R THUBC BAN THEO PON

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
RAVENELL-62,5
Vién nén bao phim

RAVENELL-125

Thudc ban theo don
Pé xa tim tay tré em
Poc ki hwéng din sir dung trude khi dung
Théng bao ngay cho bic s§ nhirng tic dung khéng mong muén khi sir dung thude

Tég thodng tin saln phadm nagy bao goam hééung dadn séi duing cho thuodc coll nhiedu hagm
166ing khatic nhau.

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1.

Thanh phin, ham lwgng ciia thudc:

Mdi vién nén bao phim RAVENELL-62,5 chira:

Bosentan .......cccceeeeeveveennnnn. 62,5 mg

(dudi dang Bosentan monohydrat)

Ta dugc: Cellulose vi tinh thé M101, L-HPC, natri starch glycolat, poloxamer 407, silicon
dioxyd, magnesi stearat, HPMC E6, titan dioxyd, talc, PEG 4000, ddu thau dau, mau oxyd
sat do, mau oxyd sdt vang.

Mdi vién nén bao phim RAVENELL-125 chira:

Bosentan ..........cccocceevnnen. 125 mg

(dudi dang Bosentan monohydrat)

Ta dugc: Cellulose vi tinh thé M101, L-HPC, natri starch glycolat, poloxamer 407, silicon
dioxyd, magnesi stearat, HPMC E6, titan dioxyd, talc, PEG 4000, dau thau ddu, mau oxyd
sat do, mau oxyd sdt vang.

2. M0 ta sin pham:

RAVENELL-62,5: Vién nén dai, bao phim mau vang, mdt mat dap logo , mat kia dap
vach ngang.
RAVENELL-125: Vién nén dai, bao phim mau hong, mot mat dap logo , mat kia dap
vach ngang.

3. Quy cach dong goi:

RAVENELL-62,5: Hop 4 vi x 14 vién.
RAVENELL-125: Hop 4 vi x 14 vién.

4. Thubc ding cho bénh gi?

San pham RAVENELL-62,5/ RAVENELL-125 chira thanh phan chinh c6 tac dung duoc ly
13 bosentan, dudi dang bosentan monohydrat, c6 tic dung e ché hormon tu nhién tén 1a
endothelin-1 (ET-1), enzym nay gay co mach mau. Do do, bosentan c6 tac dung gian mach.
RAVENELL-62,5/ RAVENELL-125 dugc st dung dé diéu tri:

- Tang ap lyc dong mach ph01 (PAH): Tang ap lyc dong mach ph01 la bénh ma mach mau
phéi bi hep nghiém trong dan dén tang ap luc & dong mach ph01 (d6ng mach phdi 1a
d6ng mach din méu tir tim dén ph01) Khi d6, lugng oxy mau lay duoc tir ph01 giam, gay
kho khin cho cac hoat dong thé chat. Bosentan 1am gidn dong mach phoi, mau dan tir
tim vé dong mach phéi d& dang hon. Lam ha huyét ap va giam céc triéu ching.
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Bosentan dugc sir dung dé diéu tri & bénh nhan tang ap luc phéi do I dé cai thién kha
ning gang sirc (kha ning thuc hién cac hoat dong thé chat) va triéu ching ctia bénh. Thube
cing c6 hiéu qua ¢ bénh nhan ting ap luc dong mach phoi do I1.
“Py” thé hién muc do nghiém trong cta bénh:
- “Dg III”: Tang ap luc dong mach ph01 ¢6 han ché déng ké hoat dong gang stc.
- “Do II": Tang ap luc dong mach phdi ¢6 han ché nhe hoat dong gang surc.
Bosentan c6 thé dugc chi dinh cho cac bénh ting ap luc dong mach phoi:
- Tién phat (khong rd nguyén nhan hodc c6 tinh gia dinh).
- Gay ra boi xo cung bi (con goi la xo cung bi h¢ thdng, cac mo lién két hd trg cho da
va cac co quan khac pht trién bat thuong).
- Gay ra boi khuyét tat tim bam sinh v6i cac nhanh ré (16i di bat thuong) gay ra dong
chay bét thudng ctia méu qua tim va phoi.
Loét ngon tay/ chan ¢ bénh nhan bi xo cing bi. Bosentan 1am giam sb lugng vét loét méi
cta cac ngdn tay/ chan.

5. Nén ding thudc nay nhw thé nao va liéu lwong?
Diéu tri v6i bosentan nén duoc chi dinh va theo ddi boi céac bac sy ¢6 kinh nghiém diéu trj
tang ap lyc dong mach phéi hodc xo cimg bi.
Ludn dung thude chinh x4c nhu hudéng dan cua bac sy hodc duge sy. Néu ban chua rd, hiy
hoi lai cho chic chan.
Liéu dung:
Nguoi lon
Liéu trong 4 tuan dau 1a uong vién 62,5 mg, 2 lan mdi ngay (sang va tbi), sau do bac sy
thuong chi dinh ban udng vién 125 mg, 2 1an mdi ngay dwa vao kha niang dap Gmg cua ban
v&i bosentan.
Tré em
Liéu cho tré em chi 4p dung cho bénh ting dp luc dong mach phdi. Pdi véi tré em tir 1 tudi
try 1én, khoi dau diéu tri voi lidu 2 mg/ kg x 2 1an/ ngay (sang va tbi). Bac sy s& quyét dinh
lidu chinh x4c cho ban.
Trong qua trinh st dung thudc, néu ban gip bat ky van dé gi, hay lién hé véi bac sy.
Céch dung:
Udng vao budi sang va t6i, udng nguyén vién véi nude. Co thé udng thudc cing hoic
khong cung véi thirc an.

6. Khi nao khong nén dung thudc nay?
Khéng nén ding thudc nay néu ban thudc cac trudng hop sau:
- Ban man cam véi bosentan hodc bat ky thanh phan nao cta thude.
- Ban bi bénh gan.
- Ban mang thai hodc c6 thé mang thai (khi ban str dung bién phap mang thai khong dang

tin cay).

- Ban dang st dung cyclosporin A.

7. Téc dung khéng mong muén
Nhu céc thube khac, RAVENELL-62,5/ RAVENELL-125 c6 thé gy tac dung khong
mong mudn, nhung khong phai ai cling gap phai.
Cic tic dung khéng mong muén nghiém trong nhit khi siv dung RAVENELL-62,5/
RAVENELL-125 la:
- Chirc ning gan bat thuong.
- Thiéu mau, dbi khi can phai truyén mau.
Cac triéu chumg cho thay gan ban hoat dong khong tét: Budn ndn, nén, sbt, dau ‘bung, vang
da, vang mat, nudc tiéu sim mau, nglra ngay, mét moi, triéu chimg gia cim. Néu ban nhan
thay cac triéu ching nay, thong bao cho bac sy.
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10.

