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CAMPTO®

Irinotecan hydrochloric! trihydrat
(Dung dich dam dac de pha dung dich tiem truyen)

Rx

CANH BAO DAC BIET:

Thuoc nay chi’ dung theo doii cua bac si.

Doc Iy hirong dan sir dung truor khi dung.

Khong dung qua lieu chi dinh.

Thong bao cho bac si nhirng tac dung khong mong muon gap phai khi sir dung thuoc.
Neu can them thong tin xin hoi y kien bac si.

Khong su dung thuoc da qua han dung.

De xa tarn tay tre em.

1 TEN THUOC
CAMPTOB20 mg/ml, dung dich dam dac de pha dung dich tiem truyen.

2. THANH PHAN DINH LUONG VA DINH TINH

Dung djch dam dac chiva 20 mg/ml irinotecan hydrochlorid, trihydrat (tu'ong duong voi 17,33
mg/ml irinotecan). Lo CAMPTO chua 40 mg hoac 100 mg irinotecan hydrochlorid, trihydrat.

Thong tin ve ta duoc, xin xem muc 6.1.

3. DANG BAO CHE
Dung dich dam dac de pha dung dich tiem truyen.

4. DAC TINH LAM SANG
4.1. Chi djnh dieu tri
CAMPTO du'oc chi djnh de dieu tri cho benh nhan ung thu ruot ket - true trang tien trien:

0 Phoi hop voi 5-fluorouracil va acid folinic d benh nhan ung thu ruot kit - true trang tien
trien chua hoa tri lieu truo'c do,

* La lieu phap don tri lieu cho benh nhan khong thanh cong voi phac do dieu tri chiia 5-
fluorouracil da thiet lap.

CAMPTO phoi hop voi cetuximab duot chi dinh dieu tri cho benh nhan bi ung thu ruot ket -
true trang di can voi gen KRAS wild-type, co bieu hien cua thu the yeu t6 tang sinh bieu bi
(EGFR - epidermal growth factor receptor), chua dugc |ieu tri ung thu di can truac do hoac
sau khi that bai voi lieu phap thuoc gay doc te bao chuadflnoteean (xem muc 5.1).

CAMPTO phoi hop voi 5-fluorouracil, acid folinic va bevacizumab duoc chi dinh dieu tri dau
tay cho benh nhan ung thu bieu mo ruot ket hoac true trang di can.

CAMPTO phoi hop vdi capecitabin, co hoac khong co bevacizumab de dieu tri dau tay cho
benh nhan ung thu bieu mo ruot ket - true trang di can.
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4.2.  Lieu dung va each dung

Chi dung thuoc cho ngu'€i lon. Dung dich tiem truyen CAMPTO nen duoc truyen vao tTnh
mach ngoai bien hoac trung tam.

Lieu dung khuyen nghi:

Trong dieu tri do'n doc (cho benh nhan da duoc dieu tri truoc do): Lieu khuyen nghi cua
CAMPTO Ila 350 mg/m2dung qua du'dng truyen tTnh mach trong khoang thdi gian tu 30 den
90 phut, ba tuan mot lan (xem muc 6.6 va muc 4.4).

Trong dieu tri phoi hop (cho benh nhan chua duoc dieu tri truoc do): Su' an toan va hieu qua
cua CAMPTO khi phoi hop voi 5-fluorouracil (5FU) va acid folinic (FA) da duoc danh gia
qua lieu trinh dieu tri sau day (xem muc 5.1):

® CAMPTO phoi hop voi 5FU/FA trong lieu trinh dung thuoc 2 tuan mot lan

Lieu khuyen nghi. cua CAMPTO la 180 mg/m2dung 2 tuan mot lan qua dudng truyen tTnh
mach trong khoang thdi gian tu 30 den 90 phut, sau do truyen acid folinic va 5-fluorouracil.

Be biet lieu luong va each dung cua cetuximab dung dong thdi, tham khao thong tin ke toa
cua cetuximab.

Thong thudng, lieu irinotecan duoc dung tuong tu nhu lieu da dung trong chu Ky cuoi cung
cua phac do chua irinotecan truoc do. Irinotecan chi duoc dung sdm hon 1 gid sau khi ket
thuc truyen cetuximab.

De biet lieu luong va each dung cua bevacizumab, tham khao thong tin lce toa cua
bevacizumab.

De biet lieu luong va each dung khi phoi hop voi capecitabin, xem muc 5.1 va tham khao cac
thong tin thich hop trong thong tin ke toa cua capecitabin.

Dieu chinh lieu:

CAMPTO nen duoc dung sau khi tat ca cac tac dung khong mong muon hoi phuc ve den cap
0 hoac 1 theo phan loai cua NCI-CTC (Tieu chuan ve Doc tinh Chung cua Vien Ung thu
Quoc gia Uc) va khi tinh trang tieu chay lien quan den dieu tri da duoc giai quyet hoan toan.

Khi bat dau lieu phap dieu taftiep theo, lieu CAMPTO, va 5FU neu dung, nen duoc giam theo
cap xau nhat cua tac dungdicing mong muon quan sat thay trong lan tiem truyln truoc. Nen
dieu tri chain lai tu 1 den 2 man-deiioi phuc tu cac tac dung khong mong muon lien quan den
dieu tri.

Voi cac tac dung khong mong muon sau day nen giam lieu tu 15 den 20% CAMPTO va/hoac
5FU neu can:

® Doc tinh ve huyet hoc (giam bach cau trung tinh cap 4, giam bach cau trung tinh kem sot
(giam bach cau trung tinh cap 3- 4 va sot cap 2- 4), giam tieu cdu va giam bach cdu (cap
4),

» Doc tinh khong phai huyet hoc (cap 3 - 4).

Khuyen nghi sua doi lieu cetuximab khi dung ket hop voi irinotecan phai tuan theo thong tin
thong tin ke toa cua cetuximab.

Ket hop voi capecitabin cho benh nhan tu 65 tuoi trd len, nen giam lieu capecitabin khdi dau
xuong 800 mg/m2hai lan moi ngay theo thong tin ke toa cua capecitabin. Tham khao khuyen
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nghj sua doi lieu trong phac do dieu tri ket hop duoc cung cap trong thong tin ke toa cua
capecitabin.
Khoang thdi gian dieu trj:

Nen tiep tuc dieu tri bang CAMPTO den khi benh dat duoc muc tien trien muc tieu hoac co
doc tinh khong the chap nhan.

Cac nhom dac biet:

Benh nhan bi suv chuc nang gan: Trong dieu tri don doc: Nong do bilirubin huyet (len den 3
lan gidi han tren cua pham vi binh thudng (UNL)) d benh nhan co tinh trang hoat dong < 2,
nen xac dinh lieu Campto khdi dau. 0 nhung benh nhan bi tang bilirubin huyet va thdi gian
prothrombin nhieu hon 50%, do thanh thai irinotecan giam (xem muc 5.2) va do do nguy co
nhilm doc huyet tang len. Do do nen tien hanh theo doi hang tuan cong thuc mau trong nhom
benh nhan nay.

® C benh nhan co bilirubin len den 1,5 lan gioi han tren cua pham vi binh thudng (ULN),
lieu CAMPTO khuyen nghj la 350 mg/m2,

® G benh nhan co bilirubin tu 1,5 den 3 lan ULN, lieu CAMPTO khuyen nghj la 200 mg/m2,

® Benh nhan co bilirubin vuot qua 3 lan ULN khong nen duoc dieu tri bang CAMPTO (xem
muc 4.3 va muc 4.4).

Khong co san du' lieu d benh nhan bi suy gan duoc dieu tri bang CAMPTO trong lieu phap
dieu tri phoi hop.

Benh nhan bi suv giam chuc nang than: CAMPTO khong duoc khuyen cao suldung d benh
nhan bj suy chuc nang than, do cac nghien cuu trong nhom nay chua duoc thuc hien (xem
muc 4.4 va muc 5.2).

Ngu'di cao tuoi: Chua thuc hien nghien cuu dttac dong hoc cu the d ngu'di cao tuoi. Tuy
nhien, lieu dung nen duoc chon lira can than tro& nhom nay do tan suat giam chuc nang sinh
hoc cua ho cao hon. Nhom nay phai duoc giarrfsdtchat che hon (xem muc 4.4).

43.  Chong chi djnh
* Benh viem ruot man tinh va/hoac tac ruot (xem muc 4.4).

» Tien sir co phan ung qua man nghiem trong vdi irinotecan hydrochlorid trihydrat hoac mot
trong cac ta duoc cua CAMPTO.

® Phu nir cho con bii (xem muc 4.6 va muc 4.4).

® Bilirubin > 3 lan gioi han tren cua pham vi binh thudng (xem muc 4.4).
» Suy tuy xuong nang.

» Tinh trang hoat dong WHO > 2.

 Sir dung dong thdi vdi St John’s Wort (xem muc 4.5).

Be biet them thong tin chong chi dinh cua cetuximab hoac bevacizumab hoac capecitabin,
tham khao thong tin ke toa cua cac san pham nay.
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4.4.  Canh bao va than trong dac biet khi sir dung

Chi nen sir dung CAMPTO 6 cac don vi chuyen ve hoa trj lieu cac chat gay doc te bao va chi

nen dirge dung duoi sir giam sat cua mot thay thuoc du nang lire trong viec sir dung hoa tri
lieu chong ung thir.

Do tinh chat va ty le tac dung khong mong muon, CAMPTO se chi diroc ke don trong cac
tru'dng hop sau day sau khi can nhac nhu'ng loi ich dir kien mang lai vugt troi so voi cac nguy
co co the co khi tri lieu:

» Cbenh nhan co mot yeu to nguy co, dac biet la nhung ngu'di co tinh trang hoat dong WHO
= 2.

® Trong mot so it tru'dng hop hiem gap khi ma benh nhan dudng nhu khong theo dugc
nhung chi dan kiem soat cac tac dung khong mong muon (can dieu tri tieu chay ngay lap tuc
va keo dai ket hop uong/truyen nhieu nuoe khi bat dau xuat hien tieu chay muon). Khuyen
cao can co giam sat chat che tai benh vien cho cac benh nhan nay.

Khi sir dung trong dieu trj don doc, CAMPTO thudng dupe ke don vdi lieu trinh dung 3 tuan
mot lan. Tuy nhien, lieu trinh dung hang tuan (xem muc 5) co the dupe can nhac d benh nhan
can theo doi chat che hon hoac benh nhan co nguy co giam bach cau trung tinh nghiem trgng.

Tieu chay muon

Benh nhan can dupe cho biet ve nguy co bi tieu chay muon xay ra sau hon 24 gid sau khi
dung CAMPTO va vao bat cir luc nao trude chu ky tiep theo. Trong dieu tri don doc, thdi
gian trung binh cua tinh trang bat dau di phan long dau tien la vao ngay thu 5 sau khi truyen
CAMPTO®. Benh nhan phai nhanh chong thong bao cho bac si ciia ho khi bi tieu chay va bat
dau dieu tri thich hpp ngay lap tue.

Benh nhan co nguy co tieu chay tang la nhung ngu'di da dupe xa tri bung/chau trude do,
nhu'ng ngu'di da bi tang bach cau tu ban dau, nhung ngu'di co tinh trang hoat dong > 2 va phu
nfr. Neu khong dupe dieu tri thich hop, tieu chay co the de doa tinh mang, dac biet la neu
benh nhan dong thdi cling bi giam bach cau trung tinh.

Ngay sau lan di phan long dau tien, benh nhan nen bat dau uong mot lupng Idn do uong co
chua chat dien giai va thuc hien ngay lap tue lieu phap dieu tri tieu chay thich hop. Bien phap
dieu tri tieu chay nay phai duoc chi djnh bdi khoa phong da cho dung CAMPTO. Sau khi xuat
vien, can cap cho benh nhan cac thuoc theo don de ho co the dieu tri tieu chay ngay khi bi.

Ngoai ra, ho phai thong bao cho bac si cua ho hoac khoa cho dung CAMPTO khi/neu bi tieu
chay.

Bien phap dieu tri tieu chay hien dang duoc khuyen cao la su dung lieu loperamid cao (4 mg
cho lan uong dau tien va 2 mg sau moi 2 gid). Nen tiep tuc lieu phap dieu tri nay-trong12 gid
sau lan di phan long cuoi cung va khong nen dieu chinh. Trong mgi tru'dng lip™Jer*eramid
khong nen dupe dung hon 48 gid lien tuc d nhung lieu dieu tri nay, va cung khong nen dung It
hon 12 gid do nguy co bi liet ruot.

Ngoai dieu tri chong tieu chay, nen dung mot khang sinh pho rang du phong, khi tieu chay co

lien quan vdi giam bach cau trung tinh nghiem tipng (luong bach c&u trung tinh < 500 te
bao/mma3).

Ngoai dieu tri bang khang sinh, khuyen cao benh nhan nhap vien de kiem soat tieu chay, trong
cac tru'dng hop sau day:

- Tieu chay ket hop vdi sot,
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- Tieu chay nang (can truyen nude qua dirong tTnh mach),
- Tieu chay keo dai hon 48 gid sau khi bat dau dieu trj bang loperamid lieu cao.

