngdy sau liéu cudi cling cta liéu phéap khoi phuc darbepoetin alfa;
o 14 ngay sau liéu cudi cuing cia liéu phap khoi phuc methoxy polyetylen glycol-
epoetin beta.

Sau khi khoi phuc ESA, nén bt dau ding lai duge pham nghién ctu & liéu
gibng véi lidu trude d6 va lidu dugc didu chinh theo huéng dan didu chinh liéu (muc
“Lidu va phac do™).

2. Truyén RBC: Céc nha didu tra nén str dung huéng dan truyén mau cia co quan dia
phuong khi xac dinh xem co truyén méau cho ddi twong nghién ctru khong. Nhin
chung, trong truong hop mAt mau cép ctru hodc nghiém trong, viée truyén RBC nén
duoc dung theo chi din 1am sang. Trong trudng hop it nghiém trong hon, nhung ¢ thé
lam bénh thiéu mau tré nén x4u di hodc giam cac triéu chirng nghiém trong ctia bénh
thiéu mau, viéc truyén RBC duoc cho phép theo y kién cta nguoi didu tra dua ra su
can thiét y t&. Dugc phdm nghién ctu (Hop chét 1 hoic darbepoetin alfa) c6 thé duogc

tiép tuc trong suot giai doan truyén mau.

Vi du 2: hop chat 1 dé diéu tri duy tri bénh thiéu mau ¢ doi tugng méc bénh than man

tinh phu thudc khong tham tach

Vi du nay md ta nghién ctru co d6i chung tich cuc, nhin md, ngau nhién, pha 3
dé dénh gid hiéu qua va do an toan cta hop chét 1 dung theo dudng miéng trong viéc
diéu tri duy tri bénh thiéu mau & dbi tuong méc bénh than man tinh phu thudc khong
tham tach (NDD-CKD) & khoang 2100 d6i tugng. Hidu qua va do an toan ctia hop chét
1 dugc so sanh vai darbepoetin alfa trong viéc didu tri duy tri bénh thiéu miu & d6i
trong mac NDD-CKD sau khi chuyén ddi tir liéu phap ESA hién tai.

Quan thé nghién ctru bao gdm cac dbi tugng >18 tudi mic NDD-CKD, téc do
loc cdu than ude tinh (eGFR) < 60 mL/phut/1,73 m?, va huyét sic t& (Hgb) nam trong
khoang tir 8,0 dén 11,0 g/dL (gém ca) theo Hoa Ky, va nim trong khoang tir 9,0 dén
12,0 g/dL (gbm ca) theo cac nudc ngoai Hoa Ky, cic d6i tuong nay déu dang duoc
diéu tri v6i chét kich thich su tao hf?)ng ciu (ESA) cho bénh thiéu mau.

Sau 4 tudn tUr giai doan sang loc, céc d6i twong dap Gng tit ca céc tiéu chi thu

nhan va khong ¢6 cac tiéu chi loai tru duge md ta dudi day duoc cho ding ngau nhién
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hop chét 1 hodc darbepoetin alfa theo ty 1& 1:1. Su ngau nhién dugce phén theo

e Vung dia Iy (Hoa Ky [US] va Lién minh Chéau Au [EU] va cic nude con lai
[ROW]).

¢ Bénh suy tim sung huyét (CHF) loai 0 hogc I va II hodc III theo Hiép hoi tim
New York.

o Hgb diu vao nghién ctru ((<10,0 va >10,0 g/dL).

¢ Sau khi ngdu nhién hoa, nghién ciu dugc chia thanh 3 giai doan:

¢ Giai doan diéu chinh va duy tri (tuan 24-52): chuyén ddi diéu tri nghién ctu dé
duy tri Heb (tudn 0-23), dénh gia hiéu qua 1dn th@r nhét (tudn 24-36), va danh

oi4 hiu qua lin thir hai (tudn 40-52).

o  Giai doan didu tri lau dai (tudn 53-két thuc diéu tri) dugc tiép tuc diéu tri nghién
ctru dé dénh gia do an toan lau dai.

o Giai doan theo d&i (két thiic didu tri + 4 tudn): kham bénh sau diéu tri (khdm
truc tiép hoac qua dién thoai) dé danh gia do an toan.

Thoi gian udc tinh dé tuyén tit ca khoang 2100 d6i tugng ngiu nhién la 20
thang, va thoi gian tiép theo duogc du tinh 1a 1,8 nam. TAt ca dbi tugng ¢ lai nghién ctru
cho dén khi khoang 631 bién cb bat loi chinh Ién tim mach (MACE) xay ra qua 2
nghién ctru NDD-CKD tac biét, tai thoi diém dbi tugng dugc ghi trong lan kham bénh
cudi cung va nghién ctu duge két thuc. Céc trang web dugc thong bdo ngay két thuc
nghién ctru toan cdu khoang 3 thang trudc khi két thuc nghién ctu (dua trén lugng tich
lily MACE qua 2 nghién ctu) va sau d6 thong béo cho di tuong tich cuc ngay két

thtic nghién ctru toan cau.
Lua chon va loai trir doi tuong

Céc ddi tugng dugc chon cho nghién ctu dua trén cdc tiéu chi lua chon va loai

trur sau day.

Tiéu chi thu nhan Déi tuong dugc chon phai dap Ung tAt ca céac tiéu chi thu nhan sau
day:

1. Tu 18 tudi trd 1én;

2. Chén doan méc bénh than man tinh c6 tdc do loc cu than ude tinh (eGFR) < 60

mL/phat/1,73 m? tai 1an kham sang loc, st dung phuong trinh creatinin dich té
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hoc bénh than man tinh (CKD-EPI) 2009 ltc sang loc va khong du dinh bét dau
tham tach trong 6 thang tir luc sang loc.

Dang duy tri liéu phap ESA, voi lidu cudi cung dugc tiép nhén trong 8 tudn
trude khi sang loc;

Hgb sang loc trung binh nim trong khoang tur 8,0 dén 11,0 g/dL (gém c4) & Hoa
Ky va nam trong khoang tr 9,0 dén 12,0 g/dL (gém ca) & ngoai Hoa Ky, nhu
duoc xac dinh bang gia tri trung binh ctia 2 gid tri Hgb duoc do boi phong thi
nghiém trung tdm trong qua trinh sang loc;

Feritin huyét thanh > 100 ng/mL v6i d0 bao hoa transferin (TSAT) > 20% trong
qua trinh sang loc;

Gia tri folat va vitamin B, > giéi han dudi cua luong binh thuong trong qua
trinh sang loc;

Déi twong hiéu cac quy trinh va yéu cAu cua nghién ctru va cung cip vin ban
dong v sau khi dugc giai thich va cho phép cong bd théng tin stc khoe duge

bao vé.

Tiéu chi loai trir Poi tugng 6 bat ky tiéu chi nao sau ddy déu khong du diéu kién tham

gia nghién ctru:

1.

Bénh thiéu mau do nguyén nhan ngoai CKD hodc dbi tuong bi chay mau chu
dong hodc mo1 mat mau;

i tuong méic bénh héng cAu hinh ludi liém, hoi chung rdi loan sinh ty,
ching xo hoa tiy xuong, tan mau ac tinh, u tay, bénh thiéu méau do tan mau,

bénh tan mau bam sinh hoac ching bat san hong cau don thuén;

. Truyén té bao hdng cAu (RBC) trong 4 tuan trude hodc trong qua trinh sang loc.

Aspartat aminotransferaza (AST)/glutamic oxaloaxetic transaminaza huyét
thanh (SGOT), alanin aminotransferaza (ALT)/glutamic pyruvic transaminaza
huyét thanh (SGPT) hoac bilirubin téng s6 >2,0 lan gidi han trén clua gia tri
binh thuong (upper limit of normal - ULN) luc sang loc. Déi tuong ¢ tién st bi

hoi ching Gilbert khong bi loat trur;

. Tang huyét ap khong kiém soat (huyét ap tdm truong dugc xac dinh >110

mmHg hodc huyét ap tim thu >180 mmHg) ltc sang loc;

Suy tim nghiém trong lac sang loc (loai I'V theo Hiép hoi tim NewYork);
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Hoi chirng dong mach vanh Cép tinh (nhap vién diéu tri do dau thit nguc khong
4n dinh hoic nhdi mau co tim), tai tao dong mach vanh khan cép, nhdp vién do
CHF hoac dot quy trong 12 tudn trude khi sang loc;

Tién st bi bénh &c tinh hoat dong trong 2 nam trude khi sang loc, ngoal tru
bénh ung thu biéu mo da té bao day duogc chi dinh cat, bénh ung thu biéu mo da
té bao vay, bénh ung thu biéu mo ¢b tai chd hoic polyp dai trang lanh tinh duoc
chi dinh cdt;

Tién st bi ching nghén mach sau (DVT) hodc chimg tfc mach phdi (PE) cin
diéu trj tich cuc trong 8 thang trudc khi sang loc;

Tién st bi chiing tich tu sat hodc thira sit;

Tién st ghép co quan trude d6 hodc c¢é du dinh ghép co quan (ngoai tru d6i
tuong dang trong danh sach cho ghép théan), hodc cdy té bao gbc hodc ghép tiy
xuong (ngoai trir ghép mang sung);

St dung dugc phim diéu tra hodc tham gia nghién cau didu tra trong 30 ngay
hodc 5 1an thoi gian ban huy cta duge pham diéu tra (tuy xem cai nao dai hon),
trude khi kham sang loc;

D3 tham gia vao nghién ctru nay trudc do, tiép nhan hop chit 1 & nghién ctru
khéc, hodc tham gia nghién ciru v6i mot nhan t6 cam Ung su gidm oxy-huyét
chét e ché prolyl-hydroxylaza (HIF-PHI) khac trudc do;

Nt dang mang thai hodc cho con bu. Nt ¢6 khd ndng sinh con nhung khong thé
hodic khong dong ¥ st dung bién phap tranh thai ¢6 thé chip nhan.

DP4i twong nam khong bi thit ong dan tinh khong thé hodc khong dong y su
dung bién phap tranh thai co6 thé chip nhan dugc;

Ly do bét ky khac ma theo y kién cta ngudi didu tra 1a s& lam dbi tugng khong

pht hop tham gia nghién ctru nay.

Diém tdi han hiéu qua

Piém t6i han hiéu qua doi vai nghién ctru nay dugc xac dinh nhu sau:

Diém tGi han hi¢u qua chinh

Su chénh léch trung binh ctia Hgb gifta gia tri dudng co s¢ (gia tri trung binh
ctia Hegb trude diéu tri) va giai doan danh gia chinh (gia tri Hgb trung binh tu

tudn 24-36).
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Diém toi han hiéu qua phu quan trong

&

Su chénh léch trung binh ciia Hgb gitta gia tri duong co s¢ (gia tri trung binh
cta Hgb trude didu tri) va giai doan ddnh gid chinh (gid tri Hgb trung binh tur
tudn 24-36);

Ty 1& cac ddi tuong c6 Heb trung binh nam trong khoang tir 10,0 dén 12,0 g/dL
(bao gdm) trong giai doan danh gia 1An th& nhit (tudn 24-36);

Liéu hang tuan trung binh cta sit nguyén td tiém tinh mach (IV) dugc dung tir
duong co s dén tudn 52;

Ty 1¢& cac doi tuong tiép nhan truyén RBC tir duong co s¢ dén tudn 52.

