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khéng duge dung lai thuée. Trong mét sé lrucmg hop nghi ngdr
tic tinh mach, diéu trj sém bing corticosteroid liéu cao (300 mg
hydrocortison/ngdy) c6 hofc khong kém theo thude tiéu soi huyét
nhur heparin hogc chat hoat héa plasmmogen mo da ¢6 hi¢u qua.
Khi c6 céc doe tinh trén huyét hoe cin tam dimg hodic dimg hiin
dicu tri.

Khi bi thoat mach, can ngLrng tiém/truyén ngay lap tirc tai vi tri
thoat mach va tiép tuc dua thube qua tinh mach khac. Pau tai chd,
cam gidc rit bong va kich img da ¢ noi tiem cé thé diju di néu dugc
chuém nong tai cho.

Liéu lrgng va cach ding

Cich diing

Dacarbazin duge dung theo dudmg tiém tinh mach hodic truyén tinh
mach. Liéu duing tir 200 mg/m’ co thé ding qua duong tiém tinh
mach chim trén 1 phut. Liéu cao hon (200 - 850 mga’m‘] nén ding
qua duorng truyén tinh mach tir 15 - 30 phit. Nén kiém tra dwong
truyén trude va trang dudmg truyén sau khi diing thudc bing 5 - 10 ml
dung dich natri clorid 0,9% hojdc glucose 5%. Viéc chudn bj thude
dé tiém/truyén can tuan thu quy tic an toan pha ché thude doc té
bao. Chi nén pha thude ngay truée khi dung. Hodn nguyén thude
bing nude cit pha tiém dé tao dung dich néng dé 10 mg/ml (cht y
!ay thé tich nude pha tiém phi hop dé hoan nguyén ddi voi cac loai
ché pham va ham luong khac nhau, va lic ki lo thube dén khi
tao thanh dung dich). Dung dich sau khi hoan nguyén & nong dé 10
mg/ml c6 thé ding tiém tinh mach chim (khéng duoc tiém nhanh
trong vai gidy do day 1a dung dich ¢6 d¢ thim thau thap) Dung
dich hoan nguyén ¢é thé dugc tiép tuc pha lodng trong 200 - 300 ml
dung dich natri clorid 0,9% hoac glucose 5% dé truyén tinh mach,
néu nong do thude tir 1,4 mg/ml co thé truyén trén 20 phat dén
30 phiit. Dacarbazin cin dugc bao quan tranh anh sang, thuéc da
hoan nguyén va trong qué trinh sir dung déu can tranh nh sang
ban ngay. Thudc dd hoan nguyén c6 thé duge bao quan ¢ 4 °C 161
72 gi¢r hodc o nhiét do va anh sang phong toi 8 gio. Sau pha lodng,
dung dich thudc cé thé bao quan & 4 °C trong 24 gio hodc dicu kién
phong t&i 8 gid.

Liéu ding

Ung thie hac (0 di cin & rzgum {ém: Liéu thuong diung: 2 - 4.5 mg/kg/
ngay, trong 10 ncay, ¢6 thé nhic lai mdi 4 tudn. Mt cach dung khac
la tiém hoac truycn tinh mach \(n lieu 200 - 250 mg/m*/ngiy, tmng
S ngay, v c6 thé nhéc lai mdi 3 tudn. HUdC truyén tinh mach véi liéu
850 mg/m? vao ngdy 1 va lap lai mdi 3 tuan.

Phéi hop diéu tri bénh Hodgkin: Diing lieu 150 mg/m?/ngdy qua
dudng tinh mach, trong 5 ngay, ¢6 thé nhic lai cir 4 tu in 1 dot; hodic
dung liéu 375 mg/m*ngay duong » tinh mach, vao ngay thir nhat clia
phac dd phéi ho‘p lap lai mdi 15 ngay. Trén tr¢ em, dir ligu con han
ché, tuy viy thude thuomg duge diing phéi hop Cung doxorubicin,
bleomycin va vinblastin trong phic dé ABVD véi liéu dacarbazin
12 375 mg/m? diing qua duong tinh mach vao ngay thit nhét va ngay
thir 15 trong Lhu ky 28 ngay. ding 2 - 6 chu ky.

Sarcoma mé mém & nguéi lém: Ding liéu 250 mg/m anbdy tir ngay
1 dén ngay S cuia phac d6 phdi hgp voi doxorubicin, 13p lai moi 3 tudn.
Suy gan, suy thén. Trén bénh nhin cO suy gan hodc suy than mirc
d¢ nhe dén trung binh, thudng khong cén chinh liéu. Trén bénh
nhan suy gan kém theo suy thin, théi gian thai trir cua thuée bi kéo
dai. Tuy vy, khong c6 huéng dan diéu chinh lidu chung cho tit ca
bénh nhén, ma cén dya vao dap (mg cua timg nguoi.

Twong téc thube

Phéi hgp véi thude co cung dgc tinh trén tuy xuong hodc xa tri c6
thé 1am niing thém doc tinh nay cta dacarbazin.

Dacarbazin dugc chuyen hoa bai P450 (CYPIAL, CYPIA2,
CYP2E1) do d6 c6 thé twong tac voi cac thude khac cling duge
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chuyén hoa qua cic enzym nay khi dung phoi hgp.
Methoxypsoralen: Dacarbazin lam tang tac dung cua methoxy.
psoralen do co tac dung nhay cam véi dnh sang.

