BO Y TE CONG HOA XA HOQI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Poc l1ap - Tu do - Hanh phiic

Sé: MSLHQLD-PK Ha Néi, ngay (4 thang 4[4 ndm 2022
V/v thay d6i mau nhan va noi dung
clia tor huéng dan str dung

Kinh gtri: Egis Pharmaceuticals Priviate Limited Company

Dia chi: 1106, Budapest, Kereszturi ut, 30-38, Hungary.

Van phong dai dién: Phong 1101, t‘ang 11, Toa nha Mé Linh
Point, s6 2 Ngé Dirc Ké, Phuong Bén Nghé, Qudn 1, Thanh phé
Hé Chi Minh.

Cuc Quéan ly Duogc nhén duoc hd so sé tiép nhan 660/TDNN ngay
25/03/2021 va céc tai liéu lién quan ctia Cong ty vé viéc thay d6i mau nhan va
ndi dung cta to hudng dan sir dung doi véi thude da duoc cap gidy dang ky luu
hanh.

Can ctr Théng tu sé 32/2018/TT-BYT ngay 12/11/2018 ctia B Y té quy
dinh viéc dang ky luu hanh thudc, nguyén lidu lam thuéc; Théng tu sb
01/2018/TT-BYT ngay 18/01/2018 cua B§ Y té quy dinh ghi nhan thudc,
nguyén liéu lam thudc va to hudng dan sir dung thube; '

Cin ctr Bién ban thdm dinh hd so thay déi/ b sung cua Cong ty, Cuc
Quan Iy Duge ¢6 ¥ kién nhu sau:

Dong y vé viée thay d6i mau nhan va néi dung cua to huéng dan sir dung
dbi vai thude Dopegyt, s dang ky: VN-13124-11.

Mau nhin méi va bang so sénh céc ndi dung thay ddi ctia to hudng dan st
dung ctia thudc duoc déng déu xdc nhan cua Cuc Quéan ly Duoc va dinh kém
theo cong vén nay.

Ngoai ndi dung duoc thay ddi trén, tit ca cac ndi dung khac gitr nguyén
nhu hd so ding ky thude luu tai Cuc Quan 1y Duoe.

Co so ding ky, co sé san xudt phai chiu trach nhiém vé chat luong doi véi
thude luu hanh trén thi trudng va 6 trach nhiém thong béo sy thay déi nay dén
cac co quan lién quan va khach hang.

Sau 06 thang ké tir ngay ky cong vén nay, thude trén khong duoc nhap
khau véi cac ndi dung cii da dé nghi thay doi.

Cuc Quan ly Dugc thong béo dé Cong ty biét va thuc hién dung céc quy
dinh cta Viét Nam vé luu hanh thude./.

Noi nhan:
- Nhu trén;
- Cuc trudng (dé b/c);
- Luu: VT, BKT (Ho).
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Thanh phan hoat chat: Mdi vién nén bao phim chita
250 mg methyldopa anhydrous (dudi dang 282 mg methyldopa 1.5 H,0).

Chi dinh, cach ding, chang chi dinh va céc théng tin khac:
Xem trong t& hudng ddn st dyng thudc kem theo.

B4o quan & nhit df khing qua 30°C.
Tiéu chuZn chét ligng: TCCS
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Dopegyt®
Methyldopa anhydrous 250 mg
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BANG SO SANH NGI DUNG TO HUGNG DAN SU DUNG

Dopegyt

Vién nén bao phim methyldopa 250 mg

Muc Té hudng dén st dyng da duge phé duygt Tir hudng dén st dyng dé nghj thay d6i
Rx
Tén thudc | Dopegyt Dopegyt
Vién nén bao phim 260 mg Vién nén bao phim methyldopa 250 mg
Methyldopa
Caccau | Xin doc k7 hudng dén sit dung trude kbi dong. BE xa tm tay tré em
khuyén Néu cén thém théng tin, xin hdi y kién bdc si. Boc kf hudng dén sd dyng tride khi ding
céo Thudt nay chi ding theo don cia théy thudt. Thudt ndy chi ding theo don thude
Thanh | THANH PHAN THANH PHAN CONG THUC THUGC
phéncong | Hoat chét: Trong mdi vién nén bao phim cd 250 mg methyldopa anhydrous (282,00 mg ¢ | Thanh phén hogt chdt: Mdi vién nén bao phim chita 250 mg methyldopa anhydrous (dudi
thirc thuoc | dang methyldopa 1% H20). dang 282 mg methyldopa 1.5 H 20).
T4 duge: Microcrystalline cellulose, croscarmellose sodium, tinh bt ngd, polyvinyl butyrale, Thanh phén t duyc:
tartaric acid, eudragit L, dibuthyl phthalate, magnesium stearate. 14 duge /g7 vign: Triethyl citrate, magnesium stearate, tartaric acid, maize starch,
V4 bao phim: Hydroxypropylmethylcellulose 2910, titanium dioxide E 171, dimeticone | methacrylic acid- methyl methacrylate copolymer (1:1), croscarmellose sodium, cellulose
(dimethyl polysiloxane), magnesium stearate, yellow iron oxide E 172, tartaric acid, calcium microcrystalline.
disodium edetate. 14 dvge bao vién: sodium calcium edetate, tartaric acid, yellow iron oxide (E 172),
magnesium stearate, dimeticone (E-1049 39%), titanium dioxide (E 171), hypromellose.
Dangbao | DANG BAO CHE CUA THUOC DANG BAO CHE CUA THUOC
chécla | Vién nén bao phim d& ufing. Viién nén bao phim.
thufic M ta: vién nén bao phim tron, hai mét I6i, mau ndu va ng nhat, khdng mai hay gan nhu khang M t&: vién nén bao phim hinh tron, mau vang hoang thé , khing mdi hoac gan nhu khang mui.
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Chidinh | Chi dinh diu tj: CHI BINH
Tang huyet ap. Tang huy8t ap.
Liu ding | Libu ltgng va cach ding: LIEU DUNG VA CACH DUNG
va  cich | Libu lugng cén duge diéu chinh theo tig bénh nhan. CAc vién nén cd thé dugc uding tude hay | Liéu lwgng cdn duge didu chinh theo timg bénh nhan. C4n nudt nguyén ca vién thudc, cd thé
ding sau bira &n. ufing thufic tnedc hay sau bita &n.

Nguii ldn
Libu khdi d4u thang thutmg cla hai ngay déu 13 250 mg 2-3 14n trong ngay, sau d6 c6 thé ting
hay gidm liéu d4n dan - tdy theo mic dj ha huy2t ap - véi khoang céch moi an diéu chinh lidu
khang it hon hai ngay. Vi ¢6 thé xdy ra tac dung phu lam budn ngl kéo dai hai hodc ba ngay khi
bift dAu diu tri va mdi khi tang libu, do 46 trudc tién nén tang liéu cla budi tdi.

Liéu duy tri thng thuging 13 500-2000 mg méi ngay, chia lam 2-4 Ian. Lidu di da wrong ngay la 3
0. N&u huyét ap khang giam dugc mit cach thda déng vdi lidu trong ngay 2 g methyldopa, thi nén
phdi hgp véi céc thudc ha huyét ap khac.

Sau hai hay ba thang diéu ti bing methyldopa cd thé xy ra sy dung nap thudc. Viéc gidm huyét
4p mt cach thich hap cd thé thye hién duge bang céch tang liu methyldopa hay bing céch phdi
hop véi céc thudc Ioi tiu.

Huyét p thutng td vé trj s ban dau trude khi didu i trong vong 48 gid sau khi ngung Dopegyt
ma khdng co xay ra higu ttng doi (rebound effect) trude do.

Cd thé dung Dopegyt cho céc bénh nhan dang duge diéu tri véi céc thudc ha huyét dp khéc bang
céch ngung dén dén céc thudc ha huyét &p nay. Trong nhiing triing hgp nay thi lidu khdi du cda
Dopegyt khdng dugc qua 500 mg moi ngay, va tang liéu néu can thiét vdi khoang cach moi lan
tang khang it hon hai ngay.

