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R*DOXORUBICIN BIDIPHAR 10

Dung dich tiém
THUOC BQC

—_—

1. Thanh phdn: cho 1 lg:

TG WP .o i s e ST
(Ta duge: Natri clorid, acid hydrociorid, nuréc cét pha tiém)

2. Dang bao ché: Dung dich tidm
3. Dugre lye hoe:

Nhém duoce ly: Thube chiing ung thur nhém anthracyelin,

Ma ATC: LOTDBO1.

Duge WA cor ché téc dung:
‘Dummmmumunangmnuwmnhmmn-muxanaoammnupw ma
trrimg nudi cly Streptomyces peucetius var. caecius. Hién nay dugc tdng hop tir daunorubicin.
Doxorubicin kich img manh cac md va cé thé gy hoal tr mé, vi dy trong truémg hop tiém ra
ngodi mach mau.

- Hoat tinh sinh hoc cla doxorubicin 13 do doxorubicin gén vao DNA 1am (¢ ché enzym cin thiét
dé sao chép va phién ma DNA. Daxorubicin gdy gian doan manh chu ki phat tridn té bao & giai
doan phén béo S va giai doan gian phan, nhung thudc ciing téc dyng trén céc gial doan khac cia
chu ki phét trién té bac
- Doxcrubicin 6 thé dung don dgc hogc phéi hap vari thubc chbng ung thy khéc. Sy khang thubc
chéo xdy ra khi khéi u khang ca doxorubicin va daunorubicin.
4. Duvoc déng hoc:
-anmn&mmﬂndmmmwﬁ.mmmmuﬁnmm
yéu & gan tgo thanh doxorubicinol va cac agiycon. Can luu ¥ 1a mdt vai chét chuyén hoa ndy cing
a cac chéat gay ddc t& bao nhung khong doc hom daxorubicin. Néng a8 cao cac chdl chuyén hoa
mﬁlﬁmmanhmmyétmgwmwdomﬂbhbévﬁwmwﬂmmrh
héa cham & ngudi b gidm chie ndng gan. Sau khi dugc tiém vao finh mach, doxorubicin nhanh
chong roi khdi mau, di vao cac md nhét 12 phdi, gan. tim, lach, than. Thé tich phan bd cda
doxorubicin hydroclorid khi tiém tinh mach 1 khodng 700 — 1100 litim™. Trong huyét tweng khoang
70% dosocubicin Fén keLydi piotein. Doxaiubicin Gua Nang FAC MAU — naa At it, : gue
duoc hang rao nhau thai. e
- Thubc duoe chuyén héa nhanh & gan, 120 thanh cac chit chuyén héa, trong d6 cb chéit 6 hoat
tinh (adriamycinol). Trong ving § ngdy ding thube, khodng 5% lidu dac thai qua thin; trang vong
7 ngay, khodng 40 - 50% thai Urir qua m3t. Néu chire néing gan giam, thai trir cham hom, do vdy
aﬁﬂul&nli&udung.ijg&ﬂmh&n&qﬁdomtﬂ\thanﬂmm.ﬂm
binh Ia 12 gi¢r, 3,3 gir va khoding 30 gidr.

- Doxorubicin khéng ding durémg udng vi sinh kha dyng rit thip (dudi 5%).

5. Quy cach dong goi: H8p 1 lp 5 mi
6. Chi djnh:
Doxorubicin dupe chi dinh diu trj cac bénh ung thir sau:
- Ung thur phéi té bao nhé (SCLC).
- Ung thu wi.

- Ung thur bifu md bubng trirng tién tridn.

+ Ung thu bang quang (ding duémg truyén thube vao bang quang).

= Tién nd g va ha tro trj ligu u arong &c tinh.

- Sarcom mB& mbm tién tién & nguai iom.

- Sarcom Ewing.

- Ulympho ée tinh 4 2 dang: u Hodgkin va khong Hodghin,

d¢nh bach cau lympho cap tinh.
- Bénh bach cdu dong tay cép tinh.

-'Da u tiy tién tridn.

- Ung thu ndi mac tir cung lién trién hodc tai phat.

-~ U Wiim.

+ Ung thar tuyén giap (dang nang, dang nhu) ién trién.

- Ung thu tuyén giap thé khing biét hoa.

- U nguyén bao than kinh tién trién.

- Ung thur da day di can.
Daxorubicin thueng duge sir dung trong céc phac dd hoa tri két hop véi cac thubc gy doc té
bao khac.

7. Libu lwgng va cach ding:

* Lidu lugng:
-mnmmzmmmmuwnmummm&ﬂum.twmﬁuml
ua&ummmcaonhtmhdan.mﬁaummthmwwm&mdﬁm
theo chi dinh (céc khéi u rdn hay bénh bach cAu cép tinh) va tiy theo cac phac ab didu b dac
higu (nhur diing lidu duy nhdt hodic két hop i cac thubc gdy doc th bao khac hodc mat phan
l.rongU\l.'ahuﬂméumkétwpnrnhmmmm:uﬂlhqpnda!'llléu.phhlhi!.n
tri va didu trj bang ndi tiét 18),
+ Bon trj ligu: Lidu lugng duge tinh trén co sé dién tich b& mat co thé (mgim?). Libu khuyén

mmaonﬂuulaso—mm’_ﬂmuwﬁmwﬁmmm
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++ Khi doxorubicin Suge sir dung két hgp voi cac thubc chbng ung thu khac co dde tinh chbng

chéo, nhu tiém finh mach lidu cao cyclophosphamid hodc cac hop chiit anthracychin (nhu.

daunorubicin, idarubicin vi/hodc epirubicin). lidu ding cia doxorubicin nén duoc giam 161 30 -

60 mg/m* mbi 3 — 4 tudn.

++ VAi nhirng bénh nhan khong thé didu trj dd lidu (nhu ngudr b suy gidm mién dich, ngudi cao

wbi), libu thay thé 1a 15-20 mg/m’ bé mét co thé mdi tubin.