11.

12.

13.

Cac tac dung khéng mong muon khdc:

Rat thwong gap, co thé tdc dong dén hon 1 trong 10 nguwoi

Pau dau, phu (sung chan, mit ca va céc triéu chung khac cua giit dich).

Thwong gap, cé thé tac dong den 1 trong 10 nguoi

Do bung mat, phan tng qua man, trao ngugc da day, thuc quan, tiéu chay, ngat, hdi hop,
danh trong nguc, ha huyet ap, nghet mii.

It gap, co the tac dong dén I trong 1 00 nguoti

Giam tiéu cau, giam bach cau/ bach cau trung tinh, tang chi sd chirc ning gan bao gdm kha
nang viém gan san c6 nang hon hodc vang da, vang mit.

Hiém gap, c6 thé tic dong den I trong 1.000 nguoi

Séc phan v¢, phu mach (chu yéu & xung quanh mt, ‘moi, ludi va cd), hoai tir gan, suy gan.
Thube cé thé gay ra cdc tac dung khéng mong muon khdc, thong bao ngay cho bac sy néu
gdp phai nhitng tac dung khéng mong muén sau khi sir dung thuoc.

Nén tranh ding nhirng thudc hoic thuc phim gi khi dang sir dung thudc nay?

Mot sé thude co thé twong tac véi bosentan nén phai thong bao cho bac sy hodc dugc sy

ctia ban vé tit ca cac loai thuéc ma ban dang st dung, bao gém ca cac thude ké don hodc

khong ké don, cac vitamin hodc thude tir duoc licu.

Ban phii théng bdo véi bdc sy néu ban sit dung cdc thuéc sau ddy, vige nay rit quan

trong

- Cyclosporin A (thudc st dung sau khi ghép co quan va diéu tri vay nén), thudc nay
khong duge dung chung véi bosentan.

- Sirolimus hoic tacrolimus, thudc sir dung sau khi ghép co quan, khong khuyén céo ding
chung véi bosentan.

- Glibenclamid (thubc diéu tri dai thiao duong), rifampicin (thudc diéu tri lao) hoic
fluconazol (thudc khang ndm), nevirapin (thudc diéu tri HIV), khong khuyén céo dung
chung v&i bosentan.

- Cac thudc diéu trj HIV, c6 thé can theo dbi chit ché khi dung chung véi bosentan.

- Thudc tranh thai hormon, néu 1a phuong phap tranh thai duy nhat thi hiéu qua tranh thai
s& mat khi dung chung voi bosentan. Lién hé véi bac sy dé duoc tu van phuong phap
tranh thai tot nhat trong trudng hop nay.

Cin 1am gi khi mdt 1an quén khong dung thuoc?
Néu ban quén khong dung 1 heu nén udng lidu d6 ngay khi c6 thé. Sau d6, udng thudc
theo lich trinh cii. Khong duoc gap doi liéu.

Néu ban muén ngirng thudc

Dot ngdt ngung thude c¢6 thé lam triéu ching ning hon. Khong dugc ty ¥ ngung thudc trir
khi dugc bac sy chi dinh. Bac sy s& khuyén ban giam liéu tir tr mot vai ngay trude khi
ngung han.

Can bio quan thudc nay nhw thé nao?

Giir thudc trong bao bi gbc ciia nha san xudt, day kin.

Dé thude noi kho réo, tranh anh sang, nhiét d6 khong qua 30°C va ngoai tim voi cua tré em.
Khéng str dung thudc sau ngay hét han in trén bao bi (hop va vi thude).

Nhitng d4u hi¢u va tri¢u chirng khi dung thudc qua liéu
Dung thudc chinh xac nhu huéng din cua bac sy. Néu dung thuoc nhiéu hon chi dén,
ngung dung thudc va lién lac ngay véi bac sy hodc trung tim y té gin nhat.

Can phai lam gi khi dung thudc qua liéu khuyén cio?
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Ngung dung thudc va lién lac ngay véi bac sy hodc trung tam y té gan nhat. Mang theo
vién thudc cing v6i bao bi dé bac sy biét ban di udng thude gi va co bién phap xir 1y kip
thoi.

14. Nhirng diéu can than trong khi ding thudc nay
Truee khi ding thudc nay, béc sy sé cho ban lam cdc xét nghiém sau:
- Xét nghiém mau kiém tra chirc ning gan.
- Xét nghiém mau kiém tra thiéu méau (hemoglobin thap).
- Thur thai néu ban la phu nir dang trong d6 tudi sinh san.
Mot s6 bénh nhéan sau khi sir dung bosentan c¢6 két qua xét nghiém chirc ning gan bat
thuong va thiéu mau.
Trong khi diing thudc, bdc sy sé cho ban lam cdc xét nghiém sau:
Trong khi diéu tri voi bosentan, bac sy s€ cho ban xét nghiém mau dinh ky dé theo doi
chirc nang gan va ndng do haemoglobin.
Xét nghiém chirc ning gan dugc thyc hién hang thang trong sudt thoi gian diéu tri véi
bosentan. Sau khi tang lidu, xét nghiém méu s& dugc thyuc hién sau 2 tuan.
Xeét nghiém nong do haemoglobin dugc thuc hién hang thang trong 4 thang dau diéu tri,
sau d6 moi 3 thang do bénh nhan sir dung bosentan c6 thé bi thiéu mau.
Néu két qua xét nghiém bat thuong, bac sy s& quyet dinh giam liéu hodc ngung diéu tri
bang bosentan va 1am thém nhiéu xét nghiém khac dé tim nguyén nhan.
Canh bdo vé td duwoc:
RAVENELL-62,5/ RAVENELL-125 ¢6 chira ddu thdu dau c6 thé gay dau bung, tiéu chay,
budn nodn, non.
Diing thuéc cho tré em va thanh thiéu nién
Khong dung thude ndy cho tré em bi xo cting bi hé thong va loét ngon tay/ chan dang tién
trién.
Phu nit mang thai hodc cho con bu va cdc thong tin khdc lién quan
Phy nit mang thai
Néu ban dang mang thai, hodc nghi rang minh dang mang thai, hodc du dinh c6 thai, khéng
duogc st dung bosentan.
Bosentan c6 thé anh huong dén thai nhi. Néu ban 1a phy nit dang trong d6 tudi sinh san, bac
sy s& cho ban thu thai truéce khi diéu trj va trong khi diéu tri v6i bosentan.
Phu nit cho con bu
Thong béo cho bac sy ngay néu ban dang cho con bi. Ban phai ngimg cho con b néu ban
duoc chi dinh diéu tri v4i bosentan vi khong o bosentan c6 qua dugc sitra me hay khong.
Thudc tranh thai
Néu ban c6 kha ning mang thai, st dung phuong phap tranh thai dang tin cdy trong khi st
dung bosentan. Bac sy diéu trji hodc bac sy phu san s¢€ tu van cho ban. Bosentan c6 thé 1am
cho cic phuong phap tranh thai st dung hormon (udng, tiém, cdy hodc dan trén da) mat tac
dung.
Do d6, néu ban st dung thudc tranh thai hormon, ban phai st dung thém cic phuong phap
nhu bao cao su, mang ngan... Thur thai hang thang trong thoi gian stir dung bosentan.
Sinh san
Néu ban 1a nam dang diéu tri véi bosentan, c6 thé luong tinh tring ctia ban s& giam. Khong
thé loai trir kha nang anh hudng dén viéc c¢6 con ciia ban. Tham van ¥ kién bac sy vé van dé
nay.
Lai xe va van hanh may moc
Khéng c6 nghién ctru chuyén biét nao vé tac dong ciia bosentan dén kha ning 14i xe va van
hanh may moc. Tuy nhién, bosentan c6 thé 1am ha huyét 4p, véi triéu ching chong mit
hodc ngat, c6 thé anh huong dén kha ning 1ai xe va van hanh may moc.