Khong nen dung loperamid de du phong, ngay ca d benh nhan tirng bi tieu chay muon trong
cac chu ky trude do.

6 benh nhan bj tieu chay nang, nen giam lieu d cac chu ky tiep theo (xem muc 4.2).
Huyet hoc

Trong cac nghien cuu lam sang, tan suat giam bach cau trung tinh cap 3 va 4 theo NCI CTC
cao hon ro rang d benh nhan duoc xa trj vung chau/bung trude do so vdi nhung nguoi da
khong duoc xa trj. Benh nhan co tong nong do bilirubin trong huyet thanh d thdi diem ban
dau la 1,0 mg/dL hoac cao hon cung co kha nang cao hoh dang ke bi giam bach cau trung tinh
cap 3 va 4 trong chu ley dau tien so vdi nhu'ng ngudi co nong do bilirubin thap hon 1,0 mg/dL.

Nen theo doi hang tuan cong thuc mau toan phan trong qua trinh dieu tri bang CAMPTO.
Benh nhan can phai duoc biet trude nguy co giam bach cau trung tinh va sot. Giam bach cau
trung tinh kern sot (nhiet do > 38°C va luong bach cau trung tinh < 1.000 te bao/mm3 nen
duoc dieu trj khan cap tMi benh vien bang khang sinh pho rong qua dudng tTnh mach.

(3 benh nhan co cac phan ling huyet hoc nang, nen giam lieu dung cho lan dung tiep theo
(xem muc 4.2).

Nguy co nhiem trung va nhiem doc huyet tang d benh nhan bi tieu chay nang. C-benh nhan bi
tieu chay nang, nen kiem tra cong thuc mau toan phan.

Suy gan
Nen thuc hien xet nghiem chuc nang gan luc ban dau va trude moi chu ky.

Nen theo ddi hang tuan cong thuc mau toan phan d benh nhan co bilirubin tu 1,5 den 3 lan
ULN, do giam do thanh thai irinotecan (xem muc 5.2) va do do tang nguy co nhiem doc huyet
trong nhom nay. Vdi benh nhan co bilirubin > 3 lan ULN (xem muc 4.3).

Buon non va non

Nen dieu trj du phong bang thuoc chong non trude moi lan dieu trj bang CAMPTO. Buon non
va non da dugc bao cao thudng xuyen. Benh nhan bi non kem tieu chay muon can phai nhap
vien cang sdm cang tot de dieu trj.

Hoi chung cholinergic cap

Neu xay ra hoi chung cholinergic cap tinh (duoc xac dinh gorn tieu chay sdm va nhieu dau
hieu va cac trieu chung khac nhau nhu' va mo hoi, dau quan bung, co dong tu va tiet nude
bot), nen cho dung atropin sulphat (0,25 mg tiem dudi da) tru khi bi chong chi djnh tren lam
sang (xem muc 4.8).

Co the quan sat thay nhung trieu chung nay trong hoac ngay sau khi truyen irinotecan, cac
trieu chung nay duoc cho la co lien quan den hoat tinh khang cholinest&pse cua chat goc
irinotecan, va dupe cho la se xay ra thuong xuyen hon vdi cac lieu irinotecamcgoTrdn.

Can than trong d benh nhan bi hen suyen. Q benh nhan bj hoi chung cholinergic nang va cap
tinh, nen su dung atropin sulphat du phong vdi cac lieu CAMPTO tiep theo.

Roi loan ho hap

Benh phoi mo ke xuat hien dudi dang tham nhiem phoi khong hay xay ra trong dieu trj bang
irinotecan. Benh phoi mo ke co the gay tu vong. Cac yeu to nguy co co the lien quan tdi su
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tien trien cua benh phoi mo ke bao gom viec su dung cac loai thuoc nhiem doc phoi, xa tri va
cac yen to kich thich khuan lac. Benh nhan co yeu to nguy co' can duoc theo doi chat che doi
voi cac trieu chung ho hap truoc va trong khi dieu tri bang irinotecan.

Thoat mach

Mac du irinotecan khong phai la chat lam rop da, can than trong de tranh thoat mach va can
theo doi dau hieu viem d vi tri tiem truyen. Neu xay ra hien tuong thoat mach, nen rua sach vi
tri tiem truyen va chudm da.

Nguoi cao tuoi

Do tan suat lam giam chuc nang sinh hoc cao hon d benh nhan cao tuoi, dac biet la chuc nang
gan, nen than trong lua chon lieu CAMPTO cho nhom nay (xem muc 4.2).

Benh viem ruot man tinh va/hoac tac ruot

Benh nhan khong duoc dieu tri bang CAMPTO neu chua dieu tri xong tac ruot (xem muc
4.3).

Chuc nang than

Da quan sat thay co su tang creatinin trong huyet thanh hoac nito ure trong mau. Da co nhung
trudng hop suy than cap. Cac tac dung nay thudng duoc cho la do bien cluing nhiem trung
hoac do mat nude lien quan den buon non, non, hoac tieu chay. Cac trudng hop hiem gap bi
roi loan chiic nang than do hoi chung ly giai khoi u cung da duoc bao cao.

Lieu phap xa trj

Benh nhan ma trude do da duoc xa tri vung chau/bung co nguy co suy tuy cao hon sau khi
cho dung irinotecan. Bac sT nen than trong khi dieu trj benh nhan diroc xa tri nhieu trude do
(vi du >25% tuy xirong duoc xa tri va trong vong 6 tuan truoc khi bat dau dieu tri bang
irinotecan). Co the ap dung dieu chinh lieu cho nhom nay (xem muc 4.2).

Roi loan tim

Da quan sat thay cac tac dung thieu mau cue bo co tim sau dieu tri bang irinotecan xuat hien
chu yeu d nhung benh nhan co benh tim tiem an, cac yeu to nguy co benh tim mach khac da
biet, hay benh nhan da duoc hoa tri lieu gay doc te bao trude do (xem muc 4.8).

Do do, benh nhan co cac yeu to nguy co da biet can duoc theo doi chat che, va can co hanh
dong de co gang giam thieu tat ca cac yeu to nguy co co the dieu chinh duoc (vi du nhu hut
thuoc la, tang huyet ap, va tang mo mau).

Roi loan mach mau

Irinotecan hiem khi lien quan den cac tac dung nghen mach do huyet khoi (nghen mach phoi,
huyet khoi tinh mach va nghen huyet khoi dong mach) d benh nhan co nhieu yeu to nguy co
ngoai khoi u tiem an gay nen.

Tac dung uc che mien djeh/tang nguy co bj nhiem khuan

Cho dung vac xin song hay vac xin song da dugc lam suy yeu d benh nhan suy giam mien
dich do cac tac nhan hoa tri lieu bao gom irinotecan, co the dan den nhflhn khuan nghiem
trong hoac gay tu vong. Nen tranh tiem chung vac xin song cho benh nhfire(duijgArinotecan.
Co the cho dung vac xin chet hoac bat hoat; tuy nhien, dap ung vdi cac vacxTn nay co the bj
suy yeu.
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Cac than trong khac

Do thuoc nay co chua sorbitol, no khong thich hop cho benh nhan khong dung nap fructose di
truyen.

Khong thuong xuyen quan sat thay cac tru'dng hop bj suy than, ha huyet ap hoac suy tuan
hoan d benh nhan co cac giai doan mat nude lien quan den tieu chay va/hoac non, hoac nhiem
trung huyet.

Phai thuc hien cac bien phap tranh thai trong qua trinh dieu tri va trong it nhat ba thang sau
khi ngirng dieu tri.

Nen tranh dung dong thdi irinotecan vdi mot chat u'c che manh (vi du nhu ketoconazol) hoac
chat gay cam ting (vi du nhu rifampicin, carbamazepin, phenobarbital, phenytoin, cay St
John's) cua CYP3A4 do co the lam thay doi su' chuyen hoa irinotecan (xem muc 4.5).

4.5.  Tiro'ng tac vdi cac thuoc khac va cac loai tmmg tac khac

Tu'ong tac giira irinotecan va cac chat chan than kinh co khong the dupe loai tru. Do
CAMPTO co hoat tinh khang cholinesterase, cac loai thuoc co hoat tinh khang cholinesterase
co the keo dai tac dung chan than kinh co cua suxamethonium va doi khang tac dung chan
than kinh co cua cac loai thuoc khong khu cue.

Mot so nghien cuu da cho thay dung dong thdi cac thuoc chong co giat gay cam ung CYP3A
(vi du nhu carbamazepin, phenobarbital hoac phenytoin) dan den giam phoi nhiem irinotecan,
SN-38 va glucuronid SN-38 va giam tac dung duoc lire. Cac tac dung cua cac loai thuoc
chong co giat nay duoc phan anh bdi muc giam AUC cua SN-38 va SN-38G 50% hoac nhieu
hon. Ngoai cam ung enzym cytochrom P450 3A, tinh trang tang cuong glucuronid hoa va
tang cudng bai tiet mat co the dong mot vai tro trong viec lam giam phoi nhiem irinotecan va
cac chat chuyen hoa cua no.

Mot nghien cuu da cho thay dung dong thdi ketoconazol dan den giam AUC cua APC 87% va
tang AUC cua SN-38 109% so vdi khi chi dung irinotecan.

Can than trong d nhung benh nhan uong dong thdi cac thuoc da biet la gay uc che (vi du nhu
ketoconazol) hoac gay cam ung (vi du nhu rifampicin, carbamazepin, phenobarbital hoac
phenytoin) chuyen hoa thuoc bdi cytochrom P450 3A4. Nen tranh dung dong thdi irinotecan

vdi chat uc che/cam ung con dudng chuyen hoa nay do kha nang lam thay doi su chuyen hoa
irinotecan (xem muc 4.4).

Trong mot nghien cuu dirge dong hoc nho (n=5), trong do irinotecan 350 mg/m2 duoc dung
ket hop vdi St. John's Wort (Hypericum perforatum) 900 mg, da quan sat duoc muc giam
42% nong do chat chuyen hoa co hoat tinh cua irinotecan SN-38 trong huyet tuong.

St. John’s Wort lam giam nong do trong huyet tuong cua SN-38. Do do, khong nen dung St.
John's Wort vdi irinotecan (xem muc 4.3).

Dung dong thdi 5-fluorouracil/acid folinic trong phac do phoi hop khong lam thay ddi cac
tinh chat dirge dong hoc cua irinotecan.

Atazanavir sulphat. Dung dong thdi atazanavir sulfat, mot chat uc che CYPIifiVi va UGT1Al,
co the se lam tang muc phoi nhiem toan than cua SN-38, chat chuyen hd”cojhoat tinh cua
irinotecan. Bac sT nen can nhac dieu nay khi cho dung dong thdi cac loai thuoc nay.

Tuong tac thuong gap voi tat cci cac chat gay doc te bao

Viec dung thuoc chong dong la pho bien do tang nguy co gap cac bien co huyet khoi d benh
ung thu. Neu co chi dinh dung cac thuoc chong dong khang vitamin K, phai tang tan suat theo
doi INR (Chi so Binh thudng hoa Quoc te) do chi so dieu trj hep cua cac thuoc nay, kha nang
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bien thien cao cua sir dong mau tuy theo ca the va kha nang tuong tac giua cac thuoc chong
dong qua duong uong voi hoa trj lieu chong ung thu.

Thuoc chons chi dinh sir duns: dons thdi
- Vac xin sot vang da: nguy co bi phan ung toan than gay tu vong voi vac xin
Thuoc khong duoc khuyen cao khi sir duns dons thdi

- Vac xin song da duoc lam suy yeu (tru vac xin benh sot vang da): nguy co mac benh toan

than, co the gay tu vong (vi du nhu nhiem trung). Nguy co nay tang len d nhung doi tuong da
bi uc che mien dich do benh da co tu truoc.

Su dung mot vac xin da duoc bat hoat trong trudng hop ton tai nguy co nay (bai liet).

- Phenytoin: Nguy co bi co giat nang hon do giam hap thu phenytoin qua duong tieu hoa bdi

thuoc gay doc te bao hoac nguy co bj tang cudng doc tinh do tang chuyen hoa d gan bdi
phenytoin.

Thuoc ccm can nhac khi sir dims dons thdi
- Ciclosporin, Tacrolimus: Uc che mien dich qua muc vdi nguy ca bi tang sinh lympho

Khong co bang chung cho thay rang tinh an toan cua irinotecan bi anh hudng bdi cetuximab
hoac ngitac lai.

Ket qua tu mot thulnghiem tuong tac thuoc - thuoc chuyen biet cho thay bevacizumab khong
co anh hudng ro rang len dac tinh duoc dong hoc cua irinotecan va chat chuyen hoa co hoat

tinh SN-38 cua no. Tuy nhien, dieu nay khong ngan ngua duoc tinh trang tang doc tmh do dac
tinh duoc ly cua chung.

4.6.  Anh hirong den kha nang sinh san, phu nu co thai va cho con bu
Phu nii co kha nang mang thai/ Tranh thai d nam va niv

Phu nillco kha nang mang thai va nam gioi phai su dung bien phap ngua thai hieu qua trong 1
thang va len den 3 thang sau dieu trj.

