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Dung dich ddam diic dé pha rruye":rr tinh mgeh
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L. 'Thanh phin: cho 1 lo Sml :\ituwwhn::\:r:ﬂz;:
- Hoat chdt: Irinotecan hydroclorid trihydrat ... \\H}{J‘J TEBIN A0
W0 N ,,‘.'G’I?hﬂm S
S THHRIE Lo () \(U;z%’}\ T
(7d dupe gém: sorbitol, acid lactic, NaOH, HC, nufr&&t\g{!ﬁﬂi\!-_@'

tiém)
2. Dang bio ché: Dung dich dim diic dé pha truyén tinh mach

3. Durge lue hoe:

Nhém duge B Thube chéng ung thu, thude e ché topoisomerase
Ma ATC: LOIXXI19

Dicoe by va corché tde dung:

S6 ligu thue nghigm:

Irinotecan 1a mot din chdt ban téng hop cta camptothecin, la
alcaloid duge chiét xudt tir chy Campthotheca acuminata. NG 1a
tic nhdn chéng ung thu hoat déng nhw mét chét e ché dac hitu
topoisomerase I,

Irinotecan duéi tdc dung ciia carboxylesterase sé chuyén thanh
chét chuyén héa ¢6 hoat tinh manh hon irinotecan nhiéu 12 SN-38
Sy ¢ ché DNA
topoisomerase I boi irinotecan hogc SN-38 giy ra cac 6n thuong
¢ho DNA sgi don, ngin chiin sy két hop 2 chudi don cia DNA v
gdy doc tinh ¢ bio. Hoat tinh gdy doc nay duge tim thiy phy
thutc vao thoi gian va dac trung cho pha S.

{ 7-elhyl-10-hydroxy-camptotheein).

In vitro, irinotecan va SN-38 khong duge nhin dién bgi P-
glycoprotein MDR, va thé hién hogt tinh gdy doc 1€ bao voi cac
dong té bao khang doxorubicin va vinblastin,

Hon nira, irinotecan ¢6 phd hoat déng chéng khéi u i vivo véi cac
mé khéi u o chudt (ung thur bidu md tuyén tuy PO3, ung thar bitu
mé tuyén sira M16/C, ung thir bidu mé rudt két C38 va C51) va
chéng lai s xo vita mach & ngudi (ung thr myén my Co-d, ung
th biéu mé tuyén vi Mx-1, ST-15 va ung thu biéu mé da day SC-
16). Irinotecan ciing chéng lai cac khéi u biu hién P-glycoprotein
MDR (bach cau P388 ch("mg lai vineristin va doxorubicin).

Bén canh hoat dong chéng khi u cta irinotecan, tic dang duoc 1y
dupc quan tAm nhdt cia irinotecan &4 sy e ché
acetvicholinesterase.

Dir liéu duge dong hye/ duge lue hoe

Mirc d§ doe hai lon gip phai véi irinotecan (nhu gidm bach ciu,
chay mau) lién quan dén vige tiép xtc (AUC) voi chit chuyén hoa
clia SN-38. Céc méi tuong quan ding ké da duge quan sit thiy
gifra doc tinh huyét hoc (giam bach cliu hodc bach ciu trung tinh &
mirc thip nhit) hogc cuéng do tiéu chiy va ca gia i AUC
irinotecan va chuyén héa SN-38 trong don tri ligu.

Bénh nhan giam hoat tinh UGTIA]

Uridin diphosphal-glucuronosyl transferase 1A1 (UGTIAT) c¢é
lién guan dén viee ngimg hoat dgng cia SN-38, chit chuyén hou

hoat tinh cha irinotecan khong hoat déng glucuronid SN-38 (SN-
38G). Gen UGT1A]1 cé tinh da hinh cao, din dén kha nang chuyen
héa khac nhau gilra cac cd thé. Mot hién thé dac trimg cia gen
UGTIALI bao gbm da hinh trong viing promoter duge biét dén voi
tén goi bién thé UGT1A1%28. Bitn thé nay va cae khiém khuyét
badm sinh khac trong bidu hién UGTIAI (nhu hoi chung Crigler-
Najjar va Gilbert) lién quan dén giam hoat tinh ctia enzym nay. Dir
liéu tir phin tich téng hep cho thiy céc ca nhén cé hoi chirng

/" COPHAN

L hpe (clp 3 va 4) eta irinotecan & lidu vira phai hode cao (>
mg/m?). Méi quan h@ gitta kiéu gen UGTIAT va sy xuit hidn
chidy do irinotecan gdy ra khang duoe thiét lap.

nh nhin duyge cho 13 dong hop voi UGTIA T # 28 nén ding lidu
chdi dau irinotecan binh thudmg. Tuy nhién, nhing hénh nhin nay
nén duge theo dai vé doe tnb huydt hoe. Nén giim liéu khoi diu
irinotecan cho bénh nhin ¢d Gén sir nhidm dde mau o lan diéu
trude. Viée giam liéu chinh xéc trong sb bénh nhin nay chua duoe
xdc dinh va bit ky su didu chinh lidu nao sau do phai dua trén kha
nang duna nap ciia bénh nhin.

Hién tai chura ¢o du div liu dé két luan v& loi ich lam sang eud kidu
gen UGTIAL

4. Duge ding hoe:

Tho! gian truyén tinh mach 1 liu trong Y0 phiit, ndng do SN-38
cao nhdt trong huyt wong dat duge sau 1 gio,

Phin 16n thube duge gan voi albumin huyl tuong, irinotecan /‘4
khodng 30 — 68% vé chat chuyén hoa con hogt Linh SN-38 khodng {/i?,:-
95% Thé tich phan b 33-150 it/ m®, { "C‘;I
Thude duoc chu}fén haa ban diu o gan thanh SN-38 boi I c;;!

carboxylesterase, SN-38 bi lién hop boi UGTIAL [UDP- Q_
glucuronosyl transferase 1A 1) thanh dang chuyén haa glucuronid

O ngudi hut thude 13, chuyén hda irinotecan thanh SN-38 bi aidm ~
di vit dang glucuronid hoa cua SN-38 tang 1én, din 1o ndng do
chit chuyén hoa co hoat tinh trong mau thip va giam chung tong
lwgng chit 6 hoat tinh wong co thé. Irinotecan va SN-38 con bj
thuy phan thanh chit chuyén hoa khong hogl tinh dang hydroxyl
acid, Irinotecan cing bi oxy hoa thanh 1 chit chuyen hoa khong
hoat tinh bai eytochrom P s,

Thoi gian bin thai cou irinotecan 14 6 — 12 gidy cug SN-38 11 10 -
20 gitr. Irinotecan duwoc bai tict qua nude tidu 11 - 20%, cic chat
chuyén héa khac thai qua murde tdu: SN-38 14 < 19%. SN-38
glucuronid la 3%.

5. Quy cich dong goi: Hip 01 1g x 3ml dung djch dém dac

6. Chi dinh:

- Irinotecan la thude duroe lua chen hang ddiv. chi dinh didu e cho
nhimg bénh nhin bi ungz thur bidu md dai true tring Lién trien:

+ Phii hop vé 3-[Tuorouracil (5-FUY va acid folinic (leucovoring o
nhimg bénh nhin chua Wmg thue hién hoa ] truae do;

+ Dimg nhyr téc nhan duy nhit & nhdng bénk nhin da tme dida i
thit bai voi phic dd c6 chira 5-FU.

- Diéu tri cde loal ung thir thé dic khac nhu: Ung thr nguyén bao
than kinh. ung thu 18 bao gan, sarcoma xuong, ung thu nguyén bao
théin, ung thu mé licén két, ung thir ndo, ung thu phéi (té bio nho va
khong té bao nho), ung thu ¢ W cung, ung thie bubng rimg, ung
ther tuy, ung thur v, ung thu da day, ung U wyén tén Lice

= Irinotecan khi phéi hop véi cetuximahb ducge chi dinh didu ti cho
b¢nh nhin ung thu dai true rdng di ean cd yéu 1d thu cam tang
sinh bicu bi (EGFR) — KRAS, ngudi chua duge didu tri uns the i
can hoae sau ki diéu Lri Wil bai vOl irinulecan — bao ;l.{ml l1gu
phap giy déc té bao.

- Irinotecan phéi hop véi 5-FU, leucavorin vi bevacizumub duge
chi dinh didu tr ddu tay cho bénh nhin ung thir dai trang hoac tue

y

trang di cin.



- Irinotecan phdi hop véi capecitabin ¢é hogc khong c6
bevacizumab dugc chi dinh diéu tri diu tay cho bénh nhin ung thu
dai - tryc rang di can.

7. Lidu lugmg va cdch dimg:

- Chu y gidm lidu ddu tién & mdi mite lidu cho céc bénh nhin > 65
tubi, bénh nhin trude khi xg trj vimg bung hodic khung chau,
nhimg ngudi dong hop tr UTGLA1%28, ting bilirubin huyét.