- Buéng dung bang quang:

Doxorubicin ¢6 thé dugc truydn nhé giot vao bang quang dé didu tr ung thu bé mat bang quang

hodc dy phang ung thu tai phat sau khi ct qua niéu dao & nhirng bénh nhan cé nguy co 14i phat

cao. Libu khuyén cdo 38 didu tri ung the b mat bang quang la truyén nhd giot vao bang quang

libu 30 — 50 mg trong 25 — 50 ml dung dich NaCl 0,9%. Néng dd 18i vu khodng 1 mg/imi. Thong

!hu-bng dmgdimnaynmduvclwqiotmngbamqusnglu1-2g|cr Trong giai doan nay,
i nhan nén dugc xoay 90° mdi 15 phit. Bénh nhan khdng nén udng bét ky chit 13ng néo

umgugmmmmﬂmmécummmnwmmmmth

nay cb thé gidm lrong nude tidu khoang 50 miigio. Truydn nhé giot cé thé duoc lap lai trong

khodng 1 tudn té1 1 thang phy thude vao myc dich didu trj 1a phong bénh hay trj bénh.

- Bidu chinh lidu trén cac dbi twong déc biét:

+ Bénh nhan bj suy gidm chir nang gan: do doxorubicin dugc dao thai chi yéu qua gan va mat

nén viéc thai trir cia thudc co thé gidm & bénh nhan bi suy gidm chirc néng gan hodc tic nghén

tiét mat va diéu nay co thé gy ra cac anh hudng thir phat nghiém trong.

Cac khuyén cao diu chinh lidu & bénh nhan suy gidm chirc nang gan dya vao ndng df bilirubin

huyét thanh:
Nong dd bilirubin Lidu khuyén céo
20 - 50 pmol/L % liéu binh thuéng
> 50 pmoliL Y liéu binh thuwdng

Chdng chi dinh doxorubicin & bénh nhan bj suy giam chirc nang gan nang.

+ Bénh nhén bj suy gidm chirc ndng thén:

++ (Y bénh nhén suy thén (GFR < 10 mi/phat), chi nén dang 75% so voi lidu binh thudmg.

++ Db tranh nguy co bénh co tim, h&nh&ulﬁ:ﬁycﬁndumuﬁdn{hmﬁnﬂl’u&mw

nhi daunorubicin) khang nén vuot qua 450 — 550 mg/m” dién tich b& mat co thé. nhan

uumunm\mmdﬂunmmmmmmmmm alkyl
6a va nhizng bénh nhéin co nguy co caa (bj tang huyét &p d9ng mach > § nam, bj thn theong co

bm van tim hodc trwée vanh, trén 70 tudi), lbngliéut&idad»OOmg!m khéng nén dwoc wiot qua

véd chirc néng tim clia céc bénh nhan nay nén dugc theo ddi.

+ Bénh nhén bj suy tim: Ngung sl dung doxorubicin & bénh nhan c6 ddu hidéu hodc éu chirng

ctia bénh co tim.

+ Lidu dung & tré em:

Lidu dung & tré em can dugc gidm do tré em cb nguy co cao hon dbi véi déc tinh tim, dac bigt

d6c tinh xdy ra mudn. mdowymgnanmwmmmmwaaﬂuum

@én 14 ngay sau khi bét dAu @idu tri. Lidu tich 10y 1i da & tré em |4 400 mgim’.

+ Bénh nhan béo phi: Giam liéu khén déu hodic kéo dai chu ky sir dung thubc clin duge xem xét

& bénh nhan béo phi.

* Cach ding:

- Thube tiém doxorubicin nén duge sir dyung dudi sir gidm sét cla bac s§ c6 trinh 48 va nhidu

kinh nghiém trong didu tr gay ddc té bao. Ngoai ra, bénh nhan phdi dugc theo doi than trong va

thuérng xuydn trong thér gian didu trj.

- Do nguy co clia bénh co tim thuong gay tir vong, nguy co va Igi ich clia bénh nhan cin duoc

xem xét tredc khi didu tri.

-oomwuamwmmmmmwwmmmqmm ldthg&rvcdﬁnq
ong uong, be Yi da, Uém bdp hodc tiém ndi thy. Doxorubicin cb thé dugc tiém tinh ml’:h

nnaan[bomnmnguuphuthoacn-uyénmhmacmm1guahoacuu-,énrrrmmgcmmnlwah

96 gi¢r.

- Dung dich thudc dugc dua vao dudng truyén tinh mach dang chdy cia dung dich NaCl 0,9%

hojic dung dich dextrose 5% trong khodng 2 — 15 phit. Ky thust nay giGp gidm thidu nguy cor

viém téc tinh mach va thoat mach ra ngoai linh mach, hién tugng ndy cé thé din dén tinh trang

*s&n vo cam”, gidp da, hoai tir md cyc bd ndng. K§ thut tiém finh mach truc tiép khdng dugc

khuyén céo do nguy co thoat mach.

- Huéng dén sl dung an toan va xir Iy loai bd: Doxorubicin 1a mdt tdc nhan gay ddc té bao manh

va chi nén duoc chi dinh, chulin bi va sir dung bdi cac chuyén gia da dugc huéin luyén vé viéc

sir dyng an toan ché pham nay. Can tudn thi cac hudmg din sau day khi x Iy, chudn bj va loai

bd doxorubicin.

+ Chuéin bi:

++ Nhén vién phéi dwgc d4o 1ao voi ki thual tht d& xr Iy.