Mang thai

Khong co dir lieu tu viec su dung irinotecan d phu nu mang thai. Irinotecan da duoc chung
minh la gay nhiem doc phoi thai va gay quai thai d dong vat. Do do, dua tren ket qua tu
nghien cuu dong vat va co che hoat dong cua irinotecan, khong nen dung CAMPTO trong khi
mang thai tru khi viec dung thuoc ro rang la can thiet.

Phu nu' cho con bu

G chuot cong cho con bu, 14C-irinotecan da duoc phat hien trong sua. Chua duoc biet
irinotecan co duoc bai tiet vao sua nguti khong. Do do, vi kha nang co phan ung bat loi d tre
bu me, nen ngivng cho con bu trong thdi gian dieu tri bang CAMPTO (xem muc 4.3)

Kha nang sinh san

Khong co du' lieu tren ngu'di ve anh hudng cua irinotecan len kha nang sjnh san. Q dong vat
da ghi nhan anh hudng bat loi cua irinotecan len kha nang sinh san cii®orpgon (xem muc
5.3).

4.7.  Anh hirung len kha nang lai xe va van hanh may moc

Benh nhan nen duoc canh bao ve kha nang bi chong mat hoac roi loan thi giac co the xay ra
trong vong 24 gid sau khi dung CAMPTO, va nen duoc khuyen khong lai xe hoac van hanh
may moc neu cac trieu chung nay xay ra.
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4.8. Cac tac dung khong mong muon
CAC NGHIEN CIfu LAM SANG

Dullieu ve cac tac dung khong mong muon da duoc thu thap rong rai tir cac nghien cuu ve
ung thu dai true trang di can voi tan suat nhu d dudi. Cac tac dung khong mong muon cho cac
chi dinh khac duoc du bao la tuong tu nhu doi voi cac tac dung khong mong muon cho ung
thu dai true trang.

Cac tac dung khong mong muon co gioi han lieu thudng gap nhat (>1/10) cua irinotecan la
tieu chay muon (xay ra hon 24 gid sau khi dung thuoc) va roi loan ve mau bao gom giam bach
cau trung ti'nh, thieu mau va giam tieu cau.

Giam bach cau trung tinh la mot tac dung khong mong muon co gioi han lieu. Giam bach cau
trung tinh co the hoi phuc va khong tich lily; so ngay trung binh cho den thdi diem giam bach
cau nghiem trong nhat la 8 ngay bat ke dung trong dieu tri don doc hay dieu tri phoi hop.

Hoi chung cholinergic cap thoang qua nghiem trong da duoc ghi nhan rat thudng gap.

Cac trieu chung chinh duoc xac dinh la tieu chay sdm va cac trieu chung khac nhau khac nhu
dau bung, ra mo hoi, co dong tu va tang tiet nude bot xay ra trong khi truyen hoac trong vong
24 gid dau tien sau khi tiem truyen CAMPTO. Cac trieu chung nay bien mat sau khi cho dung
atropin (xem muc 4.4).

TRI LIEU DON DOC

Cac tac dung khong mong muon sau day duoc xem la co the hoac co kha nang lien quan den
viec cho dung CAMPTO da duoc bao cao tu 765 benh nhan d lieu khuyen cao la 350 mg/m2
trong dieu tri don doc. Trong moi nhom tan suat, cac tac dung khong mong muon duoc the
hien theo thu tu muc do nghiem trong giam dan. Tan suat duoc xac dinh la: rat thudng gap

(>1/10), thudng gap (>1/100 den <1/10), It gap (>1/1.000 den <1/100), hiem gap (>1/10.000
den <1/1.000), va rat hiem gap (<1/10.000).

Cac tac dung khong mong muon diruc bao cao ve CAMPTO trong dieu trj don doc (350
mg/m 2 lieu trinh 3 tuan mot lan)

Phan loai theo he co' quan cua Phan loai theo tan Thuat ngu l/u tien

MedDRA suat

Nhiem trung va nhiem Ky sinh trung
Roi loan mau va he bach huyet

Roi loan chuyen hoa va dinh duong
Roi loan he than kinh
Roi loan tieu hoa

Roi loan da va mo dudi da

Roi loan chung va tinh trang tai nod

tiem thuoc

Thudng gap

Rat thudng gap
Rat thuong gap
Thudng gap

Thudng gap

Rat thuong gap
Rat thudng gap
Rat thudng gap
Rat thudng gap
Rat thuong gap
Rat thudng gap
Thudng gap

Rat thudng gap
Rat thudng gap
Rat thudng gap
Rat thudng gap
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Giam bach cau trung tinh
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Giam tieu cau

Giam bach cau trung tinh kem sot
Giam cam $i$c them an
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Tieu chay *

Non mua

Buon non

Dau bung

Tao bon

Rung toe (co the hoi phuc)
Viem niem mac

Sot
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Ket qua xet nghiem Thudng gap Tang creatinin trong mau
Thudng gap Tang transaminase (SGPT va
SGOT)
Thudng gap Tang bilirubin
Thudng gap Tang phosphatase kiem trong mau

Mo ta cac tac dung khong mong muon chon loc (dieu tri don doc)

Tieu chay nang duoc quan sat thay d 20% benh nhan thuc hien theo chi dan kiem soat tieu
chay. Trong cac chu ky co the danh gia, 14% benh nhan bi tieu chay nang. Thdi gian trung
binh bat dau di phan long la vao ngay thu 5 sau khi tiem truyen CAMPTO.

Buon non va non nang d khoang 10% benh nhan duoc dieu tri bang thuoc chong non.
Tao bon duoc cho thay d dudi 10% benh nhan.

Giam bach cau trung tinh dugc thay d 78,7% benh nhan va nang (luong bach cau trung tinh
< 500 te bao/mm3) d 22,6% benh nhan. Trong cac chu ky co the danh gia, 18% benh nhan co
luong bach cau trung tinh dudi 1.000 te bao/mma3trong do co 7,6% co luong bach cau trung
tinh < 500 te bao/mm3,

Tinh trang nay hoi phuc hoan toan muon nhat vao ngay 22.

Sot kem giam bach cau trung tinh nang duoc bao cao d 6,2% benh nhan va trong 1,7% cac

chu ky.

Cac dot bj nhiem khuan xay ra d khoang 10,3% benh nhan (2,5% cac chu ky) va co lien quan
tdi giam bach cau trung tinh nang d khoang 5,3% benh nhan (1,1% cac chu ley), va dan den tu
vong trong 2 trudng hop.

Thieu mau duoc bao cao d khoang 58,7% benh nhan (8% co hemoglobin < 8 g/dl va 0,9% co
hemoglobin <6,5 g/dl).

Giam tieu cau (< 100.000 te bao/mm3 duoc ghi nhan d 7,4% benh nhan va 1,8% cac chu ky
vdi 0,9% co luong tieu cau < 50.000 te bao/mm3va 0,2% cac chu ky.

Gan nhu tat ca cac benh nhan deu hoi phuc muon nhat vao ngay 22.
Hoi chung cholinergic cap

Quan sat thay hoi chung cholinergic cap nghiem trong thoang qua d 9% benh nhan duoc dieu
trj don doc.

Suy nhuoc nghiem trong xay ra d It hon 10% benh nhan duoc dieu tri trongJieu phap don
doc. Moi quan he nhan qua giua tac dung nay vdi viec su dung CAMPTO ph&a dupe biet ro.
Sot trong trudng hop khong nhiem khuan va khong dong thdi bi giam baciTeteTrung tinh
nang xay ra d 12% benh nhan duoc dieu trj trong dieu tri don doc.

Xet nghiem

Quan sat thay tang nhat thdi va tu nhe den trung binh nong do cua transaminase, phosphatase
kiem hoac bilirubin trong huyet thanh lan luot d 9,2%, 8,1% va 1,8% benh nhan, khong bj di
can gan tien trien.

Quan sat thay tang nhat thdi va tu nhe den trung binh nong do creatinin trong huyet thanh d
7,3% benh nhan.

BIEU TRI PHOI HOP

Cac tac dung khong mong muon duoc neu chi tiet trong phan nay la cua irinotecan.
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Khong co bang chung chung minh rang tinh an toan cua irinotecan bi anh hudng bdi
cetuximab hoac nguac lai. Khi ket hop vdi cetuximab, cac tac dung khong mong muon bo
sung dupe bao cao la cac tac dung khong mong muon du doan se gap vdi cetuximab (nhu
phat ban dang mun 88%). Be biet thong tin ve cac tac dung khong mong muon khi irinotecan
ket hop vdi cetuximab, hay tham khao them thong tin ke toa tuong ling cua cac san pham nay.

Cac tac dung khong mong muon cua thuoc dupe bao cao d benh nhan duoc dieu tri bang
capecitabin ket hop vdi irinotecan ngoai nhung phan ung quan sat dupe vdi dieu tri don doc
bang capecitabin hoac quan sat thay trong nhom tan suat cao hon so vdi nhom dieu tri do'n
doc bang capecitabin bao gom: Rat thudng gap, tat ca ede cap do tcic dung khong mong muon
cuci thuoc. huyet khoi/tac mach; Thudng gap, tat cci cac cap tac dung khong mong muon cua
thuoc: phan ung qua man, thieu mau cue bo/nhoi mau co’tim; Thudng gap, tcic dung khong
mong muon cuci thuoc cap do 3 va 4\ giam bach cau trung tinh kern sot. Be biet thong tin day
du ve cac tac dung khong mong muon cua capecitabin, tham khao thong tin ke toa cua
capecitabin.

Cac tac dung khong mong muon cua thuoc cap do 3 va 4 dupe bao cao d benh nhan dupe dieu
tri bang capecitabin ket hop vdi irinotecan va bevacizumab ngoai nhung tac dung quan sat
thay trong dieu tri don doc bang capecitabin hoac quan sat thay trong nhom tan suat cao hon
so vdi nhom dieu tri don doc bang capecitabin bao gom: Thudng gap, phan ung bat lai cua
thuoc cap do 3 va 4: giam bach cau trung tinh, huyet khoi/tac mach, cao huyet ap va thieu
mau cue bo/nhoi mau co tim. Be co thong tin day du ve cac phan ling bat Ipi cua capecitabin
va bevacizumab, tham khao thong tin lce toa tuong ling cua capecitabin va bevacizumab.

Tang huyet ap cap do 3 la nguy co dang ke chu yeu lien quan vdi viec them bevacizumab vao
lieu bolus CAMPTO/5-FU/FA. Ngoai ra, co sir tang nhe cac tac dung khong mong muon tieu
chay va giam bach cau do hoa tri lieu cap do 3/4 d phac do nay so vdi benh nhan chi dung lieu
bolus CAMPTO/5-FU/FA. Be biet thong tin khac ve tac dung khong mong muon khi phoi
hop vdi bevacizumab, tham khao thong tin ke toa ciia san pham bevacizumab.

CAMPTO da dupe nghien cuu khi ket hop vdi 5-FU va FA cho ung thu dai true trang di can.

Bu lieu an toan cua cac tac dung khong mong muon tu cac nghien cuu lam sang cho thay
thudng quan sat thay cac tac dung khong mong muon vdi NCI cap 3 hoac 4 co the hoac co
kha nang lien quan den mau va roi loan he bach huyet, roi loan tieu hoa, roi loan da va mo
dudi da trong Phan loai theo he co' quan cua MedBRA.

Cac phan ung bat lgi sau day dupe xem la co the hoac co kha nang lien quan den viec cho
dung CAMPTO da dupe bao cao tu 145 benh nhan dupe dieu tri bang CAMPTO trong dieu
tri phoi hop vdi 5FU/FA trong lieu trinh 2 tuan mot lan d lieu khuyen cao li

Tac dung khong mong muon dupe bao cao voi CAMPTO trong dieu tri phoi hap
(180 mg/m2lieu trinh 2 tuan mot lan)

Phan loai theo he colquan Phan loai theo tan suat Thuat ngu LTu tien

cua MedDRA

Nhiem trung va nhiem ky Thudng gap Nhiem trung

sinh trung

Roi loan mau va he bach Rat thudng gap Giam tieu cau

huyet Rat thudng gap Giam bach cau trung tinh
Rat thudng gap Thieu mau
Thudng gap Giam bach cau trung tinh

kem sot
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Roi loan chuyen hoa va Ratthudng gap

dinh duong
Roi loan he than kinh
Roi loan tieu hoa

Roi loan da va mo dudi da
Roi loan chung va tinh
trang tai noi tiem thuoc

Ket qua xet nghiem

Rat thudng gap
Rat thudng gap
Rat thudng gap
Rat thudng gap
Thudng gap

Thudng gap

Rat thudng gap
Rat thudng gap
Rat thudng gap
Thudng gap

Rat thudng gap

Giam cam giac them an

Hoi chung cholinergic
Tieu chay

Non mua

Buon non

Dau bung

Tao bon

Rung toe (co the hoi phuc)
Viem niem mac

Suy nhugc

S6t

Tang transaminase (SGPT
va SGOT)

Rat thudng gap Tang bilirubin
Rat thudng gap Tang phosphatase  kiem
trong mau

Mo ta cac tac dung khong mong muon chon loc (dieu trj phoi hop)

Tieu chay nang duoc quan sat thay d 13,1% benh nhan thuc hien theo chi dan kiem soat tieu
chay. Trong cac chu ky co the danh gia, 3,9% bj tieu chay nang.