Khéng tiém viic xin song khi diéu trj bing dacarbazin.

Phenytoin: Co thé 1am giam hap thu phenytoin qua duong tiéu hoa
vi 6 thé khién bénh nhan bi co giat.

Fotemustin: C6 thé gay nhiém doc phéi cap tinh (héi chimg suy hg
hip ¢ ngudi 16n). Khong nén sur dung dong thai.

Cyclosponn (hoiic tacrolimus): Phai duoc can nhic can than kh,
ph01 hop vdi dacarbazin vi nhirng thudc nay co thé gay trc ché midn
dich qué mirc va tang sinh bach huyét.

Twong ky,

Sur fuong hop cua dacarbazin véi cic dung moi khac ngoai dung
dich glucose 5% va natri clorid 0,9% chua dugc dénh gid. Do viy
khong pha thudc bang cac dung mdi khac.

Dacarbazin twong ky hoa hoc v&i hydrocortison, heparin, L-cystein,
natri bicarbonat.

Qua liéu va xir tri
Triéu chimg: Bién chimg chinh cua qué liéu co thé du doan duge

la suy tiy xrong va co thé dan dcn bit san tily xwong trong khoang
2 tudn sau do. Thoi gian bach cdu va tiéu cau giam xuong mirc day

¢6 thé 1a sau 4 tudn.
Xir tri: Khi nghi ngo qua liéu, can diéu tri triéu chimg vA giam sat

chit céc thong sb huyét hoc trong thoi gian dai. Khong cé thude
gial doc dic hiéu.

Cdp nhai lan cudi: 2024,

DACLATASVIR

Tén chung quoc té: Daclatasvir.

Ma ATC: JOSAPO7.

Loai thuée: Thude khang virus viém gan C, thude irc ché NSSA,
thude diéu tri viém gan virus C.

Dang thube va ham lwong

Vién nén: 30 mg, 60 mg, 90 mg.

Dwoc Iue hoc

Tac dum,r Daclatasvir 1a thube khing virus wem gan C (HCV)
true tiép thude nhom tre ché NS5A, lam giam nong 46 HCV RNA
trong huyu thanh. Daclatasvir ngan chin qua trinh nhéan I&n cua
HCV bing cach (rc ché dic biét cac chire ning quan trong cla
protein NS5A trong phire hop sao chép. Daclatasvir khong gy kéo
dai khoang QT ngay ca khi duge ding gap 3 lan liu toi da dugc
khuyén cdo.

C'o' ché tac dung: Daclatasvir {rc ché NSSA, mét protein khong
cdu trie clia virus viém ~gan C ¢6 vai tro trong qua trinh nhan 1én
cia HCV. Daclatasvir gén véi NSSA gdy ra ire ché sy nhén lén cia
HCV RNA va (rc ché qué trinh tap hop dé tao thanh cac virion ciia
virus.

Khang thuée: Giam tinh nhay cam véi daclatasvir co lién quan dén
tinh da hinh & céc vi tri acid amin NSSA M?28. Q30, L31 va Y93
& b¢nh nhan nhiém genotyp 1a, 1b va 3a. Khuyén cdo xét nghi¢m
tinh khéng thuéc NS5A cho bénh nhan xo gan nhiém HCV genotyp
la trude khi bit diu diéu tri, do bénh nhan nhiém genotyp la c
nguy co phat trién khang thudc cao hom.

Dm,'ru. dong hqc

Hep thu: Khi ubng da liéu khoang tir 1 - 100 mg, 1 14n/ngdy, nong
dq cao nhit daclatasvir dat duoc trong huy-..l twrong (C ) sau khi
udng 2 gid. Nong do dat trang thai bdo hoa sau khi LT(?ng I lan/
ngdy, trong 4 ngdy. Sinh kha dung khi uéng dang bao ché vién nén
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dat khodng 67%. Téng lwong thude hip thu & ngudi khoe mnh va
ngudi nhiém HCV tuong duong nhau. Duge dng hoc quén thé
udc tinh trung binh & ngudi nhiém HCV man tinh ding daclatasvir
lidu 60 mg/ngay: AUCM‘ la 10973 + 5228 nanogam.gid/ml, trung
binh ndng 46 & 24 gid sau uong la 182 + 137 nanogam/ml.

Thirc in anh huéng dén duge ddng hoc cia daclata_w]r, ngudi khoe
manh uéng 60 mg daclatasvir sau bira dn nhidu chét béo va nhiéu
calo lam C,, gidm 28% va AUC, _ gidm 23% so vi udng lic doi.
Phdn bo: The tich phan bé khi uong liéu 60 mg 14 47 lit. Thudc gén
v prolem vai ty 1§ cao (99%).

Chuyén héa: Daclataswr la co chét cia CYP3A, duge chuyén hoa
& gan, chn yéu nhé céc i isoenzym CYP3A4 bing con dutmg oxy
héa. Thube trong huyét twong & dang khéng thay déi chiém ty &
hon 97%.