15. Khi nao can tham vén bac s§, dugc s§?
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Néu can thém thong tin xin hoi ¥ kién bac sy hodc duoc sy.

16. Han dung ciia thudc: 36 thang ké tir ngdy san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

1.

PAC TINH DUQC LUC HOC:

Nhém duge Iy: Cic thude chong ting huyét ap khac.

Ma ATC: CO2KXO01.

Bosentan 13 chat chil van receptor endothelin kép vai ai luc trén ca thu thé endothelin A va
B (ETx va ETg). Bosentan lam giam khang lyc mach méu phdi va toan than din dén lam
tang cung luong tim ma khéng lam tang nhip tim.

Cac hormon than kinh endothelin-1 (ET-1) la mdt trong nhiing chat gay co mach manh va
c6 thé thuc day xo vira, ting sinh té bao, phi dai va tai cau tric tim, va gay viém. Cac tac
dung qua trung gian boi endothelin gan két thy thé ET4 va ETg nam ¢ noi mo va té bao co
tron mach mau. Nong do ET-1 6 md va huyét tuong tang 1én ¢ mot s6 bénh tim mach va
cac bénh mo lién két, bao gom tang ap luc dong mach ph01 X0 ctng bi, suy tim cip tinh va
man tinh, thiéu mau cuc b co tim, ting huyét ap hé thong va xo vira dong mach, cho thay
vai tro bénh hoc ciia ET-1 trong cic bénh nay. Trong ting ap dong mach phdi va suy tim,
khi khong c6 mat chit dbi khang receptor endothelin, ndng d6 ET-1 tang lén lién quan chit
ché véi mic do nghiém trong va tién luong cua cac bénh nay.

Bosentan canh tranh v6i ET-1 va cac ET peptid khac trong viéc gan két voi thu thé ETa va
ETs. Ai luc vdi céc thu thé ETa ( Ki = 4,1 - 43 nanomol) hoi cao hon so véi cac thu thé
ETs (K = 38 - 730 nanomol). Bosentan dbi khang chuyén biét véi cac thu thé ET va khong
gin két voi cac receptor khac.

PAC TiNH DUQC PONG HOQC:

Duoc dong hoc cua bosentan nghién ctru chil yéu trén ngudi khoe manh. Dir liéu 1am sang
con han ché cho thay nong do bosentan & bénh nhan nguoi 16n bi ting ap lyc dong mach
phoi cao hon khoang 2 1an so voi nguoi khoe manh.

O nguoi khoe manh, duge dong hoc ciia bosentan phu thudc vao lidu va thoi gian. Thoi
gian ban thai va thé tich phan bo giam khi ting liéu tiém tinh mach va ting theo thoi gian.
Sau khi udng, phoi nhiém toan than ty 1& thuan voi liéu 1én d&én 500 mg. O liéu cao hon,
Cumax va AUC it ti 1¢ thuan véi liéu dung hon.

Hip thu

O ngudi khoe manh, sinh kha dung tuyét d6i khoang 50% va khong anh huéng béi thirc an.
Nong d6 huyét twong t6i da dat dugc sau khoang 3 - 5 gio.

Phén bo

Bosentan gin két nhiéu (> 98%) véi protein huyét twong, chu yéu albumin. Bosentan
khong xam nhap vao hong cau. Thé tich phan bd (V) khoang 18 lit sau khi tiém tinh mach
mot lidu 250 mg.

Chuyén héa va thdi triv

Sau khi ti€m tinh mach mot liéu 250 mg, do thanh thai 1a 8,2 L/ h. Thoi gian béan thai tan
cung la 5,4 gio.

Sau khi st dung da liéu, nong do huyét ‘tuong cua bosentan giam dan xubng con 50 - 65%
so voi st dung don lidu. Viéc giam ndéng d6 nay co6 thé 1a do sy cam tng tu dong cua
enzym chuyén hoa & gan. Trang thai 6n dinh dat duoc sau 3 - 5 ngay.

Bosentan dugc thai trir qua mat sau khi dugc chuyén hoa ¢ gan boi cac isoenzym CYP450,
CYP2C9 va CYP3A4. it hon 3% cua liéu udng thai trr qua nu6e tiéu.

Bosentan ¢ 3 chit chuyén hoa va chi ¢ 1 trong sb nay c6 hoat tinh duoc 1y. Chét chuyén
hoa nay duoc thai trir chi yéu khong dbi qua mat. O bénh nhan ngudi 16n, lwong chat
chuyén hoa c6 hoat tinh nhiéu hon so v6i ngudi khoe manh. O bénh nhédn c6 bang chimg va
su hién di¢n cua & mat, lugng chét chuyén héa c6 hoat tinh co thé tang 1én.