Buon non va non nang duoc quan sat thay d ty le thap hon (tuong ung 2,1% va 2,8% benh
nhan).

Tao bon lien quan den CAMPTO va/hoac loperamid duoc ghi nhan d 3,4% benh nhan.

Giam bach cau trung tinh duoc thay d 82,5% benh nhan va nang (luong bach cau trung tinh
< 500 te bao/mm3) d 9,8% benh nhan. Trong cac chu ky co the danh gia, 67,3% benh nhan co
luong bach cau trung tinh dudi 1.000 te bao/mm3trong do co 2,7% co luong bach cau trung
tinh < 500 te bao/mm3. Thudng phuc hoi hoan toan trong vong 7 -8 ngay.

Sot kem giam bach cau trung tinh nang duoc bao cao d 3,4% benh nhan va trong 0,9% cac

chu ky.

Cac dot nhiem trung xay ra d khoang 2% benh nhan (0,5% cac chu Kky) va co lien quan den
giam bach can trung tinh nang d khoang 2,1% benh nhan (0,5% cac chu ley), va dan den tu
vong trong 1trudng hop.

Thieu mau duoc bao cao d 97,2% benh nhan (2,1% co hemoglobin < 8 g/dl).

Giam tieu cau (<100.000 te bao/mm3) duoc quan sat thay d 32,6% benh nhan va 21,8% cac
chu ky. Khong quan sat thay giam tieu cau nang (< 50.000 te bao/mm3).

Hoi chung cholinergic cap

Quan sat thay hoi chung cholinergic cap nghiem trong thoang qua d 1,4% benh nhan dugc
di8u tri trong dieu tri phoi hop. y.

Suy nhirgc nang d 6,2% benh nhan dugc dieu tri trong dieu tri phoi hgp. Mai quapdie nhan
qua giua tac dung nay vdi CAMPTO chua dugc thiet lap ro rang. Sot trong trudng hgp
khong bj nhiem trung va khong dong thdi bi giam bach cau trung tinh nang, xay ra d 6,2%
benh nhan dugc dieu tri trong lieu phap phoi hgp.
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Xet nghiem

Nong do nhat thdi (cap do 1va 2) cua SGPT, SGOT, phosphatase kiem hoac bilirubin trong
huyet thanh dugc quan sat thay lan Iu'ot a 15%, 11%, 11% va 10% benh nhan khong co di can
gan tien trien. Quan sat thay nong do nhat thdi cap do 3 cac chat nay lan lugt d 0%, 0%, 0%
va 1% benh nhan. Khong quan sat thay cap do 4.

Tang amylase va/hoac lipase rat hiem khi dugc bao cao.

Cac trudng hop hiem gap bi ha kali mau va ha natri mau chu yeu lien quan den tieu chay va
non da duoc bao cao.

CAC TAC DUNG KHONG MONG MUON KHAC DI/OC BAO CAO TRONG
NGHIEN CU*U LAM SANG VO»l PHAC DO HANG TUAN CUA CAMPTO

Cac tac dung khac lien quan den thuoc sau day da dugc bao cao trong nghien cuu lam sang
khi dieu tri vdi irinotecan: dau, nhiem trung mau, roi loan true trang, nhiem nam Candida
duong tieu hoa, giam magnesi mau, phat ban, dau hieu tren da, dang di bat thudng, lu lan, dau
dau, ngat, boc hoa, nhip tim chain, nhiem trung duong tiet nieu, dau vu, tang GGTP, thoat
mach va hoi chung ly giai khoi u, roi loan tim mach (dau that nguc, ngirng tim, nhoi mau co
tim, thieu mau cue bo co tim, roi loan mach mau ngoai bien, roi loan mach mau), va cac tac
dung huyet khoi tac mach (huyet khoi dong mach, nhoi mau nao, tai bien mach mau nao,
huyet khoi tTnh mach sau, nghen mach chi dudi, nghen mach phoi, nghen tTnh mach, huyet
khoi, va dot tu) (xem muc 4.4.)

GIAM SAT SAU KHI LUtI HANH THUOC

Tan suat cac tac dung khong mong muon trong cac bao cao sau khi luu hanh thuoc chua dugc
biet (khong the ude tinh tu du' lieu co san).

Phan loai theo he colquan cua Thuat ngtr Uu tien

MedDRA
Nhiem trung va nhiem ky sinh © Viem dai trang gia mac trong do co mot trudng hop
trung da dugc ghi nhan la do vi khuan (Clostridium

difficile)

Nhiem trung mau
Giam tieu cau ngoai vi vdi khang the khang tieu cau
Mat nude (do tieu chay va non)

Giam the tich mau

Phan ung qua man

Phan ung phan ve
Roi loan ngon ngtr nhin ch"t& thoang qua mot each
tu nhien, trong mot so trUwighgp, tac dung nay
dugc cho la do hoi chung cndfinergic quan sat thay
trong hoac ngay sau khi tiem truyen irinotecan

Roi loan mau va he bach huyet
Roi loan chuyen hoa va dinh
duong

Roi loan he mien dich

:ttV@fD;u@@)

Roi loan he than kinh

* Dicam
Roi loan tim © Tang huyet ap (trong hoac sau khi tiem truyen)
2 © Suy tuan hoan tim*
“Roi loan ho hap, nguc va trung ® Benh phoi mo ke xuat hien dudi dang tham nhiem
that phoi khong thudng gap trong dieu trj bang

irinotecan; Cac tac dung sdm nhu kho thd da dugc
bao cao (xem muc 4.4).
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0 Kho thd (xem muc 4.4)
O Nac cut
Roi loan tieu hoa e Tac ruot
© Tac ruot: cac trudng hgp tac ruot ma khong bi viem
dai trang truoc do cung da dugc bao cao
Phinh dai trang
Xuat huyet tieu hoa
Viem dai trang; Trong mot so truong hgp, viem dai
trang da bi bien chung do loet, chay mau, tac ruot,
hoac nhiem trung.
Viem manh trang
Viem dai trang thieu mau cue bo
Viem loet dai trang
Men tuy cao co trieu chung hoac khong co trieu
chung
Thung ruot
Roi loan da va mo dudi da Phan ung tren da

Roi loan chung va tinh trang tai * Phan ung b noi tiem truyen
noi su dung thuoc

Ket qua xet nghiem/kiem tra

oo

© © o o

o O

Tang amylase huyet
Tang lipase
Ha kali mau
Ha natri mau chu yeu lien quan tai tieu chay va non
Tang nong do transaminase trong huyet thanh (nhu:
AST va ALT) ma khong co di can gan tien trien rat
hiem khi dugc bao cao.
Roi loan co' xuang va mo lien ket Co ca hoac chuot rut
Roi loan than va tiet nieu * Suy than va suy than cap tinh thuong d benh nhan bi
nhiem trung va/hoac giam the tich do nhiem doc
duong tieu hoa nghiem trong.*
© Suy than*
Roi loan mach mau * Giam huyet ap*

* Da quan sat thay cac trurcmg hop suy than, ha huyet ap hoac suy tuan hoan tim mach a benh nhan da trai qua cac dot bi
mat nude lien quan den tieu chay va/hoac non, hoac nhiem trung mau.

4.9. Qua lieu

Da co bao cao ve kha nang gay tu vong khi sir dung qua lieu a lieu khoang gap hai lan lieu
dieu tri dugc khuyen cao. Cac tac dung khong mong muon dien hinhpjihat duoc bao cao la
giam bach cau trung tinh nang va tieu chay nang. Chua co thu6c”gkiL4ee- cho qua lieu
CAMPTO. Nen thuc hien cham soc ho trg toi da de ngan chan mat nude do tieu chay va de
dieu tri bat ky bien chung nhiem trung nao.

5. CAC DAC TINH DITOC LY

5.1. Dac tinh dugc luc hoc

Chat uc che topoisomerase | gay doc te bao. Ma ATC : LO1XX19
Du lieu thu nghiem:

©0o00 *°

@

Irinotecan la mot dan xuat ban tong hop cua camptothecin. No la mot chat chong ung thu co
tac dung nhu mot chat uc che dac trung cua DNA topoisomerase I. No dugc chuyen hoa boi
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carboxylesterase trong hau het cac mo thanh SN-38, co hoat tinh manh hon irinotecan trong
topoisomerase | tinh che va co kha nang gay doc te bao manh hon irinotecan doi voi mot so
dong te bao ung thu' cua chugt va ngu'di. Su' uc che DNA topoisomerase | bdi irinotecan hoac
SN-38 gay ra ton thuong DNA don soi gay chan chac ba sao ma DNA va nhd do co kha nang

gay doc cho te bao. Tac dung gay doc te bao nay dugc thay la phu thuoc thdi gian va dac
trung cho giai doan S.

In vitro, khong thay irinotecan va SN-38 dugc P-glycoprotein MDR nhan biet ro rang, va the
hien cac tac dung gay doc te bao so vdi cac dong khang te bao doxorubicin va vinblastine.

Hon nua, irinotecan co tac dung khang u rong in vivo doi vdi mo hinh khoi u cua chuot (ung
thu bieu mo tuyen ong tuy P03, ung thu bieu mo tuyen vu MA16/C, ung thu bieu mo dai
trang C38 va C51) va chong ghep ngoai lai d ngu'di (ung thu bieu mo tuyen dai trang Co-4,
ung thu bieu mo tuyen vu Mx-1, ung thu bieu mo tuyen da day ST-15 va SC-16). Irinotecan
cung co tac dung chong khoi u bieu hien P-glycoprotein MDR (cua benh ung thu bach cau
P388 khang vincristine va doxorubicin).

Ben canh tac dung khang u cua CAMPTO, tac dung duoc ly phu hop nhat cua irinotecan la
kha nang uc che acetylcholinesterase.

Dullieu lam sang:

Trong dieu tri phoi hop de dieu tri hang dau ung thu ruot ket -true trang di can
Trong dieu trj phoi hop vdi Acid Folinic va 5-Fluorouracil

Mot nghien cuu pha Il dugc thuc hien d 385 benh nhan trude day chua dugc dieu tri ung thu'
ruot ket - true trang di can duoc dieu tri voi lieu trinh 2 tuan mot lan (xem muc 4.2. Lieu
dung va each dung) hoac phac do lieu trinh hang tuan. Trong lieu trinh 2 tuan mot lan, vao
ngay 1, cho dung CAMPTO d 180 mg/m22 tuan mot lan tiep theo la tiem truyen acid folinic
(200 mg/m2trong 2 gid truyen tTnh mach) va 5-fluorouracil (400 mg/m2 bMj&mot lieu bolus
tTnh mach, tiep theo la 600 mg/m2trong 22 gid truyen tTnh mach). Vao ngayy£ acid folinic va
5-fluorouracil dugc cho dung theo lieu va lieu trinh tuong tu. Trong phac de-TrgTrtnnh hang
tuan, CAMPTO dugc dung d lieu 80 mg/m2tiep theo la tiem truyen acid folinic (500 mg/m2
trong 2 gid truyen tTnh mach) va sau do la 5-fluorouracil (2300 mg/m2trong 24 gid truyen
tTnh mach) trong 6 tuan.

Trong thu nghiem dieu tri phoi hgp vdi 2 phac do dugc mo ta d tren, hieu qua cua CAMPTO
dugc danh gia d 198 benh nhan duoc dieu tri:
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Ty le dap
ung'(%)
giatrip
Thdi gian
trung binh
den khi
benh tien
trien
(thang)
giatrip
Khoang
thdi gian
dap ung
trung binh
(thang)
giatrip
Khoang
thdi  gian
dap ling va
on dinh
trung binh
(thang)
giatrip
Thdi gian
trung binh
den khi
dieu tri that
bai (thang)
giatrip
Thdi gian
song trung
binh
(thang)
giatrip

Aoy
Phac do ket hop
(n=198)
CAMPTO 5FU/FA
+5FU/FA

408 * 231 *
p<0,001

p<0,001
9,3 8,3

NS
8,6 6,2

p<0,001
53 3,8

p=0,0014
16,8 14,0

p=0,028

5FU : 5-fluorouracil
FA : acid folinic
NS : Khong dang ke
*: Theo de cuong phan tich nhom doi tuong

Trong lieu trinh hang tuan, ty le bi tieu chay nang la 44,4% 6 benh nharf dugc dieu tri bang
CAMPTO phQi hop voi 5FU/FA va 25,6% o benh nhan dugc dieu tri bangwreng 5FU/FA. Ty
le giam bach cau trung tinh nang (luong bach cau trung tinh < 500 te b”e/rhnr) la 5,8% d
benh nhan duoc dieu tri bang CAMPTO phoi hop vdi 5FU/FA va 2,4% d benh nhan duoc

dieu tri bang chi 5FU/FA.