Diém tGi han hi¢u qua phu khéc

(']

Tién trinh CKD dua trén su thay dbi GFR;

Ty 1é céc gia tri Hgb nam trong khoang gi4 tri dich trong sudt giai doan duy tri
(tudn 24-52);

Gid tri Hgb dugc xac dinh <10,0 hodc >12,0 g/dL;

Khoi phuc ESA;

Diéu chinh lidu;

Duy tri lugng st vira di (dugc dinh nghia la feritin >100 ng/mL va TSAT
>20%);

Tiép nhan liéu phap sit V.

Piém t61 han d0 an toan

Piém téi han do an toan dbi véi nghién ctru nay dugc xac dinh nhu sau:
MACE, dugc xac dinh dua trén ty 1€ t&r vong do tat ca céc nguyén nhan, nhoi
méau co tim khéng chét hodc dot quy khong chét;
Céc yéu t6 riéng 1é cia MACE;

o tir vong do tit ca cdc nguyén nhan;

o nhdi méau co tim khong chét;

o dot quy khong chét;
bién ¢b nghén mach: nghén déng mach, DVT, PE hodc nghén mach xdm nhép
mach;

Hgb >12,0 g/dL, >13,0 g/dL hodc >14,0 g/dL;
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e Hgb ting >1,0 g/dL trong khodng thoi gian 2 tudn bat ky hoic >2,0 g/dL trong
khoang thoi gian 4 tudn bat ky;
¢ Bién cb bat loi (AE) va bién ¢b bt loi nghiém trong (SAE);

¢ Dau hiéu song va gia tri thuc nghiém 1am sang.

biéu tri cho cac doi tugng

Céac dbi twong duoc cho ding ngiu nhién 1:1
Liéu bét dau hop chét 1: 2 vién nén mot 14n mdi ngay (300 mg/ngay); hodc
Liéu ban dau darbepoetin alfa (SC) nhu sau:

o D& voi cac dbi tugng da dung darbepoetin, phac dd lidu ban dau ¢ nghién ctu
nén duoc dua trén phac d lidu trude do.

¢ D& véi cac ddi tuong ding ESA khac, lidu ban diu cua darbepoetin nén dugc
dua trén nhan san pham dia phuong dugc chip nhan.
Neén khuyén cdo tit ca cac ddi tuong khong nén dung lidu ESA bd sung sau lan

kham sang loc 2 (SV2) va trude khi kham ngdu nhién.

Hudng dan diéu chinh liéu - Tat ca nhom di€u tri

Viéce dung lidu duoc bat dau tai lAn kham duong co sé, va lidu thtr nhédt cua
duoc pham nghién ctu (Hop chét 1 hodc darbepoetin alfa) dugc dung tai khu virc dicu
tra sau khi hoan thanh cac quy trinh duong co s¢ khac. Dbi v6i tht ca cac dbi tugng,
nén khuyén nghi khong dung liéu ESA bd sung sau SV2 va trude khi khdm nglu
nhién. Huyét sic t6 dugc theo ddi bang thiét bi HemoCue® tai chd trong sudt nghién
ctru dé xac dinh xem c6 nén didu chinh hodc chdm dut liéu ctia duoc pham nghién cru
(Hop chit 1 hodc darbepoetin alfa). Tu tudn 0 dén 12, Hgb duoc do bé“mg HemoCue®
2 tudn mot lan dé theo doi viée diéu chinh lidu. TU tudn 12 dén 52, Hgb dugc theo doi
qua HemoCue® 4 tudn mot 1an. T tudn 53 dén khi két thic nghién ctru, Hgb dugc
tiép tuc theo doi bang HemoCue® dé xéc dinh ¢6 nén didu chinh hodc cham dut lidu
ctia dugc phdm nghién ctru hay khong. Huyét sic t6 con co thé duge danh gia cong
thirc méau (CBC) & phong thi nghiém trung tdm dé danh gia vé hidu qua va do an toan;
tuy nhién, su diéu chinh liéu nén dua trén co sé gia tri Hgb HemoCue® dia phuong.

Muc dich 12 duy tri luong Hgb 1a 10-11 g/dL ¢ Hoa Ky, va 10-12 g/dL ¢ ngoai

Hoa Ky trong sudt nghién ctru.
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Viéc didu chinh lidu duoc huéng dan boi hé thdng héi dap twong téc truc tuyén
(IWR) dya trén 11611g do Hgb va thuat toan didu chinh lidu dugc lap trinh. Thudt toan
didu chinh lidu duoc lap trinh cho hop chit 1 theo Hudng din diéu chinh lidu (xem &
dudi). Thuat toan diéu chinh lidu duoc 14p trinh cho darbepoetin alfa dya trén nhan san
pham dia phuong.

Khi diéu chinh liéu phap, ty 1& Hgb ting, gidam va thay ddi cling nhu tinh trang
lam sang cua bénh nhén (ttc 1a, bénh tat gin day, giam thé tich, ting thé tich, v.v.)
duoc xem xét. Trong truong hop lam sang giam nhe, nguoi diéu tra co thé chon lidu
ngoai khuyén nghi lidu ctia hé théng IWR dé duy tri Hgb trong khoang gid tri dich.
Khi do, cac truong hop 1dam sang nay phai duoc ching minh bang tai liéu trong ho so
ctia ddi twong va thu thap trong bénh an nghién ctru (CRF).

Hop chét 1 dugc dung theo lidu theo hudng dan thuat toan didu chinh liéu sau:

Thuat toan diéu chinh liéu cho Hoa Ky:

¢ Khong tang lidu nhiéu hon mot lan mdi 4 tudn. Viéc giam liéu co thé xay ra
nhidu 1an hon. Tranh diéu chinh lidu thudong xuyén.

o Néu viéc diéu chinh lidu 1a can thiét & duy tri Hgb ¢ luong mong muén, thi
1iéu hop chit 1 duoc diéu chinh 1 vién nén mdi ngay (lidu t6i thiéu cta hop chat
1 1a 150 mg/ngay [l vién nén]; lidu hang ngay t6i da cta hop chét 1 1a 600
mg/ngay [4 vién nén)).

o Néu Hgb ting nhanh (vi du, > 1 g/dL trong thoi gian 2 tudn), thi giam lidu ctia
hop chét 1 1én 1 vién nén mot ngay.

o Néu Hgb giam nhanh duéi 10,0 g/dL, thi ting lidu cta hop chit 1 1én mot vién
nén mdi ngay.

e Néu Hgb vuot qua 11,0 g/dL, thi ding hop chét 1 cho dén khi Hgb giam xudng
béng hoac dudi 10,5 g/dL, sau do lai tiép tuc dung lidu hop chat 1 voi it hon
mot vién nén mdi ngay.

Thudt toan diéu chinh liéu dbi véi cac nude ngoai Hoa Ky:

¢ Khong tang liéu nhidu hon mot 1an mdi 4 tudn. Viéc giam lidu co thé xay ra
nhidu 14n hon. Tranh diéu chinh lidu thudng xuyén.

o Néu viéc didu chinh lidu 1a can thiét dé duy tri Hgb ¢ lugng mong mudn, thi
lidu hop chét 1 duoc diu chinh 1 vién nén mdi ngay (lidu hang ngay téi thiéu

ctia hop chat 1 1a 150 mg/ngay [1 vién nén]; lidu hang ngay tdi da ctia hop cht
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1 1a 600 mg/ngay [4 vién nén]).

o Néu Hgb tang nhanh (vi du, nhiéu hon 1 g/dL trong thoi gian 2 tuan), thi giam
lidu cta hop chit 1 xubng mot vién nén mdi ngay.

e Néu Hgb giam nhanh duéi 10,0 g/dL, thi ting lidu cua hop chét 1 1én mot vién
nén moi ngay.

e Néu Hgb vuot qua 12,0 g/dL, thi gidm lidu cua hop chit 1 xuéng mot vién nén

mdi ngay. Néu Hgb vuot quéa 13,0 g/dL, thi dung hop chit 1 cho dén khi Hgb

giam xudng bang hodc duéi 12,5 g/dL, sau do lai tiép tuc dung lidu hop chat 1

v6i it hon mot vién nén mdi ngay.

DPéi vé6i cac ddi twong dugc ngiu nhién dung darbepoetin alfa, lidu ban diu
duoc xac dinh nhu sau:

o Dbi véi cac ddi twong di dung darbepoetin, phac dd lidu ban dau & nghién ctu
nén duoc dua trén phéac do lidu trude do.

e D& v6i cac ddi tuong dung ESA khac, lidu ban dau cta darbepoetin nén duoc
dua trén nhan san phim dia phuong dugc chip nhan.

Sau khi chuyén dbi lidu, darbepoetin alfa dugc dung theo lidu SC, vé6i su diéu
chinh lidu duoc hudng dan boi hé théng TWR cung cép thuat toan didu chinh lidu dua
trén nhan hiéu san pham dia phuong darbepoetin alfa dugc chip nhan. Viéc dung lidu
darbepoetin alfa ddc lap véi lich kham, va ké hoach dung lidu c6 thé thay ddi theo tiéu
chuén chim soc strc khoe dia phuong va huéng dan dung lidu darbepoetin cu thé timg

nudec.

Hudéng dan dung lidu
Hop chat 1

Tét ca ddi twong bat ddu véi 2 vién nén mdi ngay (300 mg/ngay). Luong lidu
cta hop chit 1 bao gdm 150, 300, 450 va 600 mg (mdi vién nén la 150 mg). MGi doi
twong ding lidu duge phdm nghién ciru ctia ho theo khu vuc didu tra & lan kham
dudng co so. Sau dé, duoc phdm nghién ctru duge diing mot lan mdi ngdy theo tiéu
chuin bénh nhan ngoai tra. Pi tugng co thé dung hop chat 1 cling hoic khong ciing
thirc an. Liéu nén duoc ding ude chimg vao cling mot thoi diém mdi ngay, tot hon la
tir 7 gidr sang dén 2 gid chidu. Pdi tugng nén duoc chi dinh dung dugc pham b sung

st duong miéng bat ky it nhét 2 gid trude hodc 2 gid sau khi diing lidu hop chat 1.
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Darbepoetin alfa

Darbepoetin alfa dugc dung, luu trit va phan phéi theo nhin san phim dia

phuong dugc chap nhan.

Duoc phim bo sung sat

Ngudi diéu tra nén ké don dugc phim b sung st theo nhu ciu trong nghién
ctru dé duy tri feritin >100 ng/mL va TSAT >20%. Nhin chung, chi nén dung sit dang
theo dudng miéng cho li€u phap. Viéc sir dung sat dung theo dudng tiém tinh mach bi
han ché va chi nén duoc dung cho cac ddi twong khong dung nap sit dung theo duong
miéng va thiéu hut sdt da dugc ching thue (vi du, feritin < 100 ng/mL va/hodc TSAT
< 20%). Khi dbi tuong khong bi thiéu hut sit nira, thi can ngung dung sat [V (feritin
>100 ng/mL va TSAT >20%). Chu y: Boi vi sit ding dudng miéng c6 kha nang lam
giam do sinh kha dung cta hop chét 1, cho nén dugc phidm nghién ctru khong nén
duogc dung ddng thoi véi duge phim bd sung st theo dudng miéng (bao gdm sit chira
nhiu vitamin). D6i tugng nén duge hudng dan dung duge phdm bd sung sit theo

dudng miéng it nhat 2 gio truée hogc 2 gidr sau khi dung liéu hop chét 1.