Khi thém methyldopa vao mat liu phap ha huyét &p dang ap dung thi liéu lugng cla cdc thudc ha
huyét ap ndy cdn dugc diéu chinh d€ co mot sy chuyén tiép tréi chdy.

Diing cho nqutii cao tud

Bii véi nqudi cao twdi phai bt dau didu i véi lidu thap nhat ¢d thé dugc, khong qué 250 mg trong
ngay. Néu cén thi co thé tng dén libu, vdi khodng cach mdi I4n ting liéu khang it hon hai ngay.
Liéu trong ngay khang vugt qué 2 g.

Tinh trang ngét xdy ra thuing han ¢ nguti cao wdi, va o thé lien quan dén sy tang nhay cam vdi

Nguoi ln:

Liu khoi dau thong thung cia hai ngay ddu 14 250 mg, 2-3 Ian trong ngdy, sau dé cd thé tang
hay giam liéu dan dn - thy theo mic do ha huyét ap - véi khoang cach mdi 14n diéu chinh ligu
khong it han hai ngay. Vi cé thé xAy ra tac dung phy lam budn ngll kéo dai hai hodc ba ngay khi
bat d4u diéu 1 vd mdi khi tang liéu, do dd trudc tién nén tang lidu clia budi tdi.

LiBu duy tri théing thutmg 13 500-2000 mg mdi ngay, chia lam 2-4 I4n. Lidu 16i da trong ngay 13 3 g.
Neu huyét ap khong gidm dugc mdt cach thoa déng vdi lidu trong ngay 2 g methyldopa, thi nén
phéi hop vdi cac thudc ha huyét 4p khac.

Sau hai hay ba thang diéu trj bing methyldopa cd thé xay ra sy dung nap thudc. Viéc gidm huyét
&p mdt cach thich hgp cd thé thye hign duge bang cach ting lidu methyldopa hay bang cach phoi
hop véi cac thude loi tigu.

Huy&t ap thutng trd vé trj s6 ban déu trude khi didu t trong vong 48 gii sau khi ngung Dopegyt
ma khdng cd xay ra hiéu (ng tai lai {rebound effect),

C6 thé dung Dopegyt cho cAc bénh nhan dang dugc diéu tri véi céc thudc ha huyét 4p khac bang
cach ngung dén dén céc thudc ha huydt ap nay. Trong nhitng trriing hgp nay thi liéu khdi dau cla
Dapegyt khdng dugc qué 500 mg mai ngay, va tang liéu néu can thiét vdi khoang céch mdi l4n
tang khong it hon hai ngay.

Khi them methyldopa vao mat ligu phap ha huy@t ap dang ap dung thi liéu lugng cda céc thudc ha
huyét 4p ndy cdn dugc didu chinh d€ co mot sy chuyén tiép thich hgp.

Ding cho nguii cao tudi:

B véi ngudi cao tudi phéi bat dAu didu i véi lidu thép nhét cd thé duge, khang qué 250 mg trong
ngay. Lifu khdi du phi hop cho nguii cao tudi 13 125 mg, 2 14n méi ngd y. N&u cén thi cd the
tang dén liéu, vdi khodng cach moi Ian tang liéu khang it hon hai ngay. Liu trong ngay khong vutgt
qua?2g.

Tinh trang bét tinh thodng qua (ngét) xdy ra thudng xuyén hen & nguti cao twdi, va cd thé lign
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thudc va bénh xo cting dong mach tién trién, c6 thé wrénh duge bang cach dung lidu thap hon.

Tréem

(1ré em, libu khdi ddu 13 10 mg/kg cén nang mdi ngay, chia lam 24 I4n. Néu cén, ¢6 thé tang lidu
dén dan vdi khoang cach mdi [4n tang khong it han hai ngay, cho dén khi dat dugc higu qua thich
hp. Liu i da rong ngay 1 65 mg/kg can néng, cho dén ti da 13 3 g mdi ngay.

Vién nén bao phim Dopegyt 250 mg khdng phéi I3 dang bao ché thich hgp ding dé khdi d4u
diéu trj bang methyldopa va d8 tinh toén chinh x4c liéu thufic dya trén can ning & tré em.

Vién nén bao phim Dopegyt 250 mg chi thich hgp cho viéc diéu ti duy t & tré em cé huyét
4p c6 thé dugc kidm soat thda dédng bdng methyldopa, véi liu tir 250 mg ngdy 2-4 Ian cho
dén libu 750 mg ngdy 24 I4n, sau khi da tinh durge liéu lgng vdi mgt thudc khac cd chita
methyldopa.

Suy than

Methyldopa duge thai trir chi yéu qua than; do do cn phai giam lidu Dopegyt & bénh nhan suy
than. Nén kéo dai khodng céch mdi Ian udng thudc dén 8 gitr néu cd suy than nhe (6c dg loc cla
ti6u cdu than trong khoang 60-89 ml/phit/1,73 m?), cho dén 8-12 gitr néu co suy thén vira (16c
dd loc cla tidu cdu than trong khodng 30-59 mi/phit/1,73 m?) va cho dén 12-24 it trong suy
than ndng (1Gc dg loc cla tidu cAu than < 30 ml/phit/1,73 m?).

Vi methyldopa c6 thé bi logi khéi mau bang thdm phan, nén mit lidu b sung 250 mg dugc
khuyén diing dé phdng ngira sy gia téing huyét ap sau khi thdm phan méu.

quan dén s tang nhay cam vai thudc va bénh xa ciing dong mach tién tién, cd thé phong tranh
dugc bang cach ding ligu thap hon.

Dung thudc cho tré em:

0 tré em, lidu khai ddu 13 10 mg/kg can nang mdi ngay, chia lam 24 14n. N&u cén, co thé tang lidu
dén dén vdi khoang cach mdi Ian tang khdng it hon hai ngay, cho dén khi dat dugc hidu qué thich
hap. Lidu t6i da trong ngay 12 85 mg/kg can néng, cho dén t6i da la 3 g mdi ngay.

Bénh nhén suy théan:

Methyldopa dugc thi trt chd yéu qua than; do do can phai giam liéu Dopegyt & bénh nhén suy
than. Nén kéo dai khoang cach giira cac 1an udng thudc lan 8 gidr néu cd suy than nhe (1dc df loc
cAu than trong khodng 60-89 ml/phit/1,73 m2), Ién 8-12 gio néu cd suy than vira (16c da lpc cdu
than trong khodng 30-69 mi/phit/1,73 m?) va Ién 12-24 giv néu suy than nang (16c o loc cdu
than < 30 ml/phit/1,73 m2).

Vi methyldopa cé thé bj logi bd khi méu bang tham phén, nén mot liéu bd sung 250 mg duge
khuyén diing dé phong ngita sy gia ting huyét 4p sau khi tham phan mé&u (xem myc “Cnh béo
va than trong khi dung thudc”).

Chdng chi
dinh

Chdng chi dinh:

* qué mén vdi hogt chdt hay vdi bt ky t& dugc ndo (ke ca khi suy gan do diing methyldopa
trudc day),

« dang co benh gan tién trién (nhu viém gan cép va xo gan dang tién trién),

» dang diing ciing lic céc thudc e ché MAQ,

* trdm cam,

* U 1€ bao va crom.

CHONG CHI BINH
Khdng dung Dopegyt trong céc trudng hgp sau:
—  qué mén vdi thanh phan hoat chét hay vdi bt ky thanh phén t& dugc ndo cda thudc
(ké ca khi suy gan do diing methyldopa trudc day),
—  dang c6 bénh gan tién trién (nhu viém gan cap v xo gan dang tién trién),
—  dang ding céc thudc e ché MAQ,
—  témcam,
—  ut8 bao va crom [xem myc “Canh béo va than trong khi ding thudc”).
—  réilogn chuyén hda porphyrin c&p.
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Canh bao
va than
trong khi
ding
thude

Nhiing Iuu y déc biét va cAnh béo khi st d  yng thudc:

Thigu méu tan huyét hiém khi xdy ra khi dang diing methyldopa. N&u c6 triéu ching ggi  thiéu
mdu thi c4n phdi do lugng haemoglobin va dung tich hdng cdu . Néu thiéu méau duge xéc nhan thi
cAn phai [am thém céc xét nghiém khac vé tan huyét. Néu cd thiéu mau tan huyét thi phai ngung
Dopegyt. Thuing s& héi phuc nhanh chong mat khi ngung thudc, di cd ding kém hay khdng
corticosteroid. Tuy nhin da co truting hgp 1 vong di hiém. Khdng bao gic duge ding methyldopa
cho bénh nhan néu bénh nhan nay bi thiéu mau tan huyét gay ra béi methyldopa.