++ Nhan vién mang thai khéng duoc lam vidc v thubc gay dc 1é bao nay.
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Xét nghiém mau; hematocnt, téu cau, phan biét bach cdu, SGPT, SGOT, LOH, bilirubin, acid

-Kﬂmnﬁﬁhtﬂ:
Trudre khi didu tri, cAn do chire ndng gan bang cac xét nghiém théng thueong nhur AST, ALT, ALP
va bilirubin cling nhir chirc ndng thin.
- Kiém soat chirc nang thit trai:
Phan tich LVEF béng siéu am hodc xa hinh tim nén duoc thue hién d& danh gia tinh trang tim
clia bénh nhan. Kiém soat nay nén dugc thye hién trude khi bt ddu didu tr va sau mdi lidu tich
Iy (khoding 100 mgim®).
- Chirc néng tim: nhidm ddc tim 14 mt nguy co cua didu trj bang anthracyclin va co thé bidu
hién cac bién cb sém (cap tinh) hodic mudn (chém xudt hién).
+ Cac bién cé sém (clp tinh): nhidm ddc tim sém do doxorubicin bao gdm cac bidu hién chl
yéu 1a nhip nhanh xoang vivho#ic cac bt thudmg dién tam d& nhu thay dbi sang ST-T khéng dién
hinh. Loan nhip nhanh, ké ca co tam that sém, nhip nhanh tht, cham nhip tim ciing nhu bibe ki
~ thét vé biéc nhanh cling 44 dugc bao cdo. Cac tridu chirmg ndy thudng 1a cac ddc tinh cép tinh
thodng qua. CAc triéu chimg ndy thudmg khdng tién doan duoc tién trién tidp theo cla tinh trang
nhidm ddc im mudn va thudng khdng cdn phai ngimg thubc. M& rdng va lam phéng phic hop
song QRS wot gioh han binh thudmg c6 thé 1a ddu hiéu cla bénh co tim do doxorubicin. Theo
nguyén tac, nhiing bénh nhan cé gia tri LVEF ban du binh thudng (= 50%), gidm 10% gia tn
tuyét d8i hodc gidm xubng dudi ngudng 50% chi ra tinh trang rbi loan chirc nang tim va trong
tinh trang nay, viéc diéu tri voi doxorubicin nén dugc xem xét than trong.
+ Cac bién cé mudn (chdm xuét hién): Nhiém doc tim mudn thudng xudt hién vao cubi dot
didu tri bing doxorubicin hodc trong vong 2 — 3 thang sau khi 4a ngirng thubc. MOt sb bién cb
xudt hién cham hon (vai thang 161 vai ndm) da dugc béo cao. Bénh co tim mudn duoc bidu hién
bdng giam phan sudt tdng mau thét tréi (LVEF) va/hodc cac déu hiéu va triéu chirng suy tim sung
huyét (CHF) nhu kho thé, pha phéi, phi do tu thé, tim to va gan to, thidu niéu, bang bung, tran
dich méng phéi va nhip gallop. Cac bidu hign ban cép nhu viém mang ngodi im/viém co tim cing
da dugc béo céo. Suy tim sung huyét gdy nguy hiém tinh mang & dang bénh co tim nghiém
trong nhét do sir dung anthracyclin va tidu biéu cho ddc tinh gidi han liéu tich Iy cia thubce.
+ Can @anh gia chirc nang tim trudc khi bénh nhéan bt dau didu tri bdng doxorubicin va phai theo
ddi chirc nang lim trong subt qua trinh didu trj 3é& gidm thidu nguy co suy tim nang. Nguy co suy
tim co thé giam xuéng khi thuéng xuyén theo dbi LVEF trong qué trinh diéu tri v ngimg sir dung
doxorubicin ngay khi phat hién trigu chirng dau tién cia suy tim. Phuong phap dinh legng thich
hop dé danh gia chirc ndng tim (danh gia LVEF) 1a chyp mach xa hinh kiéu nhigu cdng (MUGA)
hodc siéu am tim (ECHO). Khuyén céo danh gid ban ddu chirc nang tim bang dién tam db va
MUGA hogc ECHO, nhét la & bénh nhan co yéu 16 nguy co lam lang nguy co nhiém ddc cor tim.
Can danh gia lai LVEF bdng MUGA hogc ECHO, déc biét khi dung din xuét anthracyclin lidu
cao, tich 10y. Phuong phép sir dyng d& danh gia chirc ndng tim phai ddng nhél trong qua trinh
theo doi.
+mmmmtnmmﬁnm&xmumkm1-nmmmmwmwm
tang cham dén dng libu tich 10y 450 — 550 mg/m”. Sau d6, mwmmmsmmﬁtw
trién tAng nhanh v khuyén cao khong dugc weot qua idu tich IOy tdi da 550 mg/m’. Néu bénh
nhan co cac ybu 14 nguy co tiém An khac cda nhidm ddc tim (tidn s bénh tim mach, diéu I
trudre 46 vivi céc anthracyclin hodic anthracendion khac, liéu phap xa tri tnrdre 36 hodic xa tri ddng
thoi tai khu we trung thdt/mang ngoai tim va sir dung ddng then cac thube cb thé lam gidm kha
nang co bép co tim bao gdm: cyclophosphamid va 5 - fluoruracil) thi nhiém dbc tm do
doxorubicin ¢6 thé xdy ra tai lidu tich I3y thdp hom va chic nang tim nén duoc thec dai than
trong.
+ Tré em va thanh thiéu nién co nguy co cao i woi tién tridn nhidm ddc tim mudn sau khi sir
- dyng doxorubicin. Phy nir cé nguy cor cao hon nam gidi. Danh gié chirc néng im dinh ky duoc
khuyén cao dé theo ddi tac dong nay.
+ DY¢ tinh cla doxorubicin va cac din chét anthracyclin hogc anthracenedion khéc cb tinh chét
hiép dbng.
- Chirc néng gan: Budmg thai trir chinh cla doxorubicin Ia qua hé gan mat. Can danh gia nbng
@0 bilirubin toan phén trwdc va trong qué trinh didu trj voi doxorubicin. Bénh nhan bi tang bilirubin
¢6 thé ¢ tbc 36 thanh thai thudc cham hon, kém theo tang nguy co nhiém ddc. Khuyén cdo s
dung lidu thlp cho nhirng bénh nhan ndy. Bénh nhén suy gan néng khdng nén ding doxorubicin.
- Déc tinh trén huyét hgc: doxorubicin 6 thé gay suy tiy. Cin kidm tra cac hong sé huyét hoc
trwdre va trong m&i chu ki didu tri bdng doxorubicin, bac gbm cé céc loal bach clu biét hoa. Gidm
bach clu va/hodc giam bach cAu hat (gidm bach cAu trung tinh) phy thudc lidu ding va co thé hdi
phuc 1a bidu hién chinh cla tinh trang nhidm ddc huyét hoc do doxorubicin va & ddc tinh cdp tinh
hay gap nhit han ché lidu ding khi sir dyng thuéc nay. Gidm bach cdu va gidm bach clu trung
tinh thuémg gidm thap nhét vao gitra céc ngay thir 10 v 14 sau khi ding thubc. S8 lugng bach
chu/bach cdu trung tinh tré v mirc binh thudng vao ngay 21 & hu hét cac bénh nhan. Can xem
xét gidm lidu hodc tang khoadng théri gian str dyng thubc néu cac gia tri huyét hoc bét thudng.
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++ Céc nhén vién thao tac vl doxorubicin phéi co nhimg phuong tién bdo wé: kinh bao hd, &0