Do véi nhirng bénh nhén 6 bilirubin huyét > 2mg/ dl, hién nay
chura ¢6 khuyén cdo vé liéu didu tr,

- Pudng ding — cach dang;

+ Dung dich dém dac pha truyén tinh mgch Irinoteean Bidiphar
100mg/Sml phéi duge Lruyén vio (inh mach (ngoai bién hodc
trung weng).

+ Pha ligu thude chi dinh véi 250 — 500ml dung dich glucose 5%
hodc natri clorid 0,9%. Truyén tinh mach chim trong khoang (hoi
gian > 90 phit. Néu truyén cng nhanh nguy co cac trigu chimg
ting cholinergic cang cao.

+ Chu ¥ vi trf tiém truyén, tranh nhim khuén va v& mach.

Liéu don i ligu

125 mg/ m? vio cac ngay 1, 8, 15 va 22 ctia chu ky tf liéu 6 tudn.
Nghi 2 tuin, tlly theo ddp (mg cia bénh va déc tinh cia thude, ¢6
thé phai higu chinh liéu:

Litu hidu chinh mérc — 1: 100 mg/ m?

Lidu higu chinh mirc — 2: 75 mg/ m®

C6 thé higu chinh dén 50 mg/ m*

Phac @b 3 tudn 1 lin: 350 mg/ m? truyén trong thoi gian tir 90 phat
tror 16n. Sau 3 win, tiy theo ddp imgz cia bénh nhén va doc tinh
ctia thude, ¢6 thé phai higu chinh lidu;

Liéu hidu chinh mic — [: 300 mg/ m*

Liéu higu chinh mirc —2: 250 mg/ m?

C6 thé hiéu chinh dén 200 mg/ m*

Lidu phéi hop véi 5-FU va leucovorin 48 didu tri ung thy dai trye
trang di cin:

Chu kj trj li€u 6 tudn (42 ngay):

Phéc dé 1: 125 mg/ m® truyén trong thi gian 90 phut tré 1én vio
cic ngdy 1, 8, 15 va 22 cia chu ky trj liéu 6 tufin; phéi hop vai
leucovorin 20 mg/ m* va 5-FU 500 mg/ m* (leucovorin ding ngay
sau khi truyén irinoteean; tiép ngay sau khi dung leucovorin 13
dang 5-FU).

Néu phai hiéu chinh li¢u irinotecan thi liéu leucovorin vin giit &
mire 20 mg/ m’ ¢on 5-FU thi iy li2u hiéu chinh cia irinotecan:
Liu hiéu chinh mire — 1: 100 mg/ m?% 5-FU 400 mg/ m’

Liéu higu chinh mirc — 2: 75 mg/ m* : 5-FU 300 mg/ m®

Phic db 2: Truyén irinotecan trong théi gian 90 phit tré &n vao
cdie ngay 1, 13, 29 cia chu k¥ trj ligu 6 twén; phéi hop diéu trj véi
leucovorin vd 3-FU (leucovorin ding ngay sau khi truyén
irinotecan; tiép ngay sau khi diing leucovorin la ding 5-FU),

Lidu khoi dau va lidu hiéu chinh nhu sau:

Phicds2 | Liéu khot Licu higu Liéu hiéu
(liéu mg/ m?) diu chinh mire- 1 chinl mic - 2
Irinotecan 180 150 120
Leucovorin | 200 200 200
5-FU  tiém 400 320 240
mdét lic |
5-FU truyén 600 480 360
tinh mach

Chu y: Ddi véi tat ca cée phdc db, mdi chu ky didu tri mai duge
chi dinh khi 56 lugng bach ciu trung tinh > 1.500/ mm?®, sé lugng
tiéu cdu > 100.000/ mm?’, vi tiGu chay lién quan vé&i thude tri ligu

da duoc didu ui hdi phuc hodn toan, C6 thé bat diu chu kv trj ligu
mdi chim hon dy kién 1 - 2 win dé bénh nhan hdi phue do doc
tinh lién quan den (i liéu, Néu thoi gian biL ddu chu ky tri lid
méi cham hon du kién > 2 (udn ma bénh nhin chua hoi phuw du
diéu ki¢n chi dinh chu k¥ didu tri mi. thi cdn xem xét ngime
Irinotecan.

Licit phoi hop voi cetuximab: tham khao thém thong tin cua san
phﬁm cetuximab. Thong thuong, lidu trang tu irinotecan duge chy
dinh trong chu ky trj liéu cudi cing cva ché dd i licu vai
irinotecan

Irinotecan phii khong duge ding som hon 01 giir sau khi két thic
lruyén cetuximab,

Lidu phdi hop voi bevacizumab, tham khao théng tin ctg san
phim bevacizumab.

Liu phéi hop voi capecitabin: tham khao théng tin cua san pham
cupecitabin,

* Higu chinh liéu:

Hicu chulr liéu ¢ bénh nhdn suy thdn: Cho dén nay chua ed dir
liéu danl gid vé hicu qua diCu (rj & nhom bénh nhin ndy, khiing
khuyén edao didu tri cho bénh nbén lee mau ngodl thin,

Higie chmh licy & bénh nhdn suy gan: Khong ¢6 sy thay doi vé
liu va edch ding & bénh nhén ung thu di can gan v ¢hire ning
gan binh thuromg.

‘I'rong trwdng hop bilirubin huyét 1 — 2 meg/dl, ¢6 thé bit diu bing
liéu thip hon (100 mg m?*). FDA khong khuyén cio st dung
irinotecun néu bilirubin huyét > 2 mg/ m*; mot sé huéng din khac
(Floyd, 2006) khuyén cio néu bilirubin huydt 1.5 — 3 mp/ dl ¢ thé
diing 75% lidu diu tri théng thuomg.

Chua ¢6 dir licu ¢ vwong hop diéu tri phdi hop ¢ bénh nhin suy
gan.

Hiéu chinh lidu & bénh nhin ¢d doc tinh do irinotecan: Néu i doe
tinh. chi bat ddu chu ki tri 1idu mai khi bénh nhin 6 cac thong 50
huyét hoe di didu kién chi dinh. Tay theo sy dung nap cta moi
bénh nhan ¢6 thé dung lidu thip véi mire ting lidu & mitre 25 - 56
mg/ m* mdi ldn. Néu cdc ddu hiu doe tinh khong hdi phue chim
hon qud 2 tudn thoi didm bit ddu chu ky tri 1idu méi ¢o hé xem
%€t ngirmg irinotecan.

Liéu didu t7i & iré em:

Khéi u dac tri khéng dap tmg véi didu i khie: Ding liée thip kéo
dai, chu k¥ trf Tidu 3 win: 20 my/ m* ngay, S ngiy/ wién trong 2
tuin lién tue, win liép theo khong dung thude, sau d6 tiép e chu
ky 1rj lidu khic.

Khéi u die khong dip tme didu trj hode u nao: chu ki tri licu 21
ngay: 30 mg/m*/ngay trong 5 ngay didu trf ddu cia chu ky. Chu k¢
tri liéu tiép theo dung lidu nhu chu ley tri li€u trude. Hodc co the
ding chu ky tri liéu 6 win: Trong 4 wéan div. mdi twdn | Lin voi
lidu 125 — 160 mp/mingdy, nhic lai lidu nhur trén mdi 6 wwin.

Ciic théng 56 cdn theo ddi rong qué trinh dicu iri: S6 lrong 16
bao mdu cic logi, sO lugng tiéu c¢iu va heamoglobin, hilinibin
huyét, dién giai do (néu o Licu chay), nhu ddng dai wang. tinh
trang mit nuée, theo doi Vi tri lruyén dich, tranh tinh rang viém
ho#ic vy mach.

8. Str dyng cho phu ni ¢6 thai vi cho con ba:

Phu nit cd kha nang mang thai/ Vige ngiva thai & nam gicl vi i
glor:

Nam gidi vi nir gidi nén ¢d bién phap tranh thai trong 1 =3 thing

sau khi didu .
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Thoi ky mang that: Chua cé dir liéu sir dung cia irinotecan 6 phy
nir ¢6 thai. Irinotecan da dugc chimg minh & dée tinh trén phoi va
gy quai thai 6 ddng vt thir nghiém. Do dd, dia trén cic két qua
thr nghiém trén djng vt va co ché hoat dong cia irinotecun,
khéng nén sir dung vi ¢o thé gay doc cho thai nhi hoje gay quai
thai.

Thoi kp che con bii; O chuft, 14C-Irinotecan duge phat hién trong
sira. Chua ¢é thong tin vé irinotecan co gua stta me hay khéng. Do
nguy co gdy ra nhimg bat loi trém trong ¢ tre nhd, vi viy khéng
nén cho tré bit me & ngudi me deng duge diéu trj voi irinotecan.
Kha ndng sinh san: Chua ¢d dir lidu trén nguoi vé tac dong cia
irinotecan véi kha nang sinh san. & dong vat, dnh hudmg bét lgi
cua irinotecan (rén khd ning sinh sdn ctia con cdi di duge ghi
nhdn,

9. Tic djng coa thube khi Lii xe va vin hinh miy:

Cin canh bio cho bénh nhin vé kha ning chong mit hajc réi loan
thj gide xdy ra trong vong 24 gio sau khi tiém truyén san pham
Irinotecan Bidiphar 100mg/ Sml. Do d6, khéng nén 141 xe hoiic
van hanh may moe néu cde tricu chimg nay xay ra.