MGt vai bénh nhan khi dung methyldopa kéo dai co xét nghiém Coombs duang tinh. Qua céc béo
céo clia nhitng diéu tra khac nhau, ty 12 xdy ra trung binh I3 it 10% dén 20%. Higm khi xay ra xét
nghiém Coombs duang tinh trong séu thang diéu tr dau tién, va mot khi nd da khang xay ra trong
ving 12 thang thi sau nay ciing it xdy khi diéu tri lau dai. Sy duong tinh cla xét nghigm Coombs
tly thudc vao liéu lugng, 1y 18 xay ra thdp nhét gip & nhitng bénh nhéin dung methyldopa vdi lidu 1
g hay it hon trong ngay. Xét nghiém Coombs duang tinh, néu xdy ra trong khi diéu tri, s& trd nén
&m tinh sau nhifu tuén hay nhiu théng mtkhi ngung thudc.

Nén thye hién vige dém hong céu va lam xét nghiém Coombs tnyc tiép hic bat ddu digu i, va sau
dd vao thang thit 6 va thit 12 khi didu 1.

Mt xét nghiém Coombs tnyc tiép duong tinh trudc do hay xay ra sau nay, ty ban than nd khang
phdi la mgt chdng chi dinh cho vigc diing methyldopa. Néu xdy ra xét nghiém Coombs tryc tiép
dueng tinh trong khi ding methyldopa, phéi xac dinh I cd bi thiéu méu tan huyét hay khong va xét
nghiém Coombs dung tinh dé co y nghia vé mat lam sang hay khdng.

Biét trude xét nghiém Coombs duong tinh s& gitip cho viec danh gia thit nghiém chéo nhom méu
trudc khi truyén méu. Néu mot bgnh nhan dang ding methyldopa nay cén phéi dugc truyén méu,
thi phai [am xét nghiém Coombs tryc tigp va gidn tiép trude khi truyén mau. N&u khang c6 thigu
mau tan huyét thi thuttng chi cd xét nghiém Coombs tryc tiép 13 sé duong tinh. Mgt minh xét
nghiém Coombs tryc tiép duang tinh s& khdng anh hudng dén vige xac dinh hay thit nghigm chéo
nhom mau. Néu xét nghizm Coombs gian tiép ciing duong tinh thi sé gay kha khan cho vigc dénh
gid thit nghiém chéo nhom mau, trong nhitng tniing hgp nay s phai cén dén sy trg gidp cla mt
nha huyét hoc hay mgt chuy@n gia vé truyén méu.

Trong khi didu trj, hiém cd béo céo vé giam bach cdu, giam bach cdu hat hdi phuc lai duge. So
lugng bach cu hat s@ tr¢ vé binh thuiing sau khi ngung thudc. Ciing cd xdy ra giam tidu cAu hdi
phyc lai dugc nhung hiém.

CANH BAQ VA THAN TRONG KHI DUNG THUOC

Thiu mau tan huyét hiém khi xay ra khi ding methyldopa. N&u c6 trigu ching goi y thidu mau thi
cén phéi kidm tra haemoglabin va ty 1 thé tich huy&t cdu . Néu thifu méu dugc xdc nhan thi cdn
phai lam thém céac xét nghiém khéc vé tan huyét, Néu cd thiéu méu tan huyét thi phai ngung
Dopegyt. Thuang bénh nhan s& hoi phuc nhanh chéng khi ngung thudc, dii cd hay khéng ding
kém corticosteroid. Tuy nhign da co truong hgp t vong tuy hiém. Khdng bao git' duge ding
methyldopa cha bgnh nhén néu bénh nhén nay bj thiéu méu tan huyét gay ra bii methyldopa.

Mgt vai bénh nhén khi ding methyldopa kéo dai cd xét nghiém Coombs duong tinh. Qua cac bao
céo cla nhitng didu tra khac nhau, ty 12 xay ra trung binh 13 wr 10% dén 20%. Higm khi xay ra xét
nghigm Coombs duong tinh trong séu thang diéu trj dau tién, va mgt khi nd da khong xay ra trong
vong 12 théng thi sau nay cing it xay khi diéu tri lau dai. Xét nghiém Coombs duong tinh xdy ra
thy thudc vao liéu lugng, 1y 18 xdy ra thap nhét gdp & nhing bénh nhén diing methyldopa véi liéu 1
g hay it han trang ngay. Xét nghiém Coombs dueng tinh, néu xay ra trong khi diéu tri, sé trd nén 4m
tinh sau vai tudn hay véi thang ngung thudt.

Nén thyc hign xét nghiém cang thiic mau va lam xét nghiém Coombs tryc tigp lic bat ddu diéu i,
va sau dd vao thang thit 6 va thi 12 khi diéu tri.

Mgt xét nghigm Coombs tryc tiép duang tinh e do hay xay ra sau ndy, ty ban than nd khong
phéi la mot chdng chi dinh cho st dung methyldopa. Néu xay ra xét nghiém Coombs tryc tiép
duong tinh trong khi diing methyldopa, phai xéc dinh 1 c6 bi thigu méau tan huy&t hay khang va xét
nghiém Coombs duong tinh dd cd y nghia vé mat [am sang hay khong.

Biét i xét nghigm Coombs duong tinh sé gitp cho vige danh gid thet nghigm chéo nhom méu
tude khi truyén méau. Néu mgt bénh nhan dang dung methyldopa nay cén phai dugc truyén mau,
thi phai lam xét nghiém Coombs tryc ti8p va gidn tiép tude khi truyén méu, Néu khng cé thidu
mau tan huyt thi thudng chi c6 xét nghigm Coombs tryc tiép |3 sé duong tinh. Mot minh xét
nghiém Coombs tnyc tiép duang tinh s& khdng anh hugng dén viee xac dinh hay thi nghiém chéo
nhom méu. Néu xét nghiém Coombs gidn tiép ciing duang tinh thi sé gdy khd khan cho viéc dénh
gi thif nghiém chéo nhém méu, trong nhitng tnsding hop ndy sé phai can dén sy trg gidp cla mét
nha huyét hoe hay mgt chuyén gia vé truyén méu.

Trong khi diéu tri, hiém cd bdo céo vé giam bach cdu, giam bach cu hat cd hoi phuc. S8 lgng
bach céu hat sé trd v binh thuriing sau khi ngung thudc. Ciing o6 xdy ra gidm tiéu cAu cd hdi phuc
nhung hiém.
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Thinh thoéng trong ba tuén I& du didu tri c6 xdy ra sdt, dai khi co kém theo tng bach cAu & toan,
hay c4c xét nghiém bat thuting vé chitc niing gan. Ciing cd thé xdy ra vang da, cd st kem theo hay
khding. Cac triéu ching thugng xuat hign trong vong hai hay ba thang déu tién khi diéu tri. Trén
mdt 56 bénh nhén, sy ¢ mat cd thé dugc xdc nhan dya trén cac trigu ching. Hoai t gan gay w
vong da duge bao cdo tuy rdt hiém. Sinh thiét gan, thye hign & mgt sd bénh nhén bj rdi logn chie
ning gan, cho thdy cd hoai t vi thé & trung 1am, phu hop vdi syt qué mén vdi thudc.

Nén lam cac xét nghiém chic néng gan va dém sd lugng bach cdu va 1y 18 bach phan bach cau
trudc khi diéu tri methyldopa va vao tén thit 6 va thit 12 dau tién khi diéu tri, hay mi khi cd sot
khdng rd nguyén nhan.