Bosentan 14 chit cam tmg cia CYP2C9 va CYP3A4 va ciing c6 thé cia CYP2C19 va P-
glycoprotein. In vitro, bosentan {rc ché tiét mudi mat trong cac té bao gan.
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Dit liéu in vitro cho thay bosentan khong c6 tac dung trc ché véi cac isoenzym thir nghiém
(CYPI1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Do d6, bosentan khong lam tang néng do
huyét tuong cta cac thue chuyén héa boi cac isoenzym nay.

Duwoc dong hoc trén doi twong dac biét

Bénh nhan suy gan

O bénh nhéan suy gan nhe (Child-Pugh A), khong c6 sy thay ddi duoc dong hoc. AUC ¢
trang thai 6n dinh cua bosentan cao hon 9%, va AUC cua chat chuyén hoa co6 hoat tinh cao
hon 33% & bénh nhan suy gan nhe so v&i bénh nhan khoe manh.

Chua c6 nghién ctiu duge dong hoc & bénh nhan suy gan nang (Child-Pugh C). Bosentan bi
chdng chi dinh cho bénh nhéan suy gan vira va nang (Child-Pugh B/ C).

Bénh nhan suy than

O bénh nhan bi suy than nang (d¢ thanh thai creatinin 15 - 30 mL/ phut), n(‘Sng do bosentan
giam khoang 10%. Nong do huyét tuong chét chuyén hoa cua bosentan ting khoang 2 1an &
bénh nhan suy than so véi ngudi chirc ning than binh thuong. Khong can diéu chinh lidu &
bénh nhén suy than. Khong c6 kinh nghiém lam sang chuyén biét ¢ bénh nhan thim phan
mau. Dya trén dgc tinh hoa ly va kha nang gin két protein cao, bosentan khong thé loai ra
khoi tuan hoan bang phuwong phap loc mau.

CHI PINH:

Diéu tri tang 4p luc dong mach phdi (PAH) dé cai thién kha ning géng sirc va tridu ching &
bénh nhan d¢ III theo phén loai cia WHO. Hi¢u qua da dugc chirng minh trong:

- Tang ap lyc dong mach phdi tién phat (vo can hodc di truyén).

- Tang ap luc dong mach phdi thir phat do xo cting bi ma khong c6 bénh phoi k& ning.

Pi ghi nhin bosentan cho mot s6 tac dung cai thién ¢ bénh nhan bi ting ap luc dong mach
phoi d6 1T theo phan loai WHO.

Bosentan ciing dugc chi dinh dé giam s6 luong Vet loét ngon tay/ chan méi ¢ bénh nhan xo
cting bi toan thé va vét loét ngdn tay/ chan dang tién trién.

LIEU DUNG - CACH DUNG:

Céch dung

Thudc duoc st dung dudng udng, uéng vao budi sang hodc chiéu, co thé cung hoic khong
cung véi thirc an. Vién nén bao phim nén dugc udng nguyén vién véi nude.

Liéu ding

Ting dp lwe dpng mach phoi

Chi nén bat dau diéu tri va theo ddi boi bac sy ¢ kinh nghiém diéu tri ting ap luc dong
mach phoi.

Nguroi lon

O nguoi 16n truong thanh, nén bat dau diéu tri bosentan voi lidu 62,5 mg x 2 1an/ ngay
trong vong 4 tudn va sau do6 ting 1én liéu duy tri 125 mg x 2 1an/ ngay. Ap dung liéu tuong
tu khi st dung lai bosentan sau khi tam ngung diéu tri.

Tré em

Dit liéu dugce dong hoc trén tré em cho thiy nong do bosentan huyét twong & tré em tir 1 -
15 tudi bi PAH c6 gia tri trung binh thip hon so v6i ngudi trudng thanh, va ndong do khong
tang 1én khi tang lidu bosentan dén 2 mg/ kg can ning, hodc ting tin suét str dung tir 2 1én 3
1an/ ngay. Tang liéu hay tan suét sir dung duong nhu khong 1am ting thém loi ich trén lam
sang.

Dua trén cac két qua dugc dong hoc nay, khi sur dung cho tré em bi PAH tur 1 tudi tro 1én,
lidu khoi dau khuyén céo va duy tri 1a 2 mg/ kg vao bubi sang va toi.

O tré so sinh bi tang 4p luc phdi kéo dai (PPHN), chua chirmg minh dugc loi ich cua viée
sir dung bosentan trong diéu tri. Khong c6 lidu khuyén cao cho dbi twong bénh nhan nay.
Tinh trang lam sang xau di
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Trong trudng hop bénh niang hon (vi du: Giam 10% khoang cach di bo 6 phut so véi két
qua trude khi diéu tri) mac du da diéu trj véi bosentan it nhat 8 tuin (liéu muc tiéu it nhat 4
tuan), can nhic cac phuong phéap diéu tri khac. Tuy nhién, mot vai bénh nhan khong c6 két
qua diéu tri sau 8 tudn sir dung bosentan co thé c6 két qua sau khi diéu tri thém 4 tudn hodc
8 tuan diéu tri nita.

Trong trudong hgp tinh trang 1dm sang ndng hon xuét hién mudn mic du di diéu tri véi
bosentan (vi du: Sau nhiéu thang diéu tri), nén danh gia lai didu tri. Mot vai bénh nhén
khéng dap tng t6t voi lieu 125 mg x 2 lan/ ngay c6 thé cai thién dung tich song gang sirc
khi tang lidu 1én 250 mg x 2 lan/ ngay. Panh gia loi ich/ nguy co cin than, kha ning doc
v6i gan phu thude vao liéu.

Ngirng diéu tri

Dit liéu 14m sang con han ché khi ngimg dot ngdt bosentan & bénh nhéan ting ap lyc dong
mach phéi. Khong c¢6 bang chimg cho thiy phan tng doi ngugc cép tinh. Tuy nhién, dé
tranh tinh trang lam sang nang hon do kha nang phan ng doi ngugce, nén can nhac giam
lidu tir tir (glam 15 1iéu trong thoi gian 3 dén 7 ngay). Theo dbi chit ché hon trong sudt thoi
gian ngimg diéu tri.

Néu quyét dinh ngimg sir dung bosentan, nén ngimg tir tir trong khi dimg mot thude khac
thay thé.

Xo cikng bi toan thé véi loét ngon tay/ chin dang tién trién

Chi nén bat dau diéu tri va dugc theo ddi boi bac sy c¢6 kinh nghiém diéu tri xo cing bi
toan thé.

