SU DUNG STATIN O BENH NHAN CHAU A
Ds. Nguyén Thi Phuong Thdo

Bénh nhdn chau A thudng cé phan tmg cao hon véi thude diéu tri. Két qua
1a liéu lwong thudc khuyén cdo & cac nudc chiu A thuong thap hon & cac nudce
phuong Tay. Thuc hanh ndy mé rong dén viée st dung thudc tim mach, bao gdbm
ca statin dé diéu tri rdi loan lipid mdu. Cac cudc diéu tra duoc dong hoc da ghi
nhan ndng do statin trong huyét twong ¢ ngudi chau A cao hon so v6i nguoi da
tréng, mic du dir liéu sau khi dua thudc ra thi truong cho tat ca cac statin chua
x4c dinh dugc bat ky van dé an toan cu thé nao, ngay ca khi statin dugc dung voi
liu twrong duong. Co ché tiém tang cua viéc ting cudng dap Gng vdi statin &
ngudi chau A co6 lién quan dén su khac biét vé mat di truyén trong qua trinh
chuyén hoa statin & cip d6 men gan va chat van chuyén thudc. Cac nghién ciru
chi ra rang lidu statin thip hon gitip cai thién lipid & bénh nhan chau A tuong
duong vai lidu ding cao hon ¢ ngudi da tring. Vi vay viéc ké don lidu khoi dau
thp statin & ngudi chau A 13 hop 1y trong khi cac nghién ctru vé chi dé ndy van
duoc tiép tuc [1]

Sw bién d6i di truyén trong chuyén héa thude

Trong sb cac giai doan duoc dong hoc (hp thu, phan b, chuyén hoa va
thai trir), qua trinh trao doi chit chiu su thay d6i nhiéu nhat gifra cac bénh nhan
va gitta cac chung toc, mac du su khéc biét gitta cac chung tdc co thé ton tai trong
tat ca cac giai doan. Cac enzyme oxy hoéa & ngudi lién quan dén chuyén héa thude
cht yéu thudc ho cytochrome P450 (CYP450) va cac bién thé chung toc dugc dic
trung rd nhat trong qua trinh chuyén hoa nay. Su khac biét giita nguoi Pong A va
nguoi da tring dic biét dang chu ¥ trong hoat dong ctia phan ho CYP450 2D6 va
phan ho CYP450 2C, trong d6 phd bién c6 tinh da hinh c6 y nghia vé mit chirc
ning. Cac bién thé da hinh trong cac gen anh hudng dén cac enzyme niy co thé
lam giam hoic loai bé chung hodc ting cudng ching, dan dén téc do thanh thai
trao doi chat khac nhau. Vi du, d6i véi CYP450 2D6, khoang 1% ngudi Dong A
c¢6 kiéu hinh chuyén héa kém, so véi >7% ngudi da trang. Tuy nhién, kiéu hinh
chuyén hoa cham CYP450 2C19 hién dién & khoang 16% ngudi chdu A va chi ¢
khoang 3% ngudi da trang [1]

Chuyén hoa CYP450 3A4 dic biét quan trong vi 3A4 1a dang dong phan
chiém wu thé caa CYP450; khoang 50% thudc thudng ké don dugc chuyén hoa
qua con dudng nay. Mic du da ghi nhan sy khac biét vé tin sb alen ctia CYP450
3A giita ngudi chau A va nguoi da tring, nhung su khac biét lién quan dén chuyén
hoéa thudc van chua quan sat dugc mot cach nhit quan. Tuy nhién, mot nghién ctru



gan day vé lidu phap simvastatin & bénh nhin Trung Qudc bi rdi loan lipid mau
cho thdy CYP450 3A4*4 c6 lién quan dén su suy giam chirc ning trong hoat dong
clia enzyme, dan dén giam dang ké cholesterol toan phan va chit béo trung tinh,
nhung khong anh huong dén lipoprotein mat do thap (LDL) cholesterol. Trong s6
cac statin, lovastatin, simvastatin va atorvastatin duogc chuyén hoa chu yéu bdi
CYP450 3A4, trong khi fluvastatin vd mot phan nho rosuvastatin duoc chuyén
hoa qua CYP450 2C9. Pravastatin khong dugc chuyén hoa qua CYP450 [1]