Hudéng dan lidu phap khoi phuc

Dé dam bao dd an toan cho céc dbi tuong nghién clru va tiéu chudn hoa viéc su
dung liéu phap khoi phuc, sdng ché dé xudt hudng dan liéu phap khoi phuc sau day:
1. Khéi phuc ESA; Bat dau ¢ tudn 6, cac dbi tuong & tit ca cic muc dich didu tri dugc
cho phép (mdc du s&€ khong dugc yéu cau) c6 Hgb duoc khdi phuc véi lieu phap ESA,
theo tiéu chudn chdm soc ste khoe dia phuong. Néu ¢6 thé, dbi tuong thude nhom hop
chit 1 nén duoc dung lidu hop chit 1 tbi da trong 2 tuan trude khi khoi phuc ESA. Déi
tuong thudc nhoém darbepoetin alfa co thé khoi phuc v6i ESA khéc theo tidu chuin
chiam séc stic khoe. Dé du diéu kién cho khoi phuc ESA, d6i twong phai dap tng tit ca
céc yéu ciu sau:

o Ddi trong méc bénh thiéu mau hodc co triéu ching cia bénh thiéu mau (vi du,
mét moéi, dm yéu, tho ngén, dau nguc, rbi loan hoac chong mat) ma bénh hodc
triéu chirng nay tré nén x4u di dang ké vé mat 1am sang so v6i duong co so;

¢ Hgbcta dbi tuong < 9,0 g/dL; va

¢ Muc tiéu la giam nguy co mién dich dong loai va/hodc nguy co lién quan dén
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truyén RBC khac.

Liéu phap khoi phuc ESA nén dugc dung theo hudng dan cia cic co quan dia
phuong va theo huéng dan st dung hogc SmPC. Céc dbi twong phai ngung dung duoc
phdm nghién ctru trong khi tiép nhan liéu phap khoi phuc ESA. Viéc theo dai huyét
séc t6 s& duge thuc hién theo diém t6i han trong muc “Liéu va phac dd” ctia quy trinh
thir nghiém. Diéu tri khoi phuc ESA nén dugc dung khi Hgb >9 g/dL. Viéc diéu tri véi
duoc pham nghién ctru nén dugc tiép tuc lai sau khoang thoi gian sau day:

e 2 ngay sau lidu cudi cling ctia liéu phap khoi phuc epoetin;

e 7 ngiy sau lidu cudi cling ctia liéu phdp khoi phuc darbepoetin alfa;

¢ 14 ngay sau lidu cudi ciing ctia liéu phap khoi phuc methoxy polyetylen glycol-
epoetin beta.

Sau khi khoi phuc ESA, nén bit diu dung lai dugc phim nghién ctu & liéu
gibng véi lidu trude do va lidu dugce diéu chinh theo huéng dan didu chinh liéu (muc
“Liéu va phac dd”).

2. Truyén RBC: Céc nha diéu tra nén st dung hudng din truyén méu cla co quan dia
phuong khi xdc dinh xem co truyén mau cho d6i tugng nghién ctru khong. Nhin
chung, trong trudng hop mit méu cip ctu hodc nghiém trong, viéc truyén RBC nén
duoce dung theo chi din 1am sang. Trong truong hop it nghiém trong hon, nhung ¢ thé
lam bénh thiéu mau tré nén xu di hodc gidm céc triéu chimg nghiém trong ctia bénh
thiéu mau, viéc truyén RBC dugc cho phép theo y kién cta nguodi didu tra dua ra sy
can thiét y t&. Dugc phdm nghién ctru (Hop chét 1 hodc darbepoetin alfa) co thé duoc

tiép tuc trong sudt giai doan truyén mau.
6.3. Quy trinh nghién ctu, lich trinh va phan tich dii li¢u cho vidu 1 va 2

6.3.1. Xem xét thong ké
Phan tich diém t6i han hiéu qua chinh

Diém t6i han hiéu qua chinh duoc xac dinh 1a sy thay doi Hgb trung binh gitta
Hgb duong co s (Hgb trude diéu tri trung binh) va Hgb trung binh tur tudn 24-36
(gdm c4). Phan tich ban dau st dung phan tich phuong sai (ANOVA), dugc phén ting
thanh céc tAng ngiu nhién vdi cc ting dugc phéan theo kich thude ting. Khoang tin

ciy 95%, 2 phia dugc tinh toan dé xac dinh sw khac nhau gitta nhém hop chét 1 va
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nhém ddi ching. Tinh khong kém hon ctia hop chéat 1 duge thanh 1ap néu giéi han

dudi cua khoang tin cdy nay > 0,5 g/dL.

Phén tich MABC

Diém t6i han MACE (két qua dugc diéu chinh) duge phén tich & dang thoi gian
tir lidu tht nhét ctia duoc phidm nghién ciru dén MACE tha nhit. D6i tuong chua ting
duoc diéu chinh MACE theo sang ché duoc kiém duyét vao lan danh gia cudi cing
cua ho.

Céc bién ¢b bét loi chinh 1én tim mach duoc phén tich st dung m6 hinh Cox véi
md hinh bao gdm nhém diéu tri. Céc tang ngiu nhién duge st dung trong phan tich
nay. Phan tich MABC ban dau dién ra tai thoi diém tdng két nghién ctu va dya trén tat
ca cac ddi tuong trong quan thé an toan. Ty I¢ rti ro (Hop chét 1/dbi chimg) duoc udce
tinh, cung véi khoang tin ciy 95% ctia né. Khodng nay duoc dung dé mo ta vi nghién
ctru riéng biét nay khong duge thiét két dé dua ra uwée tinh doc 1ap cua ty 1€ rui ro cho
MACE. Thoi diém MACE 1an tht nhit ciing duoc thé hién duéi dang biéu dd st dung
duong cong Kaplan Meier.

Phan tich ban dau cho MACE duoc thuc hién st dung quﬁn thé an toan. Céc
phén tich nay dugc lap lai va duoc kiém duyét trong 4 tudn sau khi ngimg duoc pham
nghién ctru sém. Trung tdm phan tich théng ké doc 1ap thuc hién hd trg Hoi ddng giam

sat dir liéu doc lap (IDMC).

6.3.2. Quy trinh nghién ctu va danh gia
Danh gia lam sang
Céac danh gia 1am sang sau day dugc thuc hién trong sudt qua trinh nghién ctru:
Tién st bénh, thong tin nhan khau hoc va kiém tra vat ly (bao gdm chiéu cao)
dugc thu thap 6 SV2. Sau SV2, mot tur viét tat, viéc kiém tra vAt ly dinh hudng triéu
ching nén duge thuc hién theo ¥ kién nguoi diéu tra nhu 1a chi dan lam sang. Céc diu
hiéu séng bao gdm nhip tim va huyét 4p duoc thu thép tai SV1, SV2, 1an kham dudng
cO S0, trong cac lan kham nghién ctu, va EOT, va nén dugc do trude khi léy méau, néu
c6 thé. Can ndng cua cac débi tuong dugc thu thap tai SV2, & tudn 12, 24, 36 va 52,
hang nam sau do, va tai 1an kham EOT. Béi véi cac d6i tuong dung darbepoetin alfa,

cac doi tugng nay duogc can trong luong dé dung licu theo ti€u chuan cham soc stc
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khoe dia phuong. 12 dao trinh dién tim (ECG): dugc thuc hién ¢ duong co s& va duoc
nguoi didu tra xem lai dé x4c dinh sy c6 mat clia nhip 1a dau hiéu bénh ly. Tai mdi lan
kham nghién ctru sau khi ngau nhién hoa, cin phai hoi dbi twgng mot cach chinh xac
vé su xuét hién cua bat ky bién ¢d diém t6i han MACE tiém tang nao tir 1an kham
nghién ctru cudi ciing. Tir khi bét dau lidu thtr nhit ciia duge phdm nghién ctu (Hop
chét 1 hodc darbepoetin alfa) va dén khi két thuc nghién ctru toan ciu (1an kham theo
dai), nguoi didu tra va nhan vién thudc nghién ctru xem lai cac phat hién danh gia lam
sang va trong phong thi nghiém cua mdi dbi tuwong va dit cau hoi truc tiép cho dbi
twong vé cac bién b bt loi. Tét ca cac duoc pham (ca theo don va khong theo don, va
bao g(‘“)m vitamin, duogc thdo, dugc phém dung tai chd, hit vao va trong mii) dugc
dung trong 30 ngay trudc khi bit diu dung dugce pham nghién ctu (Hop chat 1 hodc

darbepoetin alfa) va qua 1an kham EOT nén duoc ghi lai.

banh gia trong phong thi nghiém

Céc déanh gid trong phong thi nghi¢ém sau day dugc thyc hién trong sut qué
trinh nghién ctu:

Phép thir thai huyét thanh duoc thuc hién tai SV2 dbi vé6i nit ¢6 kha ning mang
thai va phai duogc thuce hién va phéi la am tinh trudce khi d6i twong dung liéu thir nhat
cua dugc phém nghién ctru. CBC c6 sy chénh 1éch duoc thuc hién tai lan kham dudng
co s& va hai 14n hang ndam & tudn 28, 52, 76, 104, 128, 156, 180, 208. O tit c& lan
kham dugc ghi lai khac, bao g@)m SV1 va SC2, CBC khong ¢6 su chénh léch dugc tién
hanh. CBC ¢6 su chénh léch bao gdm: Hgb, ty 1& thé tich hong ciu, RBC, thé tich té
bao hdng ciu trung binh (MCV), lugng huyét séc td hong cau trung binh (MCH), nong
d6 huyét sic t6 té bao hong ciu (MCHC), dai phén bd kich thude t& bao hong cu
(RDW), sb lugng bach clu (WBC) (bach cAu trung tinh, bach cAu lympho, bach ciu
mono, bach céu ua axit, bach clu wa bazo) va tiéu ciu co su chénh léch. Huyét sdc to
duoc danh gia béi CBC phong thi nghiém trung tdm duoc st dung dé danh gia hiéu
qua va do an toan, tuy nhién khong nén st dung cho viéc didu chinh liéu. Ngoai ra,
lugng Hgb duoc danh gia boi HemoCue® nén dugc st dung cho viée diéu chinh liéu.

Péi v6i muc dich thich hop cho nghién ctru & vi du 1, néu Hgb ¢ SV1 la 10,0-
10,5 g/dL, thi nén thuc hién 1 CBC kiém tra lai trugc SV2. Néu Hgb kiém tra lai >10.0
o/dL, thi dbi twong khong nén tiép tuc véi SV2. Néu Hgb & SV1 >10,5 g/dL, thi dbi
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tuong khong nén tiép tuc bét ky sang loc khac tai thoi diém nay.

D6i voi muce dich thich hop cho nghién ciu ¢ vi du 2, néu Hgb 6 SVI la 11,1-
11,5 g/dL & Hoa Ky hodc 12,1-12,5 g/dL ngoai Hoa Ky, thi nén thuc hién 1 CBC kiém
tra lai trude SV2. Néu Hgb kiém tra lai >11,0 g/dL & Hoa Ky hodc >12,0 g/dL ngoai
Hoa Ky, thi déi tuong khong nén tiép tuc & SV2. Néu Hgb ¢ SV1 > 11,5 g/dL ¢ Hoa
K3 hoiic >12,5 g/dL & ngoai Hoa Ky, thi déi twong khong nén tiép tuc bt ky sang loc
nao khac tai thoi diém nay.