Thdi trir: Sau khi uong liéu dom 25 mg "C-daclatasvir & ngudri
khoe manh, 88% tong hogt tinh phong xa tim thay trong phan,
trong d6 53% ¢ dang khong ddi va 6,6% lidu udng duoc bai tiét
qua nwée ticu (chi yéu dang khong ddi). Ngudi nhidm HCV
ding da lidu tir 1 - 100 mg/lan/ngay ding hang ngay, nia doi thai
trir cua daclatasvir khoang 12 - 15 gidn. Nhitng ngudi uéng 60 mg
daclatasvir (sau khi dimg 100 mg daclatasvir dudng finh mach) co
tong thanh thai 14 4,2 lit/gis.

Duepe dpng hoc & quén thé dic bigt

Nguwai bénh suy than: Nghién ciru duge dong hoc cua daclatasvir
& ngudi suy than khong nhiém HCV sau khi udng lidu don 60 mg
va phin tich hoi quy cho thiy AUC,__ cua daclatasvir uéc tinh
26%, 60% va 80% cao hon tuong tng & ngudi co gia tri d thanh
thai creatinin ldn lrot 1a 60, 30 va 15 ml/phit, so v&i ngudi co
chirc ndng thin binh thudong. Dya trén dix lidu nghién ciru quan
sit, nhimg ngudi bénh thin giai doan cudi can loc mau cod
AUC_ daclatasvir ting 1én 27% so v&i ngudi c6 chite nang thin
binh thuémg. Daclatasvir giin protein huyét trong vai ty 1¢ cao nén
dudmg nhu khong bi loai bo bai lge mau,

Ngweoi bénh suy gan: Nghién ciru duge dfng hoc cua daclatasvir
& ngudi khong nhiém HCV cé suy gan mirc d8 nhe (Child- Pu;,h A),
vira (Child-Pugh B) v& ning (Child-Pugh C) sau khi uéng liéu
don 30 mg daclatasvir cho thay C. . tong daclatasvir (tr do va gin
protein huyét twong) & ngudi co suy gan thip hon 46% - 55%,
AUC, thép hon 36% - 43%, so véi nhém déi chimg; néng do
dncialaswr tr do & nguoi suy gan C, thap hon 33 - 43% va AUC_
thip hon 2 - 40% so véi nhom doi Chng‘ tiy theo mirc 46 suy gan
Tré em: Dugc dong hoc cua daclatasvir ¢ tré em chu"a duoc danh ga.
Ngieoi cao tudi: Phan tich duge dong hoc quan thé & ngudi nhiém
HCV pham vi tudi 18 - 79 cho thity tudi khéng anh huong (i dugce
dong hoc cua daclatasvir & mire ¢o y nghia lam sang.

Gioi: Phan tich duge dong hoc qui"m thé & nguai nhiém HCV cho
thay nir gioi co AUC daclatasvir cao hon 30% so vdi nam gidi,
nhung sy khéc biét nay khong thiy co lién quan lam sang.

Chiing téc: Phan tich duge dong hoc quan thé & ngudi nhiém HCV
thiy chiing tdc khong anh huémg tdi duge dgng hoc cua daclatasvir
& mirc co y nghia lam sang.

Chi djnh

Diéu trj viém gan virus C man tinh: Diéu trj genotyp 1 va genotyp 3,
phdi hop véi sofobuvir, cé hoidic khong phdi hop v6i ribavirin.
Chéng chi djinh

Phéi hop vai thude cam (mg manh CYP3A, vi du: Thude ching co
gidt (phenytoin, carbamazepin), thude chong lao (rifampicin), co
St. John (Hypericum perforatum), vi cac thube nay lam giam hip
thu daclatasvir, do d6 lam giam tac dung cua daclatasvir véi virus.

Thén trong

Nguy co virus viém gan B (HBV) tdi hoat dong & nhimg ngudi
déng nhiém HBV/HCV dang hojc hoan thanh diéu tri HCV bing
thuéc khang HCV truc tiép va khong diéu trj HBV. HBV tdi hoat
héa gdy viém gan, suy gan niing va c6 thé tir vong. HBV tai hoat
hoa lién quan dén diéu tri bang thuéc khang HCV tryc tiép c6 nguy
co ting cao & nhimg bénh nhén suy giam mi&n djich hodc sir dung
hoa trj ligu.

Sy tai hoat dong caa HBV biéu hién la sy gia ting nhanh chéng
ndng do HBV DNA trong huyét thanh, c6 thé di kém véi viém gan,
ting nong do aminotransferase, trong nhimg truéng hop nghiém
trong co ting néng do bilirubin, suy gan va cé thé xay ra tir vong.

Xac dinh tién sir hodc dang nhiém HBV bing xét nghiém HBsAg
va anti-HBc¢ truéc khi khoi déu diéu trj HCV bang daclatasvir.
& nhimg bénh nhin c6 bang chimg huyét thanh hoc nhiém HBYV,
theo ddi cdc ddu hiéu lam sing va xét nghiém viém gan bing
phét hodc sy tai hoat dong cia HBV trong khi diéu trj HCV bfmg
daclatasvir va theo doi sau diéu tri.

Nguy ca ADR hodc mat tac dung vai virus do tuong tac thuéc: Sir
dung dong thoi daclatasvir vai cée thude khic ¢ thé dén dén nhimg
tuong tdc c6 y nghia nhur: Mt téc dyng diéu tri clia daclatasvir va
¢6 thé phat trién khang thudc, thay d6i liéu thude ding kém hodc
daclatasvir, cac ADR ¢6 y nghia lam sang do ting AUC thube dung
kém hodc daclatasvir. )

Xem thém phan Chdng chi dinh va Tuong tic thuoc (Bang 3).