choang, gang tay ding 1 1&n va khéu trang.

++ Tht c& cac vit dung duoc ding dé tiém truydn hodc vé sinh, bao gdm cé gang tay, phi duge

b6 vao trong céc tai dyng chit thai loal nguy hidm dé thidu hiy & nhiét 69 cao (700 °C).

++ Tht c4 cac vat lidu lau chii phdi duge xi Iy nhu md & trén.

++ Lu@in ludn rira tay sau khi thao géng tay.

+ Nhidm thubc:

++ Trong trwdmg hop tidp xic véi da holic mang nhay, phai nira that ki ving bi idp xic d& vai xa

phong va nurgre hoic dung dich natri bicarbonat. Tuy nhién, ciin trénh co nira ch8 da 34 bng ban

chéi. Mot logi kem 1am diu ¢ thé duoc sir dyng dé gidm cam giac dau nhirc thodng qua & da.

++ Trong tnrémg hop tiép xic woi mat, kéo mi mét bi day thubc 18n v& nra mat wii that nhidu

nudre trong thén gian it nhét la 15 phut hodc dung dich natr clorid 0,9% 38 ém. Sau d6 dua 8én

béc T dé danh gid y khoa

++ Néu ddnh d8 thubc hosc ro ri thube ra ngoai, phai xr Iy biing dung dich natri hypeclond 1%

hedic don gidn hon vii hé dém phosphat (pH > 8) ddn khi dung dich bl mét mau. Dung Khan/vai
Mmmmwmmmwmmzmm.m.mmmw

tGi nhia vé bit kin dé thiéy aét.

+ Sir dung: Phiin con lai cia thudc cang nhw tht ca céc vt dung 0 duyc ding a4 pha lodng va

tiém truyén phai duge tiéu huy theo quy trinh chudn cla bénh wién ap dung 641 vai cac téc nhan

gay dgc té bao phi hop véi quy dinh hién hanh lién quan 8én Wéc x Iy chit thé nguy hai.

+ Xir y: Chi sl dyng 1 1&n. B&t ky phan thubc khdng sir dyng hodc chét thai nén dugc w Iy theo

yéu clu tai bénh vién. Tuan thi cac hrdmg ddn i Iy cac thubc gay ddc ¥ bao.

8. Sir dyng cho phuy nir ¢6 thai va cho con ba:

- Thoi ky mang thai: Doxorubicin g8y khuyét tat thai nhi va thuémg ndng, vi vy viéc chi dinh

doxorubicin phai hét sirc han ché sau khi 3& can nhéc gitra loi ich cia me va tac hai 86i voi tré.

- Théri ky cho con bi: Doxorubicin bai tiét vo stra va cé thé gy gidm kha nang midn dich, ung

ther, giam bach cdu va anh hudng 1én siz tng trudng cla tré. Ngudi dang cho con bd cn didu

tri bing doxorubicin phdi cai sira cho con.

9. Téc ddng cua thube khi 4l xe va van hanh may:

Doxorubicin ¢4 thé gay budn nén, ndn, chéng mat va budn ngl nén cé thll tam thd gidm khd ndng

lai xe v& van hanh may méc.

10. Chéng chi dinh;

- Qué mén v doxorubicin hydroclord hodic véi bal ky thanh phin ndo ctia thubce.

+ Suy tily xuromg c6 bidu hign kéo dai vivhode vém miéng nang duoc gay ra do didu I trude db

véri cac thubc gy doc 16 baa khac vivhodc chidu xa.

+ Bidu trf truoc @6 i liBu tich 10y 18i da cla doxorubicin vivhodc céc anthracyclin khac (nhu

daunorubicin, epirubicin, idarubicin) vé cac anthracenedion.

+ Nhi&m trung todn than.

+ Suy gan néng.

+ Loan nhip tim néng, suy tim, nhdi mau co tim tredc @, bénh tm do viém cép tinh.

+ Khuynh huéng tang xuét huyét.

+ Phy nir cho con ba.

- Chéng chi dinh khi ding dudmg bang quang:

+ Caic khdi u xam I4n xam nhap vao bang quang.

+ Viém bang quang.

+ Tibu ra méu,

+ Kho dt bng théng dudng tidu (nhur cac khéi u lém trong bang quang).

+ Phy nir cho con bu.

“ + Nhifm tring dudng tiét nieu,

- B&nh nhan ung the Kaposi lién quan dén AIDS dugc dibu tri oo hibu qua voi lidu phap didu ir
tai chd hodic hé théng alpha-interferon.
11. Thén trong:
- Thudc tiém doxorubicin chi durot str dung dudi sy gidm sét cda bac sj co dl kinh nghiém trong
didu trj gdy doc 16 bao ding dudng ém finh mach hodic dudng dung bang quang. Doxorubicin
c6 thé 1am tang ddc tinh cua cac lidu phap didu tri chéng ung thr khac. Kidm sodt than trong céc
bién chirng 1am sang nén dugc thyc hién, déc biét & nhimg bénh nhan cao twdi, bénh nhan cb
ti8n sir bj bénh tim hodc bj (¢ ché ty xrong hodc bénh nhan 43 dwgc Géu trj tnrdc 6 vir cac
dén chat anthracyclin hodc dugc didu trj béing buc xa & trung thit.