Néu xay ra sft, bat thutmg trong chitc néing gan, hay vang da thi phdi ngung thudc ngay. Neu cd
lign quan d&n qua man vdi methyldopa thi sau khi ngung thudc sé hét st, cac bét thugng trong
chitc ndng gan sé ud vé binh thuting. ij nhitng bénh nhan nay khong dugc cho ding lai
methyldopa.

Than trong déic bigt khi ding Dopegyt cha nhitng bénh nhan cd tién sit bénh gan hay rdi loan chic
nang gan.

C6 thé can phai gidm liéu thudc gy mé néu bénh nhan dang duge didu tj véi methyldopa. Néu
trang khi géy mé bj ha huy8t 4p thi nén diéu trj bang thudc lam tang huyét ap. Cac thy thé gdy tiét
adrenalin v&n con nhay cam trong khi diéu tri bang methyldopa.

( mot s6 it binh nhan duyc didu ti vi methyldopa co thé xay ra phi va tang can, khi dd ding
thudc lgi tiéu sé cho k&t qua tdt. Phai ngung thudc néu phu gia ting hay néu xudt hign céc tribu
chiing suy tim.

Vi methyldopa cd thé bi loai khéi mau bang tham phén, nén sau khi dugc tham phan méu huyét ap
c6 thé tang.

f]nhfmg bénh nhan c6 bénh mach mau néo & hai bén, methyldopa cé thé gay céc ol dong mia
gidt-muda v khong ty chi. Néu céc ol dong nay xudt hién thi phai ngung methyldopa.

Phdi rét than trong khi ding methyldopa cho nhitng b&nh nhén c6 logn chuyén héa
porphyrin & gan, hay nhiing ai c ngudi thin mic chitng ndy.

Methyldopa cd thé &nh hutng dén viéc do Iuding acid uric trong nudc tiéu bang phuong phap
phosphotungstate, do Iuing creatinine trong huyét thanh bang phueng phap picrate kiém, va do
uting AST (SGOT) bdng phueng phap do mau. Khong cé béo céo vé anh hutng cla methyldopa
trén viéc phén tich SBOT béng phung phap quang tric phd .

Thinh thoang trong ba tuén I& dau diéu tri cd xay ra sdt, déi khi cd kim theo tang bach cdu 4 toan,
hay cac xét nghiém bt thudng vé chitc néing gan. Ciing cd thé xay ra vang da, cd sdt kem theo hay
khang. Cac triéu chiing thudng xudt hién trong vang hai hay ba thang déu tign khi didu ti. Trén mat
sd bénh nhan, sy it mét cd thé dugc xéc nhan dya trén céc trigu chiing. Hoai ti gan géy t vong da
due bao cao ty rét hiém. Sinh thiét gan, thye hién & mat s6 bénh nhan bj r6i loan chite ndng gan,
cho thdy o6 hogi tt vi thé & trung tam, phil hop vdi s qué mén véi thudc.

N&n [am céc xét nghiém chirc nang gan va dém tng s lwgng bach cAu va timg loai bach cu trudc
khi diéu tri methyldopa va vao tuan thir 6 va thit 12 dau tién khi diéu tri, hay mdi khi cd st khdng
o nguyén nhan.

N&u xay ra sot, bét thudng trong chirc ndng gan, hay vang da thi phdi ngung thudc ngay. Néu co
lién quan dén qua mén véi methyldopa thi sau khi ngung thudc sé hét sdt, cac bat thuding trong
chic nang gan sé u¢ vé binh thutmg. O nhimg bénh nhan nay khong dugc cho ding lai
methyldopa.

Thén trong dac biét khi ding Dopegyt cho nhitng bénh nhén cd tién st bénh gan hay rdi loan chic
nang gan.

C6 the cAn phai giam libu thudc gdy mé néu bénh nhan dang dugc diéu uj vdi methyldopa. Néu
trong khi gdy mé bi ha huy8t &p thi nén didu 1] bang thudc lam téng huydt 4p. Céc thy thé gay tidt
adrenalin vén con nhay cam trong khi diéu tri bang methyldopa (xem myc “Tuong t4c, tuong ky
ctia thudc”).

( mot s6 it bénh nhan duge didu i vi methyldopa cd thé xdy ra phi va ting can, khi do ding
thudc Igi tiéu sé cho két qué @t Phai ngung thudc néu phi gia tang hay néu xuat hién cac trigu
chiing suy tim.

Vi methyldopa cd thé bi loai bd khdi mau bang tham phan, nén sau khi dugc tham phan mau huyét
ap cd thé tang (xem myc “Liu ding va cdch ding” va myc “P4c tinh duge dang hoc”).

ﬁnh&ng bénh nhan cd bénh mach mau ndo ¢ hai bén, methyldopa cd thé gay cc ot ding mia
gia-mua v khang ty chu (xem myc “Téc dyng khdng mong mudn cda thudc”). NEu cac cb
ding nay xudt hign thi phai ngung methyldopa.

Khang diing methyldopa cho nhiing bénh nhén cd rdi loan chuyén hda porphyrin cdp.
Methyldopa cé thé &nh hudng dén viéc xét nghiém ndng dd acid uric trong nudc tiéu bang phueng
phap phosphotungstate, xét nghiém creatinine trong huyét thanh bang phwong phép picrat kiém,
va xét nghiem AST (SGOT) bang phuong phap do mau. Khing cd béo cdo vé anh hutng cia
methyldopa trén viéc xét nghiém AST bang phuong phap quang pha.
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Khi do Igng catecholamine trong nudc tidu bang phuang phap huynh quang, methyldopa co thé | Khi xéc dinh catecholamine trong nudc tiéu béng phuang phép huynh quang, methyldopa cd thé
cho két qua duong tinh gid, do dé viée chdn dodn u 1 bao va crém cd thé cang trd nén khd khan | cho két qua duang tinh gid, do dd vigc chan doan u 18 bao va crom cd thé cang td nén khd khan
hon. Tuy nhién thudc khang anh huting dén viéc do lizing YMA trong nudc tiéu. hon. Tuy nhién thudc khdng dnh huging dén viéc do luiing VMA trang nutge tidu.
Hiém khi nutc tidu dé ra ngoai khong khi ¢d thé sam méu lai do methyldopa va cc chét chuyén | Higm khi nudc tidu d ra ngoai khong khi cd thé sim mau lai do methyldopa va cac chét chuyén
haa cta no bi phan hy. héa cla nd bi phan hiy.
Trénh ding céc thitc udng cd cdn trong khi didu tri. Trénh diing céc dd udng cd cdn trong khi diéu tri bing methyldopa (xem myc “Tuong téc, tweng
ky ctia thudc”).
Strdung | St dyng cho phy ni? c6 thai va cho con bu: SU'DUNG THUGC CHO PHY NU'CG THAI VA CHO CON BU
thudc cho Phy ni? cd thai:
phynitco | Methyldopa da dugc st dung dudi syt gidm sét chét ché vé y @ dé diéu trj tang huyét 4p wrong thai | Methyldopa da dugc st dyng dudi sy giam sét chat ché vé y 18 dé didu 1rj tang huydt &p trong thai
thaivéa cho | ky. Khang cd chitng cit 1am sang cho thy thufic c6 gy hai cho bao thai hay tré so sinh. ky. Khang ca bang ching 1am sang cha théy thudc cd géy hai cho bao thai hay tré so sinh.
con b Céc bao céo da cong bd vé vidc st dung methyldopa trong sudt thai ky cho théy 1a néu thudc duge | Céc bao cdo da cong bd vé viée st dung methyldopa trong sudt thai ky cho thdy néu thudc duge
ding khi cd thai thi rdt it cd kha nang gay hai cho thai. ding khi cd thai thi rdt it cd kha nang gay hai cho thai.
Methyldopa di qua mang ngan nhau-thai va xudt hign trong mau cudng rdn va trong sita me. Methyldopa di qua hang rao nhau thai va xuat hign trong méu cudng rdn.
Tuy khdng c6 bao céo nao vé tinh géy quai thai rd rang, nhung khang logi trir dugc kha nang gdy | Tuy khdng co bdo cdo nao vé tinh gay quai thai ra rang, nhung khdng loai tnr duge kha nang gy
thvang tdn cho thai nhi. Do dd khang duge ding thudc cho nhiing phy nii dang hay cd thé s thuong tdn cho thai nhi. Do d6 khdng nén dung thudc cho nhing phy ni dang hay cé thé sé mang
mang thai, cd k& hogch mang thai hay dang cho con b, trir phi céc lgi ich dy kién 1a nhidu hon thai, cd k& hogch mang thai, ir phi cac Igi ich cda viée dung thudc vugt trdi so vdi nquy co cb
c4c nguy co tiém tang. thé xay ra.
Phy ni cho con b:
Methyldopa dugc tiét vao trong sita me. Viée stt dyng thudc & nhitng phy nit cho con bi dbi
héi phéi cén nhac gida loi fch cda viée didu trj va nguy co cd thé xdy ra.
Anh hutng | T4c dong cla thudc khi Iéi xe va vin hanh may méc: ANH HUONG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
cta thudc | Methyldopa co thé cd tic dung gy budn ngu, thuiig I3 thodng qua, va cd th xay ra trong giai Methyldopa cd thé 6 tac dung géy budn ngu, thudng 13 thoang qua, va 6 thé xay ra trong giai
lenkhda | doan déu diéu tri va mdi khi tang liéu. Néu céc d&u hiéu cla tac dyng géy budn ngi c6 thé doan d4u diéu trj v mdi khi ting liéu. N&u c6 céc d&u hidu cda bun ngdi , thi bénh nhan khang
nang ldixe | thdy duge, thi banh nhan khang dugc tién hanh céc hoat ddng doi hai sy tinh 1do, nhu 12 1ai xe hay | dugc tién hanh céc hogt dong doi hdi sy tinh tdo, nhu 1a Iai xe hay van hanh may mac.
va van van hanh may méc.
hanh méy
mac
Tuong tc, | Tuong téc vi céc thubc khac, cc dang twang tc khic: TUONG TAC, TUONG KY CUA THUGC
turang ky Tuang téc thudc:
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cla thudc