Can xéc dinh kha ning tuong tac thube trude va trong qua trinh
diu tri biing daclatasvir, can nhéc sir dung cac thude ding kém va
theo doi ADR trong qua trinh diéu tri phdi hop véi cac thude khac.
Nguy co cham nhip tim cé trigu chimg tram trong khi ding
daclatasvir trong Iri [lieu co phéi hop sofosbuvir va amiodaron:
Céc trudmg hop nhip tim chim c6 triéu chimg sau khi dung thudc
v trirong hop can can thiép béng may tao nhip di dugc bao céo
khi ding chung amiodaron vai ché do diéu tri c6 sofosbuvir.
Mot truong hgp ngung tim gy tr vong da duge bao cédo ¢ bénh
nhan dang diéu tri bing phac db cé chira sofosbuvir (ledipasvir/
sofosbuvir). Nhip tim chiim thudng xay ra trong vong vai gid dén
vai ngay, nhung c6 truong hop 1én dén 2 tuan sau khi bt dau diéu
tri HCV. Bénh nhin dang ding thude chen beta hodc ¢6 bénh 1y tim
mach tiém 4n va/hodc bénh gan tién trién ¢o thé ting nguy co nhip
tim chim ¢é triéu chimg khi diing cung véi amiodaron. Nhip tim
cham thuong hét sau khi ngimg diéu tri HCV. Co ché gay ra nhip
tim cham van chura duoc biét 1.

Khong khuyén céo sir dung daclatasvir cing v&i amiodaron trong
phac d6 co sofosbuvir. Nhimg bénh nhan dang diéu tri bing
amiodaron ma can phai diéu tri daclatasvir phdi hop sofosbuvir do
khong 6 tri lidu thay thé can phai: Théng bao cho bénh nhan vé
nguy ¢co cham nhip tim va theo di nhip tim thuong xuyén trong
48 gio ding thude & bénh nhan ndi tr, sau dé néu bénh nhan ra
ngoai tri hoiic ty theo dai cin theo ddi nhip tim mdi ngay mot lan
trong it nhat 2 tuan. Nhimg bénh nhin dang diéu tri bing daclatasvir
phéi hop sofosbuvir cén phai diéu tri amiodaron do khéng c6 tri
ligu thay thé, cin dén bénh vién va theo déi nhu dé cap phia trén.

Do amiodaron ¢6 nira d&i thai tnr dai nén nhimg bénh nhin ngimg
amiodaron ngay trudc khi bit diu ding daclatasvir phdi hop
sofosbuvir, can theo di tim mach nhu dé cap & trén.

Bénh nhin xuit hién cac dau hi¢u cia nhip tim chim nén di kham
ngay lap tc. Cac tridu ching c6 thé bao gém: Gan nhu ngit
hodc ngat, chong mat hodc choang vang, khé chiju, suy nhuge,
mét moi qua mire, khé thé, dau nguc, 1a 1in hodc roi loan tri nhd.
(Xem thém Tac dung khong mong mudn, Tuong tc thube).
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Nguy co khi diéu trj phéi hop véi ribavirin: Néu daclatasvir va
sofosbuvir sir dung cung véi ribavirin, cin lru ¥ canh béo va than
trong d6i v6i ribavirin, dic biét Ia tranh mang thai,

Théi ky mang thai

Chua du dir li¢u ddy di dé x4c dinh xem daclatasvir ¢6 nguy co d6i
v6i thai nhi hay khong. Céc nghién ciru vé sinh san & chuét va tho
cho thiy khéng c6 bing chimg vé tic hai déi véi thai nhi khi ung
daclatasvir trong qua trinh hinh thanh co quan véi lidu dé AUC cao
ghp 6 va 22 lan tuong (mg véi lidu daclatasvir khuyén cdo cho ngudi
14 60 mg. Tuy nhién, déc tinh dbi v&i phéi thai da quan sét thay &
chuft va thé, & liéu gly doc cho me c6 AUC cao gép 33 va 98 lan so
véi AUC & ngudi ding 60 mg daclatasvir. Trong cic nghién ciru vé
sir phét trién treGe va sau khi sinh cta chudt, khong thay xuét hién
dgc tinh khi chudt me c6 AUC daclatasvir cao hon khoang 3,6 lin so
véi AUC & ngudi ding lidu daclatasvir khuyén céo.

Khi sir dung phac db két hop daclatasvir va sofosbuvir ciing véi
ribavirin, cic chéng chi dinh va than trong cuia céc thudc d6 cén ap
dung, dic biét d6i véi phyu nir mang thai.

Nguy co daclatasvir gy ton hai dén thai nhi di duge chimg minh
trong thyc nghiém (ké ca bénh nhan 14 nam gidi) nén trdnh mang
thai trong thoi gian diéu tri bing daclatasvir.

Khang sir dyng daclatasvir trong qua trinh mang thai hoédc phu nir
trong d6 tudi sinh dé khong ding bién phép tranh thai. Nén tiép tuc
sir dung bién phép tranh thai hiéu qué trong 5 tudn sau khi hoan
thanh lién phap daclatasvir.