Lieu trinh hang tuan
(n=50)

CAMPTO 5FU/FA
+5FU/FA

51,2 * 28,6 *
p=0,045

7,2 6,5

NS

8,9 6,7

p=0,043

8,3 6,7

0S

54 50

LS
19,2 141

>S
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Lieu trinh 2 tuan mot lan
(n=148)

CAMPTO 5FU/FA
+5FU/FA

37,5 * 21,6 *

p=0,005

6,5 37
p=0,001

9,3 9,5

NS

85 5,6
p=0,003

5,1 3,0
p<0,001

15,6 13,0
p=0,041
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Ngoai ra, thai gian trung binh den khi tinh trang hoat dong giam ro ret la dai ho'n dang ke a
nhom dieu tri boi phac do CAMPTO phoi hop so voi nhom chi dung 5FU/FA (p=0,046).

Chat luong cuoc song duoc danh gia trong nghien cuu pha Il nay thong qua viec su' dung
bang cau hoi QLQ-C30 EORTC. Thdi gian den khi tinh trang hoat dong giam ro ret da luon
xuat hien sau d nhom CAMPTO. Sir tang Tinh trang Sue khoe Toan dien/Chat luong cuoc
song tot hon mot chut trong nhom CAMPTO phoi hop mac du khong r5 rang, dieu nay cho
thay hieu qua cua lieu phap CAMPTO phoi hop co the dat duoc ma khong anh hudng den
chat luong cuoc song.

Trong phac do dieu tri phoi hup voi bevazicumab

Mot thu nghiem lam sang pha Il ngau nhien, mu doi, co doi chung danh gia bevacizumab
phoi hop vdi CAMPTO/5FU/FA nhu lieu phap dieu tri hang dau cho ung thu di can dai trang
hoac true trang (Nghien cuu AVF2107g). Viec them bevacizumab vao phac dd phoi hop
CAMPTO/5FU/FA cho ket qua tang dang ke co y nghTa thong ke ty le song con toan bo. Lai
Ich tren lam sang, duoc do bang ty le song con toan bo, dugc thay trong tat ca cac phan nhom
benh nhan da duoc xac djnh trude, bao gom ca cac nhom duoc xac djnh theo dtVtuoi, gioi
tinh, tinh trang hoat dong, vi tri khoi u nguyen phat, so luong cac ca quan lie*quan, va
khoang thdi gian benh di can. Xin tham khao them thong tin ke toa san®pfiamcua
bevacizumab. Ket qua ve hieu qua cua Nghien cuu AVF2107g dugc tom tat trong bang dudi
day.

AVF2107g
Nhanh 1 Nhanh 2
CAMPTO/5FU/FA CAMPTO/5FU/FA
+Gia dirge +Avastina
So benh nhan 411 402
Ty le song con toan bo
Thdi gian trung binh (thang) 15,6 20,3
Khoang tin cay (CI) 95% 14,29-16,99 18,46-24,18
Ty leruirob 0,660
Giatrjp 0,00004
Thdi gian song khong benh tien
trien
Thdi gian trung binh (thang) 6,2 10,6
Ti le rui ro 0,54
Giatri p <0,0001
Ty le dap ling toan bo
Ty le (%) 34,8 44,8
95% ClI 30,2-39,6 39,9-49,8
Giatrip 0,0036
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Khoang thdi gian dap ung
Thdi gian trung binh (thang) 7.1 104

Dat phan vi 25- 75 tren mot T 8 6,7-15,0
tram (thang)

a5 mg/kg 2 tuan.
b Lien quan den nhanh doi chung.

Trong phac 36 dieu tri phoi hop voi cetuximab

EMR 62 202-013: Nghien cuu ngau nhien nay a benh nhan bi ung thu' ruot ket - true trang di
can ma chua duoc dieu tri truoc do cho benh di can so sanh lieu phap phoi hop cetuximab va
irinotecan cung voi 5-fluorouracil/acid folinic (5-FU/FA) qua duong tiem truyen (599 benh
nhan) voi lieu phap hoa tri don doc tuong tu (599 benh nhan). Ty le benh nhan co khoi u
KRAS wild-type tu nhom benh nhan co the danh gia duoc tinh trang KRAS la 64%.

Dir lieu ve hieu qua trong nghien cuu nay duoc tom tat trong bang dudi day:

Nhom tong the Nhom benh nhan co khoi u tul

nhien KRAS
Cetu?qmab FOLEIRI Cetuximab FOLFIRI
Bien so/thong ke phoi hop ket hop
FOLFIRI (N=509) FOLFIRI (N=176)
(N=599) B (N=172)
ORR
46,9 38,7 59,3 43,2
0, 0, ' ’ ] y
7 (€195 (42,9; 51,0) (34,8, 42,8) (51,6; 66,7) (35,8; 50,9)
Giatri p 0,0038 0,0025
PFS
(Téll Ji%h)'em i 0,85 (0,726; 0,998) 0,68 (0,501; 0,934)
Giatri p 0,0479 0,0167

Cl = khoang tin cay, FOLFIRI = irinotecan ket hop 5-FU/FA tiem truyen, ORR (objective response rate) = ty le dap tag

khach quan (berth nhan co dap tag hoan toan hoac dap tag mot phan), PFS (progression-free survival time) = thoi gian song
khong benh tien trien

Trong phac 36 3ieu trj phoi hop voi capecitabin

Dullieu tu mot nghien cuu pha Ill, ngau nhien, co doi chung (CAIRO) chung minh cho viec
su dung capecitabin voi lieu khoi dau la 1000 mg/m2 phoi hop vdi irinotecan lieu trinh 3 tuan
mot ISn, didu tri trong 2 tuan lam lieu phap dieu tri hang dau cho benh nhan bj ung thu ruot
kdt - true trang di can. 820 benh nhan duoc chon ngau nhien de duoc”dieu tri tuan tu (n=410)
hoac dieu tri phoi hop (n=410). Dieu tri tuan tu bao gom dieu tri buoi<5 dau bang capecitabin
(1250 mg/m2hai lan moi ngay trong 14 ngay), bude hai la irinotecan (350-TfTg7m2 vao ngay 1),
va budc ba la ket hop capecitabin (1000 mg/m2 hai lan m6i ngay trong 14 ngay) vdi
oxaliplatin (130 mg/m2 vao ngay 1). Dieu tri phoi hop bao gom dieu tri bude dau bang
capecitabin (1000 mg/m2hai lan moi ngay trong 14 ngay) phoi hop vdi irinotecan (250 mg/m2
vao ngay 1) (XELIRI) va bude hai la capecitabin (1000 mg/m2 hai lan moi ngay trong 14
ngay) ket hop vdi oxaliplatin (130 mg/m2vao ngay 1). Tat ca cac chu ky dieu tri duoc ap
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dung trong khoang thoi gian 3 tuan. Trong dieu tri bude dau tho'i gian song khong benh tien
trien trung binh trong nhom du' dinh dieu tri la 5,8 thang (Cl 95%, 5,1 - 6,2 thang) cho dieu tri
don doc bang capecitabin va 7,8 thang (Cl 95%, 7,0-8,3 thang) cho nhom XELIRI
(p=0,0002).

Dfr lieu tu mot phan tich tarn thdi cua mot nghien cuu pha 11(AIO ICRK 0604), da trung tarn,
ngau nhien, co doi chung da chung minh cho viec su dung capecitabin vdi lieu khoi dau la
800 mg/m2 3 tuan mot lan, dieu trj trong 2 tuan ket hop vdi irinotecan va bevacizumab de dieu
tri hang dau cho benh nhan bi ung thu ruot ket - true trang di can. 115 benh nhan duoc chon
ngau nhien de dieu tri bang capecitabin ket hop vdi irinotecan (XELIRI) va bevacizumab:
capecitabin (800 mg/m2 hai lan moi ngay trong hai tuan tiep theo la mot khoang thdi gian
nghi 7 ngay), irinotecan (200 mg/m2 tiem truyen trong 30 phut vao ngay 1, lieu trinh 3 tuan
mot lan), va bevacizumab (7,5 mg/kg tiem truyen tu 30 den 90 phut vao ngay 1, lieu trinh 3
tuan mot lan); tong so 118 benh nhan dugc chon ngau nhien de dieu tri bang capecitabin ket
hop vdi oxaliplatin cong vdi bevacizumab: capecitabin (1000 mg/m2 hai lan moi ngay trong
hai tuan tiep theo la mot khoang thdi gian nghi 7 ngay), oxaliplatin (130 mg/m2 tiem truydn
trong 2 gid vao ngay 1, lieu trinh 3 tuan mot lan), va bevacizumab (7,5 mg/kg tiem truyen tu
30 den 90 phut vao ngay 1, lieu trinh 3 tuan mot lan). Ty 16 song khong benh tien trien d thdi
diem 6 thang trong nhom du dinh dieu trj la 80% (XELIRI ket hop vdi bevacizumab) so vdi
74% (XELOX ket hop vdi bevacizumab). Ty 16 dap ung toan bo (dap ung hoan toan cong vdi
dap ling mot phan) la 45% (XELOX ket hop vdi bevacizumab) so vdi 47% (XELIRI ket hop
vdi bevacizumab).

Trong lieu phap dieu tri dern doc de dieu tri bac hai ung thir ruot ket - true trang di can:

Nghien cuu lam sang pha II/lll duoc thuc hien lieu trinh dung thuoc 3 tuap mot lan vdi hon
980 benh nhan bi ung thu ruot ket - true trang di can da that bai vdi phadm) 5-FU trude do.
Hieu qua ciia CAMPTO dugc danh gia trong 765 benh nhan co tien trieipdugc-ghi nhan so
vdi 5-FU d dau vao nghien cuu.

Giai doan 1l
CAMPTO so vdi chain soc ho tro' CAMPTO so vdi 5FU

CAMPTO Cham soc CAMPTO 5FU
ho tro giatrip giatrip
n=183 n=90 n=127 n=129
Ty 1 song
khong benh tien NA NA 335 * 26,7 p=0,03
trien (PFS) d
thdi diem 6

thang (%)

Ty 16song con

d thdi diem 12 36,2 * 138 p=0,0001 44,8 * 32,4 p=0,0351
thang (%)

Thdi gian song

trung binh 9.2* 65 p=0,0001  10,8* 85 p=0,0351
(thang)

NA: Ktiong ap dung

* : Chenh lech dang ke co y nghTa thong ke
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Trong cac nghien cuu pha Il, duoc thuc hien voi 455 benh nhan voi lieu trinh dung thuoc 3
tuan mot lan, ty le song khong benh tien trien d thdi diem 6 thang la 30% va thdi gian song
trung binh la 9 thang. Thdi gian trung binh den tien trien la 18 tuan.

Ngoai ra, cac nghien cuu pha Il khong so sanh dugc thuc hien vdi 304 benh nhan dugc dieu
tri vdi phac do lieu trinh hang tuan, vdi lieu 125 mg/m2dugc cho dung qua dudng tiem truyen
tTnh mach trong hon 90 phut trong 4 tuan lien tiep theo sau la 2 tuan nghi. Trong cac nghien
cuu nay, thdi gian trung binh den tien trien la 17 tuan va thdi gian song trung binh la 10
thang. Du' lieu an toan tuong tu da dugc ghi nhan trong lieu trinh dung thuoc hang tuan d 193
benh nhan vdi lieu Ichdi dau 125 mg/m2 so vdi lieu trinh dung thuoc 3 tuan mot lan. Thdi gian
trung binh bat dau di phan long lan dau la vao ngay 11.

Ket hop vdi cetuximab sau khi lieu phap dieu tri gay doc te bao co irinotecan that bai

Tinh hieu qua khi ket hgp cetuximab vdi irinotecan da dugc dieu tra trong hai nghien cuu lam
sang. Tong so 356 benh nhan bj ung thu ruot ket - true trang di can bieu hien cua EGFR ma
gan day da that bai vdi lieu phap dieu trj gay doc te bao co irinotecan va nhu'ng ngu'di co tinh
trang hoat dong Karnofsky toi thieu la 60, nhung phan lon trong so hg co tinh trang hoat dong
Karnofsky > 80 dugc dieu tri phoi hgp.

EMR 62 202-007: Nghien cuu ngau nhien nay so sanh ket hop cua cetuximab va irinotecan
(218 benh nhan) vdi lieu phap dieu tri don doc chi bang cetuximab (111 benh nhan).

IMCL CP02-9923: Nghien cuu nhan md don nhanh nay khao sat lieu phap dieu tri phoi hgp d
138 benh nhan.