10. Chéng chi djnh:

- Qud min véi irinotecan hodce bt ¢ir thanh phin nao cia thude.

- Bénh nhén dang duge didu tri bing céc ché phim chiét xudt wr
¢y ban xuyén Flupericum perjoratim (St John's wort) hude dang
diéu tri bing ketoconazol.

- Bénh nhan suy 10y nang.

- Bénh nhén b hgp dai trang chua diéu tri.

- Bénh nhén bi viém rudt man tinh va/ hodc tic rudt.

- Phy nir ¢o thai va cho con bu.

- Trong phic do diéu tri phdi hop, dé chéng chi dinh thém
celuximab hodc bevacizumab hogc capecitabin, tham khéo thém
théng tin san phdm clia cdc san phim nay.

- Bilirubin > 3 lén gidi han trén cua khoang thoéng thudng.

- Tinh trang chirc nang hoat déng theo thang diém WHO > 2

- Thuéc cé chira sorbitol, vi viy chéng chi dinh sir dung & bénh
nhén réi loan dung nap fructose bim sinh.

11. Thiin trong:

- Irinotecan 1a chét ddc, cdn tudn thi quy dinh vé bao quin, vin
chuyén. sir dung va tigu hiy déc chit, ¢6 thé gay ra nhing phin
{mg qua man trdm trong,

- San phim nén duge st dung tai cdc co o didu tri chuyén nganh
va duge gidm sét s dung bol ede bde sTco chuyén mbn trong vige
sir dung hoa tri liéu chc‘:mg ung thir.

Tieu chay

- Irinotecan ¢6 thé giy tiéu chay triim wong:

+ Biéu hién som trong vong 24 gidr diu hode mudn hon nhung ¢o
thé gy ra nhiéu bién chimg khac nhur mat nuée, rdi loan cén bing
dién giai, suy thén thir phat do mét nude do do cdn theo dai chat
ch@ va diéu tri tich cye néu cb Liéu chay.

+ Bénh nhén cin théng béo cho béc s§ ngay khi thiy ¢ triéu
chimg di phan léng d& co xit tri kip thoi (ong don tri liew, thoi
gian trung binh cia si xudt hign phan long li vao ngéy thie 3 sau
khi truyén Irinotecan Bidiphar 100mg/ 5inl).

+ Nhimg bénh nhén ¢6 nguy co tidu chay la nhimg nguoi da timg
tién hanh diéu tri tia xa & viing bung va xwrong chiu, nhimg nguoi
da cd chimg ting bach ciu. ngudi ¢é tinh trang chic nang hoat
dong bilirubin > 2 va phy nit. Néu khéng diéu tri ding cdch, tiéu
chay c6 thé de doa dén tinh mang, dic biét 1a & nhimg bénh nhan
dang bj giam bach cdu (dém sé bach ciu < 500 té bao/ mm?),

Ceh xik tri iéu chay:

+ Ciin theo dai dign giai dé {nﬂ‘u €0 tiéu chiy nang);

b Bénh nhin cdn duge udng cie db udng cé chira chit dicn aidi vl
¢én c6 bién phap dicu trj ngay ticu chay. Sau khi xudl vién, bénh
nhén nén dugc chi dinh cde logi thube tiéu chay dé didu tri ngay
khi ¢o tri¢u chimg xay ra. Déng thoi, bie sT dgn bénh nhédn phai
thdng bao ngay cho bdc sinéu tidu chay dang xay ra.

+ Ché d§ khuyén dung di voi loperamid la 4mg ngay sau ki xay
ra tiéu chay v sau d6 mdi 2 gity mét lidu 2 mg cho i khi bénh
nhin hét tidu chay trong it nhiit 12 gi¢r. Khong khuyén cio cho
bénh nhan ding mic lidy ndy trong 48 giov lign tiép. do npoy co
L€t rudt. hodc dudi 12 gio.

+ Ngodi ui liéu khdng sinh, khuyén cao ndm vién dé kiéni soal uéu
chiy trong mdt 56 wwrong hop sau:

++ Ti¢u chay két hop voi sét;

—+ Titu chay nghim trong (véu ciu cin truyén tih mach):

~+ Bénh nhin bi non két hop voi tiéu chay;

++ Tidu chiy dai dang trén 48 gio khi didu ui loperamid liéu cac,
+ Sau dot didu tri ddu tién, phai hodn cae dot hoa ot lidu hang tudn
tiép sau & bgnh nhin dén khi héi phue tro lai cac chie ning cua
rugt trude khi didu tri trong it nhit 24 gitr ma khang cin ding
thube ching tiéu chay. Néu xay ra tizgu chay bac 2. 3 hoge 1. phui
gidn cac Liéu irinotecan tiép theo trong chu ki dang tién hanh
Huyét hoe

- Cin theo dai cde théng s6 huyét hoe trong qui trinh didu i
cang thire mau. s6 lugng téu cu. hemoglobin mau (voi méi lidu);
bilirubin.

- Nhimg bénh nhin da tmg bi cie bénh huyét hoe nang thi khiyén
cdo siam liéu véi nhimg bénh nhan nay,

- Tang nguy co nhigm trimg va dac tinh mau & nhimg bénh nhin
bi tiéu chdy nang. O nhimg bénh nhin bi tidu chay ning. ¢in thu
hién dém s6 té bao mau hoan chinh.

Suy gan

Nén thue hign thir nghiém chie niing gan vio thoi ky diu va e
méi chu ki didu tri.

Bubn nén va ndn

Nén cho bénh nhin ding thube L:h("mg nén trude khi didu el voi
Irinotecan Bidiphar 100mg/ Sml. Budn nén vi ndn da timg duge
ghi nhin. Bénli nhin bi ndn va bi Lidu chay cang Joe nén duge dua
dén bénh vién dé chira tri cang sém cang 1ot

Tricu chimg cholinergic cdp

Néu cde tricu chimg cholinergic ¢dp xudt hién (nhy tidu chiy som
va nhing diu higu va trigu ching khae nho chiy mé ol co el
co bung, co déng tr va ting tidt nude bot) thi atropin sulfat (ticim
dudi da 0,23mg) nén duge st dung trir khi bi chong chi dinh 1dm
sang.

Co thé nhin thily cac wriéu chimg niy trong hoje khong lau sau khi
Liém lmyf:n irinotecan. Cac triéu chimg nay duge xem la co lign
quan dén hogt tinh khing cholinesterase cua hop chdl me cu
irinotcean va co thé xay ra thudng xuyén hon véi cac lidu cao
irinotecan.

Thin trong vai bénh nhin bi hen suyén. (8] nhimg bénh nhin ¢o
tién sit bi hdi chimg cholinergic clp va nang. khuyén cdo sir dung
atropin sulfat dé du phéng sau khi ding Irinotecan Bidiphar
100mg/ Sml.

Réi logn ho hap

Bénh mo ke leGi thé hién & tham nhiém phoi hidém khi Nay Tra

trong dicu trj voi irinotecan. Bénh md k& phdi ¢ the gdy wr vong

y



Céc yéu 15 nguy co ¢6 thé két hop véi si phét trién ciia bénh mo
k& phdi gdm bénh phdi ¢ tir trude, vige sir dung cdc thube doc
phéi, liéu phap birc xa va cic yéu 16 kich thich khudn lac. Cin theo
doi chat ch2 bénh nhdn co cdc yéu td nguy co vé cde tricu chimg
hé hip trude va trong khi diéu tri voi irinotecan.

Thoat mach

Irinotecan khong phai la chét lim phdng da, can cin thin dé trénh
thoat mach va cén theo doi ddu higéu viém o vi tri tiém Lruyén. Khi
xdy ra su thodt mach, khuyén céo nén chudm nuée da.

Newdi cao tudi

V1 tin suat suy giam chire nang sinh hoe 1én hon, dac biét Ia chire
nang gan, & ngudi lém tudi, nén than trong khi lwa chon lidu
Irinotecan Bidiphar 100mg/ Sml & nhimg déi twong nay.

Bénh viém rudt mdn tinh vé/ hodic tdc ruét

Khéng duge didu trj irinotecan cho hénh nhin cho dén khi chira
dugc b¢nh tic nghén rugt.

Chric nang than

Viée (ang ereutinin huyét thanh hoic nito uré mu di duge zhi
nhin. Cung co lruomg hep suy thén cdp. Cdc hién tuong ndy
thiremg duoe xem la do cdc bién chimg do nhiém khufin hofic mit
nude ¢6 Llign quan 61 non, bubn non hode ticu chay. Co glip cac
truong hop hiém vé r6i loan chire ning thin do hoi ching ticu
khéi u ciing da duge béo cdo.