Nguroi lon

O nguoi 16n truong thanh, nén bat dau diéu tri bosentan véi liéu 62,5 mg x 2 1an/ ngay
trong vong 4 tudn va sau do ting 1én liéu duy tri 125 mg x 2 1an/ ngay. Ap dung liéu twong
tu khi str dung lai bosentan sau khi tam nging diéu tri.

Nghién ctru 1am sang cho chi dinh nay chi gi6i han trong thoi gian 6 thang.

banh gia dap ung cua bénh nhén va viéc can thiét tiép tuc diéu tri. Can can nhic loi ich/
nguy co, cdn nhac kha ning gy doc gan ctia bosentan.

Tré em

Khong ¢ dit liéu vé an toan va hiéu qua cho bénh nhan dudi 18 tudi. Khong co dir liéu
dugc dong hoc str dung bosentan cho tré em dudi 18 tudi bi bénh nay.

Déi twong dic bigt

Bénh nhan suy gan

Bosentan bi chéng chi dinh véi bénh nhan suy gan trung binh va niang. Khong can thiét
diéu chinh lidu v6i bénh nhan bi suy gan nhe (Child-Pugh A).

Bénh nhan suy than

Khéng can diéu chinh liéu ¢ bénh nhan suy than va bénh nhan dang thim phan mau.

Nguoi cao tudi

Khong can diéu chinh lidu cho bénh nhén trén 65 tudi.

CHONG CHI PINH:

Qua man v&i bosentan hodc bét ky thanh phan nao cua thude.

Suy gan trung binh va nang (Child-Pugh B hoac C).

Gia tri enzym aminotransferase gan, vi du ALT, AST, cao hon gip 3 lan so véi gia tri giéi
han binh thuong trén.

Str dung chung vdi cyclosporin A.

Phu nir ¢6 thai.

Phu nit ¢6 kha nang mang thai khong str dung bi¢n phap tranh thai tin cay.

CANH BAO VA THAN TRONG KHI DUNG THUOC:
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Chura thiét 1ap dugc hiéu qua cua bosentan trén bénh nhén bi tang ap luc dong mach phoi
ning. Khuyén cao d6i qua phuong phap diéu tri khac khi bénh & giai doan ning (vi du
epoprostenol) néu tinh trang 1am sang xau di.

Panh gia loi ich/ nguy co ciia bosentan chua diy du véi bénh nhan do I theo bang phén loai
WHO dénh gia chtic nang phoi trong tang ap luc dong mach phoi.

Chi nén diéu tri bang bosentan néu huyét ap tim thu toan thé cao hon 85 mmHg.

Bosentan chua cho thdy hiéu qua trong lam lanh vét loét ngon tay hién co.

Chirc nang gan

Tang aminotransferase gan, vi du AST, ALT do bosentan phu thudc vao liéu. Enzym gan
thay doi trong vong 26 tuan dau diéu tri nhung ciing c6 thé tré hon. Tang enzym gan c6 thé
1a do trc ché canh tranh dao thai mudi mat tir té bao gan, nhung cling co thé do co ché khac
chua 13, va c6 thé dan dén suy gan. Tich liiy bosentan & té bao gan dan dén hoai tir té bao
c6 kha niang pha hity gan nghiém trong, hoic khong thé loai trir kha nang do co che mién
dich sinh 1y khac. Nguy co suy gan c6 thé ting khi sir dung cac thudc trc ché bom mubi mat
ra ngoai, vi du rifampicin, glibenclamid va cyclosporin A ding ddng thoi véi bosentan,
nhung dit liéu con han ché.

Phai xét nghiém ndng d6 aminotransferase gan trudc khi bat dau diéu tri va hang thang
trong thoi gian diéu tri voi bosentan. Ngoai ra, phai kiém tra ndng d6 aminotransferase 2
tuan sau khi ting liéu.

Khuyén cdo trong trwong hop ting AST/ ALT

AST/ ALT tang tir 3 - 5 lan gidi han binh thieong trén

Khuyén céo diéu tri va theo doi.

bé chac chan, nén xét nghiém gan lan 2; néu di chac chan, dua trén dap ung ting ca nhén
ma quyet dinh viéc sir dung bosentan, c6 thé giam lidu hoac ngung bosentan. Tiép tuc theo
ddi nong d6 aminotransferase it nhat mdi 2 tuan. Néu nong d6 aminotransferase trg vé mirc
truée khi diéu tri thi can nhic tiép tuc hodc sir dung lai bosentan (xem “Piéu tri lai voi
bosentan”).

AST/ ALT ting tir 5 - 8 lan gidi han binh thuong trén

Pé chic chin, nén xét nghiém gan 1an 2; néu da chic chan, nén ngimg diéu tri va theo doi
ndéng do aminotransferase it nhat mdi 2 tuan. Néu ndng d6 aminotransferase tré vé mirc
truée khi diéu tri thi cAn nhic tiép tuc hodc sir dung lai bosentan (xem “Piéu tri lai véi
bosentan”).

AST/ ALT tang trén 8 lan giGi han binh thuong trén

Nén ngimng diéu tri va khong can nhic sir dung lai bosentan.

Trong truong hop co triéu ching lam sang t6n thuong gan, vi du nhu budn ndn, non, sét,
dau bung, vang da, hon mé hay mét moi bat thudng, triéu ching nhu cam (dau khép, dau
co, sot) phai ngimg diéu tri va khong can nhéc sir dung lai bosentan.

Diéu tri lai véi bosentan

Diéu tri lai v6i bosentan chi dugc can nhic néu loi ich cia viée diéu trj v6i bosentan vuot
troi so v6i nguy co va khi ndng do aminotransferase gan nam trong khoang gia tri trudc khi
diéu tri. Can tham khao thém v kién cta bac sy chuyén khoa gan. Sir dung lai bosentan nén
tuan theo lidu khuyén cdo & phan lidu luong va cach dung. Phai xét nghiém nong do
aminotransferase gan trong vong 3 ngay sau khi st dung lai, va mot lan nita sau 2 tuan, va
sau d6 1a theo khuyén cdo & phia trén.