Khi st dung HemoCue®, Hgb dugc theo doi thong qua nghién ctu dé xac dinh
xem c6 can diéu chinh hodc phan phdi liéu ctia dugc pham nghién ctu (Hop chat 1
hoidc darbepoetin alfa) nhu duge mo ta trong hudng dan diéu chinh lidu va dung liéu.
Xét nghiém dém té bao hdng cdu luéi ty dong (ca & sd luong tuyét ddi va phén tram)
duoc thuc hién & duong co sé va & tudn 4, 12, 28 va 52. Cac mau mau dugc lﬁy o
dudng co sé dé xac dinh thoi gian prothrombin (prothrombin time - PT), thoi gian
thromboplastin tirng phan (partial thromboplastin time - PTT) va ty I¢ tiéu chuén qudc
té ( international normalized ratio - INR). Mau mau duoc ldy ¢ SV2 dé danh gid xic
dinh luong folat va vitamin B12. MaAu nudc tiéu tai chd ngau nhién nén dugc thu thap
tai khu vuc diéu tra trong lan kham duodng co sé dé xac dinh ty 1¢ albumin so voi
creatinin nudc tiéu (urine albumin to creatinine ratio - uACR). Mau mau dbi voi
protein phan tng C dugc thu thép tai l4n kham duong co sé.

Hoéa hoc thuyét thanh: Cac miu mau duge danh gid hoa hoc thuyét thanh dugc
thu thip tai SV2 [chi vi du 2], duong co s& va hai lan hang nam tai tudn 28, 52, 76,
104, 128, 156, 180, 208. Tai tAt ca 1an kham duogc ghi lai khac: Xét nghiém creatinin
va eGFR huyét thanh duoc thuc hién. Hoa hoc thuyét thanh bao gdm cdc xét nghiém
sau: natri, kali, bicacbonat, clorua, canxi, magie, phospho, glucozo, creatinin, ure nito
mau (BUN), creatin phosphokinaza (CPK), axit uric, albumin va protein tdng s6. Luu
y: Néu theo doi thay eGFR giam >50% so véi gid tri dudong co sd, thi phong thi
nghi¢m trung tam nén tién hanh do lai trong 30 dén 60 ngay.

MAu mau dé danh gid chire ning gan duge thu thap tai SV2, dudng co sd, mdi 4
tudn tir tudn 28, mdi 8 tudn tir tuan 28 dén tudn 52, va hai lan hang ndm tu tuan 53 dén
khi két thiic nghién ctru. Cadc mau mau cling dugc thu thép tai lan kham EOT. Cac xét
nghiém chic ndng gan bao gdm: bilirubin tong sd, alkalin phosphataza, ALT/SGPT,

AST/SGOT va lactat dehydrogenaza (LDH).
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Cac mAu mau dé danh gia chirc nidng gan dugc thu thép tai SVI1, duong co so,
mdi 4 tudn tir tudn 12, mdi 8 tudn tr tudn 12 dén tudn 52, va mdi 12 tudn tr tudn 53
dén khi két thic nghién ctu. Céc mau méu ciing dugc thu thap tai 1an kham EOT. Céc
danh gia bao gdm cac chi sb sau: feritin, sit, TIBC va TSAT.

Cé4c miu mau duoc thu thap tai cac 14n kham dudng co so, tuan 28 va tudn 52
dé danh gia luong cholesterol va xét nghiém dbi véi cac loai lipit sau: cholesterol tong
sb, lipoprotein mat do thap (low-density lipoprotein - LDL), lipoprotein mét d¢ cao
(high-density lipoprotein - HDL) va triglyxerit. Cac mau dé phan tich chi thi sinh hoc
(hepxidin, yéu tb tang trudng ndi md (VEGF) dugc ldy tai 1an kham duong co so, tuan
12, tudn 28 va EOT. Cac mau mau cho phén tich EPO dugc thu thap tai duong co s¢
va tudn 4, 12, 28 va 52.

Cac mau huyét tuong cho viéc danh gia PK duoc thu thap dé phan tich dbi voi
hop chit ban dau (Hop chét 1) va chét chuyén hoa ctia né. Thoi diém thu thap dé PK
bao gém tudn 4, 12, 28 va 52.

Cac mAu mau va nude tiéu bd sung duge thu thap & duong co sG va tudn 28, ¢6
thé duoc st dung dé xac dinh chi thi sinh hoc (vi du, cac yéu td lién quan dén sy hoat
héa cua con dudng HIF). Cac ddi tugng cling duge yéu cau cung cip van ban dong y
¢6 lya chon dé thu thap va luu gitt mau mau cho cdc phan tich gen trong tuong lai (vi
du, ADN, mARN).

Chi d6i véi vi du 2: Xét nghiém kich thich ACTH (cosyntropin) dugc thuc hién
& dudng co sé va tuan 12 va 52 (hodc & lAn kham EOT néu déi tuong ding hin dugc
pham nghién ctru trude 1an khdm nghién ctu tudn 52) & nhoém 200 dbi tuong & Lién
minh Chau Au. Trong xét nghiém kich thich, cortisol huyét thanh duoc do trude khi
dung cosyntropin va dugc do lai sau 30 va 60 phut sau khi dung cosyntropin.
Cosyntropin dugc tiém vao tinh mach 0,25 mg (dﬁy 10). Phu thudc vao cac két qua cua
xét nghiém, c¢6 thé yéu ciu xédc dinh cortisol va ACTH vao sang som dé xac dinh y

nghia 1dm sang cua cac két qua ¢ ting doi tuong.

6.3.3. Lich hoat dong

T4t cac hoat dong nén duge thuc hién theo lich quy trinh nay va tat ca cac danh

gia nén dugc hoan thanh & moi lan khdm nghién ctru.

Khéam sang loc so bd
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pé gidm tdi da sai sot sang loc, ¢o thé ¢6 1an kham sang loc so b tuy chon dé
lya chon dbi tuong c6 Hgb HemoCue® trudc khi tién hanh sang loc day du. Déi voi
nghién ctru ¢ vi du 1, néu Hgb HemoCue® sang loc so bd <10,0 g/dL, thi khu vuc
didu tra c6 thé tién hanh SV1, &t hon la thuc hién vao cung ngay sang loc so bo. Péi
vGinghién ciru & vi du 2, néu Hgb HemoCue® sang loc so bd ndm trong khoang tir 8,0
dén 11,0 g/dL (gdm c&) & Hoa Ky hodc tir 9,0 dén 12,0 g/dL (gdm c&) ¢ ngoai Hoa K3,
thi khu vuc diéu tra 6 thé tién hanh SV, t6t hon 1a thuc hién vao cung ngay sang loc

so bd.

Kham sang loc

Giai doan sang loc kéo dai t6i da 1a 28 ngay. Hai lan kham sang loc (SV1 va
SV2) phai duge tién hanh trong 28 ngay trude khi ding lidu (1an kham dudng co s
hodc ngay 1). Khoang cach gitta 2 lAn kham sang loc t6i thiéu phai la 4 ngay va

khoang cach giita 1an kham SV2 va 1An kham dudng co sé tdi thidu 12 4 ngay.

Kham sang loc 1 (SV1):

Tai SV1, cac quy trinh/hoat dong sau dugc tién hanh:

e Vin ban ddng ¥ sau khi duoc giai thich. Di véi nghién cttu ¢ vi du 2: Con bao
gdm van ban dong y ¢6 lua chon d6i voi nghién ciru phu vé chtrc nang tuyén
thuong than & quan thé nho gdm 200 ddi twong & Lién minh Chau Au.

o Xem xét cac tiéu chi thich hop;

e Céc diu hiéu séng bao gdm nhip tim va huyét ap (duge do trong tu thé ngdi sau
5 phut nghi va trude khi ldy mau);

¢ Quy trinh phong thi nghiém: CBC (khong chénh 1éch); chi s sit.

Péi v6i nghién ctu ¢ vi du 1, néu Hgb ¢ SV 14 10,0-10,5 g/dL, thi nén thuc
hién 1 CBC kiém tra lai truéc SV2. Néu Hgb kiém tra lai >10,0 g/dL, thi ddi trong
khong nén tiép tuc & SV2. Néu Hgb & SV1 >10,5 g/dL, thi déi tuong khong nén tiép
tuc bit ky sang loc khac tai thoi diém nay.

Déi v6i nghién ciu & vi du 2, néu Hgb ¢ SV1 1a 11,1-11,5 g/dL & Hoa Ky hodc
12,1-12,5 g/dL ngoai Hoa Ky, thi nén thuc hién 1 CBC kiém tra lai trudc SV2. Néu
Hgb kiém tra lai >11,0 g/dL. & Hoa Ky hodc >12,0 g/dL ngoai Hoa Ky, thi ddi tuong
khéng nén tiép tuc & SV2. Néu Hgb & SV1 > 11,5 g/dL. & Hoa Ky hodc >12,5 ¢/dL &
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ngoai Hoa Ky, thi dbi twong khong nén tiép tuc bt ky sang loc nao khéc tai thoi diém

nay.

Kham sang loc 2 (SV2):

Tai SV2, cac quy trinh/hoat dong sau dugc tién hanh:

o Xem xét cac tiéu chi thich hop;

¢ Kiém tra strc khoe;

e Didu tra nhan khau hoc va tién st bénh;

e Céc déu hiéu sdng bao gébm nhip tim va huyét ap (dugc do trong tu thé ngdi sau
5 phuat nghi va truge khi 14y méu); ciing nhu chiéu cao va cin ning;

o Quy trinh phong thi nghiém: Luong folat va vitamin B12; CBC (khong chénh
léch), hoa hoc huyét thanh bao gém creatinin va eGFR huyét thanh; xét nghiém
chirc nidng gan; thtr thai huyét thanh d6i vi nit ¢6 kha ning mang thai (d6i
tuong phi hop s& dugc khuyén str dung bién phép tranh thai thich hop);

¢ Trudc va trong khi ding dugc pham.

Dbi voi nghién ctru & vi du 1, gia tri trung binh cta 2 gia tri Hgb tir phong thi
nghiém trung tdm phai <10,0 g/dL mdéi du diéu kién dé tham gia nghién ctu. Néu sau
SV1 va/hodc SV2 +/- mot xét nghiém kiém tra lai Hgb, Hgb cla déi tuong khong dap
tng tiéu chudn, thi d6i twong nén dugc coi la khong dép tng tiéu chuén sang loc.

Bdi v6i nghién ctru & vi du 2, gia tri trung binh cta 2 gia tri Heb tir phong thi
nghiém trung tdm phai nim trong khoang tir 8,0 dén 11,0 g/dL (gdm ca) & Hoa Ky
hodc tu 9,0 dén 12,0 g/dL (gém ca) ngoai Hoa Ky mé1 du diéu kién dé tién hanh thu
nghiém. Néu sau SV1 va/hodic SV2 +/- mot xét nghiém kiém tra lai Hgb, Hgb clia doi
tuong khong dap Gng tiéu chuén, thi déi tuong nén duoc coi la khong dép ung tiéu

chuan sang loc.

Kiém tra lai d6i tuong

Doi tugng ban dau khong dap Gng ti€u chuan cho nghién ctru dua trén cac ket
qué xét nghiém phong thi nghiém ¢6 thé dugc kiém tra lai mot lan trong giai doan sang

loc 28 ngay theo y kién cta nguoi diéu tra.