Du lieu hieu qua tu nhung nghien cuu nay dugc tom tat trong bang dudi day:

Nghiencuu N ORR DCR PFS (thang) OS (thang)
n (%) ClI n@®) Cl19%% Trung CI Trung Cl 95%
95% binh  95% i
Cetuximab+
Irinotecan
EMR 218 50 17,5; 121 48,6; 4,1 2,8; 8,6 7,6; 9,6
62 202-007 (22,9) 29,1 (55,5) 62,2 43
IMCLCP02- 138 21 9,7, 84 52,2; 2,9 2,6; 8,4 7,2; 10,3
9923 (15,2) 22,3 (60,9) 69,1 41
Cetuximab
EMR m 12 57, 36 23,9; 15 14, 6,9 5,6; 9,1
62 202-007 (10,8) 181 (32,4) 42,0 2,0

Cl= khoang tin cay, DCR=ty le idem soat benh (benh nhan dap ung hoan toan, dap ung mot phan, hoac benh on dinh trong
it nhat 6 tuan), ORR=ty le dap ung khach quan (benh nhan dap ung hoan toan hoac dap ung mot phan), OS= thdi gian song
con toan bo, PFS= thdi gian song khong benh tien trien
Hieu qua cua su phoi hgp cua cetuximab vdi irinotecan manh hon hieu dfoh cua dieu tri don
doc bang cetuximab, ve ty le dap ung khach quan (ORR), ty le kiem soat Tj&ph(DQR) va thdi
gian song khong benh tien trien (PFS). Trong thu nghiem ngau nhien, khong thay co anh
hudng vdi ty le song con toan bo (ty le hiem nguy 0,91, p=0,48).

Du lieu dugc dong hoc/duuc luc hoc

Cudng do cua cac doc tinh chinh gap phai vdi CAMPTO (vl du, giam bach cau va bach cau
trung tinh va tieu chay) co lien quan den muc phoi nhiem (AUC) vdi chat me va chat chuyen
hoa SN-38. Quan sat thay tuong quan dang ke gitia doc tinh huyet hgc (giam bach cau va
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bach cau trung tinh 6 diem thap nhat) hoac cudng do tieu chay va cac gia tri AUC cua
irinotecan va chat chuyen hoa SN-38 trong dieu tri do'n doc.

Benh nhan co UGT1A1 bi giam hoat tinh:

Uridin diphosphat-glucuronosyl transferase 1Al (UGT1A1) co tham gia vao viec khu hoat
tinh chuyen hoa cua SN-38, la san pham chuyen hoa co hoat tinh cua irinotecan, thanh
glucuronid SN-38 (SN-38G) khong hoat tinh. Gen UGT1A1 rat da hinh, dan den nhieu kha
nang trao doi chat khac nhau giCsa cac ca the. Mot bien the cu the cua gen UGT1Al co mot
the da hinh trong vung hoat hoa duoc goi la bien the UGT1A1*28. Bien the nay va cac khiem
khuyet bam sinh khac trong bieu hien UGT1A1 (nhutlhoi chung Crigler-Najjar va Gilbert) lien
quan den viec giam hoat tinh cua enzym nay. Du’ lieu tu mot phan tich tong hop cho thSy
nhu'ng ngu'di co hoi chung Crigler-Najjar (tuyp 1va 2) hoac nhu'ng ngu'di dong hop tu doi vdi
gien dang vi UGT1A1*28 (hoi chung Gilbert) co nguy co' tang doc tinh huyet hoc (cap 3 va 4)
sau khi cho dung irinotecan d lieu trung binh hoac cao (>150 mg/m2). Khong thiet lap duoc
moi quan he gifra kieu gen UGT1A1 va su phat sinh benh tieu chay gay ra bdi irinotecan.

Benh nhan duoc biet la dong hop tu doi vdi UGT1A1*28 nen duoc cho dung lieu khoi dau
irinotecan thong thudng duoc chi djnh. Tuy nhien, nhung benh nhan nay nen duoc theo doi
doc tinh huyet hoc. Nen xem xet giam lieu khoi dau irinotecan cho benh nhan da bi nhiem doc
mau trude do vdi lieu phap dieu tri trude do. Chua thiet lap duoc muc do giam chinh xac lieu
khoi dau trong nhom benh nhan nay va bat ky viec thay doi lieu dung tiep theo nao cung phai
dupe dua tren kha nang dung nap thuoc dieu tri cua benh nhan (xem muc 4.2 va 4.4)

Hien khong co du' lieu day du de ket luan ve loi Ich lam sang cua viec xac dinh kieu gen
UGT1AL.

5.2.  Cac dac tinh dupe dong hoc

Trong mot nghien cuu pha 1d 60 benh nhan co phac do lieu dung tiem truyen tTnh mach trong
30 phut tu 100 den 750 mg/m2ba tuan mot lan, irinotecan cho thay co tinh chat dao thai theo
hai giai doan hoac ba giai doan. Do thanh thai trung binh trong huyet tuong la 15 L/gid/m2va
the tlch phan bo d trang thai on dinh (Vss): 157 L/m2 Thdi gian ban thai trung binh trong
huyet tuong cua giai doan dau tien cua mo hinh ba giai doan la 12 phut, cua giai doan thu hai
la 2,5 gid, va thdi gian ban thai cua giai doan cuoi la 14,2 gid. SN-38 cho thay tinh chat dao
thai hai giai doan vdi thdi gian ban thai cuoi trung vi la 13,8 gid. Sau khi ket thuc tiem truyen,
d lieu khuyen cao la 350 mg/m2 nong do dinh trung binh trong huyet tuong cua irinotecan va
SN-38 tuong ung la 7,7 pg/ml va 56 ng/ml, va gia tri trung binh cua dien tlch dudi duong
cong (AUC) tuong ung la 34 pg.h/ml va 451 ng.h/ml. Co su bien thien Idn giua cac ca the ve
cac thong so dugc dong hoc doi vdi SN-38.

Mot phan tlch duoc dong hoc cua irinotecan da dugc thuc hien d 148 benh nhan bi ung thu
ruot ket - true trang di can, duoc dieu tri vdi cac lieu trinh khac nhau va d cae lieu khac nhau
trong cac thii nghiem pha Il. Cac thong so dugc dong hgc dugc ude tinh b~g mo hinh ba
vung tuong tu nhu cac thong so dugc dong hgc quan sat thay trong cac nghiealcutrpfta I. Tat
ca cac nghien cuu da cho thay muc phoi nhiem irinotecan (CPT-11) va SN-38 tang tuong ling
vdi lieu dung CPT-11; tinh chat dugc dong hgc cua chung doc lap vdi so lugng cac chu ky
trude do va lieu trinh diing thuoc.

In vitro, lien ket protein trong huyet tuong cua irinotecan va SN-38 tuong ling la khoang 65%
va 95%.

Cac nghien cuu can bang va chuyen hoa khoi vdi thuoc dugc danh dau bang dong vi carbon
C14 da cho thay hon 50% lieu dugc cho dung qua tinh mach cua irinotecan dupe bai tiet dudi
dang thuoc khong thay doi, vdi 33% trong phan chu yeu qua mat va 22% trong nude tieu.
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Co hai duong chuyen hoa, moi duong dam trach it nhat 12% lieu:

0 Thuy phan bdi carboxylesterase thanh chat chuyen hoa co hoat tinh SN-38, SN-38 dugc
dao thai chu yeu bdi qua trinh glucuronid hoa, va tiep theo bdi bai tiet qua mat va than (it hon
0,5% lidu irinotecan) Cac SN-38 glucuronid sau do co le bi thuy phan trong ruot.

o Cac phan ung oxy hoa phu thuoc enzym Cytochrom P450 3A dan den md vong piperidin
ngoai vdi su hinh thanh APC (dan xuat acid aminopentanoic) va NPC (dan xuat amin chinh)
(xem muc 4.5).

Chdt me irinotecan khong ddi la dang ton tai chinh trong huyet tuong, tiep theo la APC, SN-
38 glucuronid va SN-38. Chi SN-38 mdi co tac dung gay doc te bao manh.

Do thanh thai irinotecan giam khoang 40% d benh nhan bi giam bilirubin mau tu 1,5 den 3
I8n gidi han binh thudng tren. 6 nhung benh nhan nay lieu irinotecan 200 mg/m2 dan den
muc phoi nhiem cua thuoc trong huyet tuong tuong tu vdi gia tri quan sat dugc khi dung lieu
350 mg/m2d benh nhan ung thu co cac thong so gan binh thudng.

5.3.  Dir lieu an toan tien lam sang

Irinotecan va SN-38 da dugc chung minh la gay dot bien in vitro trong cac thu nghiem sai
lech nhiem sac the tren te bao CHO cung nhu trong thu nghiem vi nhan in vivo d chuot.

Tuy nhien, chung da duoc chung minh la khong co bat ky kha nang gay dot bien nao trong
thu nghiem Ames.

(3 chuot cong duoc dieu tri mot lan mot tuan trong 13 tuan d lieu toi da 150 mg/m2 (it hon mot
nua lidu khuydn cao d ngu'di), khong co bao cao ve khoi u lien quan den lieu phap dieu tri nao
d 91 tuan sau khi ket thuc dieu tri.

Cac nghien cuu doc tinh lieu don va lieu nhac lai vdi CAMPTO da dugc tien hanh d chuot
nhat, chuot cong va cho. Cac tac dung gay doc chinh da duoc thay trong he mau va he bach
huyet. (3 cho, tieu chay muon lien quan den teo va hoai tu 6 cua niem mac ruot da duoc bao
cao. Rung long cung duoc quan sat thay d cho.

Muc do nghiem trgng cua cac tac dung nay lien quan den lieu va co the hoi phuc duoc.
Sinh san

Irinotecan gay quai thai d chuot cong va tho vdi lieu thap hon lieu dieu, tri d ngudi. (3 chuot
cdng, chuot con sinh ra tu dong vat duoc dieu tri co ngoai hinh bat thufrira cho thay giam kha
nang sinh san. Khong thay dieu nay d chuot con co hinh thai binh thudngD”chuet cong mang
thai co tinh trang giam trgng luong nhau thai va d ddi con co tinh trang giam kha nang ton tai
cua thai nhi va tang hanh vi bat thudng.

6. CAC DAC TINH DI/OC HOC

6.1. Danh muc ta dugc

Sorbitol, acid lactic, natri hydroxid va acid hydrochlorid (de dieu chinh pH), nude cat pha
tiem.

6.2. Tuong ky

Khong co trudng hop tuong ky nao duoc biet den.

Khong dugc pha thude vdi cac thuoc khac ngoai tru nhung thuoc dugc de cap trong muc 6.6
6.3. Han dung

Campto 40mg/2ml: 24 thang ke tu ngay san xuat.

Trang 22/ 23



LPD Date: March 15, 2016
Country: Vietnam
Reference UK SPC dated: February, 2016

Campto 100mg/sml: 36 thang ke tu ngay san Xxuat.
Han dung cua dung djch sau khi pha: 28 ngay bao quan trong tu lanh (xem muc 6.4)

Be giam nguy co' nhiem khuan, nen pha dung djch tiem truyen ngay truoc khi sir dung va tien
hanh truyen cang som cang tot sau khi pha. Neu khong su dung ngay, ngu'di dung co trach
nhiem bao dam cho thai gian bao quan de sir dung khong qua 24 gia va a dieu kien 2 - 8°C
truoc khi sir dung, tru khi da duoc pha loang trong dieu kien vo trung duoc kiem soat va xac
nhan hop le.

6.4. Than trong dac biet khi bao quan
Khong bao quan d nhiet do tren 30°C. Tranh anh sang. Khong de dong lanh.

Cac dung dich pha loang. Dung dich nay da dugc chung minh la on dinh ve mat vat ly va hoa
hoc khi pha loang vdi cac dung dich tiem truyen (dung dich natri clorid 0,9% va dung dich
glucose 5%) trong toi da 28 ngay khi bao quan trong lo polyethylen ty trong thap (LDPE)
hoac polyvinyl clorid (PVC) d 5°C hoac 30°C/do am moi trudng va tranh anh sang. Khi tiep
xiic vdi anh sang, dung djch on dinh ve mat ly hoa trong vong 3 ngay. Lam dong lanh lo
thuoc irinotecan hoac dung dich pha loang irinotecan co the lam ket tua thuoc, vi vay phai
tranh dong lanh. (Xem muc 6.3. Han dung)

6.5.  Tinh chat va dung luung bao bi dong goi
Lo polypropylen mau ho phach chua lieu don, 40 mg/2 mL, 100 mg/5 mL, hop 1 lo.
6.6. Hudng dan sir dung va pha che

Cung nhu nhung thuoc chong ung thu khac, CAMPTO phai duoc pha che va xir ly mot each
than trong. Can sir dung Kkinh, mat na va gang tay Kkhi thao tac.
Neu dung dich thuoc CAMPTO hoac dung dich tiem truyen tiep xuc vdi da, can rira sach da
ngay lap tuc va ky bang xa phong va nude. Neu thuoc CAMPTO hoac dung dich tiem truyen
tiep xuc vdi niem mac, phai rira ngay vdi nude.

Pha thuoc de tiem truyen qua tinh mach:

Nhu vdi bat ley loai thuoc tiem nao khac, dung dich CAMPTO phai duoc pha trong dieu kien
Vo trung (xem muc 6.3. Han dung).

Neu quan sat thay bat ky ket tiia nao trong lo hoac sau khi pha loang, san pham can dugc loai
bo theo quy trinh tieu chuan cho cac chat gay doc te bao.