Liéu phdp chiéu xq

Bénh nhén da timg duge diéu trj bing phuong phap chidu xa viing
bung/ xuong chfiu ¢6 nguy co cao bj suy tiy sau khi tiém
irinotecan. Chuyén vién y té nén st dyng thin trong & nhitng bénh
nhan da timg didu tri chiéu xa mé rong (vd: chidu xa > 25% tiy
xwong trong 6 win trude khi bit ddu diéu trj vai irinotecan). Vice
didu chinh liéu cd thé duge dp dung cho cae dbi tuong nay.

Réi loan vé tim

Thiéu mau cue bo co tim da duge quan sét thdy sau khi didu trj véi
irinotecan, chii yéu & nhimg bénh nhén bi bénh tim, cde yéu 1§
nguy co khic nhur ngudi da timg thire hién hda tri liéu doe té bio.
Do 406, nhimg bénh nhén ¢6 yéu td nguy co cin dirge theo dai chit
ché v cd nhimg bién phap dé giam thiéu cde yéu té nguy ¢o (nhu
hit thude 14, tang huyét dp va tang lipid huyét).

Réi loan mach

Irinotecan hiém khi lién quan dén tac mach do huyét khéi (thuyén
the phdi, huyét khéi tinh mach va tic huyét khéi dang mach) &
nhimg bénh nhan co yéu 16 nguy co thém vio dudi khéi u.

Tdc dung tic ché mién dich/ Tiang nhay cam voi nhidm khudn

Vige sir dung véc xin séng hojic vic xin séng di duge 1am yéu di &
nhimg bénh nhéin b suy giam mién dich boi cac thude hoa trj ligu
bao gdm ca irinotecan c6 thé din tai nhidm khudn nghiém trong
hodc nhiém khuén gdy tir vong. Do d6, tranh tiém chiing vac xin
song ¢ bénh nhin ding irinotecan. Cé thé chi dinh vie xin chét
hogc véc xin b bét hoat; tuy nhién, dép tng v6i vic xin & nhiing
bénh nhin nay co thé b giam bot,

Nhiing than trong khde

Vi thude ndy c6 chira sorbitol, do dé khang thich hop véi nhimg
ngudi khéng dung nap fructose di truyén,

Truémg hop suy thin, ha huyét 4p hodc suy tudn hoan di duge
quan st thily & nhimg bénh nhén mat nude lién quan dén tiéu chay
vi/ hogic ndn mira, nhiém tring huyét.

Phai thue hién cée bién phdp trdnh thai trong thoi gian didu tri
hode it nhat 03 théng sau khi ngimg diéu trf.

Dung ddng thai irinotecan voi mot chit Ge ché manh  (nhu
keloconazol}) hay tdc nhdn gdy cim dmg cun CYP3AS (nhu
rilumpicin, carbamazepin, phenobarbital, phenytoin, St John’s
Wort) co thé lam thay dbi sy chuyén hoa cua irinotecan. Do do
nén tranh sir dung.

12. Twong tic thude vi cdc logi twong tic khic:

Tuong tic thire an/ thao dirge: Ciy ban xuyén (St John's Worl)
lam giam hidu qua cua irnotecan do lam giam hiam lrong, chiit
chuyén héa o hoat Unh 1& SN-38. Cln ngimg didu wi it nkédt 1 win
trwde khi khoi ddu ding irinotecan va trong quit trinh didu v
irinotecan.

Trdnh phdi hop irinotecan véi cdc thude sen  wlazanavir,
natalizumab, thao dirge St John's Wort, cde vace xin .sf\ng giam doc
lure.

Tang ide dyng/ dge tinh: irinotcean co thé 1am 1ang ndng dd hoac
tac dung cua nutalizumab, cdc vic xin sbng gidm doe hre.

Cac thude lam tang e dung, néng df cua irinotecan bao pdm:
thube chéng nam dan chit azol tic dung toan than, atwzanavir,
bevacizumalb, chdt gc ché CYP2B6, CYPIA4. dusatinib. eltrom -
bopag: chit irc ché P-glycoprotein, sorafenib. trastuzumub.

Giam ide dung: irinotecan c6 thé lam giam tae dung eva cae vic
xin bt hogt.

Cae thude lam giam nbng d@/ tac dung cta irinotecan. bao pom:
cie chit ¢o tic dung kich hoat CYP2B6, CYP3IA4, deferacirox.
echinacea. phenyloin, chiit chiét xudt tir thao duge St John's Wort,
chit kich hoat P-glycoprotein.

Thude ike ché than kink cor Tuong tic sitra irinotecan va cie thube
ire ché thin kinh co khong thé logi trir do irinotecan 6 hoat tinh
khang cholinesterase. Cac thude ¢o hoat tinh khang cholinesterase
co thé kéo dai tde dung te ché thin kinh co cta suxamethonium vi
sur phone tda thin kinh co ciia eia cdc thude khang khir cye e té
bi ddi khang.

Thude ch(:fng fdn sinki: nhimg tde dung 6 hai cia irinotecan nhir
suy tiy va tidu chay s€ bi ting 16n khi dimg cing cdce thude ching
tin sinh khic ma co tic dung 6 hai trong Ly,

Dexamethason: Co giam bach cdu & ngudi dimg irinotecin, ¢o thé
do dexamethason [a chdt ngan ngita nan, s& lam tang sur ginm buch
cliu ¢o thé gap. Tuy nhién. khéng eap nhidm khudn co hai v Khdmg
¢0 bién chimg diic hi¢u cta giam bach ciu.

Tang glucose huydt ¢o thé gap o nhiang nguoi ¢o Likn st by by
duémg hoge cd bang chimg, vé khong dung nap glucose trude ki
ding irinotecan, Co thé do ding lam thude chng ndn nén
dexamethason gap phin lam uang glucose huyét ¢ mot sd bénh
nhin.

Thude nhudn wang: Dung chung thude nhudn trang lam xdu d|
tinh trang vi mire do nghim trong cua Luéu chay

Thude gt nién mil nuoc thi phat sau ndn v hoac tiéu chay ¢o
thé bi cam (mg irinotecan. Do do wanh dimeg thude lor nicu cung
irinotecan va trong cac dot ndn va Lliéu chay.

Thude chang co gidgr, phdi hop cdc thube Chf)ng Co gl gay can
tmg enzym CYP3A (nhu carbamazepin. phenobarbital, phenvioin}
s lam giam hdm lueng chit chuyén héa co hoat tinh SN-38. Cin
cdn nhic thay thé bing cac thube chéng co gidt khong giy cim
tmg enzym CYP3A it nhit | win trude khi bit diu ding
irinotecan (& nhimg bénh nhan phdi didu tri bing thude chdng co
gidt).

Ketoconazol: DG thanh loc cha irinotecan sé& giam manh o nguo

cling ding ketoconazol, din tdi tang ham lugng cia chil chuyén
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hoa ¢6 hoat tinh 12 $N-38. Cin ngimg ketoconazol it nhit 1 tudn
trude khi khoi ddu ding irinolecan vi Khdng nén ding
ketoconazol trong khi ding irinotecan.
Atazanavir sulfat; phGi hop voi atazanavir sulfat Ja chit irc ché
CYP3A4 va UGTIAL sé lam ldng manh him luong cia SN-38
trong tudn hoan, ddy 1a chét chuyén hoa co hoat tinh cia
irinotecan. Can can nhéc khi sir dung 2 thue trén.
Bevacizumab: trong mdt nghién i, nfmg 4 irinotecan huyét
tuomg la tuong tur & bénh nhéan ding irinotecan/ 5-FU/ FA don déc
va phoi hop véi bevacizumab, Nang d6 ciia SN-38 duoe phén tich
¢ mét nhom bénh nhdn (khoang 30 ngudi cta nhdnh didu tri).
Nong do cta SN-38 v& trung binh cao hon 33% & bénh nhan dang
irinotecan/ 5-FU/ FA khi két hop vl bevacizumab so voi khi dimg
don djc irinotecan/ 5-FU/ FA. Do tinh chit khuynh huong thay
dbi giira cac bénh nhan va vige ldy mAu han ché, khang chic chin
nong d SN-38 la do bevacizumab. C6 sur tang nhe cic tic dung
phu nhu (iéu chdy va gidm bach cAu. Giam liéu irinotecan nhidy
hon duge bao cio & bénh nhin ding irinotecan/ 5-FU/ TA phéi
hop véi bevacizumab.
Bénh nhin tiéu chiy ngng tién trién, giam bach cdu holic gidm
bach céu trung tinh khi diing bevacizumab va irinotecan phdi hop
cin didu chinh lidu.
Ciclosporin, tacrolimus. e ché mién dich qua mie ¢6 nguy co
tang sinh md bach huyét,
13. Tic dyng khéng mong mudn:

e Lidu phip dan tri li¢u
Tén suét dugc xéc dinh nhu sau: rit thudng gip (= 1/10), thuong
glp (= 17100 - <1/10), it gip (= 1/1.000 - <1/100), hiém gap
(21/10.000 - < 1/1,000) va rét hiém giip (< 1/10.000)