Nong d6 haemoglobin

Viéc diéu tri voi bosentan c6 lién quan dén viéc giam ndng do haemoglobin phu thudc licu.
Trong nghién ctru placebo ¢ dbi ching, giam nong d¢ haemoglobin do bosentan khong
tién trién va 6n dinh sau 4 - 12 tudn sau khi diéu tri. Nén kiém tra noéng do haemoglobin
trudc khi bit dau diéu tri, mdi thang trong 4 thang dau diéu tri, va cir mdi 3 thang sau do.
Néu c6 su giam ndng do haemoglobin dang ké trén 1am sang, danh gia va kiém tra k¥ hon
dé tim hiéu nguyén nhan va sy can thiét phai diéu tri chuyén biét. Pa ghi nhan truong hop
thiéu mau phai truyén hong cau.
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Thuyén tic tinh mach ph(n

Truong hop phi phdi di duoc bao cao voi cac thuc gian mach (chu yéu la prostacyclin)
khi st dung ¢ bénh nhén bi thuyén tac tinh mach phoi. Do d6, néu dau hiéu phu phdi xuét
hién khi diéu tri v&i bosentan & bénh nhan bi PAH, cAn nhéc kha nang c6 lién quan voi
thuyén tac tinh mach phdi. P c6 bao céo vé trudng hop phi phodi & bénh nhan diéu tri véi
bosentan khi bénh nhan dugc chan doan nghi ngd bi thuyén tic tinh mach phoi.

Bénh nhan tang ap luc ph61 df)ng thoi bi suy that trai

Khong c6 nghién ciru chuyén biét & bénh nhan bi tang ap luc phdi va dong thoi bi suy that
trai. Khuyén cdo bénh nhéan theo déi ddu hiéu giir dich (vi du: Tang can), dic biét néu bénh
nhan dang bi suy tdm thu nghiém trong. Néu gip truong hop nay, khuyén céo sir dung
thudc loi tiéu hodc ting lidu thudc loi tiéu dang str dung. Can nhic sir dung thudce loi tiéu &
bénh nhan c6 bang ching cho thay bj giit dich trude khi bit dau didu tri v6i bosentan.

Bénh nhin ting ap lwe dong mach phdi déng thoi nhiém HIV

Kinh nghi¢ém nghién ctu ldm sang con han ché khi st dung bosentan cho bénh nhan bi
PAH két hop véi nhiém HIV, dang diéu tri véi thudc khang retrovirus. Nghién ciru tuong
tac thudc giita bosentan va lopinavir + ritonavir & nhom khoe manh cho thiy nong do
bosentan huyét twong ting 1én, ndng do dinh dat duoc sau 4 ngay dau diéu tri. Khi bat dau
diéu tri bang bosentan ¢ bénh nhan phai st dung thudc rc ché protease, theo doi chét che
kha ning dung nap cua bénh nhin vdi bosentan tir luc bit ddu diéu tri, nguy co ha huyet ap
va xét nghiém chire nang gan. Khong thé loai trir nguy co dai han ddc gan va ting bién cb
bat loi huyét hoc khi bosentan dugc sir dung cing vé6i cac thude khang retrovirus. Do kha
ning tuwong tac lién quan dén tic dung cam ting CYP450 cia bosentan, c6 thé anh hudng
dén hiéu qua cua thudc khang retrovirus, nén theo ddi chit ché ¢ bénh nhan bi nhiém HIV.
Tiing ap lwe phoi thir phat do bénh phdi tic nghén man tinh (COPD)

An toan va dung nap cua bosentan di dugc nghién ciru trong nghién ctru 12 tuan khong doi
ching & 11 bénh nhan bi ting ap luc phdi tht phat do COPD nghiém trong (giai doan III
theo phan loai GOLD). Pi quan st thiy ting thoi gian thong khi va giam bio hoa oxy, va
bién cb bat loi thuong gip nhat 1a khé thd va s& bién mat khi ngimg bosentan.

Canh bdo lién quan té dugc

RAVENELL-62,5/ RAVENELL-125 c6 chira ddu thau dau c6 thé giy dau bung, tiéu chay,
budn nodn, non.

Pé xa tam tay tré em.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU

Thoi ky mang thai

Nghién ctru trén dong vat cho thdy doc tinh trén sinh san (quai thai, doc phoi thai). Khong
co dir liéu dang tin cay vé st dung bosentan cho phu nit c6 thai. Nguy co trén nguoi van
chua 18. Chdng chi dinh bosentan cho phu nit ¢6 thai.

Phu nir c6 kha nang mang thai

Bosentan c¢6 thé 1am mét tic dung tranh thai cua thudc tranh thai dang hormon, va tir d6 ¢
thé dan dén nguy co ting ap luc phdi ning hon trong thai ky ciing nhu gy quai thai (da
dugc quan sat thay ¢ dong vat).

Khéng duogc bit dau diéu trj bosentan ¢ phu nit c6 kha ning mang thai trir khi ho st dung
bién phap ngira thai an toan va két qua xét nghiém cho thiy khong co thai truée khi didu
tri.

Thudc tranh thai dang hormon khéng thé 1a bién phép tranh thai duy nhat trong sudt thoi
gian diéu tri voi bosentan.

Nén thtr thai hang thang trong thoi gian diéu trj dé phat hién thai sém.

Thoi ky cho con bu

Khéng 1 bosentan co tiét qua sita me hay khong. Khong khuyén cdo sir dung cho phu nit
cho con bu.

Sinh san
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Nghién ctru trén dong vat cho thay thudc cé tac dong trén tinh hoan. Khi nghién ctru tac
dung bosentan trén chirc nang tinh hoan ¢ bénh nhan bi PAH, 8 trong s6 24 bénh nhan cho
thdy giam ndng do tinh tring 42% tinh tir mirc co ban sau 3 hodc 6 thang sir dung bosentan.
Dua trén cac nghién ctru va dit lidu tién 1am sang, khong thé loai trir kha ning bosentan anh
huong dén luong tinh tring & nam giéi. O bénh nhi nam, c6 thé c6 tac dong dai hon 1én kha
nang sinh san sau khi diéu tri v6i bosentan.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY
MOC