- Cén quan sat chat ché tinh trang bénh nhan va theo ddi cac thir nghiém 1Ang quat khi Gidu tr

ban d4u. Do dé khuyén céo bénh nhan cAn nh@p vién it nht |4 trong glal doan dAu cia didu i

Doxorubicin c6 thé gy vo sinh trong théd gian dung thube.

- Bénh nhan nén hdi phuc céc 3dc¢ tinh cép do didu trj trude 86 (nhu viém migng, gidm bach clu

trung tinh, gidm tiéu cau va nhidm tring toan thén) trudre khi bét dAu didu trj vii doxorubicin.

- Trére hodic trong khi didu tri voi doxorubicin, céc phép kiém tra dudi day dugc khuyén cdo (tin
suét cac xét nghidm phy thudc vao tinh trang tng quat, idu ding va céc thubc sir dyng dbng
théri):

+ Chup X quang phdi va ngyc, 1am dign tam 68 (ECG). '
+ Thec ddi thudng xuyén chirc ndng tim: phén sudt thng mau thit tral (LVEF) béng ECG, UCG
va quét MUGA.,
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Gidm tidu chu va thidu mau cing co thé xdy ra. Héu qué 1am sang cla tinh trang suy thy ndng
trén bao gdm: sét, nhidm khudn, nhidm khudn huyét, séc nhidm khudn, xudt huydt, thidu oxy mé
hodc Wr vong.

- Bénh bach chu thir phat: bénh bach cAu thir phat ¢4 hodc khdng cé giai doan tidn bénh bach
chu 08 duge ghl nhan & nhimg bénh nhan dibu tri bAng céc din chét anthracyclin ké cd

daxorubicin. Bénh bach clu thir phat thudng gap han khi s& dyng phdi hop vl céc thubc chéng
ung thir gdy phé hiy ADN, khi bénh nhan @2 duoc didu tr bing lidu cao trude 85 céc thube gay
a8 th bao hodc khi Iy anthracyclin tang nhanh. Bénh bach cAu cd hé O bénh trong 1 dén 3
nam.

- Truyén vao bang quang:

+ Doxorublcin ¢4 thé gly céc tidu ching cla viém bang quang do thubc (tidu kho, tidu nhidu lan,
tidu d8m, tidu rit, tidu ra mau, hoal tir thanh bang quang). Cln dac biét luu ¥ cac truemng hop lién
ouan aén dat dng thang dudng téu (nhu tic nidu dao do khéi u Iém bén trong bang quang).
Cuony iuyén vao bang quang chéng chi dinh adi véi cac khéi u 48 xAm nhdp véo bang quang.

nhép véo thénh bang quang, nhiim ing dudmg 58t nidu va viém bang quang.

- Kidm soat acid uric huyét thanh: Trong qua trinh didu trj, acid uric cb thé tang. Tredng hgp
nay, liéu phap ha acid unic nén dugc thye hién.

- O bénh nhan bj suy glam chire ning thin nghiém trong, giam liéu Ia cn thiét.

- Anh hwérng duerng tidu hoa:

+ Dy phong thubc chéng nén duge khuyén céo.

+ Luw ¥ Doxorubicin khdng nén dugc s dyung trong trudng hgp cd viém, loét hodc liéu chay.

- Thoét mach:

Thoat mach dung dich doxorubicin sau khi truydn co thé gay hoa tr tai chd, viém finh mach
huyét khdi. Cém giic bong rét tai v trl tiém truydn Ia ddu hidu cia thoat mach. Néu thoat mach
xdy ra nén dirng tiém hodc tiém truybn ngay Iap tirc, kim i&m nén dugrc gilr trong théi gian ngdn,
sau d6 dugc rit ra sau thdd gian ngén rit nong. Trong truémg hop thodt mach, bt ddu tiém
truyén tinh mach dexrazoxan, khdng qué 6 giér sau khi thoat mach. Trong truéng hop
dexrazoxan b| chéng chi dinh, khuyén cdo béi dimethyl sulfonid (DMSO) tai chd vai dién tich glp
dbi ving dién tich bj thoat mach va l@p lai 3 1&n mdi ngay trong théi gian khéng it hon 14 ngay.
Co thé tién hanh phiu thudt cit bo phin hoa tr néu cin thiét. Do co ché i khang, ving @3 bai
nén duge 1am lanh sau khi bdi DMSQ a4 gidm dau. xmnmummsobmm
nhiin sir dung dexrazoxan 08 didu tr thoat mach. J A

- Xa trf:

B0c tinh do phéng xa (d6i woi co tim, niém mac, da va gan) ciing da dugc bao céo. Djc bift than
trong 1a bét bude ddi véi nhimg bénh nhan da dugc xa tr tnrdc @6 hodc dang dugc xa i ddng
théri hodc cb ké hopch xa tri. Nhirng bénh nhan nay c6 nguy co @4c biét xdy ra cac phidn (mg i
chd (hién twomg nhic lal) ndu s dung doxorublcin hydroclorid. Nnidm d6c gan (1n thuomg gan)
nghiém trong, wmgymmaﬂmmmmwmkhm Xa trj trude 86 tai trung
thilt 1am tang nhidm doc tim do doxorubicin, Lidu tich 10y 400 mg/m’ khdng duec ot quéd rong
trrdmg hop nay

- Vé sinh:

+ Doxcrubicin co thé gay ddc trén gen. Doxorubicin cé thé gy vé sinh trong théd gian ding
thube. O nlr gid, doxorubicin co thé gay vo kinh. Man kinh sém cb thé xdy ra, mac dU sy rung
trirng vé kinh nguy8t xudt hidn trdr lai sau khi két thoc didu tr. NOr gitt khéng nén ¢4 thai trong khi
dibu tri v 6 thang sau khi didu tri.