Li¢u phap don trj li¢u (350 mg/ m’, mdi 3 tuin) |

H¢ co quan Tén sudt Tri¢u chirng

Nhiém tring  va Thuodng gip Nhiém tring
nhiém ky sinh tring

Roi loan mdu va hé| Rét thuong gip Giam bach cau trung

bach huyét tinh
Rit thuong gip Thiéu méu
Thudng gap Giam ti¢u cu
Thuong gap Giam bach cau do st
Roi loan chuyén hoa| Rat thutmg gap Giam thém an
vi dinh dudng
R4i loan thin kinh Rt thuomg gap H6i chimg cholinergic
Roi loan tiéu hoa Rat thuong gip Tiéu chay

Rt thutmg gap Budn nén
Rt thudmg gip Nén

Rat thudmg gap Dau bung

Thutmg gap Tdo bon
Roi loun md du va| Rét thuong gap Rung léng téc (co thé
mb dudi da dao ngugc)

RGi logn chung va| Rt thudmg gap Vigm niém mac

Rt thudmg gap Sot

tinh trang noi tiém

Rilt thudng gap Suy nhuge
Pang nghién ciru Thutmg gip Tang creatinin mau
Thutmg gap Tang lransaminase
(SGPT va SGOT)
Thudmp gap Ting bilirubin
Thudmg gip Ting phosphatase
kiém

M3 ta cdc tac dung khéng mong mubn véi lidgu phép don tri lidu
Tigu chdy ngng duge quan sét thy & 20% bénh nhin didu trj theo
liéu khuyén cdo. Trang cée chu ky danh gid, 14% bi tiéu chdy

ngng. Thii gian trung binh bat ddu phén léng diu tien 14 vio gy
thir 5 sau khi truyén irinotecan,

Buén nén va nén nphiém trong & khodang 10% bénh nhin dilu tr
bing thude chéng non,

Tito bén da duge quan sat thiy & dudi 10% bénh nbin.

Gidm bach cdu frung tiinh & 78,7% bénh nhin va bi nang (56 bach
ciu trung binh < 500 (& bao / mm*) & 22.6% hénh nhan. Trong cic
chu ky dénh gid, 18% o sd lugng bach cdu trung tinh dudi 1,000 &
bao/ mmr', trang dé ¢d 7,6% sb bach edu trung tinh < 500 & bio
mm’.

Tong s6 héi phyc thuemg dat duge vao ngay 22,

Sot kém theo chitng giam bach cdu har ngirg da duue bio cio ¢
6,2% bénh nhin va 1.7% coa chu ky.

Céc dot truyén nhidm xay ra & khodng 10,3% bénh nhiin (2,5% chu
k¥) vt o lién quan dén giam bach cdy trung tinh nang o khoing
5,3% bénh nhin (1,1% chu ky) va din dén 1w vong trong 2 lrudng
hop.

Thiéu meu duge béo cio ¢ khoang 58.7% binh nhin (8% vai
hemoglobin <8 g/ dl vi 0,9% voi hemoglobin <6.5 g/ dl).

Gietm tiéu cau (<100.000 (& bao/ mm*) da duge quan sdt thiy o
7.4% bénh nhan va 1.8% cia chu ky voi 0,9% bénh nhin ¢o tidu
cu = 50.000 té bao/ mm? va 0.2% cic chu k.

Gn nhur tit ¢d cde bénh nhdn cho thiy mot sy phue hdi vao ngay
22,

Hoi ehiing cholinergic edp tinh

Héi chimg cholinergic cip tinh thoang qgua nghiém rgng di duoc
ghi nhin & 9% bénh nhin didu i licu phip don wi Lidu.

Chimg suy sup nang & dudi 10% bénh nhin duge digu i licu phip
dom i lidu, Méi quan hé nhin qua vii irinolecan chuy duoe xic
ldp 16 rang. S6t khong ¢ nhidm khudn vi khang cé tinh trang aiam
bach cau trung tinh trAm trong xay ra & 12% bénh nhin ditu u lidu
phap dom i liéu.

Xeét nghigm

Tang nhg dén trung binh ndng dd trong huyét thanh cua
transaminase, phosphatase kiém hode bilirubin da duge quan sdl
thily & 9.2%, 8,1% va 1.8% bénh nhan, lrong tmg, khi khang ¢d di
can gan tién lrién,

Mirc d& creatinin huyét thanh ur nhe dén trung binh di duge ghi
nhin o 7.3% bénh nhin.

o Ligu phdp diéu trj phéi hop

Céc phan tmg phu duae néu chi tidt trong phin nay & ¢dp dén _'

irinoteean.

Khong co b:"mg chiimg nio vé tinh an todn cva irinotecan bi anh
hudng bol cetuximab hoac nguue lai Phoi hop vii cetuximab. cic
phin img phu duge bio cdo thém 14 nhimg phin fng voi celusimab
(nhu phat ban mun trimg cd 88%). D& bit thong tin vé phan (g
bit lgi trén irinotecan két hop véi cetuximab. cling ¢ thé tham
khdo ban Gm (it die tinh san phém twong g,

Céc tac dung khong mong mudn eta thude dige bdo cio o nhimg

bénh nhin didu tri véi capecitabin két hop voi irinotecan ngod

nhung tac dung gip trong don tr ligu capecitabin hode duge gap o

2l
tan sudt cao hon so véi don tri ligu capecitabin bao gdm: Tdc dung
rat thrivng gap: hu)’é1 khbif tic mach: Tdce dung thudng gdp: phan
tng qua min, thidu mau cuc bO/ nhdi mdu co tin: Tie dung ileong
gép e 3 va muke 4 s0L giam bach chu, DE ¢6 thong tin diy dii v
cic phin tmg phu coa capecitabin, xin tham khio thém tom i dic

tinh san phim capecitabin,

Y



Téc ﬁung khéng mong mudn ¢ mirc 3 va mitc 4 duge bio cdo &
nhimg bénh nhan diéu tri véi capecitabin két hop véi irinotecan va
bevacizumab ngoal nhimg tdc dung gip trong don trf lidu
capecitabin duoc gap 0 tin sudt cao hon so véi don tri liéu
capecitabin bao gbm: Tee dung khdng mong mudn thuomg dp,
mite 3 va mire 4: giam bach clu, huyét khéi/ thuyén tie mach, ting
huyét dp, thifu mdu cuc b/ nhdi mdu. D& ¢6 thong tin diy do vé
céc tic dung khong mong mubn cta capecitabin va bevacizumab,
xin tham khao thém tém tit dic tinh san phdm cia capecitabin va
bevacizumab.

Cao huyét 4p mirc 3 13 nguy co ding k& quan trong lién quan dén
viéc bd sung bevacizumab vao tiém holus irinotecan/ 5-FU/
FA. Ngoai ra, c6 mjt sir gia tang nhé trong céc tic dung phu v& hoa
tri & mirc 4 3/4 ddi voi bénh tidu chay va gidm bach cdu véi ché
dd nay so voi nhimg bénh nhin ding df}ng thst irinotecan/ 5-IL)/
FA. Dé biét thém théng lin vé céc phan tng phy khi ding
bevacizumab, tham khio thém théng tin cia sin phim
bevacizumah.

Irinotecan da duge nghién citu két hop véi 5-FU va FA cho ung thu
dai trye rang di cin,

Cde dir liéu vé an toan ciia cic tic dung khéng mong muédn tir cac
nghién ciru ldm séng chimg minh ring cdc rit thudng gip cc phan
img bilt lgi NCI murc d¢ 3 hofic 4 ¢6 thé hojc ¢d kha ning lién quan
dén cie céc tic dung bit loi trong mdu vi ede réi logn v@ h¢ théng
bach huyét, réi loan tigu hda, va rdi loan mé dudi da.

Cdc phan (mg phu sau ddy duge xem 13 ¢6 thé hoac ¢ kha nang
lién quan dén viéc ding irinotecan di dugc bdo céo tir 145 bénh
nhin didu tri bing irinotecan trong liéu phdp phéi hop véi 5-FU /
FA trong mdi 2 tudn voi liéu dé nghi 12 180 mg/ m* .