Cén khuyén bénh nhin khéng mang thai trong vong 6 thang sau khi
két thiic diéu tri bang daclatasvir.

Thai ky cho con bii

Chua 18 daclatasvir cé vdo trong sita me hay khéng ciing nhu anh
huéng dén su tiét sira hodc dnh hudng dén tré bi me. Trong thuc
nghiém cho théy daclatasvir c6 trong sira cia chudt cong cao hon
1,7 - 2 lan so véi trong huyét trong.

Tiy thudc vao tinh trang bénh tit dé can nhic lgi ich cia nguoi me
va nguy co dbi voi phat trién, stre khoe va cdc ADR tiém an doi voi
ctia tré bu me khi str dung daclatasvir cho ngudi me.

Néu sir dung daclatasvir cung voi ribavirin & ngudi me cho con b,
céc thong tin vé nguy ca dbi véi ribavarin cin duge ap dung trong
phac dé phdi hep.

Téc dyung khéng mong mudn (ADR) . i
ADR hay gdp va tram trong: Chim nhip tim c6 thé & mic tram
trong (xem phau Than trong).

Cdc ADR khdc thudng gap va rét thutmg gip, ty 1¢ ghi nhan ar
cac nghién ciru 1am sang & cac quan thé nhiém HCV khic nhau:
HCV genotyp 3, HCV ddng nhiém HIV (diéu tri daclatasvir +
sofobuvir), xo gan cac mirc d§ Child-Pugh A, B, C va tai phat sau
ghép gan (diéu trj daclatasvir + sofobuvir + ribavirin).

Toan trang: mét moi (14 - 17%).

Thién kinh: dau dau (8 - 30%), mat ngt (3 - 6%), chong mit (6%),
ngu li bi (5%).

Tiéu hoa: nén (6 - 15%), tiéu chay (3 - 7%).

Da: ban ngira (2 - 8%).

Huyét hoc: Thiéu méu (19 - 20%).

Thay doi cdc chi s6 xét nghiém: ‘

Nhiém HCV c6 xo gan va sau ghép gan (di€u tri daclatasvir +
sofobuvir + ribavirin): Hemoglobin giam (6%), ALT ting (2%),
AST lﬁﬂg (3%')

Nhiém HCV déng nhiém HIV (diéu tri daclatasvir + sofobuvir),
nhiém HCV ¢6 xo gan va tai phat sau ghép gan (diéu tri daclatasvir
+ sofobuvir + ribavirin): Bilirubin tang (5 - 8%).

Tét ca cac nhém nhiém HCV: Lipase ting (2 - 4%).

ADR sau marketing: Ghi nhén tir bdo céo tr nguyén, khéng rg ty .
ADR cham nhip tim ¢ triéu chimg trAm trong & bénh nhén ding
amiodaron cung véi daclatasvir + sofobuvir.

Liéu hwgmg va cich dung
Céch ding: Liéu uéng 1 lan/ngay, c0 thé udng cung bira in hogc

xa blra dn.

Lidu lwgng: Liéu thwang dung o nguai lon diéu trj HCV:

60 mg/ngay. Céc phac db diéu tri duge khuyén céo trong béng 1.
Bang 1: Phdc d c?o diéu tri HCV theo genotyp

i . | Phécddva thai i
Genotyp | Quén thé bénh nhén L aiby didu tri. gian |
T(hétg cd xo gan Daclatasvir + sofosbuvlr )
Xo gan con bl trong 12 tudn
(Child-Pugh A) -
Genotyp 1 " & gan mit b Daclatasvir + sofosbuvir
(Child-Pugh B hodc C) | + ribavirin trong 12 tuan
| Sau ghép gan
| Khdng c6 xo gan Daclatasvir + sofosbuvir |
trong 12 tudn
‘ | Xo gan con bu Daclatasvir + sofosbuvir
Genotyp 3 (Child-Pugh A), hoidc + ribavirin trong 12 tuan
- Xo gan mat bu
(Child-Pugh B hoic C)
[ Sau ghép gan

Hiéu chinh lidu do tuwong téc thuée: Khi sir dung clng cic thube
dudi ddy cin hiéu chinh liéu thuée. (Xem phan Than trong va
Tuong tac thude, doc ky thong tin vé thude diing phéi hop).
Thude phéi hop e ché manh CYP3A va mot sb thude khang HIV:
Daclatasvir 30 mg/lan/ngay.

Thubc cam tmg trung binh CYP3A vi nevirapin: Daclatasvir
90 mgflanfugay

Thudc cam {mg manh CYP3A: Chéng chi dinh phdi hop véi
daclatasvir.

Ngimg daclatasvir néu bénh nhan phai ngimg han sofosbuvir trong
phéc dd daclatasvir phéi hop sofosbuvir.

Nguoi cao tudi: Khéng cin hiéu chinh lidu & ngudi cao tudi.
Ngueoi suy than: Khong can hiéu chinh lidu daclatasvir & ngudi suy
thén, khi sir dung phéi hop sofosbuvir va ribavirin, cin tham khao
théng tin cac thudc nay khi ding cho ngudi suy than.