Sang loc lai débi tuong:
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béi tuong khong dap tmg tiéu chuin déi voi Hgb hodc eGFR trong giai doan
sang loc ¢o thé dugc xem xét sang loc lai theo y kién cta ngudi diéu tra trong truong
hop tinh trang cua d6i tuong da duoc cai thién va luc nay d6i tuong co6 thé dap tng
tiéu chuén nghién ctru. Ngoai ra, d6i tuong khong dap g tiéu chuén nghién cru do
gia tri TSAT, feritin, folat hodc B12 thép 6 thé duoc xem xét sang loc lai sau khi tiép
nhén liéu phap thay thé. Sé 1an sang loc duge gi6i han 1a 3 lan (sang loc va 2 1an sang

loc lai bo sung).

Kham duong co sé (ngay 1):

Viée kham duong co s phai dugc thuc hién trong 28 ngay tir 2 lan kham sang
loc (SV1 va SV2) va phai cach 1an kham sang loc cudi cung (SV2) 1 4 ngay.

Tai 1an kham duong co s, cic quy trinh/hoat dong sau dugc tién hanh:

¢ Ngiu nhién héa;

e 12 dao trinh dién tim (trude khi danh gid dAu hiéu séng va ldy mau);

o Céc ddu hiéu séng bao gdm nhip tim va huyét ap (dugc do trong tu thé ngdi sau
5 phut nghi va trudc khi 14y mau);

o Quy trinh phong thi nghiém: Mau nuéc tiéu tai chd ngau nhién cho uACR; xét
nghiém déng mau; protein phan timg C; CBC (bao gdm chénh l&ch); sé lugng
hdng cau ludi; héa hoc huyét thanh va eGFR; xét nghiém chirc ning gan; chi s6
sit; tinh trang lipit; EPO; chi thi sinh hoc (hepxidin, VEGF); mau tham do; Chi
d6i véi nghién ctru & vi du 2: Xét nghiém kich thich ACTH (cosyntropin) (dbi
v6i quan thé nho cla cac dbi tuong & Lién minh Chau Au)

o  Xem xét tién str bénh dbi vdi cac tinh trang méi tur l4n kham sang loc;

e Duoc pham sir dung tir 1an kham sang loc;

o Danh gia duoc pham nghién ctru va quy trinh:

o D4 twong s& dung lidu thi nhit ciia duge phim nghién ctru & khu vuc diéu tra
trong 1an kham duong co sé;

¢ Do Hgb bing HemoCue® dé xac dinh lidu ban dau;

« Phan phdi hop chét 1;

o Phén phdi darbepoetin alfa (theo nhin san phidm dia phuong);

o Dung duoc phim bo sung sit theo dudng miéng néu can duy tf feritin >100

ng/mL va TSAT >20% (theo nhin san phém dia phuong; xem muc 8.4.6, duoc

-148-



30859

pham bod sung sat);
Panh gid AE néu can (sau khi tiép nhén licu thtr nhat cua dugce pham nghién

cuu).

Kham giai doan diéu tri ndm 1 (tr ngay 2 dén tuan 52):

Trong 14n kham giai doan diéu tri ndm 1 & tudn 2, 4, 6, 8, 10, 12, 16, 20, 24, 28,

32, 36, 40, 44, 48 va 52, cac quy trinh/hoat dong sau dugc tién hanh:

Céc du hiéu séng bao gébm nhip tim va huyét 4p (duoc do trong tu thé ngdi sau
5 phtt nghi va trudce khi 14y mau);

Can ndng (tuén 12, 24, 36 va 52);

Quy trinh phong thi nghiém: CBC (tu?ln 2,4,6,8, 10,12, 16, 20, 24, 28, 32, 30,
40, 44, 48 va 52; chénh léch & tudn 28 va 52); s6 lugng hdng cau hinh lugi liém
(tuan 4, 12, 28 va 52); héa hoc huyét thanh (tudn 28 va 52); creatinin huyét
thanh va eGFR (tudn 4, 8, 12, 20, 36 va 44; va & tudn 28 va 52 nhu mot phin
cua hoa hoc huyét thanh); xét nghiém chic ndng gan (tu?m 4,8,12, 16, 20, 24,
28, 36, 44 va 52); chi sb sit (tudn 4, 8, 12, 20, 28, 36, 44 va 52); tinh trang lipit
(tudn 28 va 52); EPO (tudn 4, 12, 28 va 52); chi thi sinh hoc (tudn 12 va 28);
PK (tudn 4, 12, 28 va 52; chi liy miu & d6i tuong duoc ngau nhién ding hop
chét 1); miu tham do (tuan 28); Chi dbi v6i nghién ctiru & vi du 2: Xét nghiém
kich thich ACTH (cosyntropin) (tudn 12 va 52 dbi véi quén thé nho ca cic doi
tugng & Lién minh Chau Au);

Ghi lai ngay va thoi gian d6i twong dung lidu gan nhit cia hop chit 1 trude
mau PK (tuén 4,12,28 va 52);

banh gid do an toan: Danh gid AE; truyén RBC va két qua khoi phuc ESA; két
quéa ldy méu diéu tri; bang cau hoéi diém t6i han MACE;

Déanh gid duoc phim va quy trinh: Xem xét duoc phiam dang dung; do Hgb
bing HemoCue® dé diéu chinh liéu; déi chiéu sir dung thudc - dbi chiéu su
dung dugc pham nghién ctu (Hop chét 1 hodc darbepoetin alfa) s& dugc thuc
hién theo cdm nang hudng dan dugc hoc; phan phdi hop chét 1 néu can; phan
phdi darbepoetin alfa (theo nhan san pham dia phuong); dugc phim bd sung sit
néu can duy tri feritin >100 ng/mL va TSAT >20% (theo nhan san pham dia

phuong).
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Kham giai doan didu tri nam 2 (tir tudn 53 dén 104):

Trong lan kham giai doan didu tri nam 2 & tudn 64, 76, 88 va 104, cic quy

trinh/hoat dong sau duogc tién hanh:

Céac dAu hiéu séng bao gdm nhip tim va huyét ap (duoc do trong tu thé ngdi sau
5 phat nghi va trude khi liy mau);

Can nang (tuan 104);

Quy trinh phong thi nghiém: CBC (tuﬁn 64, 76, 88 va 104; su chénh léch & tuén
76 va 104); hoa hoc thuyét thanh bao gbm creatinin va eGFR huyét thanh (dbi
v6i nghién ctru & vi du 1: Tuln 64, 76 va 104. D6i v6i nghién ciru ¢ vi du 2
Tuén 76 va 104); xét nghiém chiic nang gan (tudn 76 va 104); chi s6 sit (Tudn
64, 76, 88 va 104);

Danh gia do an toan: Danh gia AE; truyén RBC va két qua khoi phuc ESA; két
qua lay mau diéu tri; bang cau hoi diém t&i han MACE;

Danh gid dugc phdm va quy trinh: Xem xét duoc phdm dang dung; do Hgb
bang HemoCue® dé didu chinh lidu; déi chiéu st dung thudc: ddi chiéu st
dung duge pham nghién ctru (Hop chit 1 hodc darbepoetin alfa) s& dugc thuc
hién theo cAm nang huéng dan dwoc hoc; phan phdi hop chét 1 néu can; phan
phdi darbepoetin alfa (theo nhan san pham dia phuong); ding dugc pham bo
sung sit dé duy tri feritin >100 ng/mL va TSAT >20% (theo nhan sdn phidm dia

phuong).

Khém giai doan diéu tri nam 3/4 (tir tudn 116 dén 208):

Trong lan kham giai doan diéu tri nam 3/4 & tudn 116, 128, 140, 156, 168, 180,

192 va 208, cac quy trinh/hoat dong sau dugc tién hanh:

Céac diu hiéu séng bao gém nhip tim va huyét ap (duoc do trong tu thé ngdi sau
5 phut nghi va trude khi 1y méu);

Can ning (tudn 156 va 208);

Quy trinh phong thi nghiém: CBC (tudn 116, 128, 140, 156, 168, 180, 192 va
208: chénh léch & tudn 128, 156, 180 va 208); hoa hoc huyét thanh bao gdm
creatinin va eGFR huyét thanh (tudn 128, 156, 180 va 208); xét nghiém chirc
niing gan (tudn 128, 156, 180 va 208); chi s sit (tudn 116, 128, 140, 156, 168,
180, 192 va 208);
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¢ Danh gia do an toan: Danh gid AE; truyén RBC va két qua khoi phuc ESA; két
quéa 1y méau diéu tri; bang cau hoi diém t6i han MACE;

e Danh gid duoc phém va quy trinh: Xem xét duoc pham dang dung; do Hgb
bing HemoCue® dé diéu chinh liéu; ddi chiéu st dung thude - dbi chiéu sir
dung duge pham nghién ctu (Hop chit 1 hodc darbepoetin alfa) s& dugc thuc
hién theo cdm nang huéng dan dugc hoc; phan phéi hop chét 1 néu can; phan
phdi darbepoetin alfa (theo nhan san pham dia phuong); dung dugc phdm bd
sung st dé duy tri feritin >100 ng/mL va TSAT >20% (theo nhan san phim dia

phuong).

Khém két thac diéu tri

Céc danh gia kham Kkét thac diéu tri duge thuc hién khi nghién ctru két thac.
Péi twong ngung dung dugc pham nghién ctru sém voi bat ky 1y do gi nén tham du tat
ca cac 1an kham nghién ctru x4c dinh quy trinh tiép theo va dugc tiép tuc theo doi theo
lich trinh hoat dong cho qud trinh nghién cuu.
Tai lan kham EOT, cac quy trinh/hoat dong sau duoc tién hanh:
o Céc ddu hiéu séng bao gdbm nhip tim va huyét ap (duogc do trong tu thé ngdi sau
5 phut nghi va trude khi 1Ay mau); ciing nhu cin ning;
¢ Quy trinh phong thi nghiém: CBC (khong chénh léch); creatinin va eGFR huyét
thanh; xét nghiém chtic ndng gan; chi sb sit; chi thi sinh hoc (hepxidin, VEGF);
chi dbi v6i nghién ctru & vi du 2: Xét nghiém kich thich ACTH (cosyntropin)
(xét nghiém s€ chi dugc thuc hién & 1an kham EOT cho cac dbi tuong thudc
nghién ctru nho vé chire ning tuyén thuong than va nguoi ding hén dugc pham
nghién ctu trude 1an kham nghién ctu tudn 52);
¢ Danh gia do an toan: Panh gia AE; truyén RBC va két qua khoi phuc ESA; két
qua ldy mau diéu tri; bang cau hoi diém toi han MACE;
¢ Ghi lai cac duoc phém dang dung;
o D6 chibu st dung thude: Déi chiéu sir dung duge pham nghién ctru (Hop chat

1 hodc darbepoetin alfa) s€ dugc thuc hién theo cAm nang hudéng dan duoc hoc;

Kham theo doi
Viée kham theo ddi s& duogce thuc hién truc tiép hodc thong qua di¢n thoai sau 4

tudn tr 1an kham EOT. Cac quy trinh/hoat dong sau duoc tién hanh:
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e Danh gid AE;
e Truyén RBC va két qua khoi phuc ESA;
e Két qua lay mau didu tri;

e Bang ciu hoi diém t6i han MACE.
6.3.4. Phan tich dir liéu

Phan tich hiéu qua

Piém t6i han hiéu qua chinh cling nhu tht ca cac diém t6i han phu quan trong va
cac diém t6i han phu khac duge tong két bang cach théng ké mo ta theo nhém diéu tri,
cling nhu theo 1an kham nghién ctru va/hodc giai doan phan tich thich hop. Cac gié tri
trung binh ctia Hgb cling nhu céc thong s6 hiéu qua khac duoc chon dugc thé hién
bing do thi thong qua nhitng lan kham nghién ctu/ giai doan nghién ctu theo nhom

diéu tri.
Phén tich diém t&i han hiéu qua chinh

Diém t6i han hiéu qua chinh dugc xéac dinh la sy thay dbi Hgb trung binh tir
duong co s¢ (Hgb trung binh trude didu) v6i Hgb trung binh tir tudn 24 dén 36 (gom

ca).