Mot yéu t6 quyét dinh khac dén viéc phan bd thudc 1 protein xuyén mang
P-glycoprotein, mdt bom tong thudc duoc cho 1a lam giam sinh kha dung cua
nhiéu loai thudc va ciing anh hudng dén sy phan phdi thube trong co thé. P-
glycoprotein c6 co chat chung chong chéo véi phan ho CYP450 3A4, va cac thude
duoc P-glycoprotein dua ra ngoai va chuyén hoa qua CYP450 3 A4 rat ¢ thé cho
théy su khac biét vé sinh kha dung theo chung tdc. Lovastatin, simvastatin va
atorvastatin 1am thay doi hoat dong van chuyén P-glycoprotein, trong khi
pravastatin va rosuvastatin thi khong [1]

Céc polypeptide van chuyén anion hiru co (OATP) ciing d3 duoc ching
minh 13 c6 vai trd trong viéc hap thu statin ¢ gan. Nhiéu dang da hinh di truyén
da duoc xac dinh trong gen OATP-C va dugc phat hién 1a khac nhau trong va giira
cac nhom dan tde. Vi duy, & nhirng doi tuong nguoi Nhat khée manh, do thanh thai
toan phan va d6 thanh thai ngoai thin ctia mot liéu pravastatin 10 mg duy nhét
nho hon déng ké (p <0,05) ¢ nhirng ddi trong c6 bién thé OATP-C 1a OATP-C*15.
Pravastatin va rosuvastatin (va c6 thé 13 atorvastatin, lovastatin va simvastatin)
duoc van chuyén boi OATP-C (OATP1B1) va c6 thé lién quan dén viéc té bao
gan cham hap thu [1]

Yéu t6 di truyén chinh quyét dinh dén duoc dong hoc cta rosuvastatin 1a
da hinh 421C>A trong gen van chuyén thuéc ABCG2. Nhiing ngudi mang alen
bién thé c6 ndng do rosuvastatin trong huyét twong cao gap 2 lan so v&i nhiing
ngudi mang kiéu gen nguyén thiy (wild-type). Tac dung giam LDL-C cua
rosuvastatin cling bi anh huong boi bién thé di truyén. Pa hinh ABCG2 & ngudi
Pong A phd bién hon nguoi phuong Tay, diéu nay dan tdi su khac biét vé duoc
dong hoc va dap ung giam lipid khi stir dung rosuvastatin gitta hai chung toc [2]

Tac dung ciia liéu phap Statin ¢ ngudi chau A

Chuong trinh DISCOVERY dugc thuc hién nham xac dinh kha nang giam
bién cb tim mach khi st dung rosuvastatin, bao gém mot loat cac thtr nghiém trén
14.000 bénh nhan tai mot s6 qubc gia [3]. Ngoai ra, hiéu qua 1am sang trong mot
s6 nhom quan thé khac nhau va dap ung cua lipid huyét voi rosuvastatin va
atorvastatin gitta nguoi Trung Qudc va nguoi da tring ciing dugc phan tich [4].



Nghién ctru ndy so sanh ty 1& thay d6i LDL-C khi st dung rosuvastatin va
atorvastatin & bénh nhan ting lipid mau loai ITa hodc IIb giita nguoi Trung Qudc
va nguoi da tring, duoc thuc hién bang cac nghién cru nhé nhu DISCOVERY-
Hong Kong, DISCOVERY-Chiau A, DISCOVERY-Alpha, DISCOVERY-
Netherlands, DISCOVERY-PENTA, DISCOVERY-UK, DISCOVERY-Triple
Country, va cac co s¢ dit li¢u khac. Mtc gidm LDL-C v61i rosuvastatin (10 mg) &
bénh nhan nguoi Trung Qudc 16n hon dang ké so v6i ngudi phuong Tay (-52,8%
50 vGi -40,9 dén -49,7%) trong khi khong c6 su khac biét dang ké khi str dung
atorvastatin (10 mg). Két qua tir mot phan tich gop cho thiy twong quan giita liéu
statin va dap ung giam LDL-C cua rosuvastatin va atorvastatin tuong ty & nguoi
phuong Tay va ngudi Chau A, trong khi lidu statin & ngudi phuong Tay cao hon
ngudi Chau A tir 3-4 1an [5]. Trong bao cédo nay, dé giam > 40% LDL-C can st
dung atorvastatin licu 80 mg hodc rosuvastatin liéu 40 mg & ngudi phuong Tay,
trong khi dé dat két qua tuong tu ddi véi nguoi Chau A thi mic lidu twong tng 13
18,9 mg hodc 14,1 mg. Ngoai ra, thoi gian can sir dung statin dé ha lipid mau &
ngudi phuong Tay dai hon dang ké so v6i nguoi Chau A. Cu thé, thoi gian su
dung rosuvastatin dé giam LDL-C dén mtc muc tiéu ¢ ngudi Chau Au so voi
ngudi Chau A 1an luot 1a 24,0 va 10,3 thang. Thoi gian ndy véi atorvastatin 1an
luot 14 22,0 va 7,8 thang (Bang 1).
Bang 1. So sanh sir dung rosuvastatin va atorvastatin
& bénh nhan Chau A va phwong Tay