Tic dung khong mong mubn ciia irinotecan tmné litu phiap
diéu tri phdi hgp (180 mg/ m%, mbi 2tuiin)

H§ co quan | Tén suiit

Nhiém tring va  Thudng gip

Triéu ching

Nhiém triang

nhiém ky sinh tring

RAi loan mdu va he | Rat throng gap Gidm tiéu cau

bach huyét Rat thuong gip Giam bach cau trung
tinh
Rt thuong gip Thifu méu
Thudng gip Gidm bach ciu do st

Réi loan chuyén hda Rét thurdng gap Gidm thém an

vi dinh dudng

" ROi loan thankinh | Rat thuong gip Hdi chimg cholinergic

RO1 loan tiéuhoa | Rét thuong gip TiGu chay

Rét thudmg gap Nan

[
! Rit thuomg ggp Buén ndén
|
|

Thuong gap Dau bung
Thrdng gap Téa bdn
Roi loan mé da va| Rét thuong gap Rung long toc (¢o the

| mé dudi da dio nguoce)

ROi loan chung va| Rét thuemg gap Viém niém mac

| tinh trang noi tiém Rét thuomg gap Suy nhuege

[ Thudng gap 50t

| Pang nghién ciru Rat thuomg gip Tang transaminase
' (SGPT va SGOT)

Rt thuomg gip Tang bilirubin

Rat thudmp gap Tang
kiém

phosphatase

Mo ti cic tie dung khang mong mudn voi ligu phip diéu tr
phéi hgp
Tiéu chay ngng duge quan sit 1hfiy & 13,1% bénh nhan diéu e theo
lidu khuyén cdo, Trong cdc chu ky danh gid, 3.9% bi téu clis
nang.
Ty 1& thip ctia budn nén v non nghiém trong duge quan sat thiy
(2,1% vd 2.8% bénh nhdn tuong ang).
Tée bén lién quan dén irinotecan viv holic loperamid duge quan st
thdy & 3,4% bénh nhan.
Gidm bach cdu tring tink & 82.5% bénh nhdn vi bi nang (50 buch
cu trung binh < 500 € bao / mm*) & 9.8% bénh nhin Trong cac
chu ky dénh gid, 67,3% c6 sd lugng bach ciu trung tinh dudi 1,000
té bao/ mm’. trong 46 ¢6 2,7% 6 bach cliu trung tinh < 500 t& bio /
mm’
Téng st héi phue thudmg dat dwoc trong 7 - 8 ngiy.
86t kém theo chimmg giam bach cdu hat nang da duge bio cao v
3,4% bénh nhin va 0,9% cua chu ky.
Céc dot ruyén nhiém xay ra ¢ khoang 2% bénh nhin (0.5% chy
ley) v o lién quun dén giam bach cdu wung tinh nang o khoang
2,1% beénh nhin (0,5% chu ki) va diin dén wr vong trong 1 trudmg
hop.
Thiéu indu duge bio cdo & khoing 97.2% bénh nhin (2,1% voi
hemoglabin <8 g/ dl).
Giam tiéy cau (<100.000 & bio/ mm?) da dwoe quan sat lhfu,' o
32.6% bénh nhdn va 21,8% cia chu ky. Khong co triromg hop ticu
céin <50.000 €€ bao/ mm® duge ghi nhén.
Hei chitng cholinergic cap tink
Hoi chimg cholinergic ¢ip tinh thedng qua nghiém trong da Jdiroe
ghi nhan & 1,4% bénh nhan didu tri lidu phap phdi hop.
Chitng suy sup ning duge by & 6,2% bénh nhin didu i két
hop. M6i quan hé nhan qud véi irinotecan chua duge xdc lip rd
rang. 8ot khi khdng cd nhidm trimg v khéng co tinh trang giam
bach ciu trung tinh, xay ra ¢ 6.2% bénh nhin didu i két hop.
Xérnghigm
Miie dé huyvét thanh thodng qua (moac do 1 v 2) cua SGPT, SGOT.
phosphatase kiém hodc bilirubin da duge quan st thiy o 13%.
1%, 11% va [0% bénh nhin, néu khéng cd di can gan tidn
trién. D@ thodng qua mire dé 3 dwoe quan sét 1&n huot 13 0%, 0%,
0% vi 1% bénh nhin. Khéng ¢6 mure d6 4.
Su gia tang amylase va/ hoge lipase rél hidm kin duge baw cio.
Céc trréme hop hiém gap cia ha kali mdu va ha natri huyét wong
hiiu hét lien quan dén ticu chay va ndn mira da duoc bao cdo.
Chui y: dit tien ADR o tre em rdt it, met mede tkém theo giam naw
vii kali huvit miic dé % gap (60 29%, nliém Lhudn (24%),

s Ciic ghi nhin khic
Cac hién trong bd sung sau day lién quan dén thude da duge bao
cdo trong cdc nghién et 1dm sing vai irinotecan: dau, nhiem khuan
huyét, réi loan truc trang. nhidm ndm dudme tigu hoa. ha hoydt ap,
phat ban, ddu higu da, dang di bét thudmg, nhim 1&n, nhire ddu. ngit.
do bimg, nhip tim chdm, nhiém trong dwong tiéu, dau thit nguc.
ting GGTP, gidn phé quan, va hai chimg ly trich khdi u, roi logn tim
mach (dau thit ngue, ngimg tim. nhéi mau co tim. thiéu mau eo tim,
rdi loan mach mau ngoai vi, rdi loan mach miu) v cic trudng hop
huy‘ét khéi mach (huyéi khéi déng mach, nhdi mau ndo, tai bicn
mgch mau ndo, viém tinh mach hu_véL khéi sdu. thuyén tac chi dudi.

thuyén tac phoi, viém tinh mach huyét khéi, huyét khéi va dorur)

o



v Khao sdt hiju mgi
Tén sudt khao sit hiu mgi chua duge biét (khdng thé uoe lugng

duge tir dit liéu sin cd)

Hé co quan

Tri¢u ching

Nhiém
nhiém ky sinh triing

tring ~ va

- Viém dai trang gia mac.
- Nhiém ném,

Réi loan mau va h¢
bach huyét

- Gidm téu cdu ngogi vi voi khang thé
khéng tidu cdu.

Réi loan chuvén hoa
va dinh dudng

- Mt nude (do tiéu chy va ndn mira).
- Ha huyét khéi.

Réi loan hé mién
dich

- Phan (g qua man.
- Phan tmg phan v¢,

Réi loan hé than kinh

- N6i chung réi loan ngbn ngtr thudng cod
tinh chdt thoéng qua. trong mol s trudng
hop, biéu hign ndy & do hdi ching
cholinergic quan sat thdy trong hodc ngay
sau khi truyén irinotecan.

- Di cam.

Réi loan tim mach

- Tang huyét dp (rong hodic sau khi truyén).
- Suy tim mach’.

Réi loan hd hap, long
NgUC va trung gian

- Bénh phdi k& nhu thim nhiém phdi 1a
khong phd bién trong didu i
irinotecan; Céc tac dung ban diu nhu kho
tho da duec bao cao.

- Tho nhe.

- Niic eyt.

R&i loan tigu hda

- Nghén rudt.

- The rudt: truomg hop tde ruft khbng co
viém dgi trang trude do clng d3 duge bio
cao.

- Chimg to dai trang.

- Xut huyét dumg tiéu hoa.

- Vigm dai trang: trong mét sé trudng hop,
viém dai trang la bién chimg do loét, chay |
mdu, tic rudt hodc nhidém tring. |
- Viém manh trang, |
- Viém dai trang do thiéu mau cuc b, |
- Viém loét dai rang.

- Xudt huyél tiéu hoa.

- Enzym tuy ting cao co hodc khing co
tri¢u chirng.

- Thiing rudgt.

Roi loan md da va
mdé dudi da

- Phan img da.

Ro6i loan chung va
tinh trang noi tiém

- Phan tmg tai vj trf truyén.

Pang khao sat

- Tang amylase huyét.

- Tang lipase.

- Ha kali mdu.

- Ha natri huyél ap lién quan dén nén va tigu
chay.

- Tang nbng do transaminase trong huyét
thanh (tire 14 AST va ALT) khi khdng ¢d di
cin tién trién & gan da duge bio cdo rét
hiém.

Réi loan co xuong va
md lién ket

Co ca hodc co that

Réi loyn thdn va tiét
nidu

- Suy gidm chite nang thin va suy thén cap
néi chung & nhimg bénh nhén bi dic tinh da
day — rudt nang*.

- Thiu néng thin*,

Roi loan mach mau

Huyét ap thap*

* Cae truomg hoap suy than, ha gt ap, swy it tadn boan di dice g
skt r.«'Jr.i')' & whitng benh nlhdn b mdr nude do ridu cheny var Jrade e i
hodc nhiém trime.