Tranh dung chung vdi

« Céc thudc tc ché MAO (vi gdy ha huyét &p qué miic).

Thén wrong dac biét khi ding chung vdi cac thudc sau day:

Céc thudc lam gidm téc dung ha huyét ap ctia Dopegyt:

« ¢éc thudc co tac dung gidng giao cam (lam tang phan (mg tang huyet ap),

« amphetamine, cdc thudc kich thich than kinh trung wong, céc thudc ching trdm cdm
thudc nhom ba vang (vi gdy d6i khé ng vdi téc dung chita tang huyét 4p v mét sy kiém soat
huyét 4p),

« thufc tao huyét cd sat (sunfat st hay gluconat s&1) (13m gidm ndng d§ methyldopa trong
huyét tong va lam gidm tic dyng chdng ting huyét &p cia methyldopa),

« céc thuac khang viem khdng steroid (NSAID),

« céc thudc tranh thai dang uGng (vi Iam ting nguy co tén thrang mach méu va gy kho
kiém soat huyét 4p).

Céc thudc 1am tang tac dung ha huyét ép cua Dopegyt:

« céc thudc ha huyét 4p khdc (cd thé Iam téng téc dyng ha huyét &p, tang céc phdn tng bét
lgi hodc phan iing dic ing thudt),

« céc thudc gdy mé [phai gidm lidu cia thudc gay mé; néu ha huyét 4p rong khi gy mé cé
thé dung thudc co mach),

« cc phenathiazine (céc thudc ndy ¢ thé cd téc dyng cng lyc Iam ha huyét 4p).

Phéi hap methyldopa vdi céc thudic sau day cd thé lam thay ddi higu qua didu tri clia nhau:

« lithium (téng nguy co' ngd ddc lithium),

* levodapa (gidm tac dung chdng parkinson va tang téc dung phy @ hé than kinh trung wong),

* ngu va céc thude khac 1am suy hé than kinh trung eng (tang tic dyng lam suy hé than kinh
trung uong),

« ¢4c thudc chdng dong méu (tang tc dung chdng ddng, nguy oo chay méu),

« bromocriptine (cac thudc nay cd tac dung ngugc nhau trén ndng do prolactin),
= haloperidol (rdi loan tdm than: cd thé xdy ra mat dinh hudng, Ian Ign).

Tinh tuong ky:

Khong ap dung.

Khdng ding chung voi:
—  Cac thudc tre ché MAO (xem myc “Chdng chi dinh”).
Than trang dac biét khi diing chung vdi céc thude sau déy:
Cée thudc lam giam tdc dung ha huyét ép cia Dopegyt:
— cac thudc cd tc dyng gidng giao cam (lam tang phan tng ting huyét ap),
— cdc thudc chang trdm cdm 3 vong,
— céc phenothiazine (tuy nhién céc phenothiazine cd thé géy tac dung ha huyétd p).
— céc thudc chia sat ding dudng udng (sét Il sulfat hogc sét Il gluconat) (Am gidm
sinh kha dyng cla methyldopa),
— céc thudc khang viem khang steroid (NSAID),
— c4c ostrogen.
Cde thudc lam tang téc dung ha huyét dp cia Dopegyt:
— cdc thudc ha huyét ap khic (cd téc dyng ha huyét 4p cdng hudng),
— céc thudc gay mé (xem myc “Canh bao va thén trong khi dung thudc”),
Phéi hap methyldopa vd/ cac thudt sau ddy cd thé lam thay dii higu qué diéu ti cla méi thude :
— lithi {tdng nguy co ngd ddc lithi),
— levodopa (gidm téc dyng chdng parkinson va tang tac dung phy & hé than kinh trung
uong),
— nugu va céc thudc khac tre ché h@ than kinh trung vong (tng tac dyng tc ché h than
kinh trung uong),
— céc thudc chong dong méu (tang téc dyng chdng dong, 1ng nguy ca chdy méu),
— bromocriptine {céc thudc ndy cd tic dung nguge nhau dai vdi ndng do prolactin),
— haloperidol (rdii loan tam thén: ¢ thé xy ra mét dinh hudng, 14n 1on).
Tinh twong ky:
Khong ap dung

Tac dung
khing
mong

Téc dung khang mong mudn cua thudc:
Khi bat dAu didu tri hay khi tang liéu ¢ thé xay ra budn ngl thodng qua, nhiic ddu thoéng qua, suy
nhurge hay thdy y8u ngudi.

TAC DUNG KHONG MONG MUGN CUA THUGC
Khi bét ddu didu trj hay khi tang lidu c6 thé xdy ra budn ngti thodng qua, nhic d4u thodng qua, suy
nhugc hay y8u mét.
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mudn cla
thudc

Ngoai cac tac dung phy ndi trén, cdc tac dyng phu sau day da duge bao cdo trang khi ding
methyldopa:

Céc téc dung khdng mong mudn dugc phan nhom theo ty 18 xay ra, theo quy udc dudi day: rat
thudng gap (=1/10), thuting gap (=1/100 dén <1/10), khdng thuiing gép (=1/1000 dén
<1/100), hiém gap [=1/10000 d&n <1/1000), rét hiém gap (<1/10000), khéing rd (khdng thé
wdc lvgng duge tir céc sd lidu hign cd).

Trong moi nhom ty 1& Ay ra, céc téc dung khang mong mudn dugc rinh bay theo th wy mic dg
nang giam dan.

Rdi loan tim mach

Rt hiém gép: dau that nguc ndng hon.

Ty 18 xdy ra khdng rd (khang thé wéc ugng ditge t céc s6 ligu hign cd): sy tim sung huyét,
x0ang doing mach canh tang cam kéo dai, ha huyét p t thé {nén gidm lidu thudc), phi, tang can,
nhip tim cham xoang.