+ Doxorubicin gay dot bidn va ct thé gy ton thuong nhidm séc thé trong tinh triing nam gidn.
Giam tinh tring hodc khdng cén tinh tring cd thé xdy ra vinh vién. Tuy nhién, trong mot s
tnrémg hop, sé lugng tinh tring dugc bao céo trér lai mire lac tinh tring binh thudng. Anh hudmg
nay cé théd xdy ra vai nAm sau khi két thuc didu trj. Nam giéi dang duge dibu tri bdng doxorubicin
Mdmwdurmmbrhp!ﬂpuﬂnh mmcbh%d Ddng thét, khAng nén cb con trong khi
dang ding thudc va 16 6 thang We&ﬁmmwmmm
bénh nhan cb wwmm!ﬂmwmm&c

- Ligu phap ung thu:

Doxorubicin cé thé lam ting ddc tinh cla cac phuong phap didu tri chéng ung thir khac. CAc dot
cép cia viém bang quang xuét huyét do cycdiophasphamid vé doc tinh gan duge ting thém do 6-
mercaptopunin d& dugrt bao cdo. Cing nhur céc thude gay déc 1é bao khac, doxorubicin da dugc
bdc cao co thé gy viém tinh mach huyét khdi va hién tugng huyét khéi the mach bao gbm ca
thuyén tac phdi (mdt s8 trudmg hop tir vong).

- Vic - xin:

Doxorubicin nén tranh két hop vl cac ché phdm vlic — xin chira vi khulin séng hodc giadm ddc
lrc. Né&n trénh si dung cho bénh nhan duoc tiém phong vlc- xin ching bai liét gén ddy. Sir
dung cac ché phdm vlc - xin chira vi khudin séng hodic gidm G6c Iy cho nhing bénh nhan bj
suy giam mién dich do céc thubc héa tri nhu doxorubicin cb thé gay ra tinh trang nhiém khuln
néng, tham chi tir vong. Céc ché pham vac — xin chira vi khudn bj giét hodc bt hoat co thé dugc
sir dyng. Tuy nhién, cac phan (g vii cac vlc — xin ndy cb thé giam nhe.

- Khéc:
D% thanh thai cia doxorubicin bi gidm & bénh nhan béo phi (nhu > 130% can nang I twéng).

- Hoi chimg Iy giai khéi u:
+ Doorubicin co thé gay tang acid uric trong mau do lam dj héa manh purin déng tho 1am ly gidi

cac té bao ung thu nhanh chong (hoi ching ly gidi khéi u). Can kidm tra ndng 86 acid uric, kall,
canx phosphat va creatinin trong mau sau khi bt diu didu tr. B sung nuréc, kidm héa nudc
tidu vé dy phong bang allopurinal c6 thé giup gidm thiéu nguy co xdy ra cac bién chimg cla hoi
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+ Cam giac bdng rat hodc bi cham tai v tri tiém co thé bidu hién mirc A nhé cua thoat mach.
Néu nghi ngdr hodc xdy ra thodt mach nén ngimg tiém va tiém lai &@ mach mau khac. Lam mat
vung bj thoat mach trong 24 gi&r c6 thé gidm cam gidc kho chiu. Bénh nhan cin dugc theo doi
céin than trong vai tudin. Néu cin thidt co thé tidn hanh phiu thuat

+ Doxorubicin c6 thé |am nudc 88u c6 mau d6. Bénh nhan nén duoc canh bao ring dibu nay
khong gay ra bt ky cac nguy hiém dén sirc khée.

+ Khéng nén 1ap lal cing mot lidu dung khi xudt hién hodc tién tridn cla (¢ ché ty xuong hoac
loét migng. Loét miéng co thé duyc xdy ra trudrc bing cdm gidc nong rat béo trude & midng va
sz tai dién xudt hién céc triéu chirmg ndy khéng dugc khuyén cdo.

12. Twong tac thube va cac loail twong tac khac:

- Ddc tinh tim do doxorubicin duoc tang 18n khi sir dyng truée g6 hodc dbng thed wii céc
anthracyclin khac hodc cac thubc co kha gdy doc tim khac (nhu S-flucrouracil,

‘hofic paciitaxel) holic wii céc ‘Anh hudng dbn chire ndng tim (nhue céic

thudc 881 khang canx, propranclol). Khi sUr dyng doxorubicin cing Wi cac tac nhén trén, chix
néng tim phéi dwoc theo dbi cin than.
- Doxorubicin ding ddng théi voi actinomycin — D va plicamyein cé truéng hop tir vong do bénh
co tim.
- S{r dyng trastuzumab két hop v&i cac anthracyclin (nhu doxorubicin) c6 ién quan dén nguy co
@bc tinh tim cao. Trastuzumab va cac anthracyclin khéng nén dugc sir dyung két hop trong thoi
gian nay, ngoai trlr trong cac nghién ciru 18m sang dugc kiém soat tdt ma chire nang tim dugc
theo dbi. Khi cac anthracyclin dugc s& dyng sau khi két thic didu tri voi trastuzumab thi c6 thé co
nguy co cao xdy ra ddc tinh tim. Théi gian ban thai cua trastuzumab khodng 28 - 38 ngdy va cb
thé tdn tai trong hé wan hoan 161 27 tudin. Néu cb thé, nén tranh ding cac anthracyclin trong
khodng dén 27 tuln sau khi ngirng trastuzumab. Bat budc theo doi cén than chirc niing tim.
- Nhiém dgc gan do doxorubicin c6 thé durgc tang thém béi cac phuong phap didu tri gay dd¢ gan
khac (nhw 8-mercaptopurin, azathioprin).
- Doxorubicin duge chuydn héa qua cytochrom P450 (CYP450) va 1a cor chéit d8i voi protein van
chuyén Pgp. Sir dung ddng thoi cac chit (rc ché CYP450 vashodc Pgp cb thé lam tng ndng &0
doxorubicin trong huyét twong va do d6 1am tang ddc tinh. Nguegre lai, sir dung phéi hop cac chit
cam (rng CYP450, nhu rifampicin va barbiturat, c6 thé 1am gidm néng 88 doxorubicin trong huyét
_tuong va lam gidm tAc dung. .