Nguoi suy gan: Khong can higu chinh liéu daclatasvir & ngudi suy
gan tir nhe dén ning,

Twong tac thube

Anh hudng cia cde thuée khdc t&i daclatasvir:

Céc thube giy cam tng CYP3A mirc d vira va manh sé lam B“’”“
néng d¢ daclatasvir trong huyét tucmg va lam giam hiéu lyc diéu tri
ciia daclatasvir. Céc thudc e ché manh CYP3A (clarithromycin,
itraconazol, ketoconazol, ritonavir) ¢ thé lam tang nong do
daclatasvir trong huyét twong (Chi tiét cu thé xem bang 3).

Anh huong cia daclatasvir dén céc thuoc khéc:

Daclatasvir 12 mét chit e ché chit van chuyén P-glyﬁﬂpmtem
(P-gp), véan chuyén polypeptid anion hifu co (OATP) 1B1 va 1B3,
protein khang ung thu vii (BCRP), Khi uéng daclatasvir ¢6 thé
lam ting AUC cua cic thudc la co chit cia P- -gp, OATP 1B1 hod¢
IB3, BCRP, do dd ¢6 thé 1am tang hoic kéo dai tac dung diéu
hodac ADR.

Tuwong tdc gitra daclatasvir va cac thuée cé ¥ nghia trén lim sang
(Xem bang 2).




https://trungtamthuoc.com/

DTQOVN 3 Daclatasvir 539
Bdag 2: Twomg ;fic gif}a da.cfatas?:!r VO'I cdc thubde cé y nghia — - - _j;é;}, nhin dang ]
= .mfg £ H'-uy el il ) ding daclatasvir, bdt |
Nhém thuéde Téc djng | dau ding digoxin:
Hoat chit 1&n ndng 49 | Khuyén cho/ Xir tri | Diing liéu khéi du
(diing phdi hop véi T!hl_lﬁc (khi phdi hop véi digoxin phi hop thip |
daclatasvir) (“_‘“B)a daclatasvir) nhat, theo dai nong
TR I (glém_}, 6 digoxin va dicu |
Cic thubc khing HIV a o chinh liéu néu can |
- thiét va tiép tuc theo
Thuoc trc ché protease aBi.
Atanazavir + ritonavir . ) et +Digoxin Bénh nhan dang ding
| Indinavir | * Daclatasvir Glé.m li¢u daclatasvir igoxin digoxin, truzcre khi bit
| Nelfinavir 16i 30 mg/ngay dau ding daclatasvir:
Saquinavir Do nong dd digoxin
e hul e Bibteis || g p— - trudc khi khoi dau
Lo oS ARG M ding daclatasvir. Diéu
Mide, o chinh gidm ndng do
Phac do6 khéang virus c6 ! digoxin bing giam
cobicistat - . liéu dén khoing 15 -
Vi dy: atazanavir/ t Daclatasvir | Gi4m licu daclatasvir 30% hojc thay di tin
cobicistat, elvitegravir/ | 161 30 mg/lan/ngay | sudt dua ]iéAu vi tigp
cobicistat/emtricitabin/ - N | tuc theo dai.
| tenofovir disoproxil | Cic thude ha lipid hiyét
| fumarat ' - ——a
_h I _k-'r N == = Thuée tec che HMG-CoA
: Thuac wec ché enzym sao - e Sl i AR
chép nguge non-nucleosid ' Atorvastatin 1 Alorva.sl.a.lin lién quan dén thubc
(NNRTT) | Daclatasvir | Li08 liéu daclatasvir Fluvastatin 1 Fluvastatin | o+ & HMG-CoA
Efavirenz t¢i 90 mg/lan/ngay Pitavastatin 1 Pitavastatin | 0 - e nr bénh
Etravirin | Pravastatin T Pravastatin |, ¢ co
Nevirapin | Rosuvastatin 1 Rosuvastatin
— Simvastatin T_Si_rnvastatin 3

-C_tic thudc iec ché mgnh CYP3A
(Tham khdo thém cdc thuoc khing HIV)

Vi du:
Clarithromycin
Itraconazol
Ketoconazol
Nefazodon
Posaconazol
Telithromycin
Voriconazol

Cic thude cam irng trung binh CYP3A
(Tham khao thém cdc thuoc khang HIV)

Viduy:
Bosentan
Dexamethason
Modafinil
Nafcillin

. Rifapentin

1 Daclatasvir

| Daclatasvir

Cic thube chong dong

Dabigatran etexilat
mesylat

; Cdc thuéc tim mach

1 Dabigatran

( Amiodaron
|

Chua 1o co
ché anh hudng
véi amiodaron

| Gidm lidu daclatasvir
16i 30 mg/lan/ngy
khi dung ddng thoi
voi thude dre ché
manh CYP3A

Ting liéu daclatasvir
t6i 90 mg/lan/ngay
khi diing déng théri
véi thube cam img
trung binh CYP3A

Khéng khuyén cdo
phoi hop

Khéng khuyén céo
diing amiodaron ciing
daclatasvir phéi hop
voi sofosbuvir vico
thé gay ra nhip tim
cham trim trong. Néu
cin dimg phdi hop,
phi theo ddi nhip tim
(xem phin Thin trong

VAADR)

Céc thubc gigm dau gy nghi¢n/ Diéu tri cai nghign

t Buprenorphin
1Norbuprenorphin

Buprenorphin
Buprenorphin/naloxon

Cde tuong tac khdng co y nghia lam sang:

Khong can

diéu chinh liéu
buprenorphin hodc
buprenorphin/
naloxon, nhung can
theo doi lam sang
cac ADR lién quan
dén buprenorphin

Dua trén cac két qua thir nghiém vé tuong tac thudc, ghi nhén

co thay déi vé AUC cia cic thubc sau nh

ung khong co y nghia

lam sang khi sir dung cung daclatasvir: cyclosporin, darunavir
(kém ritonavir), dolutegravir, escitalopram, ethinyl estradiol/
norgestimat, lopinavir (kem ritonavir), methadon, midazolam,

tacrolimus, tenofovir.