Thutrng ¢ thé lam gidm phil va gidm sy tang can bang cach dung mot thudc Igi tiéu. Néu phi tién
rién, hay xuat hién cac dau higu suy tim, thi phai ngung methyldopa.

Rdi loan v8 méu va he thdng bach huyét

Rét thutng géap: xét nghiém Coombs duang tinh.

Higm gap: thiéu méau tan huygt, gidm bach cAu, gidm bach cAu hat, gidm tiéu cAu.

Ty 18 xdy ra khdng rd (khdng thé ué ¢ ugng dugc tir cAc s6 lidu hign cd) : suy tly xuong, xét
nghiém khéng thé chdng nhan dueng tinh, 1@ bao LE va yéu td thép.

R6i loan he than kinh

Rat hiém gap: hoi chiing Parkinsan.

Ty 1& xdy ra khdng ré (khdng thé wdc lugng duge tir céc s6 lidu hign cd)  : ching lit Bell, rf néio
gidm tinh tuiing, c ding mia giat-mda vim khding ty ch, wigu ching thifu ndng mach méu ndo
(c6 thé 13 héu qué cia huyét &p thap), rdi loan tm thén bao gom 4c mdng, loan tam than hay trdm
cam, thutrng 13 nhe va hdi phyc lai duge, nhitc ddu, budn ngd (thudng 13 thodng qual, suy nhuge
hay nguti thy yéu, hoa mat, di cam, gidm tinh duc.

Rdi loan hd hap, l6ng ngyc va trung thét

Ty I8 xdy ra khding d (khang thé wdc lugng duge tir cac s ligu hign cd):
Rdi loan tiéu hoa

Rét hiém gap: viém tuy.

Ty 18 x8y ra khng ré (khdng thé udc lvgng dugc t cac sé lidu hign co):

nghet mii.

viém dai trang, non,

Ngodi céc téc dung khing mong mudn k8 tén, cac téc dung khing mong mudn sau déy da duge
bédo cdo trong khi ding methyldopa;

Céc tac dyng khdng mong mudn duge phan nhdm theo tén sudt xay ra, theo quy vdc dudi day: rdt
thuing gap (=1/10), thutng gap (=1/100 dén <1/10), ft gp (=1/1000 dén <1/100), hiém gap
(21710000 dén <1/1000}, rdt hidm gap (<1/10000), khdng bift 14n suat (khdng thé wdc
Irgng durge tAn sudt i cde dit lidu hién cd ).

Trong mdi nhom tdn suft xay ra, cac tac dung khong mong mudn dugc trinh bay theo thit t mifc
dd nang giam dén.

Rél loan tim mach

Rét higm gdp: dau that nguc nang hon.

Khéng biét tén suét (khng thé ude ltgng ditge tén sudt i cée dif  igu hién cd): suy tim sung
huyt, xoang dong mach canh tang cam kéo dai, ha huy@t ép tw thé (nén gidm lidu thudc), ph,
tang can, nhip tim chim xoang.

Thutting c6 thé Iam gidm phi va gidm sy tang can bang cach ding mdt thudc loi tiéu. N&u pho tién
trién, hay xuat hign cac dau higu suy tim, thi phai ngung methyldopa.

Rt foan mdy va hé thing bach huyét

Rét thudng ggp: xét nghigm Coombs dweng tinh (xem myc "Canh bdo va than trgng khi ding
thudc”).

Hiém gép: thiéu méu tan huyt, gidm bach cAu, gidm bach cAu hat, gidm tidu cAu.

Khing biét tén sust (khéng thé ude ltgng dige tén suét tr cdc di  ligu hién cd): suy tly
xuong, xét nghiém khang thé chéng nhéan duong tinh, & bao LE va yéu & thép khép.

Rai foan hé than kinh

Rét hiém ggp: hoi chitng Parkinson,

Khing biét tén sudt (khdng thé udc legng duge tén sudt t cdc di Ky hign ed): chimg liét
Bell, tri ndo gidm tinh tuting, ot dong mia giat-mia vii khdng t chd, triéu ching thidu nang mach
mau nao (co thé a hau qua cla huyét dp thap), i loan tam thdn bao gdm &c mang, loan tim thin
hay trdm cam, thuing |3 nhe va cd héi phuc, nhitc ddu, budn ngl (thuing 13 thoéng qua), suy
nhugc hay yéu mét, hoa mat, di cam, giam tinh duc.

R foan hé hép, ling ngue vé trung thét

Khing biét tén suét (khing thé vdc lvgng dirge tén suét tr cée i ligu hién ¢d): nghet mii,
Rii loan tiéu hoa

Rat higm gap: viem wy.
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tidu chay, viém tuyén nude bot, ludi dau hay sam mau, budn non, t@o ban, trudng byng, day hai,
migng khé.

Rdi loan @ da va md dudi da

Ty 18 xy ra khong ré (khdng thé wdc lugng duge tr cée sd lidu hién cd):
nhiém déc, cham hay ban dang liken.

Rdi loan co-xuang va md lién kit

Ty 18 xdy ra khdng rd (khdng thé wéc gng duge tir céc sd lidu hign cd):
sung khdp hay khong, dau co.

Rdi loan nfi tiét

Ty 18 xdy ra khding rd (khdng thé wic lugng dugc ti cac s ligu hign cd):
tng, chimg vi to & nam gidi, tiét nhiéu sita, mat kinh.

Rdi loan hé mién dich

Rét hiém gap: viém co tim, viém mang ngoai tim.

Ty 18 xdy ra khding d (khang thé wdc lugng dugc tir céc s ligu hign cd):
chitng giding luptit, sdt do thud, tang bach cAu 4 toan,

Rai loan gan-mét

Rét hiém gap: viém gan, hoai t gan.

Ty 18 xdy ra khding rd {khdng thé wic lugng dugce tir céc s ligu hign cd):
nghigm chitc nang gan bat thudng.

Rdi loan hé sinh san va & vi

Ty 18 xdy ra khdng rd (khdng thé uéc gng duge 1 cée s6 lidu hién co):
tinh.

Céc xét nghigm

Ty 18 xdy ra khdng rd (khdng thé udc hiyng duge tir cée s6 lidu hién cd):  uré-huyét ting.
Thong béo cho béc si nhitng téc dyng khang mang mudn g&p phai khi st dyng thudc.

hoai & biéu bi do

dau khitp nhe cd kém

prolactin trang mau

viém mach mau, hdi

(t mét, vang da, xét

bét Iy, rdi loan xuét

Khdng bigt tén sut (khing thé wde lvgng dirge tn sudt tr cée di  ligu hién cd): viem dai
trang, ndn, tiéu chay, viém twyén nudc bot, lui dau hay sam méau, budn nn, to ban, tedng bung,
déy hai, khd miéng.

Rt loan da va mé dudi da

Khiéng biét tén sudt (khong the udc ligng duge tin suét tr cée di ligu hign cd) - hoai 1t bigu
bi nhiém ddc, cham hay ban dang liken.

Réi loan co xwang va mé lién két

Khéng biét tén suét (khdng thé ude lvang durge tén sust 0 cée diF - figu hién cd): dau khap nhe
cd kem sung khdp hay khong, dau ca.

Rdi loan ndi tiét

Khéng biét tén sudt (khing thé wdc lugng dirge tin suét td céc diF  ligu hién cd): prolactin
trang méu tang, ching vi to & nam gidi, tiét nhiéu sita, mét kinh.

Rét loan hé mién dich

Rét higm ggp: viem co tim, viém mang ngoai tim.

Khéng biét tén suét (khong thé udc ltgng duge tén suét ti céc di iy hign cd): viem mach
mau, hoi ching gidng lupdt, sét do thudc, téng bach céu & toan.

Rt foan gan mét

Rét hiém gap: viem gan, hoai t gan.

Khéng biét tén suét (khong thé udc lrgng dirge tén sudt 1 céc di iy hin cd): (+ mét, vang
da, xét nghiém chic ning gan bt thutng (xem myc “Canh béo va than trong khi ding thufic”).
Rét loan hé sinh sén vé @ vii

Khéng biét tén suét (khing thé udc ligng dige tén sudt 10 cdc dié  ligu hign cd): bt lyc, 1di
logn xudt tinh.