Khong c¢6 nghién ctru chuyén biét nao vé tac dong ciia bosentan dén kha ning 1ai xe va van
hanh may moéc. Tuy nhién, bosentan c6 thé lam ha huyét ap, véi triéu ching chéng mat
hodc ngét, c6 thé anh huong dén kha ning lai xe va van hanh may méc.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:
Bosentan 14 chit cam tmg cytochrom P450 (CYP), isoenzym CYP3A4 va CYP2C9. Dit
liéu in vitro ciing cho thdy kha ning cam tmg CYP2C19. Do d6, nong d6 huyét trong cua
cac chat chuyén hoa boi cac isoenzym nay s& gidm khi sir dung chung v6i bosentan. Can
nhic kha ning thay doi hiéu qua cua cac thube chuyen hoa béi cac isoenzym nay. Nén diéu
chinh lidu cua cac thudc nay khi bit dau diéu tri, thay doi lidu hodc ngimg st dung
bosentan.
Bosentan dugc chuyén hoa boi CYP2C9 va CYP3A4. Viéc tre ché cac isoenzym ndy co thé
lam tang ndng do ciia bosentan. Tac dong cua chat e ché CYP2CY trén nong do bosentan
chua duogc nghién ctru. Nén than trong khi phdi hop.
Fluconazol va cic chit iic ché ci hai isoenzym CYP2C9 va CYP3A4
Str dung chung véi fluconazol, chat &rc ché chi yéu CYP2C9, nhung mot muc do nao do
cling trc ché CYP3A4, ¢ thé din dén ting dang ké nong do cua bosentan. Khong khuyén
céo str dung chung. Ciing vi 1i do nay, viéc str dung chung chat tc ché CYP3A4 (vi du:
Ketoconazol, itraconazol hodc ritonavir) va CYP2C9 (vi du: Voriconazol) véi bosentan
khong duge khuyén cao.
Cyclosporin A
Chéng chi dinh sir dung chung bosentan véi cyclosporin A (chét trc ché calcineurin). Khi
sir dung chung, nong d6 day ban dau bosentan ting khoang 30 lan so véi st dung bosentan
don tri. O trang thai 6n dinh, nong d6 bosentan huyét twong tang khoang 3 - 4 1an so véi sir
dung bosentan don tri. Co ché twong tac c6 thé 1a do &c ché hip thu qua trung gian protein
véan chuyén cta bosentan vao té bao gan béi cyclosporin.
Tacrolimus, sirolimus
St dung chung tacrolimus hodc sirolimus voi bosentan chua dugc nghién ctru, nhung st
dung chung véi bosentan c6 thé 1am ting néng do huyet tuong cua bosentan khi ngoai suy
tir cyclosporin A. Sir dung chung véi bosentan c¢6 thé 1am giam ndng d6 cua tacrolimus va
sirolimus. Vi vay, khong nén st dung bosentan chung véi sirolimus va tacrolimus. Bénh
nhan can thiét phai phdi hop cac thudc nay nén theo ddi chit ché bién c¢d bat loi lién quan
dén ndng d6 trong mau cta bosentan va tacrolimus, sirolimus.
Glibenclamid
Str dung chung bosentan 125 mg x 2 1an/ ngay trong vong 5 ngay lam giam ndng do huyét
tuong cua glibenclamid (co chat cia CYP3A4) 40%, c6 thé lam giam dang ké tic dung ha
duong huyét. Nong do huyét twong ctia bosentan ciing giam 29%. Ngoai ra, tang tan suét
ting enzym aminotransferase dd quan sat thdy & bénh nhan st dung ph01 hop 2 thudc nay.
Ca glibenclamid va bosentan déu e ché bom mudi mat ra ngoai, c6 thé giai thich cho co
ché 1am ting aminotransferase. Khong nén st dung phéi hop nay. Khéng cé dit liéu twong
tac thude - thude voi cac thude sulfonyluré khac.
Rifampicin
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Nghién ctru & 9 ngudi khoe manh sir dung bosentan 7 ngay voéi liéu 125 mg x 2 1an/ ngay
cung voi rlfamplcln chat c6 kha nang cam tmg CYP2C9 va CYP3A4, nong do huyet tuong
ctia bosentan giam 58%, va trong mot vai truong hop co thé giam dén khoang gan 90%. Do
d6, tac dung cua bosentan bi giam dang ké khi str dung chung véi rifampicin.

Khong khuyén céo st dung chung rifampicin v6i bosentan. Thiéu dit lidu trén cac chat cam
ung CYP3A4 khac, vi du nhu carbamazepin, phenobarbital, phenytoin va cé St. John,
nhung viéc st dung chung ¢ thé lam giam ndng do cta bosentan va c6 thé dan dén giam
hiéu qua trén 1am sang.

Lopinavir + ritonavir (va cac chét e ché protease 1am ting tic dung ritonavir khac)
St dung chung véi bosentan 125 mg x 2 1an/ ngay va lopinavir + ritonavir 400 + 100 mg x
2 1an/ ngay trong 9,5 ngdy ¢ nguoi tinh nguyén khoe manh cho két qua nong do day dau
tién ctia bosentan cao gap 48 1an so véi s dung bosentan mot minh. Vao ngay 9, noéng do
bosentan huyét tuong cao khoang 5 lan so véi st (dung bosentan mét minh. Sy trc ché hip
thu ritonavir qua kénh véan chuyen protein vao té bao gan va ciia CYP3A4 lam giam do
thanh thai ctia bosentan, hau nhu déu gay ra tuong tac. Khi sir dung chung vdi lopinavir +
ritonavir, hodc cac chat trc ché protease 1am ting tic dung ritonavir khac, theo doi kha ning
dung nap bosentan ctia bénh nhan.

Sau khi st dung chung véi bosentan trong 9,5 ngdy, néng do lopinavir giam 14% va
ritonavir giam 17%. Tuy nhién, co thé van chua dat dén muc cam ung hoan toan boi
bosentan va do d6 ndng do cua chit e ché protease van c6 thé tiép tuc giam. Khuyen cdo
theo d&i viée diéu tri HIV. C6 thé xay ra tac dung tuong tu khi st dung cac chét e ché
protease khéc.

Ciac thudc chong retrovirus khac

Thiéu dir liéu do d6 khong co khuyén céo ddi véi thude chdng retrovirus khac. Do kha
nang gy doc gan cua nevirapin, cong thém voi kha nang doc gan cua bosentan, khong
khuyen céo str dung phdi hop nay.