- Ciclosporin, mt thubc (rc ché CYP3A4 va Pgp, I&ntingAUCcuadummwi
twong (g 8&n 55% va 350%. Sy két hop ndy c6 thé cin didu chinh lidu. Cimetidin ¢
chirng minh lam gidm ¢ thanh thai trong huyét trong va tang AUC cia doxorubicin.

- Sir dyng doxorubicin sau thot gian ngdn ding paclitaxel co thé 1am gidm @0 thanh thai va tang
néng d& doxorubicin trong huyét tuong. Mot sé di li8u cho thdy tuong téac nay it duge phét hién
khi ding doxorubicin trére khi ding pacitaxel.
- Barbiturat c6 thé Iam tang nhanh d¢ thanh thai clia doxorubicin trong huyét trong. Trong khi sir
dung d8ng thori wi phenytoin cb thé lam gidm ndng 48 phenytoin trong huyst twong.
- D& ¢t bao cdo ndng b doxorubicin trong huyét thanh dugc tang 18n sau khi ding @dng thoi
doxorubicin va ritonawir.

- Tac dung gy d6c cla ligu phap doxorubicin co thé tang 18n khi két hop wi cac thubc Kidm ham
1 bac khac (nhw cytarabin, cisplatin va cyclophosphamid). C6 thé xdy ra hoai tr rudt gia kém theo
xufit huyét nghiém trong va nhidm triing néing khi phéi hop véi cytarabin.

- Clozapin ¢t thé lam tang nguy co v& mic d9 nghiém trong cla dbc tinh huyét hoc do
doxorubicin.

- Ddc tinh than r6 rét do amphotericin B co thé xdy ra trong khi diéu tri voi doxorubicin.

- Do doxorubicin duoc chuydn héa nhanh chong vé dugc thai tir chi yéu qua hé théng dudng
mét nén viéc sir dyng dlng then céc mu&wnlﬁgﬂytﬁcwdmh&w
mercaptopurin, methotrexat, streptozocin) cé thé |am ting ddc tinh cla

cia dd thanh thai thubc tai gan bi gidm. Can phai didu chinh liéu doxorubicin néu bat diu didu tr
d8ng thei voi cac thube gay ddc gan.

- Doxorubicin 1 m§t chét gy nhay cam vi phong xa manh (“radio sensitizer”) va cac hién twong
nhéc lai do n6 c6 thé gay de doa tinh mang. Bét ky ligu phéap xa trj treoc, ddng thai hodc sau 46
c6 thé 1am tang nhi&m adc tim hodc nhiém ddc gan do doxorubicin. Didu nay cing xdy ra 86i voi
cac ligu phap ding ddng thér vii cac thube gay nhidm ddc tim hodc nhiém ddc gan khac.

- Doxorubicin c6 thé 1am trdm trong thém tinh trang viém bang quang c6 xuét huyét do didu tr
cyclophosphamid trude 6.

- Doxorubicin c6 thé 1am tang acid unic huyét thanh. Do d6 cn didu chinh lidu cac thube 1am gidm
acid uric.

- Dexorubicin co thé 1am gidm sinh kha dung dudng ubng clia digoxin.

- Trong khi didu trj v&i doxorubicin, bénh nhén khéng duoc tiém phong vic — xin séng va cling
tréinh tiép xiic v&i ngudri 3 tiém véc - xin bai liét gn Gy,

- e e
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- Trong m&t nghién clu 1dm séng, AUC cia doxorubicin ting 8n 21% 33 dugc quan sat khi ding
v sorafanib 400 mg hai 1An md ngdy. ¥ nghia 1&m sang cla phat hién nay chura dugc bidt dén.
- Daxorubicin lam gidm hép thu ciprofioxacin nhung nguy co' 3dc cho thin kinh ting lén.

- Doxorubicin (e ohé e dyng khang virus cda stavudin.

- Khi sir dung ddng théi doxorubicin clng voi céc thubc gy ddc t bao khéc nhu warfarin cé thé
lam tang tac dyng cla thudc nay va gy chéy mau trong mt sé treémg hop.

- Verapamil lam téng tac dung cila doxorubicin cé trong méi trudmg nudi chy mé va trdn nguoi
nénh. Thudc 1am ting ndng d4 clia doxorubicin trang mau.

13. Téc dung khéng mong mudn:

- Bidu tri bang doxorubicin thuéng cb nhidu téc dung khdng mong mubn, mdt sd phdn Ung nghiém
trong cln dugc theo d&i chét ché. Tan sult va loai tac dung khéng mong mudn b dnh hudng b
tbc @9 dung thubc va lidu lvgng. Suy tly I4 mdt tac dyng phy cép tinh va giéi han kéu ding,
nhurng hau hét 1a thodng qua. Cac hau qua IAm sang cda ddc tinh huyét hocitly xrong do
doxorubicin ¢4 thé 14 sbt. nhiém khudn, nnidm khudn huytnhiBm tring huyét, sée nhim tning,
wudl huydt, thidu oxy mé hodic W vong Budn ndn va nén sling nhu rung the duon thily & hiu hi
cAc bénh nhan.

- Céac tAc dung khdng mong muéc dudi ddy da duogc bdo cdo trong két hop voi didu i
doxorubicin:

- Céc t&n sult dugc xac dinh bang céch sl dung quy udc sau:

+ Rét hay gép (z 1110)

+ Hay géip (2 1/100 dén < 1/10)

+ It gap (= 1/1.000 dén < 1/100)

+ Hidm gap (2 1/10.000 én < 1/1.000)

+ R4t hiém gap (< 1/10.000).

+ Chua b (chuwa wée tinh degc tir dF ligu sdn cb).