Ldc x6t nghigm

Khéng biét tén suét (khéng thé udec lvgng duge tén suét w céc di  fiéu hién cd): tang ur
huyét.

Qua liéu va
cach xt i

Sit dyng qud liéu:

Cac tribu chiing qué lidu cdp tinh cta Dopegyt cd thé [: ha huy&t ép cép, budn ngl nhidu, ngudi
théy yéu, nhip tim cham, hoa mét, téo ban, chudng bung, ddy hoi, tidu chay, budn ndn, ndn.
Xt trf qud liéu:

QUA LIEU VA CACH XU TRI

Triéu chitng:

Cac tripu ching qua liéu cdp tinh cia Dopegyt cd thé 13: ha huyét 4p c&p, budn ngl nhiéu, y&u
mét, nhip tim cham, hoa mat, téo bon, chudng bung, ddy hol, tiéu chay, budn nén, ndn.

Xt tri qué lidu:
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Ngay sau khi bi qué liéu, viéc rira da day hay gay nn cd thé lam giam lugng thudc hap thu. Khiing
c6 thudc gidi dc déc higu. Methyldopa cd thé duge loai bd bang tham phan. XG ti qué liéu 1a didu
tri trigu ching. C6 thé tang su théi trlt qua nude tidu bang cach truyén dich. Ngoai ra cén phai theo
ddi sat nhip tim, cung lugng tim, thé tich méu, can bang dign gidi, nhu dgng cda rudt, chitc nang
than va hogt ddng clia ndo. C6 thé dung cdc thudt cé tac dyng gidng giao cdm (nhu adrenaline)
khi cén. Khi nghi ngd bi qué lidu man tinh thi phai ngung Dopegyt.

Ngay sau khi bi qua liu, viéc ta da day hay gay ndn cd thé lam gidm lugng thudc hap thu. Khang
¢6 thudc gidi dgc ddc hidu. Methyldopa cd thé dugc loai bd bang tham phan. Xt trf qué lidu 13 diéu
tri trigu chitng. C6 thé tang su thai trir qua nutde tiéu bang cach tuyén dich. Ngodi ra cén phai theo
ddi sét nhip tim, cung lugng tim, thé tich méu, can bang dign gidi, nhu dong cla rudt, chic néng
than va hoat dong ctia ndo. C6 thé ding cac thufic ¢ tac dung gidng giao cam (nhu adrenalin) khi
can. Khi nghi ngtr bj qua liéu man tinh thi phai ngung Dopegyt.

CAC BAC TINH DUQC LY

Biac tinh
duoc lye
hoc

Cdc dgc tinh duge lyc hoc:

Nhom téc dyng duge Iy 1 lidu: ha huyét 4p, thudc ching gdy tiét adrenaline, tac dyng tai
trung vong.

Ma ATC: C02A BO1

Methyldopa, hoat chét ctia Dopegyt, 1a mt thudc ha huyét ap co téc dyng trung wong. Co ché tac
dung cla thudc khang duge biét mot cach chinh xdc. Khi di vao hé than kinh trung wong thi chét
chuyén hda cd hoat tinh cia methyldopa, alpha-methyknoradrenaline, tac dyng bang céc ca ché cd
tinh gid thuyét nhu sau:

« 1am gidm truong luc giao cam béng céch kich thich céc thy the o tign sindp trung vong c6
tinh tc chg,

« thay thé dopamine ndi sinh nhu mot chat dén truyén than kinh gid & diém tan cing day thén
kinh gay tiét dopamine,

« [am gidm hoat tinh cla renin trong huy&t wong va sifc can cla mach mau ngoai bién,

« [am gidm sy tng hop noradrenaling, ndng d & md cia dopamine, serotonine, noradrenaline va
adrenaline, bang céch tic ché men dopa-decarboxylase.

Methyldopa khng cd tac dung trc tiép trén cc chic ndng cua tim, khang lam giam cung legng
tim, khdng gay nhip tim nhanh phén xa va khong lam gidm tdc df loc cua tiu cdu than, luu lugng
méu & than va phan suét loc. Trong mot s6 trtng hep thudc cé thé 1m chém nhip tim. Thudc lam
ha huyét ap mdt céch hiéu qua & ca w thé ditng 1an ndm, va hiém khi gy ha huyét ap 1 the.

BAC TINH DUC LUC HOC
Nhém dugc I tri libu: thuc khéng adrenalin tic dyng trung wong.
Ma ATC: COZA BO1
Co ché téc dyng:
Methyldopa, hoat chét cda vién nén bao phim Dopegyt, 1a mot thuc ha huyét &p cd tac dung
trung vong. Co ché tac dyng cda thudc chua duge bigt mot cach chinh xéc. Khi di vao hé than kinh
trung vong thi cht chuyén hda cd hoat tinh cia methyldopa, alpha-methyl-noradrenalin, téc dung
bang cdc co ché cd tinh gia thuy@t nhu sau:
— lam gidm trueng Iye giao cdm bang céch kich thich céc thy thé o tién sknap trung vong
¢d tinh ttc ché,
— thay thé dopamin ndi sinh nhu mt chét dén truyén than kinh gid ¢ diém tan clng day than
kinh géy tiét dopamin,
— |am giam hoat tinh cda renin trong huyét wrang va sitc can cia mach mau ngoai bien,
— 13m gidm sy tdng hap noradrenalin, ndng dg & mé cla dopamin, serotonin, noradrenalin va
adrenalin, bang céch (rc ché men dopa-decarboxylase.
Methyldopa khding c6 tdc dung tryc tigp trén cée chic nang cla tim, khing 1am gidm cung lugng
tim, khong gay nhip tim nhanh phan xa va khong lam gidm tdc df loc cla tiéu cAu than, lvu lugng
méau @ than va phan suat loc. Trong mot s truing hgp thudc c6 thé lam cham nhip tim. Thudc lam
ha huy&t 4p mt céch hidu qua & ¢a w thé ding 1an ndm, va hidm khi gay ha huy8t ap w the.

Béc tinh
duge ding
hoc

Céc dc tinh duge ddng hoc:
Hap thu
Sit hap thu methyldopa tai hé tiéu hda I3 thay ddi v khang hoan toan. Sinh kha dung trung binh

BAC TINH DUGC BONG HOC
Hap thu;
Sy hdp thu methyldopa tai hé tiéu hoa 13 thay dai va khdng hoan toan. Sinh kha dung trung binh
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ctia thudc sau khi udng 13 25%. Thudc dat ndng dd dinh trong huyét twang sau hai dén ba gid.
Phan b

Thudc it gan vao protein huy@t wang, it han 20%.

Chuy@n hod

Hoat chat dugc chuyén hoa manh va xay ra & gan I chinh . Chét chuyén héa cd hoat tinh, alpha-
methyknoradrenaline, dugc thanh I3p tai cdc t@ bao than kinh gay tiét adrenaline & trung wang.
Ngoai ra con cé nhiéu chét chuyén hod khac dugc bit, ching duge thai qua than.

Thai trir

Khoang hai phén ba lugng methyldopa hép thu duge bai tiét dudi dang khang thay dai hay dudi
dang lién hgp sulfat trong nugc tiéu, s6 con lai duge bai tiét dudi dang khdng thay ddi trong phan.
Thai tnit clia thudc cd déc diém hai pha. Néu chitc ndng cta than binh thudng thi thi gian ban hly
31,8 + 0,2 gitr. Hoat chét dugc thai trir hoan toan khdi co thé trong vong 36 gid. C6 th loai
methyldopa ra khoi méu bang tham phén: thdm phan méu trong 6 gid' sé loai dugc khodng 60% sd
lugng da hép thu, néu thdm phéan phic mac kéo dai trong 20-30 gid thi khodng 22-39% duge loai
bo.

Methyldopa i qua nhau thai va dugc thai vao sia me.