Thudc tranh thai hormon

Str dung chung bosentan 125 mg x 2 1an/ ngdy trong 7 ngdy vé&i 1 liéu thudc tranh thai
duong ubng chira norethisteron 1 mg + ethinyl estradiol 35 mcg lam giam AUC cua
norethisteron 14% va ethinyl estradiol 31%. Tuy theo c4 nhan, ndng do c6 thé giam t&i
56% va 66%. Do d6, cac phuong phép tranh thai hormon véi tit ca cac duong s dung
(duong udng, tiém, dudi da hodc cdy), khong duoc xem 1a bién phap tranh thai an toan.
Warfarin

Str dung chung véi bosentan 500 mg x 2 1an/ ngdy trong 6 ngay lam giam ndng do huyét
twong cta S-warfarin (co chat cia CYP2C9) 29% va R-warfarin (co chat cia CYP3A4)
38%. Sur dung chung bosentan va warfarin trén lam sang ¢ bénh nhan tang ap luc dong
mach phoi khong cho thay thay doi chi s binh thuong hoa qudc té (INR) hoic licu
warfarin. Ngoai ra, tin suét thay d6i liéu warfarin phu thuéc vao INR hodc tac dung phy
tuwong ty nhau gitra nhom str dung bosentan-warfarin va warfarin-placebo. Khong can diéu
chinh lidu warfarin va céc thudc chdng déng duong udng khi str dung bosentan, nhung
khuyén cdo theo ddi chat ché INR, dic biét khi bit dau diéu tri hoic ting liéu bosentan.
Simvastatin

Str dung chung voi bosentan 125 mg x 2 lan/ ngay trong 5 ngay lam ndng do simvastatin
(co chét cia CYP3A4) giam 34% va chat chuyén hoa B-hydroxy acid ¢ hoat tinh ctia nd
giam 46%. Nong d6 huyét twong cua bosentan khong bi giam khi st dung chung véi
simvastatin. Theo ddi ndng do cholesterol va can nhic diéu chinh liéu.

Ketoconazol

Str dung bosentan 62,5 mg x 2 lan/ ngay trong 6 ngdy vé&i ketoconazol, chat trc ché
CYP3A4, lam ting ndéng d6 bosentan 1én khoang 2 lan. Khong can diéu chinh liéu
bosentan. Mic du khong thé hién trong nghién ctru in vivo, ndng do bosentan cé thé ting
tuong ty khi st dung chung véi céc chit @tc ché CYP3A4 khac (vi du: Itraconazol,
ritonavir). Tuy nhién, khi két hop véi chit (rc ché CYP3A4, bénh nhan co it enzym
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CYP2C9 c6 nguy co tang ndng do bosentan cao hon va nguy co xay ra tic dung phu ciing
cao hon.

Epprostenol

Khi két hop epprostenol véi bosentan don liéu hay da liéu, Cmax va AUC cuia bosentan déu
tuong ty nhau & bénh nhan c6 truyén hoic khong truyén epprostenol lién tyc.

Sildenafil

St dung chung véi bosentan 125 mg x 2 1an/ ngay (trang thai on dinh) véi sildenafil 80 mg
x 3 lan/ ngay (trang thai 6n dinh) trong vong 6 ngay & ngudi tinh nguyén khoe manh cho
thdy lam giam AUC sildenafil 63% va giam AUC bosentan 50%. Than trong khi st dung
chung.

Digoxin

Str dung chung véi bosentan 500 mg x 2 1an/ ngay véi digoxin trong 7 ngay lam giam AUC
digoxin 12%, Crmax gidm 9% va Cmin gidm 23%. Co ché twong tac ¢ thé 1a do cam ung p-
glycoprotein. Tuong tac nay cé thé khong c6 ¥ nghia trén 1am sang.

8. TAC DUNG KHONG MONG MUON:
Cac tac dung khong mong mudn thudong gap 1a nhurc dau (11,5%), phu/ gitr dich (13, 2%),
chirc ning gan bat thuong (10,9%) va thiéu mau/ giam haemoglobin (9,9%). Khi diéu tri
vGi1 bosentan, aminotransferase gan tang va haemoglobin méau giam phu thu¢c vao lidu.
Rat thuong gap (ADR > 1/10)
Hé than kinh: Nhirc dau.
Toan than: Phu, gitr dich.
Thuwong gap (1/100 <ADR < 1/10)
Hé huyét hoc: Thiéu mau, giam hemoglobin.
Hé mién dich: Phan tng qua man (bao gdm viém da, ngra, ban do).
Hé than kinh: Ngt.
Hé tim mach: Hoi hop, danh tréng nguc, d6 bing mat, ha huyét ap.
Rdi loan hé ho hép, 16ng nguc va trung that: Nghet mili.
R6i loan da va mé dudi da: Ban do.
It gap (1/1.000 <ADR < 1/100)
Hé huyét hoc: Giam tiéu cau, giam bach ciu trung tinh, giam bach cau.
Hé gan mat: Tang enzym aminotransferase cing voi viém gan (bao gom lam ning thém
viém gan sin c6) va/ hoic vang da.
Hiém gap (1/10.000 <ADR < 1/1.000)
Hé mién dich: Sb¢ phan vé va/ hodc phu mach.
HE gan mat: Hoai tir gan, suy gan.
Chura ré tan sudt
Hé huyét hoc: Thiéu méau hodc giam hemoglobin can phai truyén hong cau.
Thubc cé thé gdy ra cdc tac dung khéng mong muén khdc. Can theo déi chit ché va khuyén
cdo bénh nhdn théng bdo cho bdc sy nhitng tc dung khéng mong muon gdp phdi khi sir
dung thuéc.

9. QUA LIEU VA XU TRI:

Bosentan di duoc st dung véi lidu duy nhat 1én dén 2.400 mg & ngudi khoe manh va 2.000
mg/ ngay trong 2 thang ¢ bénh nhén chi tang ap luc dong mach phéi. Tac dung khong
mong mudn thuong gip 13 dau dau nhe dén vira.

Qua lidu bosentan c¢6 thé din dén ha huyet ap 1o rét can phai hd tro tim mach tich cyc. Pa
¢ bao cdo bénh nhan nam & tudi thanh thiéu nién su dung 10.000 mg bosentan. Bénh nhan
c6 tri¢u chung budn ndn, ndn, ha huyét ap, chong mat, ra md hédi va nhin md. Bénh nhéan
hdi phuc hoan toan trong vong 24 gid nhd vao hd tro huyét ap. Bosentan khong thé loai
bang phuong phap loc mau.
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10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO:
Khéng dung thudc qua liéu chi dinh.
Piéu kién bao quan: Noi kho rao, tranh anh sang, nhiét d6 khong qua 30°C.
Han dung ciia thude: 36 thang ké tir ngay san xuat.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

Sdn xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Céng nghiép My Phudc 1, Phuong Théi Hoa, Thi xd Bén Cit,
Tinh Binh Duong, Viét Nam.

Tel: 0274.3567.687 Fax: 0274.3567.688
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