Thay dbi AUC ciia daclatasvir nhumg khéng ¢é y nghia lam sang

dugc ghi nhan khi ding cing cac thude:

cyclosporin, darunavir

(kém ritonavir), dolutegravir, escitalopram, famotidin, lopinavir
(kém ritonavir), omeprazol, sofosbuvir, tacrolimus, tenofovir,
Anh hudng cia thiec an dén hap thu daclatasvir: Thirc dn lam giam

hép thu, thé hién bing C__va AUC,  ci

a daclatasvir khi udng

cung bira dn c6 nhiéu mo va nhiéu calo; nhung néu uong thudc

cling bira an c6 it m& va lugng calo thap thi
dén hip thu thudc.

;ognh 3 - -
Qua liéu va xur tri

khong thiy anh huémg

Trigu ching: C6 rét it dir liéu vé qua liéu do ngau nhién cua

daclatasvir trong cac nghién ciru lim sang.

Trong nghién ciru lam

sang giai doan 1, nhimg ngudi khoe manh da udng 100 mg/lan/
ngay trong toi da 14 ngay hodc lidu duy nhét 1én dén 200 mg nhung

khong thiy triéu chimg ADR.
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Xir tri: Khong c6 thube giai doc cho qua liéu daclatasvir. Piéu
trj qué liéu voi daclatasvir bao gém céc bién phép diéu trj hd trg
chung, theo doi cic ddu hiéu quan trong va theo ddi tinh trang
lim sang cua b¢nh nhan. Vi daclatasvir lién két véi protein cao
(> 99%), nén thim tach mau khong lam giam dang ké ndng dé
thuéc trong huyét tuong.

Cdp nhat lan cudi: 2021.

DACTINOMYCIN

Tén chung qm‘ic té: Dactinomycin.,
Ma ATC: LOIDAOI.
Loai thude: Thude chong ung thur (nhom actinomycin),

Dang thudce va ham hrgng

B¢t pha tiém: 500 microgam dactinomycin dé hoa tan trong 1,1 ml
nudc vo khudn dé pha tiém, khong c6 cac chét biao quan.

Dirgee lyce hoc

Dactinomycin la thudc khang sinh chéng ung thur do Streptomyces
parvulus va céac chung szp:omyces khéc sinh ra. Thudc cé tic
dung kim khuén, nhét 1a véi vi khudn Gram duong nhung khong
dugc dung de khang khuén do ¢6 déc tinh 1én té bao. Thubce frc ché
tang sinh té bao bang cach tao nén phirc hop vimg bén véi DNA
va gdy can trg tong hqp RNA phu thugc DNA. Téng hgp protein
va DNA ciing bi trc ché nhung can phai ¢6 nong do dacnnomycm
cao hon so vai irc ché tong hop RNA. Thude c6 thé ting cudmg
tic dung dgc té bao cha liéu phép tia xa. Dactinomycin ciing c6
tac QI,mg trc ché mién dich va cé déi chut hoat tinh lam giam calci
huyét twong ty nhu plicamycin.

Dactinomycin irc ché nhanh ting sinh té bao binh thuéng va té bao
ung thir va la mét trong s nhimg thude chéng ung thir manh nhét
duoge biét. Trén dong vat thuc nghiém, tuyén {re, lach, va cac to
chirc bach mach khac teo nho.

Dwge déng hoc

Dactinomycin dugce hip thu kém & dudong tiéu hoa. Thude rat kich
ung nén phai tiém tinh mach. Sau khi tiém tinh mach, dactinomycin
phén bb nhanh véo cac mo, co néng 6 cao & tiry xuong va cdc té
bao ¢6 nhén, bao gbm ca bach cau hat va té bao lympho.

Sau khi tiém tinh mach, ndng dé thudc trong huyét tuong giam
nhanh trong git diu nhung sau d6 g1am cham, nita doi huyét twong
cubi cling vao khoang 36 gio. Thuéc it bj chuyén héa (mot lugng
nho monolacton ciia thube duge phat hién trong nuréc tiéu). Thude
duge bai tiét vio nude tiéu va mat. Thude it qua hang rao mau - ndo
nhung qua duge nhau thai. Chua biét thudc c6 duoc bai xuat qua
sita me hay khéng. Khoang 30% lidu thudc dio thii vao nudc tidu
v phin trong 9 ngay; thudc dao thai chi yéu theo nude tiéu dudi
dang khong dbi.