Sau khi uéing mdt liéu duy nhét sé c6 tac dyng t6i da trong vong khodng 4-5 gitr vi kéo dai khoang
12-24 gitr. Sau khi udng nhiéu Ian, huyét p sé giam 16i da trong vang 2-3 ngay. Sau khi ngung
thudc, huyét ap sé trd vé tri so ban dau trude khi didu tri trong vong 1-2 ngay.

C4c nhdm bénh nhan déc biét

Suy than

Trong suy than thi sif thai tnt cia methyldopa sé hi kéo dai, ty 12 vdi dd nang cia suy than, Néu bj
suy than néng (khding diéu trj bang tham phén) thi thi gian bén hiy kéo dai gap 10 I4n.

cta thudc sau khi udng 1a 25%. Thudc dat ndng dd dinh trong huyét wang sau hai dén ba gid.
Phan bd:

Thuge it gan vao protein huyét tong, it hon 20%.

Chuyén hod:

Hoat chét dugc chuyén hoa manh va xdy ra chd yéu & gan. Chét chuyén héa co hoat tinh, alpha-

methyknoradrenalin, dugc hinh thanh tai céc t@ bao thdn kinh géy tiét adrenalin ¢ trung weng.
Ngoai ra con co nhiéu chét chuyén hod khac duge biét, ching dugc thai qua than.

Thai ur:

Khoang hai phan ba Itgng methyldopa hap thu dugc bai tiét dudi dang khong thay ddi hay dudi
dang lign hop sulfat trong nuic tidu, sd con lai duge bai tigt dudi dang khdng bién doi trong phén.
Sit thai nir cla thudc i qua hai pha. Bénh nhén c6 chie ndng than binh thuiig thi thai gian ban
théi khoang 1,8 = 0,2 git.. Hoat chét dugc théi i hoan toan khdi co thé trang vong 36 gid. C4 thé
loai bo methyldopa ra khdi mau bang thdm phan: thdm phan méu trong 6 gitr sé loai dugc khodng
60% lvgng thudc da hép thu, néu thdm phén phiic mac kéo dai trong 20-30 gid thi khodng 22-39%
Iirgng thudc dugc loai bo.

Methyldopa di qua nhau thai va duge tiét vao sita me.

Sau khi udng mat liéu duy nhat, tac dung t6i da dat duge trong vang 4-6 gitr va kéo dai khoang 12-
24 gitr. Sau khi udng nhigu ligu, tac dyng ha huy8t ép sé dat durge 161 da trong vong 2-3 ngay. Sau
khi ngung thudc 1-2 ngay, huy8t ap sé ud vé trj sd ban dau true khi diéu .

Duye ddng hoc trén céc nhdm bénh nhén dic biét:

Suy than:

Trong suy than thi sy thai trir cia methyldopa sé bi kéo dai, ty 1 vdi d9 nang cla suy than. N&u bi
suy than néing (khéng diéu trj bang tham phén) thi thi gian bén théi kéo dai gp 10 14n (xem myc
“Liéu ding vé c4ch diing”).

D@ ligu an
toan tién
[dm sang

Céc sd ligu an toan tién [4m sang:

Khéing cd chitng ot cho thay tic dung sinh khdi u khi diing methyldopa cho chufit nhat trong hai
nam vdi liéu cao dén 1800 mg/kg/ngdy hay cho chudt vdi liu cao dén 240 mg/kg/ngay (wong
(g véi gap 30 va 4 14n liéu t6i da dugc khuyén céo néu so sénh tinh trén can nang; gép 2,5 va
0,6 14n liéu 15 da khuyén cdo cho ngutii néu so sanh tinh trén dién tich cla ca thé ; céc tinh
toan trén chudt nh&t va chugt vdi gid dinh la bénh nhén cd can nang 50 kg). Trong thr nghiém
AMES khang thdy methyldopa cd tinh gay dit bién va khding gdy sai léch nhiém sac thé. Cac

DU LIEU AN TOAN TIEN LAM SANG

Khong cd bang chiing cho thay téc dung gy ung th khi ding methyldopa cho chudt nhat trong
hai ndm vdi liu lén dén 1800 mg/kg/ngdy hay cho chudt cdng véi liéu [én dén 240 mg/kg/ngdy
(twong ting vdi gap 30 va 4 In liéu i da dugc khuyén céo cho ngudi tinh theo cén néng; gdp 2,5
va 0,6 I4n liéu t6i da khuyén cdo cho ngui ndu tinh theo dién tich bé mét co thé ; vdi gid dinh 13
bénh nhéan cd can nang 50 kg). Trong thir nghiem AMES khong thdy methyldopa ca tinh gay dot
bién va khang gay sai lach nhiém sac thé. Cac nghién citu 47 witro ndy duge thic hien khi cd va
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nghién citu 4 witra nédy dugc thc hign khi cd va khdng cd sy kich hoat chuyén hoa ngoai sinh.

Kha nang sinh san khang bi anh hudng khi cho chudt dytc va cai lieu methyldopa 100 mg/kg/ngay
(98p 1,7 lan liéu t6i da trong ngay cla ngudi néu so sénh tinh trén can nang; gap 0.2 lan liéu tdi
da trong ngay cta nguiti néu so sénh tinh trén dién tich cda ca thé ). Methyldopa lam gidm sd
lugng tinh triing, sy di dong ca tinh triing, s6 lwgng tién tinh tring trvdng thanh va chi s sinh san
clia chudt dic néu cho chudt dyc cac lidu 200 va 400 mg/kg/ngay (gdp 3,3 va 6,7 I4n liéu t6i da
trang ngay cla nguii néu so sanh tinh trén can nang; gap 0,5 va 1 14n liéu tdi da cla ngudi néu
s0 s&nh tinh trén din tich cta co thé ).

khng cd sy kich hoat chuyén hda ngoai sinh.

Kha nang sinh san khang bj anh hung khi cho chuft dyc va chugt cai ding liéu methyldopa 100
ma/ka/ngay (gap 1.7 I3n lidu 16i da hang ngay ctia ngui tinh theo can nang; gdp 0.2 4n lidu i
da hang ngay cla nguii tinh theo dign tich bé mét co the *). Methyldopa lam gidm sd kgng tinh
tring, sy di chuyén cla tinh triing, s8 lugng tién tinh triing trudng thanh va chi s sinh sén clia
chugt dyc néu cho chudt dyc céc lidu 200 va 400 mg/kg/ngay (gdp 3,3 va 6,7 14n liu tdi da hang
ngay cla nguoi tinh theo cén nang; gap 0,5 va 1 [4n lidu t6i da cla ngudi tinh thea dign tich bé
mét co thé ).

CAC BAC TINH COA THUGC
Quycéch | Quy cach déng goi: QUY CACH BONG GOI
dong goi | Mdi hgp thudc c6 10 vi, mdi vi ¢d 10 vién nén bao phim. MGi vi chita 10 vién nén bao phim. MGi hop thudc chita 10 vi ciing t& hudng dén sit dyng.
Didukign | Nhitng luru § dc biét khi bdo qudn: BIEU KIEN BAO QUAN
béo quan | Bdo quan & nhibt dd dudi 30°C, trdnh &nh séng trye tidp. Bao quan ¢ nhit dj khong quéa 30°C.
P& thudc noi an toan, trénh xa tdm tay cla tré em.
Handing | Han ding HAN DUNG
60 théng k& tr ngay san xuét. 60 thang ké tlr ngay sén xuét.
Han ding digc in trén hgp thudc. Khong duge ding thudc sau ngay ny.
Tiéu chudn | - TIEU CHUAN CHA T LUGNG
chét lugng Tiéu chudn co s¢
Ten,dia | NHA SAN XUAT TEN, BIA CHI CUA CO'SG SAN XUAT
chictace | EGIS PHARMACEUTICALS PLC EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY
50 san Tru s¢: 1106 Budapest, Keresztdri Gt 30-38., Hungary Tru s6: 1106 Budapest, Keresztdri it 30-38., Hungary
xudt Nha may: 9900 Kormend, Matyas kirdly it 65., Hungary Nha may: 9900 Kormend, Matyas kirdly Gt 65., Hungary
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