Dung ky thuat vo triing, rut luong dung dich CAMPTO can dung ra tu Ig.bang ong tiem da
hieu chuan va tiem vao tiii hoac chai truyen 250 ml chua dung dich nat~cloridJ0,9% hoac
dung dich glucose 5%. Sau do, tron deu dung dich tiem truyen bang each xoay vong bang tay.

Thai bo:

Tat ca cac vat lieu dugc sir dung de pha loang va truyen thuoc phai dugc thai bo theo quy
trinh tieu chuan cua benh vien ap dung cho chat gay doc te bao.

Tieu chuan ky thuat: Nha san xuat

Nha san xuat: Pfizer (Perth) Pty Ltd, Technology Park 15 Brodie Hall Drive Bentley WA
6102, Uc.

®Nhan hieu da dang ky
LPD Date: March 15,2016
Reference UK SPC date: February, 2016
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BO Y TE CONG HOA XA HOI CHU NGHfA VIET NAM
cue quAn ly duoc Doc lap - Tuldo - Hanh phuc

So:JJ'f /QLD-DK Ha Noi, ngay OQ thang 2 nam 2017
V/v cap nhat noi dung to hu'ong
dan sir dung va td hirang dan sir
dung cho benh nhan

Kinh gui: Pfizer (Thailand) Ltd.
Bia chi:  Floor 36, 37, United Center Building, 323 Silom Road,
Silom, Bangrak, Bangkok 10500, Thailand

Ngay 03.3.2017, Cue Quan ly Duoc nhan dugc don d6 nghi di ngay
01.3.2017 va cac tai lieu co lien quan cua cong ty (so tiep nhan 287/TBNN) v6
viec cap nhat noi dung td hudng dan su dung thuoc va td hudng dan su dung
thuoc cho benh nhan doi vdi thuoc nude ngoai da dugc cap so dang ky luu hanh,

Can cu Thong tu so 44/2014/TT-BYT ngay 25/11/2014 cua Bo Y te Quy
dinh viec dang ky thuoc, Thong tu so 06/2016/TT-BYT ngay 08/03/2016 cua Bo
Y te ve Quy dinh ghi nhan thuoc,

Can err bien ban tham dinh ho so thay doi/ bo sung, Cue Quan ly Dugc co
y kien nhu sau:

Bong y de cong ty dugc cap nhat noi dung td hudng dan su dung thuoc va
td hudng dan sir dung thuoc cho benh nhan doi vdi cac thuoc:

1. Campto, so dang ky: VN-20050-16

2. Campto, S0 dang Icy: VN-20051-16

Td hudng dan su dung thuoc cho benh nhan va bang so sanh noi dung
thay doi td hudng din su dung dugc dong dau xac nhan cua Cue Quan ly Dugc
va dinh kern theo cong van nay.

Ngoai noi dung dugc thay doi tren, tat ca cac noi dung khac giu nguyen
nhu ho so dang ley thuoc luu tai Cue Quan ly Dugc.

Cong ty dang ky, nha san xuat phai chiu trach nhiem ve chat lugng doi vdi
thuoc luu hanh tren thi trudng, noi dung ghi tren nhan thuoc, quy dinh ve sd huu
tri tue lien quan den nhan hieu hang hoa cua thuoc va co trach nhiem thong bao
sir thay doi nay den cac co quan lien quan va khach hang.

Sau 03 thang ke tu ngay ley cong van nay, cong ty khong dugc nhap lehau
thuoc tren vdi td hudng dan su dung cu.

Cue Quan ly Dugc thong bao de cong ty biet va thuc hien dung cac quy
dinh cua Viet Nam ve luu hanh thuoc./.

Not nhan'.
- Nhu tren;
- Luu: VT, DKT (V).



BO Y TE TOM TAT CAC THAY DOI TRONG TO HI/ONG DAN SU*DUNG

CUC QUAN LY DUOC
CUA THUOC CAMPTO (SDK: VN-20050-16 va VN-20051-16)

DA FHE BUYET
TD/BSngay .0$. thang .....nam<*M.
(theolcong G DAN SITDUNG CU TO HUONG DAN SU DUNG MOI
(phan loai bo dirge gach ngang) (Phan them vao/ thay doi dugc danh dau vang)
LPD Date: 15 Mar 2016; LPD Date: 20 Feb 2017;
Reference UK SPC Date: Feb 2016 Reference UK SPC Date: Feb 2016
Thong tin san pham cho can bo y te: thu tu cac muc Thay doi thu tu cac muc tron g thong tin san pham
nhu sau: cho can bo y te nhu sau:
1. TEN THUOC 1. THANH PHAN VA HAM LUONG
2. THANH PHAN DINH LUONG VA DINH TINH 2. DANG BAO CHE
3. DANG BAO CHE 3. CAC DAC TINH DUOC LUC HOC VA DUOC
4. DAC TINH LAM SANG DONG HOC
4.1 Chi dinh dieu trj 3.1 Dac tinh duoc luc hoc

3.2 Dac tinh dune dong hoc

3.3 Du- lieu an toan tien lam sang

4.3 Chong chi dinh 4. QUY CACH DONG GOl

4.4 Canh bao va than trong dac biet khi sir dung 5. CHI DINH, LIEU DUNG VA CACH DUNG,
CHONG CHI DINH

5.1 Chi dinh dieu tri

5.2 Lieu dung va each dung

4.6 Anh hirung den kha nang sinh san, phu nfr co thai 5.3 Chong chi dinh

va cho con bu 6. CAC TRUONG HOP THAN TRONG KHI DUNG

THUOC

Kha nang sinh san, mang thai va cho con bu

Tac dung len kha nang lai xe va van hanh may moc

4.2 Lieu luohg va each dung

4.5 Tuong tac voi cac thuoc khac va cac dang khac cua
tirong tac

4.7 Anh hirorng len kha nang lai xe va van hanh may
moc

1

Thay doi thu tu cac muc
trong thong tin san pham
cho can bo y te theo yeu
cau cua  thong tu
06/2016/TT-BYT
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4.8 Tac dung khong mong muon 7. THONG TAC CUA THUOC VvOI CAC THUOC
. KHAC VA CAC LOAI THONG TAC KHAC
4.9 Qua lieu
Tuong ky
5. CAC DAC TINH DITOC LY 8. TAC DUNG KHONG MONG MUON
5.1 Dac tinh dune luc hoc 9. QUA LIEU VA DIEU TRI
5.2 Dac tinh duoc dong hoc 10. DIEU KIEN BAO QUAN, HAN DUNG CUA
) ) THUOC

5.3 Du lieu an toan tien lam sang 10.1 Dieu kien bao quan
6. CAC DAC TINH DITOC HOC 10.2 Han dung
6.1 Danh muc ta duoc 10.3 Canh bao dac biet trong thai bo va cac quy trinh
6.2 Tuong ky Xu ly khac

11. TEN, DIA CHi, LOGO (NEU CO) CUA NHA SAN
6.3 Han dung XUAT
6.4 Than trong dac biet khi bao quan 12.ngAy sHa DOI
6.5 Tinh chat va dung luong bao bi dong goi
6.6 Huong dan sir dung va pha che

CAMPTO® CAMPTO®
Irinotecan hydrochlorid trihydrat Thong tin san pham danh cho can bo y te
(Dung dich dam dac de pha dung djch tiem
truysn)

Bo phan ten thuoc de
L------- TEN THUOC khong trung lap thong tin



2. THANH PHAN DINH LUONG VA DINH 1 THANH PHAN VA HAM LUONG
TINH

Theng-tin ve ta dugc, xin xem muc 6.1.

4.2 Lieu luong va each dung 5.2.  Lieu dung va each dung

Cac nhom dac biet: Cac nhom dac biet:

Benh nhan bi suv chuc nang gan: Trong dieu tri dan doc: Benh nhan bi suv chuc nang gan: Trong dieu tri don doc:
Nong do bilirubin huyet (len den 3 lan giai han tren cua Nong do bilirubin huyet (len den 3 lan gioi han tren cua
pham vi binh thuong (UNL)) a benh nhan co tinh trang pham vi binh thuong (UNL)) a benh nhan co tinh trang
hoat dong < 2, nen xac dinh lieu Campto khoi dau... hoat dong < 2, nen xac dinh lieu CAMPTO khai dau...



4.4 Canh bao va than trong dac biet khi sir dung

Nen theo doi hang tuan cong thuc mau toan phan trong
qua trinh dieu tri bang CAMPTO. Benh nhan can phai
dugc biet trude-nguy ca giam bach cau trung tinh va sot.
Giam bach cau trung tinh kern sot (nhiet do > 38°C va
luong bach cau trung tinh < 1.000 te bao/mm3 nen duoc
dieu tri khan cap tai benh vien bang khang sinh pho rong
gua duong tTnh mach.

Tac dung lie che mien dich/tang nguy co' bi nhiem
khuan

Cho dung vac xin song hay vac xin song da duoc lam suy
yeu d benh nhan suy giam mien dich do cac tac nhan hoa
tri lieu bao gom irinotecan, co the dan den nhiem khuan
nghiem trong hoac gay tu vong. Nen tranh tiem chung vac
xin song cho benh nhan dung irinotecan...

Cac than trong khac

Do thuoc nay co chua sorbitol, ue khong thich hop cho
benh nhan khong dung nap fructose di truyerb

Khong thudng xuyen quan sat thay cac trudng hop bi suy
than, ha huyet ap hoac suy tuan hoan d benh nhan co eue
giai doan mat nude lien quan den tieu chay va/hoac non,
hoac nhiem trung huyet.

6 CAC TRUONG HOP THAN TRONG KHI
DUNG THUOC

Nen theo doi hang tuan cong thuc mau toan phan trong
qua trinh dieu tri bang CAMPTO. Benh nhan can phai
duoc biet nguy co giam bach cau trung tinh va sot. Giam
bach cau trung tinh kem sot (nhiet do > 38°C va lugng
bach cau trung tinh < 1.000 te bao/mm3) nen duoc dieu tri
khan cap tai benh vien bang khang sinh pho rong qua
duong tTnh mach.

r
Tac dung ire che mien dich/tang nguy co- bj nhiem
khuan

Cho dung vac xin song hay vac xin song da duoc lam
giam doc lire d benh nhan suy giam mien dich do cac tac
nhan hoa tri lieu bao gom irinotecan, co the dan den
nhiem trung nghiem trong hoac gay tir vong. Nen tranh
tiem chung vac xin song cho benh nhan dung irinotecan.
Co the cho dung vac xin chet hoac bat hoat; tuy nhien, dap
ting vdi cac vac xin nay co the bi suy yeu.

Cac than trong khac

Do thuoc nay co chua sorbitol, thuoc khong thich hop cho
benh nhan co co dia khong dung nap duoc fructose.

Da quan sat thay cac trudng hop hiem gap bi suy than, ha
huyet ap hoac suy tuan hoan d benh nhan co giai doan mat
nude lien quan den tieu chay va/hoac non oi hoac nhiem
trung huyet.

Chinh sua dich thuat



4.6 Anh hudng den kha nang sinh san, phu nu- co thai
va cho con bu

Phu nu co kha nans mans thai/ Tranh thai d nam va nu

Phu nu co kha nang mang thai va nam gioi phai su dung
bien phap ngua thai hieu qua trong 1 thang va len den 3
thang sau dieu tri.

MansS thai

Khong co du lieu tu viec su dung irinotecan a phu nu
mang thai. Irinotecan da dugc chung minh la gay nhiem
doc phoi thai va gay quai thai d dong vat. Do do, dua tren
ket qua tu nghien cuu dong vat va co che hoat dong cua
irinotecan, khong nen dung CAMPTO trong khi mang thai
tru khi viec dung thuoc ro rarrgTa can thiet.

Phu nir cho con bu

Q@ chuot cong cho con bu, 14C-irinotecan da dugc phat
hien trong sua. Chua dugc biet irinotecan co dugc bai tiet
vao sua ngudi khong. Do do, vi kha nang co phan ung bat
Igi d tre bu me, nen ngirng cho con bu trong thdi gian dieu
tri bang CAMPTO (xem muc 4.3)

4.7.  Anh huong len kha nang lai xe va van hanh
may moc

Benh nhan nen dugc canh bao ve kha nang bi chong mat
heae roi loan thi giac co the xay ra trong vong 24 gid sau
khi dung CAMPTO, va nen dugc khuyen khong lai xe
hoac van hanh may moc neu cac trieu chung nay xay ra.

Kha nang sinh san, mang thai va cho con bu

Phu nu co kha nang mang thai/Bien phan tranh thai d nam
va nu

Phu nu co kha nang mang thai va nam gidi phai su dung
bien phap tranh thai hieu qua trong khi dieu tri va lan lugt
den 1thang va 3 thang sau khi dieu tri.

-Mang thai

Khong co du lieu ve viec sir dung irinotecan d phu nu
mang thai. Irinotecan da dugc chung minh la gay nhiem
doc phoi thai va gay quai thai d dong vat. Do do, dira tren
ket qua tu cac nghien cuoi tren dong vat va co che hoat
dong cua irinotecan, khong nen dung CAMPTO trong khi
mang thai tru khi that sir can thiet.