Rosuvastatin Atorvastatin
Newod | i Newt |
ChauA | P Tay € p | chauA | P Tay g p
(N=304) (N=869) (N=366) (N=T72)
LDL-C 1231+ | 1242+ 1241 + 129.8 +
ban dau 14,6 5,1 0,93 12,7 14,2 0,61
LDL-C 67,2+13,8|61,9+0,9| 0,64 29+ 73,1+41 | 097
sau do 14,2
Ty 1€ giam 407 +
LDL-C 440+4,8 |499+26]| 0,22 "= | 430+21 | 0,60
5,5
(%)
Lidustatin| 1)1 49 1400+00|0006| 2% | 800+00 |<0001
(mg) 2,9
Thoi gian
didu tri| 10,3+3,7 [24,0+0,0|0,016 | 7,8+2,2 | 22,0+2,8 |<0,001
(thang)

Trong thuc hanh lam sang, liéu t6i da atorvastatin ta1 Nhat Ban duoc
khuyén céo 1a 40 mg/ngay, trong khi mirc liéu nay tai Hoa Ky 1a 80 mg/ngay. Co



quan Quan 1y Thuc phdm va Duoc phdm Hoa Ky (FDA) ciing khuyén cdo giam
liéu rosuvastatin & bénh nhan ngudi Chau A vi cac nghién ctru duge dong hoc cho
thdy nong do thudc trong mau & ngudi Chau A cao gp 2 1an so v6i nguoi da tring
khi st dung cuing mirc lidu rosuvastatin. Liéu tdi da céc statin hién c6 tai Nhat va
cac nudc phuong Tay dugec mo ta trong bang 2 [2].

Bang 2. Liéu t6i da statin dwoc khuyén cdo & Nhat Ban va Hoa Ky

Rosuvastatin | Pitavastatin | Atorvastatin | Simvastatin | Pravastatin | Fluvastatin
Nhat 20 4 40 20 20 60
(mg)

Hoa 40 4 80 80 80 80
Ky
(mg)

Sw an toan ciia Statin ¢ ngwoi dan chiu A

Hau hét phan tng c6 hai cta statin déu lién quan dén liéu dung. Trong do,
bénh nhan c6 nguy co ton thuong co 16n hon khi sir dung statin liéu cao hon. Cu
thé, ty 16 viém co ghi nhin duoc trong cac thir nghiém 14m sang ctia simvastain
lan luot 14 13 0,02%; 0,07% va 0,3% khi sir dung thudc véi cac muc lidu 20
mg/ngady, 40 mg/ngay va 80 mg/ngay. Tinh an toan cua rosuvastatin da dugc
chtrng minh trong mot thir nghiém ¢ 17.802 nguoi trudng thanh khoe manh. Két
qua nghién ctru cho thay doc tinh trén co cta rosuvastatin véi liéu 20 mg/ngay
tuong tu gid dugc [6]. Tuy nhién, trudng hop bénh nhan bi ti€u co van khi str dung
rosuvastatin lidu cao (40 mg) di duoc bio cao, dic biét & bénh nhan c6 nguy co
méc bénh co. FDA khuyén c40 nén can nhic khoi dau diéu tri rosuvastain & mirc
5 mg/ngay, dong thoi chi str dung liéu 16n dén 20 mg/ngay khi chua dat muc tiéu
diéu tri LDL-C vé6i cac murc liéu thip hon & bénh nhan ngudi Chau A [7]. To
Thong tin san pham ciia rosuvastatin luu hanh tai Anh ciing chéng chi dinh sir
dung liéu 40 mg voi bénh nhan ngudi Chau A [8]. Gan ddy, Cuc Quan 1y Duoc
Viét Nam ciing dd c6 quyét dinh sd 186/QD-QLD ngay 19/04/2022 vé viéc thu
ho6i Gidy dang ky luu hanh thude, thu hdi thude lwu hanh trén thi trudng cac thude
chtra hoat chit rosuvastatin 40 mg.