Théng bido cho Bic 57 nhitng tdc dung khing mong

mudn gap phai khi st dung thuic

14. Qué liu va cich xii tri:
Da ¢o bido cdo qua lidu 1én 1o xép xi 2 lan lidu didu tri, ¢o the gily
tr vong,. Cie tde dung phy déng ké nhit 12 giam bach cao trung tinh
v tifu chay nghigm trong. Cin ca bign phdp hd tro t6i da dé npan
ngtra s mt nurde va dé didu 1 cie bign chimg cua nhiém khuén.
Chura 6 thude chdng dée dac higu khi ding qua lidu irinotecan,
15. Ciie diiu hiéu ¢iin luu ¥ va Khuyén cdo:
- Luu ¥ Khi str dung; Cling nhy véi cde thude ching ung thi o doe
tinh khéc, cdn phai st dung rét than wong khi pha ché va s dung
cde dung dich irinotecan tiém truyén. Cu thé, phai deo pang tay,
Néu da bi dinh irinotecan, phdi ria da ngay ldp e, ria nhiéu Lo
véi xi phang va nude. Néu niém mac bi dinh thude. doi nude nhidy
lin that k.
- Dung dich pha tiém cén Kid¢m tra bing mal thuomg xem co vit i
v ddi mau trude khi dang hay khong, mdi khi tiép xte voi dung
dich va bao bi, Kiém tra dung dich trong lo xem co vat ly khong va
kiém tra lai khi chuyén thude ur lo sang dng Ligm.
- Sy thoat mach: Chn than wong dé tranh xay ra hicn tugmg thost
mach va vi i tiém truyén nén duge kidm ra vé cde ddu hicu caa
tinh trang viém. Néu sy thoat mach xdy ra, ria vi uf 1ém truven
VOl nude v tring v viee st dung dd lanh duoe kjlu)-'én Cio
16. Tuong ky:
Khong duoc thém cic thude khae vao dung dich lru;‘én.
Han ding: 36 thang k& wr ngay san xudl.
Bio quin: Noi kho, nhiét d 15-20°C, wdnh dnh sang
Han dung va bao quin sau khi su dyng;:
Hudng din pha loing: Truse Khi tiém truyén, phai pha loang dung
dich irinotecan trong dextrose 5% dé pha tiém hoac natri clorid
0,9% dat ndng dé cudi cung 0,12 — 2.8 mg/ml. Nhimg thuée khac
khéng nén thém vio trong dung dich truyén.
DG on dinh vi bio e
Do lién quan dén pH nén thude pha trong dung dich dextrose 3%
on dinh hon pha trong natri clorid 0.9%, Thude dirve pht rong
dung dich dextrose 5% on djnh trong vong 24 giv o nhict da phang
vi 48 gio néu béo quan lanh 2 - 8°C. Dung dich pha wong natri
clorid 0.9% néu bao guan rang 0 lanh 6 thé bi tua. Lam dong
lanh lg thuée irinotecan hodc dung dich irinotecan da pha lodng s¢
lam két tha thude, vi vily phai tréanh dong lanh,
BE xa tim tay ciia tré em.
Doc kj huedng din siv ding trirde khi ditng.
Thude niy chi ding theo dan ciia Bic si,
Néu cin thém thong tin, xin hoi § kién Bc i
Ngiy xem xét sia doi, cfip nhit lai ndi dung huéng din s
dung

Cang ty san xudi
CONG TY CO PHAN DUQC = TTBY'T BINH DINI
(BIDIPILAR)
498 Nguyén Thii Hoc, P. Quang Trung, Tp. Quy Nhon, tinh Binl,
Binh. Vi¢t Nam

PT: 0563840500 - 3846040 * Fax: 0563846816
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RINOTECAN BIDIPHAR 100mg/5ml
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- Dé xa tam !av !re em.

- Doc k' hurdng dan st dung triwde khi dung.

- Thuoc nay chi dwoe ding theo don cua bdc sp.

- Théng bdo cho duoc sy hodc bdc s nhitng tac dung khong mong mudn gap phai khi sir /f
dung thuoc. {\L\

1. Thanh phan ham lwong cia thube:

- Hoat chét: Irinotecan hydroclorid trihydrat........................ 100 mg

- Ta duge : viradu 01 lo Sml

(Td duoe gom: sorbitol, acid lactic, NaOH, HCI, nirde cdt pha tiém)

2. M6 ta sian pham: Dung dich trong, mau vang nhat dén vang.

3. Quy cach déng goi: Hop 1 1o x 5ml dung dich ddm dac

4. Thube ding cho bénh gi?

Irinotecan trong ché phdm Dung dich dam dic dé pha truyén tinh mach Irinotecan Bidiphar
100mg/ Sml thude nhém thude chdng ung thur. .
Ché ph:flm o thé duoc dung cho liéu phap don tri li¢u hay tri liu ph("()i hop voi mot hay mot
vai thude khac dé didu tri ung thu.

+ Biéc s§ co thé chi dinh phdi hop Irinotecan Bidiphar 100mg/ Sml v&i S-fluorouracil (5-
FU) va acid folinic (leucovorin) dé diéu tri cho nhiing bénh nhén bi ung thu biéu mé dai
truc trang tién trién.

+ Béc sy 6 thé chi dinh phbi hop Irinotecan Bidiphar 100mg/ Sml vdi eapecitabin ¢ hodc
khong c¢6 bevacizumab duge chi dinh diéu tri ddu tay cho bénh nhén ung thu dai - truc
trang di can.

+ Bac sy c6 thé chi dinh phdi hop Irinotecan Bidiphar 100me/ Sml véi cetuximab dé didu
tri cho bénh nhén ung thu dai truc trang di ciin c6 yéu té thu cam tang sinh biéu bi (EGFR) -
KRAS, nguti chua duge diéu tri ung thu di cin hodc sau khi diéu tri thit bai vdi irinotecan

~ bao gbom liéu phéap gy doc té bao.
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+ Irinotecan Bidiphar 100mg/ Sml phdi hop véi 5-FU, leucovorin va bevacizumab duge
chi dinh diéu tri déu tay cho bénh nhén ung thu dai trang hodc truc trang di can.

Ngoai ra, Irinotecan Bidiphar 100mg/ Sml diéu trj cac loai ung thu thé dic khic nhu: Ung
thu nguyén bao than kinh, ung thu té bao gan, sarcoma xuong, ung thu nguyén bao than.
ung thur md lién két, ung thw néo, ung thu phdi (t& bao nho va khong té bao nho), ung thu ¢o
tir cung, ung thu buéng trimg, ung thu tuy, ung thu va, ung thu da day, ung thu wyén tién
ligt.

5. Nén dung thude nay nhw thé nao va liu lwgng?

Ché phﬁm Dung dich ddm dic dé pha truyén tinh mach Irinotecan Bidiphar 100mg/ Sml] ;zl
duge sir dung theo phac dd diéu tri ctia bac sy cho tirng bénh nhan thy vao tinh trang bénh f .'i
cta tirng bénh nhan. {i
Bénh nhan can tudn theo chi dinh cia bac s¥. \\\

Luuy:

- Thube chi duge pha truyén tinh mach.

- Chu vy vi tri tiém truyén, tranh nhiém khuin va vo mach.

6. Khi nao khong nén ding thudc nay?

Khong dugce sir dung Irinotecan Bidiphar 100mg/ Sml trong céc truong hop sau:

- Man cam vdi irinotecan hydroclorid hay bét ky thanh phan khéc cta thudc;

- Khi bi viém rudt mén tinh va/ hoac tic rudt;

- Phu nff ¢6 thai, cho con bu hodc nhiing nguoi du kién man g thai;

- Bénh nhan bi bénh gan ning;

- Bénh nhan bi suy tiy ndng;

- Bénh nhén bj suy giam mién dich;

- Bénh nhén dang sir dyng cdc ché pham ¢6 ngudn gdc tir cay ban xuyén (St John's wort).
7. Tac dung khong mong mudn

Nhing thube nhu Irinotecan s& ghy ra céc tic dyng khéng mong mudn.

Céc bdc sy s& xem xét va danh gid nguy co cia cac tic dung khéng mong mudn nay. Mot s6

tac dung khong mong mudn phai dwoc didu trj ngay lip tie.



e Tiéu chay
Irinotecan ¢6 thé gdy tiéu chay. Co hai loai ti€u chay: tiéu chay “sém™ va tiéu chay “mudn™.
Néu ban nhin thé_v ¢6 dau hiéu tiéu chay nao déu cin phai bao cho bac s¥ hodc chuyén vién
y té ngay lap tirc. Bac sy s& dua ra cach diéu tri thich hop cho ban.
- Tiéu chay “som™: tiéu chay xuét hién duéi 24 gid sau khi tiém truyén. Truong hop ticu
chdy sém ¢6 thé kém theo nhitng triéu ching nhu:
+Démd hoi;

+ On lanh;

+ Dau bung; P
+ Chay nudc mit; .;;‘I'
+ Nghet miii; /\"\L
+ R6i loan thi giac; ?:ix‘

AN
+ Chong mat; ?@'

+ Huyét ap thép;

+ Cam thiy khong khoe/ yéu sirc;

+ Khat nuoc;

+ Co dong tu.

Khong st dung bit ky bién phdp diéu tri tiéu chiy nao ma bdac sy chi dinh diéu tri tiéu
chdy mudn trong truong hop nay.

- Tiéu chay “mudn”: tiéu chay xuét hién qua 24 gity sau khi tiém truyén.

Néu ban gap trudong hop tiu chay mudn, ban nén thyc hién ngay va chinh xic cic chi dinh
diéu trj tiéu chay do bac sy dua ra. Néu khong chic chin hodc chua hiéu 16 cac chi dinh. can
hoi ngay bac sy va y ta.