Phan tich so b diém téi han hiéu qué chinh

Phén tich so bd sir dung phén tich phuong sai (ANOVA), duoc phéin tang thanh
cac tang ngdu nhién. Trong md hinh nay, su khac nhau vé céac tang cu thé gilta cac qud
trinh didu tri duoc két hop bing céc trong s6 ty 1& v6i kich thude tang. Tir mo hinh
nay, thu duoc khoang tin cay 95% 2 phia d6i véi su khac nhau gitta nhom hop chét 1
va nhom darbepoetin alfa. Tinh khong kém hon cta hop chat 1 so vé6i darbepoetin alfa
duoc thanh 1ap khi so sanh gi¢i han dudi ctia khoang tin cdy 95% d6i voi su khic nhau
gifta cac nhom diéu tri (Hop chét 1 trir darbepoetin alfa) dat dugc tr mo hinh nay voi
gi6i han khong kém hon 1a -0,5 g/dL.

Phan tich so cdp duoc thuc hién & toan bd quan thé phén tich va st dung quy
trinh diéu tri duoc chi dinh. Tét ca dix liéu dugc thu thap trong nghién ctru dbi vai cac
dbi tuong thude quin thé phén tich day du tai thoi diém phan tich, bao gbm dir lidu thu

duoc tai diém bét ky sau khi bit dau liéu phap khoi phuc cling nhu sau khi ding viéc
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didu tri béng duoc phém nghién ctru sém, dugc stt dung cho phan tich so bd. D li¢u
bi thiéu duogc xur ly béng cach sir dung dit liéu dudng co s& (vi du 1) hodc dit liu Hgb
gin nhit véi giai doan danh gia (vi du 2)

O cac khu vuc khong can phai xin phép co quan quén Iy dé phén tich hinh thtc
MACE, cac phan tich v& hiéu qua va dg an toan co thé duoc thuc hién khi két thac 52
tuan sau khi ngau nhién hoa, roi tiép tuc véi s6 luong dédi tuong vira du dé duy tri su

dang ki ¢ khu vuc dia ly d6. Céc chi tiét duoc dua ra & SAP khu vuc dia lu cu thé.

Phan tich cdc diém t6i han hiéu qua phu quan trong

Viéc phan tich cac diém t6i han hiéu qua phu dugc thuc hién ¢ toan bd qu?m thé
phan tich va quan thé ngu nhién va st dung quy trinh diéu tri duoc chi dinh. Phan tich
cac diém toi han hiéu qua phu quan trong duoc lap lai ¢ quan thé PP dang tiép nhén
didu tri. Dé kidm sodt ty 18 sai sot loai I tong thé, cdc quy trinh xét nghiém phan cip
duoc ap dung cho cac diém t6i han hiéu qua chinh va phu va cac chi tiét duoc dua ra
trong SAP.

Phan tich gid tri chénh 1éch trung binh trong gid tri Hgb gitta giai doan duong
co s& (Hgb trude diéu tri trung binh) va giai doan ddnh gid phu (tudn 40-52): Diém ti
han nay duoc phéan tich biang phuong phép gidng véi phwong phap dugc dung cho
diém t6i han hiéu qua chinh, bao gdm phuong phép du doén gié tri gibng véi phuong
phép dugc dung cho diém t6i han hidu qua chinh, trong giai doan danh gid phu (tudn
40-52) khong thuc hién bit ky phép do nao. Phan tich do nhay gidng vai phan tich do
nhay cua diém t&i han hiéu qua chinh dugc thuc hién va cac chi tiét dugc dua ra trong
SAP.

Phén tich ty 1& d6i tuong c6 Hgb trung binh nim trong khodng dich trong giai
doan danh gid chinh (tudn 24-36): Mbi dbi twong dugc phan loai bang bién nhi phan
(“co/khong™) dé phan tich diém t6i han nay. Phén loai “c6” duoc 4n dinh cho bét ky
déi tuong ndo co6 Hgb trung binh nidm trong khoang dich trong giai doan danh gid
chinh (tudn 24-36): Tat ca cac dbi tugng khic, bao gbm ddi tuong khong o cdc gid tri
trong giai doan danh gia chinh, dugc phan vao loai “khong”. Su Kkhéc nhau gitra diéu
tri duoc téng két vai khoang tin cdy st dung trong sd Cochran Mantel Haenszel
(CMH).

Liéu hang tudn trung binh cta sit nguyén t6 IV dugc dung tir lic bit dau dén
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tudn 52; Di v6i mdi dbi tuong, lidu hang ngdy trung binh (mg) cua sit nguyén to
dugc dung vao thoi diém bét ky bét ddu tir ngay 1 dén tudn 52 duogc tinh dua trén dit
liéu thu duge. Lidu nay dugce tinh bing cich liy liéu tich liy tong cong (mg) cua sit
nguyén t6 IV dugc dung tir ngay 1 dén tudn 52 chia cho s tudn dbi tuong & trong
nghién ctru cho dén 14n kham tudn 52. Su khac nhau giita cic qud trinh didu tri duoc
tdng két v6i khoang tin cay gidng véi khoang tin cdy dugc dung cho diém t6i han
chinh.

Phén tich ty 1¢ déi tuong tiép nhan truyén RBC tir luc bat dau dén tudn 52: M&i
dbi tuong duoc phan loai bing bién nhi phan (“c6/khong”) dé phan tich diém t6i han
nay. Phan loai “c6” dugc quy cho bat ky dbi tuong nio tiép nhan truyén RBC tai bt
ky thoi diém nao bét dau tir ngay 1 dén tudn 52. T4t ca cac dbi tuong khac duge phan
vao loai “khong”. Su khac nhau gitta cdc qua trinh didu tri duoc tong két vai khoing
tin cdy su dung trong s6 CMH. Thoi gian truyén RBC lan th nhét cling duge tong két.

Phan tich cdc diém t6i han hiéu qua phu bd sung: Tdng két md ta tat ca cac
diém t6i han hiéu qua phu duoc thé hién st dung dir liéu thr nghiém ma khong du
doan gia tri. Cac phan tich bao gbm phén tich thong ké mo ta theo nhom diédu tri vai
phén tich cac khodng tin cay 95% 2 phia dbi vé6i su khac nhau gifta cdc qua trinh diéu

tri. TOng két mo ta cua cac diém téi han phu duoc thuce hién ma khong cén phan tang.
Phén tich d0 an toan

Phan tich MACE

Piém t6i han do an toan chinh, thoi gian MACE duoc didu chinh l4n tht nhit
dugc phan tich ¢ dang [ngay MACE 1an thr nhét - ngay dung lidu duge pham nghién
cru lan thtr nhét]. MACE, duoc xac dinh dya trén ty 1€ t& vong do tit ca cic nguyén
nhan, nhdi mau co tim khéng chét hodc dot quy khong chét. Béi tugng chua tung trai
qua MACE theo sang ché duoc kiém duyét vao lan danh gia cudi cung. Ty 1& rui ro
(Hop chét 1/darbepoetin alfa) va khoang tin cdy 95% cta n6 thu dugce tr md hinh rui
ro ty 1& Cox phédn tang. Boi vi nghién ctu nay khong dugc thiét ké cho danh gia
MACE doc 14p, cho nén phén tich nay dugc xem nhu la phan tich m6 ta. Phan tich
tuong ty duge mo ta cho phan tich so bd vé& diém t6i han MACE duoc thuc hién voi
viée kiém duyét cac dbi tuong 4 tudn sau khi ding didu tri nghién ctu néu ho khong

¢6 MACE trude thoi diém do.
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Phan tich MACE chinh dua trén tt ca cac bién cd tich lily sau hai nghién ctru

NDD- CKD theo ké hoach tach biét (vi du 1 va vi du 2).

Phan tich bién ¢ bt loi

Céc bién ¢b bt loi duoc tdng két sir dung s lugng va ty 1€ phén tram dbi tuong
¢6 AE dbi véi tht ca dbi twong trong quin thé an toan. Tét ci cac AE duge mi hoa
bing MedDRA. Céac AE xuit hién trong va sau didu tri duoc tong két theo mi phan
loai td chic co thé bi anh hudng va mtc uu tién cho mdi nhom diéu tri. Cac bién ¢
bat loi duoc tdng két theo mirc dd nghiém trong nhét cta chung. Cac loai AE sau ciing
duoc tong két:

o SAE
o AE lién quan (bao gdm tAt ca cac loai lién quan dén dugc phim nghién clru
ngoai “khong lién quan”, dugc xac dinh boi nguoi diéu tra)

« AE dan dén viéc dimg dugc pham nghién ctu sém

Duy tri diém t6i han d6 an toan
Céc diém toi han do an toan sau ddy dugc phan tich theo phuong phap thoi
gian-bién cd:
o Céc thanh phén riéng biét (tr vong, nhdi méu co tim, dot quy) cia MACE
o Céc bién cb nghén mach (nhu nghén dong mach, DVT, PE hodc ngh&n mach
xam nhap mach)

P61 vai cac diém téi han nay, viéc phan loai diém t6i han (“c6”/“khong”) dugc
thé hién theo ting muc dich diéu tri. Mdi diém téi han nhu thoi gian séng sot khong
phai diém t6i han dugc thé hién bang duong cong Kaplan-Meier (tirc 13, thoi gian cho
dén diém t6i han hodc tir vong). Phén tich ty 1& d6i twong c6 >12,0 g/dL, >13,0 g/dL
hodc >14,0 g/dL sau dudng co sé phan loai dbi tuong 1a “c6™ néu:

o Gia trj Hgb bit ky >12,0 g/dL tai thoi diém bét ky sau ngay 1
o Gid tri Hgb duoc xac dinh bat ky >12,0 g/dL tai thoi diém bét ky sau ngay |
e Gia tri Hgb bit ky >13,0 g/dL tai thoi diém bét ky sau ngay 1
o Gia tri Hgb duoc xdc dinh bt ky >13,0 g/dL tai thoi diém bat ky sau ngay 1
o Gia tri Hgb bit ky >14,0 g/dL tai thoi diém bat ky sau ngay 1
e Gia tri Hgb duogc xédc dinh bit ky >14,0 g/dL tai thoi diém bat ky sau ngay 1
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Gia tri Hgb 16n hon giéi han thiét 1ap dugc xem nhu la dugc xdc dinh néu 2 gid
tri lién tiép 16n hon gi6i han nay. Hai dénh gia lién tiép tiép theo nén duoc thuc hién
muon nhat 12 12 tudn sau lan danh gia thir nhét. Cac ddi tugng khong ¢ dir liéu sau
duong co sd dugc loai trir khéi phan tich nay. Tét ca cac ddi tugng khic dugc phin
vao loai “khong”.