Hé co quan Tan sult Tac dyng khéng mong muon
Nhiém khuln, nhiém | Hay gap Nhiém trung huyét. nhiém khudn
ky sinh trung. huyét

"Cac khdi u lanh tinh, | Hiém gap Bénh bach cau dong tly cap tinh thiy
ac tinh phat khi két hop vi cac thube chéng

ung thu khac ma gdy hir héng ADN.

-' hdi i khdi u.
JEE N AR - FEReeves ﬁ%—'—T—M e

va bénn bach céu clp tinh do ty
- xurong tao ra.

ROl logn mau va hé | Hay gdp Suy My, gidm bach clu, gidm bach
bach huyét cdu trung tinh

Chura o Giam téu chu, thibu mau

RO loan he thong | Hidm gap Phan (ng dang phén v

mién dich _

ROi joan chuyén hoa | Hay gép Chén an

va dinh dudng It gép MAt nudrc

F Chua o Tang acid uric mau

Rdi loan miat Hiém gap Viém két mac.

Chua rd Viém gisc mac, chiy nudc mat. Son

RAI loan tm Hay gap Bénh co tim (2%. nhu: giam LVEF,

khé thd).
Chura o Logn nhijp tim, gidm khdng tidu
chimg LVEF v& suyuim wng;::&t
N 80 tim co thé dugc bidu hién
N mwmm’"ﬁwﬁuﬁ%

nhanh trén thét va thay adi ECG (v
du nhip nhanh xoang. loan nhip
phanh, nhip nhanh that, nhip tm
chém, bldc bé nhanh vé bide nhi thilt).
Can theo ¢6i ECG thueng xuyén va
nén thin trong khi ding cho bénh
nhan bj suy giam chirc nang tim

Rbi loan mach | It gdp Viém finh mach.

Chua 16 Vidm ftinh mach huydt khdi, nghén

R&I loan duong tibu | Hay gap Bubn non. ndn, vim miéng/vém ném

Ttoap Mmqﬁwmdmmm
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RO logn da v mo | Haygdp | Rungtoc

dudi da It gap Ngira, phan (ng qua mén tai chd &
ving xa tri (hién teong nhéc Iai).
Hiém gap May day, ngoal ban, ban G0 12l cac v
tri doc theo finh mach truydn thue,
tAng séc 16 da vd méng, bong tréc
moéng.

Bién adi da, ban 44, 48 bing, tang
sac b da va méng, min cam wbi anh
sang, dj irng da do xa trj

Chura 6 Thidu oxy md, hdng ban dhu chi va dj
m&mmmmmm L
cam w&i anh sang. ——
R6i loan than va tiét | Haygap Cac phan Ong ta chl (Vém bang
nigu quang do hba chéit) co thé xay ra kni
didu tr bang dudng truyén vao bang
quang (nhu tidu kho, tang tAn suét di
tidu, tibu dém, tidu ra mau, hoai tir

thanh quang).
Chua ro Suy thén tinh
Rdi loan & wi va hé | Chuaro Mat kinh, gidm tinh tring, khéng cé
théng sinh san tinh triing.
Ri loan gan mat Chua ro Nhiém ddc gan, ting thodng qua cac
enzym gan.
Thi thudt phdu thudt | Chua ré Thoat mach cb thé dan dén viém md
va y khoa té bao ndng, gidp da v@ hoai tr md
cuc bd ma cb thé can dén bién phap
phdu thujt.
uquluuvtuehaﬁ-m:
~Jnidu.chimg |
Triéu chirng qua | Wﬁcmamﬁrcﬁom Lidu ding duy nhét 250 va 500

mg da gay tr vong, SlemumNgaysuym&ndpmﬂwngaymmymg anh
huéng manh nhét sau 10 - 16 ngdy sir dung.
Suy tim 6 thé xdy ra cham (6 thang sau khi dung thudc qua lidu). Ngudi bénh cin dugc theo doi
can thiin, ndu c6 tridu chimg xult hign phai dugc didu trj ngay
Xer tri:
Didu trf hé trg trigu ching, cin dac bidt chil y didu trj va 38 phong nhimg bién chirng ndng c6 thé
wdy ra nhu chdy mau, nhidm khudn ndng, suy gidm tiy xrong kéo dai. Truyén méau vA cham séc
ngudi bénh cén than.
Théng bdo cho Béc sinhimg tac dung khéng mong mubn gap phai khi s¢ dung thube.

15. Cac déu higu cin lvu y va khuyén cao:
= Tuong ky: Doxorubicin khéng dugc trdn voi bt ky thubc ndo sau ddy (va cling khong dugc
truydn nhé giot trong cing déy truydn) Heparin, fluorouraci, aminophylin, cephalothin,
methotrexat, dexamethason, diazepam, hydracortison, furcsemid,
- Doxorubicin bén viing trong dung dich truyén phéi hop véi vincristin. Mt dung dich phéi hop phb
bién trong dung dich natri clorid 0,9% chira doxorubicin 1.4 mg/lit vé vincristin 0,33 mglit
Daxorubicin clng c6 thé phéi hgp wri cyclophosphamid, dacarbazin, biemwcln vinblastin.

' Handung: 24 thang ké e ngdy sdn xuat. 4
Han ding sau khi pha ché:
Dung dich sau khi pha lo&ng (trong déy ndng d6 0,05 mg/mi ~ 2 mg/mi) béng dung dich NaCl 0.9%
hodc dung dich dextrose 5%): 12 gi¢r khi bao quan &2 -8 °C.
Bao quan: Tranh anh sang, nhiét d 2 - 8 °C, Iudn gir trong hdp gidy truére khi si dyng.
Dé xa tdm tay cda tré em.
Doc ky hwémg dén sir dung trure khi ding.
Thubc nay chi ding theo don cua Béc si.
Néu cdn thém théng tin, xin hol y kién Biéc si.
Ngay xem xét sira d8i, cdp nhdt lai ndi dung hudng din sir dyung - 190972017

Cong ty san xudt

CONG TY CO PHAN DUQ'C - TTBYT BINH DINH (BIDIPHAR)
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