Chi dinh

U Wilms: Dactinomycin dugc ding phdi hop véi céc thude hoa tri
ligu khéc trong nhiéu phac dd diéu tri dé b6 trg cho phau thudt ¢6
kém hodc khong kém xa tri & tré em bi u Wilms. Khéong ding ddng
thori dactinomycin khi dang xa tri. Tri liéu phu thudc vao giai doan
bénh, té bao hoc khéi u, tudi ctia bénh nhén, kich thude khéi v,
Sarcom co van: Dactinomycin duge dimg phdi hop vai cac thude
héa tri ligu khac trong nhiéu phac o diéu tri. Tri liéu phu thuqn.
vao mirc do lan toa cua bénh, bénh khac, giai doan bénh, té bao
hoc khéi u.

Sarcom Ewing: Tuy dactinomycin vin dugc ghi dung trong
héa tri liéu dé diéu tri sarcom Ewing, nhung hién nay it ding.
Héa tri ligu chuin hién nay gom c6 vincristin, doxorubicin, va
cyclophosphamid xen k& véi ifosfamid va etoposid.

U ld nuéi: Dactinomycin dugc dung don trj li¢u hodc trong phac
dd ph(‘)i hgp véi etoposid, methotrexat, acid folinic, vincristin,
cyclophosphamid va cisplatin.

Ung thu tinh hoan khéng phdi u tinh cé di can: Dactinomycin duge
ding trong phéc dé c6 cyclophosphamid, bleomycin, vinblastin v3
cisplatin.

Chong chi dinh

Ngudi mén cam véi thude. Ngudi méc thiy ddu, zona vi ¢6 thé xdy
ra bénh toan than nang, tham chi fir vong.

Thin trong

Dactinomyein la thudc ¢6 dgc tinh cao v chi s6 diéu tri thip nén
chi duge ding dudi sy giam sat thuong xuyén cua thay thude ¢4
kinh nghu:m trong ligu phap ding céc thube ddc té bao va ¢dp nhat
v&i nhimng tién bd dlcu tri bing dactinomycin.

Ngudi dang co thai cén tranh bi phoi nhiém dactinomycin.

Phai hét sirc than trong dé tranh thudc thoat mach khi tiém, cho
nén thuong ding cach cho thuéc qua mét dng nhanh khi truyén
tinh mach.

Phai dém sb lugng tiéu cau va bach ciu hang ngéy dé phat hién suy
tiy; néu mot trong hai so lugng d6 giam nhiéu, phai ngimg thude
cho t6i khi phuc héi.

Cén thong bao cho nguoi bénh phai dén thay thudc khi thiy sét
38 °C hodc hon, va phai tranh xa ngudi méc bénh cam hodc cam
lanh (nguy co nhiém khuan ting).

Phai ting cudmg chim s6c miéng dé giam thiéu tac dung viém
miéng.

Phai ding dactinomycin than trong khi phdi hop véi xa trj vi hay
6 hong ban sém @& ving da lanh, niém mac miéng, hong; ving
chiéu tia sim mau, phu, bong da, phong mrde déi khi hoai tir. Viém
miéng, viém ludi, dic biét than trong trong 2 thang dau sau Xa
tri & viing bén phai dé diéu tri u Wilms vi di c6 gan to, ting AST
(SGOT), ¢ truéng & mdt s6 ngudi bénh.

Thén trong khi dung cho tré em vi t¥ 1€ bi ADR cao. Nha san xuét
khuyén chi nén ding cho tré trén 6 - 12 thang tudi. Tic tinh mach
(chit yéu & gan) c6 thé gay tir vong, nhit 12 véi tré dudi 4 tudi.
Thén trong khi ding dactinomycin cho ngudi cao tudi vi ¢o nguy
co cao b suy tily. Cén rat than trong khi xac dinh liéu cho nguoi
cao tudi.

Dacti n.omycm ¢6 thé gay ung thu thir phat: Bénh bach cau di gip
& nguoi diéu tri bang xa tri phdi hop voi thube chdng ung thu
dactinomycin,

Thai ky mang thai

Dactinomycin gy quéi thai va dé¢ véi bio thai. Phy nir trong lia
tudi sinh dé phai dugc canh béo 1a khong nén mang thai trong thoi
gian ding dactinomycin. Chi dung hoa li¢u phap chong ung thu
cho phy nir dang mang thai khi tinh mang bi de doa hoic khi khong
sir dung drge cac thude an toan hon hodc khi cac thube khac khong
c6 tac dung. Néu phai ding thudc cho ngudi c6 thai hodc bénh
nhan ¢ thai khi dang ding thuéc phai théng bao cho bénh nhin
cac nguy co lén thai.

Thoi k¥ cho con bi

Chua 15 dactinomycin ¢6 dugc bai tiét vio sita me hay khong. Phu
nit dimg dactinomycin khéng duge cho con b vi thube c6 thé gy
ADR rat ndng 1én tré.

T4c dung khing mong muén (ADR)

ADR thong thudng gém budn nén va nén, déi khi rat niing. Budn
nén va non thirong xay ra vai gu’y sau khi diing thuéc va c6 thé kéo
dai t6i 24 gid. Tuy nhién, nhiéu ADR cua dactinomycin 1a do tic
dung kéo dai cua thude. Pdc tinh huyét hoc 1a mét trong nhimg
ADR chinh, lam han ché liéu dung cua dactinomycin va thuomg