Phan tmg ¢6 hai lién quan dén co cua statin van 13 phan Gng c6 hai quan
trong — mot trong nhitng nguyén nhan chinh dan dén khong tuan thu va/hoic
ngirng diéu tri, gop phan gy ra bién cb tim mach [9]. Cac hoi ching lién quan
dén co khi su dung statin bao gém dau co, viém co, yéu co, ton thuong co. Khi
xudt hién triéu ching trén co, c¢6 thé danh gia mdi lién quan gitra thudc va phan
mg c6 hai dua vao thang diém SAMS-CI (Statin-Associated Muscle Symptom




Clinical Index) (Hinh 1) [10]. Dé xir tri phan (mg cin ngling st dung statin, danh
gia cac nguyén nhan khac c6 thé dan tdi phan Gmg va xem xét thoi gian cai thién
phan tng. Tuy thudc vao sé diém SAMS-CI va tinh trang hdi phuc sau khi nging
thudc, c6 thé khoi du lai bang statin da sir dung véi liéu thap hon, sir dung ché
d6 lidu cach ngay hodc chuyén sang loai statin khac [11].

Sw phi hop ciia liéu phap Statin liéu thip & ngwoi chau A

Hiéu qua di dugc chirng minh cua statin trong viéc giam nguy co mic bénh
tim mach & nguoi chiu A, cing v6i su an toan da dugc ching minh & ngudi chau
A, cang chirmg minh cho viéc sir dung chung ¢ ngudi chau A va cac doi tugng goc
A. Tuy nhién, Cuc Quan Iy Thuc pham va Dugc pham Hoa Ky gan dy di khuyén
nén khoi dau dung rosuvastatin ¢ liéu 5 mg/ngay & bénh nhan chau A, luu y rang
& nhitng bénh nhan nay co sy lién quan dén kha nang tang phoi nhiém toan than
véi thube. Tai Nhat Ban, khong c6 loai statin ndo dugc phé duyét & liéu cao nhit
duoc phé duyét tai Hoa Ky. Khi nghién ctru vé chuyén hoa statin & nguoi chau A
va cac dan toc khac van tiép tuc, do d6, nén bit dau diéu tri bé“mg statin cii cling
nhu méi hon ¢ liéu thip & bénh nhan chau A va nguoi My géc A. Ngay cé khi
duoc dong hoc khong bi thay doi, do nhay dugc luc hoc tiém an c6 thé bién minh
cho cach tiép can than trong.

Khuyén c4o chan doan va diéu tri lipid mau cua Hi Tim mach hoc Viét
Nam 2015 huéng dan lidu dung ctia mot sb statin theo mirc d6 ha LDL-C duoc
trinh bay trong Bang 3 [12].

Bing 3. Liéu ding statin theo khuyén cao tir hdi Tim mach hoc Viét Nam

Li€u phap statin Li€u phap statin Li€u phap statin
cwong do cao cwong do trung binh cuong do yéu
(mg/ngay) (mg/ngay) (mg/ngay)
Ha LDL-C > 50% Ha LDL-C 30% dén < 50% | Ha LDL-C < 30%
Atorvastatin 40 mg Atorvastatin 10 - 20 mg Simvastatin 10 mg
Rosuvastatin 20 mg Rosuvastatin 5 — 10 mg Pravastatin 10 — 20
Simvastatin 20 — 40 mg mg
Pravastatin 40 mg Lovastatin 20 mg
Lovastatin 40 mg Fluvastatin 20 — 40
Fluvastatin XL 80 mg mg
Fluvastatin 40 mg Pitavastatin 1 mg
Pitavastatin 2 — 4 mg
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