Nén udng ngay lap tire mdt lwong lon dich dé bu nude ( nhu nuée, soda, dd udng co ga.
canh/ stp hodc cdc dung dich b nude dang ubng).

Nén béo ngay cho bac sy néu:

+ C6 hién tuong budn ndn va ndn khi ticu chay;

+ Tiéu chay kém sbt;

+ Tiép tuc bj tidu chdy trong 48 gi¢ sau khi dugc diéu tri.



Luwu p: khong nén diing cdc bién phdp tri tiéu chay nao khdc ngoai cdc phwong phap bic
sy chi dinh ma chi si dung cdc bién phdp dwge huéng dan nhu trén.
e Giam bach ciu
Irinotecan c6 thé gdy giam s luong bach cdu (cac t& bao dong val tro quan trong ctia hé mién
dich). N6 dugc goi 12 tri¢u ching giam bach ciu trung tinh. Béc sy s& xem x¢t dé nghi xét
nghiém mau dé danh gia tinh trang bach ciu cta ban.
Néu ban ¢6 xuét hién sbt va tiéu chay, can thong bao ngay lap tire cho bac s§ hodc v ta dé
duoc didu tri thich hop.
e Buén nén va nén
Néu ban co xuét hién budén non va non, cin thong bao ngay lap tirc cho bac s¥ hodc y ta.
e Kho the
Néu ban cam thay tha kho, cin thong bdo ngay lap tic cho bac sy hodc vy ta.
e Cic tac dung khong mong mudn khic
Tét ca cac thube déu cb thé gay di tng. Néu ban ting gip phai nhitng trigu chirng sau, nén
théng bdo ngay cho bac s§ hogc y ta.
+ Kho khe;
+ Kho tho;
+ Sung;
+ Ngtra hoidc phét ban (dic biét truong hop toan co thé):;
+ Mt nude;
+ Céc van dé vé than;
+ Huyét ap thﬁp;
+ Cac van dé vé tim:
+ Téc nghén hodc thang rudt;
+ Xuét huyét rudt;
+ Viém rudt;
+ Viém tuy;
+ Pau da day ning;
+ Di ra phan den hodc chay mau;

+ No6n ra mau,;



+ Thay dbi két qua xét nghiém

Néu ding irinotecan véi cetuximab, mdt vai tdc dung khéng mong mudn lidn quan dén su
phdi hop nay co thé xay ra. Tac dung khéng mong mudn ¢ thé bao gdm phat mun ban. Bénh
nhan va nguoi nha bénh nhan nén xem thém o thong tin cia cetuximab.

Néu ding irinotecan véi capecitabin, mdt vai tic dung khong mong mudn lién quan dén su

phdi hop nay ¢6 thé xdy ra. Tac dung khong mong mudn ¢6 thé bao gom rit thuong gap la

i
&

xudt hién cuc médu doéng. thuong gip phan ung di ing. dau tim va sot ¢ bénh nhan co tong
bach cau thﬁp. Bénh nhan va nguoi nha bénh nhin cé thé xem thém to thong tin cua
capecitabin.

Néu dung irinotecan véi capecitabin va bevacizumab, mot vai tac dung khong mong mudn
lién quan dén sy phdi hop nay co thé xay ra. Tac dung khong mong mudn bao gbm: tong
bach cau thép, c6 mau dong, cao huyét ap, dau tim. Bénh nhan va ngudi nha bénh nhan ¢6
thé xem thém t& théng tin ciia capecitabin va bevacizumab.

Cac tac dung khéng mong mudn khac c¢é thé xay ra:

+ Rung 16ng toc;

+ Mét moi;

+ An khong ngon;

+ Phan tng dj tmg da nhe;

+ Dau da day nhe;

+ Co thit co va co gidt co, ¢6 cam gidc rAm ran nhu kién bo;

+ Téo bdn;

+ Viém nhiém ving tiém;

+ Loét mi¢ng;

+ Réi loan ngdn ngir tam thoi;

+ Cao huyét ap.

8. Nén tranh ding nhimg thuéc hojc thwe pham gi khi dang sir dung nhirng thude nay?
Théng bdo cho béac s§ va chuyén vién y té néu ban dang sir dung nhirng thude khac (ké ca
thudc ké don va khong ké don):

+ Cac ché phdm c6 ngudn gdc tir cdy ban xuyén (St John’s Wort).

+ Atazanavir;



+ Natalizumab:;

+ Rifampicin;

+ Warfarin;

+ Cée vic xin sbng giam doc luc;

+ Dexamethason;

+ Thude nhuan trang;

+ Thude lo1 méu;

+ Thude chbng co gidt (nhur carbamazepin, phenobarbital, phenytoin...):

+ Ketoconazol;

+ Ciclosporin hay tacrolimus.

9. Can lam gi khi mgt 1in quén khong dung thudc?

Viée diéu tri theo phéc dd va ¢6 su giam sét chit ché cua bac sy va chuyén vién v t& Do do.
kha nang quén dung thube la kho xay ra. Tuy nhién. néu bo 1& 1an diéu tri. bénh nhin va
ngudi nha bénh nhan can phai théng béo ngay cho bac s¥ va chuyén vién y té dé ¢ huong
xur ly phu hop.

10. Cin bao quin thudc nay nhu thé nao?

Noi khé, nhiét @6 15-30 °C, trdnh 4nh sang.

11. Nhirng triéu chirng va diu hiéu khi dung thube qua licu?

D ¢6 bao cdo qué licu lén téi xélp Xi 2 1an lidu diéu tri, ¢o thé gay tir vong. Céc tac dung, phu
dang ké nhat 13 gidm bach cAu trung tinh va tiéu chay nghiém trong.

12. Cén phai lam gi khi diung thuée qua lidu khuyén c40?

- Bénh nhan va ngudi nha bénh nhan cin phai thong bdo ngay cho bac s¥ va chuyén vién y (¢
dé c6 hudng xir 1y phu hop.

- Can ¢6 bién phap hé tro tdi da dé ngan ngira sy mét nude va dé diéu trj cac bién chimg cua
nhiém khuan.

- Chua cé thude giai doc dic hidu khi ding qud liéu irinotecan.

13. Nhirng diéu can than trong khi diing thudc nay?

Néu duoc chi dinh diéu tri v6i Irinotecan Bidiphar 100mg/ Sml, trude khi diéu tri, bénh nhan
va/ hofic ngudi nha bénh nhan cin néi voi bac sy trong cdc truong hop sau:

- Bénh nhéan bi tiéu chay néng;



- Bénh nhan ¢6 van dé vé gan hodc bi vang da;

- Bénh nhén ¢6 véan dé v& than;

- Bénh nhén bi hen suyén;

- Bénh nhén di ting dugc chi dinh diéu trj hoa tri;

- Bénh nhan trude d6 da timg ¢ triéu chimg tiéu chay nang hoac sét sau khi didu tri vai ché
pham chua irinotecan;

- Bénh nhén c6 vin dé vé tim;

- Nguoi hat thude 14, bi cao huyét 4p hodc co cholesterol cao vi ddy 1a cic yéu té nguy co
gdy ra cdc van dé tim mach trong qua trinh diéu tri v6i Irinotecan Bidiphar 100mg/ Sinl.

- Bénh nhén dang str dung véc xin.

- Bénh nhén khong dung nap fructose di truyén.

- Néu bénh nhén dang ding thém thudc khéc, xin xem thém muc sé 8 ctia o thong tin nay.

- Than trong khi nhan thdy c¢6 su xuét hién cua cdc triéu chirng cua tdc dung khong mong
mubn, dugc mo & trong ndi dung trong muc 7.

- Chéng mit c6 kha niing xuit hién trong vong 24 gio sau khi tiém truyén san pham. Do do
khong nén 14i xe hoc van hanh may moe néu cic triéu ching nay xay ra.

14. Khi nao cin tham vén bac s§, dwge s§?

Khi x4y ra céc tc dung khong mong mudn trong qua trinh ding thude.

Khi ding qua liéu khuyén cdo.

Al
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Khi sir dung céc thude duge néu tron g muc 8.

Khi can than trong va xin ¥ kién bac s§ trude khi sir dung nhu ndi dung muc 13.
Khi bénh nhén la phu nit ¢6 thai, cho con bt va ¢6 v dinh ¢ thai.

Khi bénh nhan 14 tré em.

Néu can thém thong tin xin héi y kién bdc sy hodc duoc syp.

15. Han dang ciia thude: 36 thang ké tir ngay san xudt,

16. Tén, dia chi, biéu twgng ciia nha san xuat

- Tén: CONG TY CO PHAN DUQC — TRANG THIET BI Y TE BINH DINH (BIDIPHA R),
- Pia chi: 498 Nguyén Théi Hoc, phudng Quang Trung, thanh phd Quy Nhon, tinh Binhz
Dinh : s

- Biéu tugng nha san xuat:
Bidiphar \"\ 2 o
5 r 2 A - A . A - = B n‘;&"{;. ay r
17. Ngay xem xét stra doi, cip nhat lai ni dung hwong din sir dung
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