Phan tich ty 18 cac dbi tuong 6 gia tri Hgb bat ky ting >1,0 g/dL trong khodng
thoi gian 2 tuan bét ky hodc >2,0 g/dL trong khoang thoi gian 4 tudn bét ky sau dudng
co s& phan loai d6i luong 1a “c6” néu dap ting it nhit mot tiéu chi sau tai diém bét ky
sau ngay 1:

e Hgb tang > 1,0 g/dL trong khoang thoi gian 2 tuan bét ky
e Hgb ting > 2,0 g/dL trong khoang thoi gian 4 tuan bét ky

Cac dbi tuong khong cé dir li¢u sau duong co s¢ duoc loai trir khoi phan tich
nay. Tt ca céc doi tuong khac dugc phéan vao loai “khong”.

Céc gié tri thu dugc cua cac thong s6 tiép tuc va phan loai va su thay ddi so véi
dudng co s dbi v6i cac thong sb tiép tuc trong mdi 1an kham nghién ciru dugc tong
két bang cach mo ta theo cac ddu hiéu sdng va cac két qua cta phong thi nghiém 1am

sang. Cac dd thi thé hién cac thong sé phong thi nghiém dugc chon.

Pénh gid bo sung

Céc dugce phim dang dung:

Céc dugce phim dang ding hodc di dung duoc ma héa theo tir dién thude clia
T6 chue Y té thé gigi (WHO). Duoc pham da dung duoc hiéu la duge phim bit ky ma
da duoc dung trude ngay dung lidu thir nhat ctia duoc phdm nghién ciru. Dugc pham
dang dung duoc hiéu 1a duoc phidm bat ky duoc ding vao thoi diém bat ky tr ngay
ding li¢u thir nhit ctia duoc phdm nghién ctu dén ngay dung liéu cudi cung clia duoc
pham nghién ctru. Tong sd 1an truyén mau, liéu phap khoi phuc ESA va két qua lay

mau diéu tri dugc tong két theo giai doan cling nhu theo sau duong co s¢ tong cdng.

Chi thi sinh hoc: Chi thi sinh hoc (hexidin va VEGF) duogc tong két bing cach mé ta

theo lan kham duong co s¢ va lan khdm sau dudng co so.

Duoc dong hoc: Céc tong két mé ta va do thi dua theo phép do PK.
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Phuong trinh CKD-EPI creatinin

Tée dd loc ciu than ude tinh (eGFR) duogc tinh tir creatinin huyét thanh (khoi
phd pha lodng ddng vi [isotope dilution mass spectrometry - IDMS] dugc hi¢u chuin
theo mg/dL) st dung phuong trinh creatinin cua Hi€p hoi dich t€ hoc bénh than man
tinh (CKD-EPI) (Levey et al. 2009).

Phuong trinh creatinin CKD-EPI la:

eGFR = 141 x min(SCr/k,1)a x max(Scr/k,1)-1,209 x 0,99tudi x [1,018 néu la
nit] x [1,159 néu 1a ngudi da den], trong do:

SCr 1a creatinin huyét thanh (theo mg/dL)

k=0,5 dbi véi nit

k = 0,9 dbi v6i nam

a =-0,329 déi vé6i nit

k=-0,411 dbi v6i nam

min = gia tri nho nhét cua SCr/k hoic 1

max = gid tri [én nhét cua SCr/k hodc 1

Xét nghiém kich thich ACTH (COSYNTROPIN) dé theo di chic ning tuyén thuong
than

Xét nghiém kich thich hoocmon kich thich vé thugng than (adrenocorticotropic
hormone - ACTH) dénh gid chirc ning ca tuyén thuong than va kha ning phan tmg
vdi ACTH cua chung. Hoocmon kich thich vo thugng than la hoocmon dugc san sinh
trong tuyén yén, c6 kha ning kich thich tuyén thuong than giai phéng cortisol.
Cosyntropin 1a dang tong hop ctia ACTH. Xét nghiém kich thich ACTH dugc ghi
nhén 13 xét nghiém tiéu chuin vang vé sy suy tuyén thuong than.

Céc xét nghiém kich thich ACTH (cosyntropin) lién tiép duoc thuc hién ¢ khu
vue Lién minh Chau Au (EU) & 200 dbi twong dau tién duge ngdu nhién hoa va céc
d6i twong ddng y tham gia vao xét nghiém nay (khoang 100 ddi twong trén mot muc
dich diéu tri). Viéc xét nghiém dugc thuc hién tai lan kham co sé (trude khi dung
lidu), 14n kham nghién ctu tudn 12 va 52, hodc 1an kham két thuc diéu tri (EOT) néu
dbi trong dirng hin dugc phdm nghién ctu trude 1an kham nghién ciru tudn 52. Céc
dbi tuong nit da dung estrogen trong 30 ngay tir liéu tha nhat cia duge phdm nghién

ctru nén dugc loai trur khoi nghién ctru phu theo doi chire nang tuyén thuong thén.
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Chi tiét xét nghiém:

¢ Thu miu mau dé do cortisol huyét thanh trudc xét nghiém (lay trudc khi dung
cosyntropin)

¢ Tiém tinh mach 0,25 mg cosyntropin bang bom tiém

¢ Thu miu mau dé do cortisol huyét thanh tai thoi diém 30 va 60 phut sau khi

dung cosyntropin.

Vi du 3: Dugc ddng hoc cua duge pham dugc chon

Nghién ctru duoc thyuc hién dé danh gia tinh trang dugc dong hoc cua hai dang
bao ché vién nén cua hop chét 1 nhu dugc mé ta trong ban mod ta nay. Dugc pham 1 1a
vién nén bao gdm céc thanh phan noi hat sau: 150 mg hop chét 1, 158,4 mg xenluloza
vi tinh thé, 9,53 mg isomalt, 10,70 mg glycolat tinh bdt natri, 3,57 mg natri lauryl
sulphat va 9,92 mg povidon. Duoc phim 1 con bao gdm céc thanh phanh ngoai hat
sau: 14.28 mg glycolat tinh bot natri; 0,89 mg silic dioxit keo va 0,71 mg magie
stearat. Dugc pham 2 1a vién nén bao gdm cac thanh phan ndi hat sau: 150 mg hop
chat 1, 57,46 mg xenluloza vi tinh thé, 6,90 mg glycolat tinh bot natri va 6,44
hydroxypropyl metylxenluloza. Dugc phim 2 con bao gdm cac thanh phanh ngoai hat
sau: 6,9 mg glycolat tinh bdt natri, 0,575 mg silic dioxit keo va 1,725 mg magie stearat
va thanh phan phii mang chta tr 2,0% dén 6,0% khbi lugng Opadry®. Dugc pham 2
duoc sur dung trong céac vi du ¢ trén, trong khi do dugc phdm 1 dugc sir dung trong cac
nghién cru l[am sang trude do.

Muc dinh chinh ctia nghién cGu la danh gia do sinh kha dung cua dugc phim 2
dang liéu don so véi duge phim 1 ddi chung khi doi, va danh gid hiéu qua cta ché do
an uéng cua dbi twong (no va doi) ddi véi do sinh kha dung cta dugc phém 2 dang lidu
don. Muc dich khac ctia nghién ctru la mo ta dac diém cac thong sé duoce dong hoc clia
Duoc pham 1 va 2 duoc dung khi no (Dugc phdm 2) va dung khi d6i (Dugc phim 1 va
2); va theo d&i d§ an toan va kha nang dung nap lidu don cta hop chat 1.

Nghién ctru 1a nghién ctru nhan md, lidu don, ngiu nhién, tuong ddi & cac tinh
nguyén vién khde manh, st dung thiét ké chéo 6 chudi, 3 giai doan. Giai doan nghi aé
loai bd cac anh hudng cia hop kéo dai it nhét 3 ngay gitra céc 1dn dung licu lién tiép,
Déi tuong duoc ap dung ngu nhién céc cach diéu tri sau:

e Diéutri A: Dugc phém 1 dugc dung & trang thai dor.
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e Diéu tri B: Dugc phém 2 dugc dung ¢ trang thai doi.
¢ Piéutri C: Dugc phém 2 dugc dung & trang thai no.

Trude khi dung lidu, d6i tuong & nhém no dugc cho ding bita dn gidu chit béo
sau day: 2 tring ran véi bo, 2 dai thit lon xong khoi, 2 14t banh mi nudng bo, 4 aoxo
(~113 g) khoai tdy ndu nghién va 8 aoxo ~(237 mL) sita nguyén kem. Dung lidu trong
5 phut sau khi dung xong bita dn giau chét béo.

Thu c4c miu mau lién tiép (6 mL mdi 1dn) & 0 gior (trude khi dung liéu) va &
05,1,1,5,2,3,4,5,6,8, 12, 16 va 24 gid sau mdi lan ding liéu. Cac miu mdu dugc
ly tim dé thu huyét tuong, rdi huyét twong duoc dn dinh véi dung dich axit xitric va
dugc bao quan dong lanh & nhiét do béng hodc dudi -70° C cho dén khi duoc vén
chuyén dén phong thi nghiém phan tich sinh hoc. Cdc miu dugc phan tich cho hop
chit 1 bang phuong phap HPLC/MS-MS c¢6 hiéu luc tai phong thi nghiém nghién ctu
WIL, Ashland, Ohio.

Céc thong sb duoc dong hoc cho hop chét 1 sau ddy duoc danh gia nong do
huyét tuong bang phuong phap phén tich khong ngin tiéu chuin:

o  Cumax- ndng do huyét tvong thu duoc t6i da

o T - thoi gian dé dat ndng d6 huyét tuong ti da

e AUC (o - dién tich dudi duong cong ndng do-thoi diém 0 dén ndng do co thé
do duge cudi cung, duoc tinh theo cong thire hinh thang thing.

o AUC (0-inf) - dién tich dudi duong cong ndng do - thoi gian dugce ude tinh vo
han

e Tip - thoi gian ban huy lity thira

Phén tich théng ké bao gdm ty 1& trung binh hinh hoc ctia san pham thir nghiém
va dbi chimg cho Cmax, AUC(0-y va AUCq-inn. Cac thong s6 dugce chuyén thanh dang
biéu dd trudce khi phan tich.

Tong cong c¢6 18 ddi tugng hoan thanh nghién ctru (12 nam va 6 nit). Céc liéu
dwoc dung nap tét va khong gdy tac dung phu dang ké dugc ghi nhan. Fig.1A va
Fig.1B thé hién ndng do hop chit 1 trong huyét twong duge phan phdi duéi dang duoc
phdm 1 va 2 khi déi. Hai dugc pham cho céc dic diém gidng nhau. Tuong tu, cic
thong sé duoc dong hoc cho thdy su khac biét c6 ¥ nghia thdng ké gitta cdc nhém, nhu
duoc trinh bay & bang 1 (ty 1& va khoang tin cdy duoc thé hién ¢ dang phan trim).

Béang I:
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Trung binh hinh hoc 6 vudng it
nhét (LS)
) , , Ty 1& trung | Khoang tin cay
Hop chat 1 Dugc pham 1 | Duogc pham 2 .
, . binh hinh | 90% doi vai ty
Thong s6 boi (R) boi (T)
hoc (T/R) | 1€ trung binh LS
AUC(O-inD
99,1 110 111 103-119
(gio-pg/mkl)
AUC(O-inf)
95.8 106 111 103-119
(gio-pg/mL)
Chmax (Hg/lnL) 19,0 20,6 108 97,4-120

Fig.2A va Fig.2B thé hién ndng do hop chét 1 trong huyét tuong dugc phin
phéi duédi dang dugc pham 2 khi d6i va khi no. Puong cong ndng dd khi déi va khi no
cho thiy do twong ddng cao. Tuy nhién, c4c thong s6 dugc dong hoc cho thdy su khac
biét ¢ y nghia théng ké gitta cdc nhoém, nhu dugc trinh bay ¢ bang 2 (ty 1& va khodng
tin cdy duoc thé hién & dang phan tram). AUC thip hon khoang 20% va Cinax thap hon
28% cho duoc phim 2 néu duge dung ngay sau khi dung bira sang giau chét béo so véi
khi doi. Didu nay cho thiy rang duoc dong hoc ctia hgp chit 1 dugc dung & dang

Duge phim 2 bi anh hudng déng ké boi ché do an cua ddi twong.

Béang 2:
Trung binh hinh hoc 6 vudng it
nhat (LS)
» , Duoc phdm Dugc phém Ty 1€ trung | Khodng tin cdy
Hop chat 1 ]
, 2, 2, binh hinh hoc | 90% d6i véi ty
Thong so6 )
bai (R) No (T) (T/R) 1¢ trung binh LS
AUC(O-inD
_ 110 87,4 79,8 74,3-85,6
(gio-png/mL)
AUC ¢-inp
. 106 85,0 80,1 74,8-85,9
(gio-pg/mkL)
Crax (g/mL) 20,6 14,8 72,0 64,9-79,9

Tat c4 céac diéu kién dung liéu ma cd dung nap tot va khong gy tac dung phu
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dang ké dugc ghi nhan. Néi chung, Dugc pham 2 dugc chirng minh la ¢6 tuong duong
sinh hoc rong so véi duge pham 1. AUC va Crax duoc giam dang ké khi dung 2 vién
lidu 150 mg Duoc pham 2 cung thic dn so vdi duoc pham vién nén thir nghiém duoc

dung khi doi.
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YEU CAU BAO HO

1. Dugc phdm dang liéu dung theo duong miéng dugc bao ché ¢ dang vién nén chura
thanh phan noi hat, thinh phin ngoai hat va thanh phén pht mang, trong do:
céc thanh phén noi hat bao gdm:
axit {[5-(3-clophenyl)-3-hydroxypyridin-2-cacbonyl]amino}axetic
OH O

X" N7 CoH
H
_N

Cl
(Hop chét 1), hodc mudi duogc dung cua no, voi lugng

ndm trong khoang tir 55% dén 75% khéi luong,

chit pha lodng hodc chit mang khong tan véi lugng nam trong khoang tr 15%
dén 35% khdi lugng,

chit phén rd v6i lugng nim trong khoang tir 2,0% dén 4,0% khi luong, va

chit pha lodng hodc chit lam ddy véi lugng nim trong khoang tir 1,8% dén
3,8% khdi luong;
trong d6 cac thanh phan ngoai hat bao gdm:

chit phan rd vé6i lugng nim trong khoang tir 2,0% dén 4,0% khdi luong,

chit chay v6i luong nim trong khoang tir 0,15% dén 0,35% khdi lugng, va

chit lam tron v6i luong ndm trong khoang tir 0,35% dén 1,15% khoi luong;

trong do thanh phin phi mang bao gdm 16p phii vién nén véi lugng nim trong
khoang tir 1,0% dén 8% khdi lwong; va

trong d6 khéi luong 1a tong khdi lugng ctia tat ca cac thanh phin noi hat va

ngoai hat.

2. Dugc pham dang liéu dung theo dudng miéng theo diém 1, trong do:
cac thanh ph?m ndi hat bao gé)m:

hop chét 1 véi luong ndm trong khoang tir 60% dén 70% khéi luong,

chit pha lodng hodc chit mang khong tan véi lugng nam trong khoang tir 20%
dén 30% khoi luong,

chit phén ra v6i luong ndm trong khoang tir 2,5% dén 3,5% khdi lugng, va

chét pha loang hodc chit lam ddy vdi lugng nidm trong khoang tir 2,3% dén
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3,3% khdi luong;
trong do cac thanh phan ngoai hat bao gom:

chat phan rd v6i luong ndm trong khoang tir 2,5% dén 3,5% khéi luong,

chit chay v6i luong nam trong khoang tir 0,2% dén 0,3% khdi luong, va

chit 1am tron vai luong ndm trong khoang tir 0,55% dén 0,95% khdi luong;
trong d6 thanh phin pht mang bao gdm 16p phi vién nén véi lugng nim trong khoang
tir 1,0% dén 8% khdi lugng; va

trong d6 khéi lugng 1a tong khdi luong cia tAt ca cac thanh phan ndi hat va ngoai hat.

3. Dugc phdm dang liéu ding theo dudng miéng theo diém 1 hodc 2, trong do:
céc thanh phan ndi hat bao gdm:
hop chét 1 véi lugng khoang 65% khdi lugng,
chit pha lodng hoic chit mang khong tan vé6i lugng khoang 25% khdi luong,
chét phan ra v6i luong khoang 3% khéi lugng, va
* chit pha lodng hodc chét lam day véi lwgng khoang 2,8% khéi lugng;
trong do cac thanh phan ngoai hat bao gom:
chét phén 14 v6i luong khoang 3% khéi luong,
chét chay véi lugng khoang 0,25% khdi luong, va
chit lam tron véi lugng khoang 0,75% khdi luong;
trong d6 thanh phin phti mang bao gdm 16p phil vién nén voi luong nam trong khoang
tir 2,0% dén 6,0% khdi luong; va

trong d6 khéi lugng 1a tong khéi lugng clia tat ca cac thanh phan ndi hat va ngoai hat.

4. Dugc pham dang liéu ding theo dudng miéng theo diém bét ky trong sb cac diém tir
1 dén 3, trong do6 chét pha lodng va chit mang khong tan 1a xenluloza vi tinh thé, chét
phén ra 1a glycolat tinh bot natri, chit pha lodng hodc chét lam ddy 1a hydroxypropyl
metylxenluloza, chit chay la silic dioxit keo, chit 1am tron la magie stearat, va thanh

phan phtt mang bao gém Opadry®.

5. Duge phdm dang liéu ding theo dudng miéng theo diém 4, trong do:

cic thanh phén no1 hat bao gém:
hop chét 1 véi lugng nam trong khoang tir 55% dén 75% khéi lugng,
xenluloza vi tinh thé véi lugng nam trong khoang tir 15% dén 35% khéi lugng,

glycolat tinh bot natri v6i luong nim trong khoang tir 2,0% dén 4,0% khoi
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lugng, va

hydroxypropyl metylxenluloza v6i luong nim trong khoang tir 1,8% dén 3,8%
khéi luong;
trong do céc thanh phan ngoai hat bao gom:

glycolat tinh bdt natri vo1 luong nim trong khoang tir 2,0% dén 4,0% khoi
luong,

silic dioxit keo véi lwgng nam trong khodng tir 0,15% dén 0,35% khdi luong, va

magie stearat vd1 lugng nam trong khoang tir 0,35% dén 1,15% khdi luong;
trong d6 thanh phin phii mang bao gdbm Opadry® véi lugng nam trong khoang tur
1,0% dén 8% khdi lugng; va

trong d6 khdi luong 1a tong khéi luong cta tht ca cac thanh phan ndi hat va ngoai hat.

6. Duoc phidm dang lidu dung theo dudng miéng theo diém 4 hoic 5, trong do:
céc thanh phan ndi hat bao gdm:
hop chit 1 véi lugng ndm trong khoang tir 60% dén 70% khéi luong,
xenluloza vi tinh thé véi lugng niam trong khoang tr 20% dén 30% khdi luong,
glycolat tinh bdt natri voi luong nim trong khoang tir 2,5% dén 3,5% khdi
luong, va
hydroxypropyl metylxenluloza véi lugng nam trong khoang tir 2,3% dén 3,3%
khdi luong;
trong d6 céc thanh phan ngoai hat bao gom:
glycolat tinh bdt natri véi lugng nim trong khoang tir 2,5% dén 3,5% khoi
luong,
silic dioxit keo vdi lugng nam trong khodng tir 0,2% dén 0,3% khoi lugng, va
magie stearat voi lugng ndm trong khodng tir 0,55% dén 0,95% khoi lugng;
trong dé thanh phin phii mang bao gom Opadry® véi lugng nim trong khoing tur
1,0% dén 8% khdéi lugng; va
trong d6 khéi lugng 14 tong khéi lugng cta tAt ca cac thanh phan ndi hat va ngoai hat.
7. Dugc phdm dang lidu dung theo dudng miéng theo diém bit ky trong s6 céc diém tir
4 dén 6, trong do:
cac thanh phén ndi hat bao g61n:

hop chit 1 voi lugng khoang 65% khéi lugng,
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xenluloza vi tinh thé v6i lugng khoang 25% khéi luong,

glycolat tinh bdt natri v6i luong khoang 3% khéi lugng, va

hydroxypropyl metylxenluloza vé6i lugng khoang 2,8% khéi luong;
trong do cac thanh phén ngoai hat bao gbm:

glycolat tinh bot natri v6i luong khoang 3% khéi lugng,

silic dioxit keo véi lugng khoang 0,25% khéi lugng, va

magie stearat voi lugng khoang 0,75% khéi luong;
trong do thanh phan phi mang bao gdm Opadry® voéi luong nim trong khoang tir
2,0% dén 6,0% khdi lugng; va
trong do khéi luong 1a téng khdi lwong cua tAt ca cac thanh phan noi hat va ngoai hat.
8. Dugc phdm dang liéu dung theo dudong miéng theo diém bét ky trong s6 cac diém tu
1 dén 7, trong d6 thanh phan ndi hat bao gdm khoang 75 mg, khoang 150 mg, khoang
300 mg, khoang 450 mg, hodc khoang 600 mg axit {[5-(3-clophenyl)-3-

hydroxypyridin-2-cacbonyl]amino}axetic hodc mudi duoc dung ctia né.

-165-



30859

VT "Si

(013) uels 101 ],

ve 0c =32 Zl

1op ‘z weyd 00n(q ‘Sw 5]

10p ‘1 weyd 20N ‘Sw (G

o9

Si

oc

e

(qua/3ri) Suony jAny suoxy [ 3Ly doy 0p SugN

-166-



30859

—a— 150 mg, Duoc pham 1, d6i
—&— 150 mg, Dugc phiam 2, déi

T IR | L !

o~

(Tuu/31) Swony 39Any Suony 1 3gyd dOH Op SugN

-167-

0,1

16 20 24

12
Thoi gian (gio)
Fig. 1B



30859

vz 314
(013) ueIs Loy L,

vc 0c 9L Zl

ou ‘7 weyd o6n( ‘Sw OS] —@—

10p ‘7 wreyd 20n( ‘SwW (ST —o—

ok

SL

0g

gc

#£54

(Tu/311) Swony 39Any Suoxy 1 3pyd dOH Op SugN

-168-



30859

5 i
S 2
N ~ r
g
fg r(C% I
a2 & .
[5)
o 8. -
= =
A ) _
o) od
g g -
(@)
A = -
— —
[ LI L L 1 1 l LI LI 1 1 1 l L 1 1 I
8 . 2

(Tu/31i) Suony jeAny Suony T IBYd doy 0p SugN

-169-

24

20

16

Thoi gian (gi0)

Fig. 2B