Cho con bu

0 chuot cong cho con bu, 14C-irinotecan da dugc phat
hien trong sua. Chua dugc biet irinotecan co dugc bai tiet
vao sua ngu'di khong. Do do, vi kha nang co phan ung bat
Igi d tre bu me, nen ngirng cho con bu trong thdi gian dieu
tri bang CAMPTO (xem muc 5.3)

Tac dung len kha nang lai xe va van hanh may moc

Benh nhan nen dugc canh bao ve kha nang bi chong mat
va roi loan thi giac co the xay ra trong vong 24 gid sau khi
dung CAMPTO, va nen dugc khuyen khong lai xe hoac
van hanh may moc neu cac trieu chung nay xay ra.

Chinh sua loi dich thuat

Chinh sua loi dich thuat



5.1. Dac tmh duuc lire hoc
Giai dean Il
CAMPTO is(;) t\?gl chain soc CAMPTO so vdi 5EU
Cham CAM
CAMPTO soc ho giatrj P-TO SFU gia tri
_ tro P _ P
n=183 1=90 N=127 n=129
Thdi
gian
song 9 g* _ * =
trung - 6,5 oéBbl 108% g5 0,085
binh ! 1
(thang)
6. CAC DAC TINH DITOC HOC
6.1 Danh muc ta dwe _2E£tAU/|N -

Sorbitol, acid lactic, natri hydrox-id va acid hydrochlorid
(de dieu chinh pH), nude cat pha tiem.

6.2.
Khong co truong hop tuong ky nao dugc biet den.

Tuong ky

Khong duoc pha thuoc vdi cac thuoc khac ngoai tru
nhung thuoc dugc de cap trong muc 6.6

3.1. Dac tmh duoc luc hoc
Pha Il
CAMPTO so vdi chain soc CAMPTO so vdi
ho tro' 5FU
Cham CAMPT 5FU
CAMPTO soc ho Gia 0] Gia
_ tro trj P n=l triP
=18 g0 n=127 29
Thdi
gian
song - P= " =
trung 9.2 6,5 0,0 108 85 0,03
binh 01 51
(thang)

Danh muc ta duoc

Sorbitol, acid lactic, natri hydroxide va acid hydrochloride
(de dieu chinh do pH) va nude de tiem.

Tuong ky
Khong co trudng hgp tuong ky nao dugc biet den.

Khong dugc pha thuoc vdi cac thuoc khac ngoai tru cac
thuoc dugc de cap trong muc 10.3. Canh bao dac biet
trong thai bo va cac quy trinh xtr li khac: Pha thuoc de
tiem truyen qua tinh mach.

Chinh sua loi dich thuat

Chinh sira dich thuat



6.4.  Than trong dac biet khi bao quan 10. DIEU JAfNTI"QUAN, HAN DUNG CUA
THUOC

10.1 Dieu kien bao quan
Khong bao quan a nhiet-dq tren 30°C. Tranh anh sang. Khong dugc bao quan tren 30°C. Tranh anh sang. Khong

Khong d£ dong lanh. dugc dong lanh.
6.5.  Tinh chat va dung luong bao bi dong goi 4. QUY CACH DONG GOl
Lo polypropylen mau ho phach chua lieu don, 40 mg/2 Lg don polypropylene chat lugng dung trong y khoa mau
mL, 100 mg/5 mL, hop 1 lo. ho phach dugc dong bang nut cao su halobutyl. Lo co
chua 40 mg/2ml; 100 mg/5ml de pha dung dich.
-Hop 1lo.
6.6. Huong dan stir dung va pha che 10.3 Canh bao dac biet trong thai bo va cac quy

Cung nhu nhung thuoc chong ung thu khac, CAMPTO trinh xu li khac

phai dugc pha che va xir ly mot each than trong. Can su Cung nhu nhung thuoc chong ung thu khac, CAMPTO
dung kinh, mat na va gang tay khi thao tac. phai dugc pha che va xir ly mot each than trgng. Can sir
dung kinh, mat na va gang tay khi thao tac.

Thai bo: Thai bo:

Tit ca cac vat lieu duoc sir dung de pha loang va truyen Tat ca cac vat lieu dirge sir dung de pha loang va truyen

thuic phai duoc thai bo theo quy trinh tieu chuan cua thuoc phai dugc thai bo theo quy trinh tieu chuan cua

benh vien ap dung cho chat gay doc te bao. benh vien ap dung cho chat gay doc te bao. (xem muc
10.2 Han dung).

®Nhan hieu da dang ky 12 NGAY SUA DOI
LPD Date: March 15,2016 ®Nhan hieu da dang ki
Reference UK SPC date: February, 2016 LPD Date: 20 Feb 2017;

Reference UK SPC Date: February, 2016

Chinh sira dich thuat

Chinh sira dich thuat
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CAMPTO®
TD/BS ngay .Off. thang .~ nam

(theo cong v&n/Mt.Ji‘.:.“.../@w-f)"P.()\ nong tin san Eham danh cho benh nhan

CANH BAO BAC BIET:

Thuoc nay chi dung theo don cua bac si.

Doc ky hudng dan sir dung trade Idii dung.

Khong dung qua lieu chi dinh.

Thong bao cho bac si nhu'ng tac dung khong mong muon gap phai khi sd dung thuoc.
Neu can them thong tin xin hoi y kien bac si.

Khong sd dung thuoc da qua han dung.

Be xa tam tay tre em.

1. THANH PHAN VA HAM LUONG
Dung dich dam dac chua 20 mg/ml irinotecan hydrochlorid, trihydrat (tuong duong
voi 17,33 mg/ml irinotecan). Lo CAMPTO chua 40 mg hoac 100 mg irinotecan
hydrochlorid, trihydrat.

Banh muc ta dugc

Sorbitol, acid lactic, natri hydroxide va acid hydrochloride (de dieu chinh do pH) va

nude de tiem.

2. MO TA SAN PHAM
Dung dich dam dac de pha dung dich tiem truyen.

3. QUY CACH BONG GOl
Hop 1 lo.

4. THUOC BUNG CHO BENH Gl
CAMPTO thuoc nhom thuoc gay doc te bao (thuoc chong ung thu).
Irinotecan Hydrochloride duoc su dung de dieu tri ung thu ruot ket va true trang giai
doan tien trien d ngu'di lon va khi benh d giai doan tien trien d ruot gia, dung ca phoi
hop vdi cac thuoc khac (lieu phap phoi hop) hoac dung rieng le (don tri lieu).
Bac sTco the dung phoi hop CAMPTO vdi 5-fluorouracil/acid folinic (5-FU/FA).
Bac sT co the dung phoi hop CAMPTO vdi capecitabine kem hoac khong kem

bevacizumab.



LPD Date: Feb 20, 2017

Country: Vietnam

Reference UK SPC dated: February, 2016
Reference UK’s PIL dated: May, 2016

Neu can them bat ky thong tin gi ve tinh trang benh, vui long hoi bac s7 cua ban.

5. NEN DUNG THUOC NAY NHI/ THE NAO VA LIEU LUTONG
Luon dung thuoc nay theo dung chi dan cua bac sThoac dugc sT. Kiem tra voi bac sT
hoac dugc sTneu ban chua chac chan.
Chi dung cho ngu'di lon.
CAMPTO dugc cho dung theo duong truyen tTnh mach trong thdi gian 30-90 phut.
Tong luong djch truyen se phu thuoc vao tuoi, chieu cao, can nang va tinh trang benh.
Bac sT se tinh dien tich be mat co the cua bantheo met vuong (m2) tu chieu cao va can
nang. Lieu dung cung phu thuoc vao cac bien phap dieu tri phoi hgp de dieu tri benh
ung thu.
Neu da dieu tri vdi 5-fluorouracil trude do, lieu khoi dau khi dieu tri don doc la
350mg/m2moi 3 tuan.
Neu chua dung hoa tri lieu trude do, lieu thong thudng la 180 mg/m2 CAMPTO hai
tuan mot lan. Sau do la acid folinic va 5-fluorouracil.
Vui long thuc hien theo Idi khuyen cua bac sTve bien phap dieu tri hien tai cua ban.
Bac sTco the diSu chinh lieu dung tuy thuoc vao tinh trang cua ban va bat ky tac dung

nao ma ban co the gap phai.

6. KHI NAO KHONG NEN DUNG THUOC NAY

* Neu ban co bat ky benh nao ve ruot hoac co tien su bj tdc nghen ruot.

® Ndu banbi qua man (di ung) vdi irinotecan hydrochloride trihydrate hoac vdi bat
ky thanh phan nao khac cua thuoc nay (liet ke trong muc 1)

® Neu bandang cho con bu

* Neu nong do bilirubin trong mau tang (tren 3 lan so vdi gidi han tren cua pham vi
binh thudng)

* Neu cac te bao mau cua bankhong can bang (suy tuy nang)

* Neu tinh trang sue khoe tong the cua banxau (danh gia theo quy chuan quoc te)

o Neu dang dung thuoc tu thien nhien chua Hypericum perforatum (St. John's Wort)

* Be co them thong tin ve cac chong chi dinh cua cetuximab hoac bevacizumab hoac
capecitabine, la nhung thuoc co the dugc dung dong thdi vdi irinotecan, vui long
tham khao thong tin san pham cua nhung san pham nay.

7. TAC DUNG KHONG MONG MUON
Giong nhu mgi loai thuoc, thuoc nay co the gay ra cac tac dung khong mong muon,
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mac du khong phai tat ca moi ngudi den gap phai. Bac sTse thao luan nhung tac dung
phu nay va giai thich nguy co’/ loi ich cua bien phap dieu tri voi ban.

Phan ung bat loi thudng gap nhat cua irinotecan la tieu chay xuat hien muon va giam
so luong bach cau hat trung tinh - mot loai bach cau dong vai tro quan trong trong viec
chong lai cac benh nhiem trung, thieu mau va giam tieu cau.

Rat thircmg gap

Giam cam giac them an, hoi chung Cholinergic (bao gom cac trieu chung tieu chay va
nhieu trieu chung khac chang han nhu dau bung, do mo hoi, co dong tu va tang tiet
nude bot), cam giac muon non (buon non), non oi, rung toe co the hoi phuc lai (rung
toe), viem d cac mang nhay (viem mang nhay), sot, cam giac yeu ot (suy nhugc), dong
cue mau (huyet khoi/tac mach).

Thuong gap —

Nhiem trung, giam so luong tieu cau, sot d benh nhan co so luong bach cau thap
(giam bach cau trung tinh co sot), chung tao bon, tang nong do creatinin trong mau,
tang nong do mot so men gan trong huyet thanh (transaminase SGPT va SGOT,
alkaline phosphatase), tang bilirubin, dau bung, sot (sot), dau tim (thieu mau cue bo
tim/nhoi mau tim), huyet ap cao (cao huyet ap), so luong bach cau thap (giam bach

cau).

Hiem gap
Tang nong do mot so men tieu hoa chuyen hoa duong (amylase) va chat beo (lipase),

giam nong do kali va natri trong mau, chu yeu lien quan den tieu chay va non oi.

Khong ro tan suat

Dau, dap ung mien dich qua muc vdi nhiem trung do vi khuan (nhiem trung huyet),
roi loan true trang, nhiem nam Candida duong tieu hoa, giam nong do magie (giam
magie), phat ban, phan ung da (cac dau hieu tren da), dang di bat thudng, nham lan,
dau dau, mat y thuc tarn thdi (ngat), do bung, nhip tim giam (nhip tim cham), nhiem
trung duong tiet nieu, dau ngirc, tang nong do mot sd men gan trong huyet thanh (tang
GGTP), viem (thoat mach) va tinh trang sau khi dieu tri ung thu (hoi chung ly giai
khoi u), roi loan tim mach (dau that nguc, ngung tim, nhoi mau co tim, thieu mau cue
bo co tim, roi loan mach mau ngoai bien, roi loan mach mau) va bien co dong cue mau
(huyet khoi dong mach, nhoi mau nao, tai bien mach mau nao, huyet khoi tinh mach

sau, thuyen tac chi dudi, thuyen tac phoi, nghen tTnh mach, huyet khoi va dot tu, viem
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ruot (viem dai trang gia mac, mot trong so do da duoc ghi nhan ve mat vi khuan hoc),
giam tieu cau (giam tieu cau ngoai vi co khang the huy tieu cau), mat nude (mat dich),
the ti'ch mau tuan hoan giam trong co the (giam the tich mau), phan ung di ung (phan
ung qua man), roi loan van ngon va cam giac bat thudng, dien hinh la ngua hoac chain
chich (di cam), suy tim, benh phoi (benh phoi mo ke), thd kho (kho thd), nac cue, tac
nghen mot phan hoac toan bo ruot (tac nghen duong ruot, tic ruot), tang ldch thuoc
ruot ket (phinh dai trang), chay mau da day va duong ruot (xuat huyet tieu hoa), viem
ruot (viem manh trang), thung ruot, tang men tuy co trieu chung hoac khong co trieu
chung, phan ung da, phan ung tai noi tiem truyen, co that ca hoac chuot rut, suy than

(yeu than va suy than cap tinh, suy than), huyet ap thap (ha huyet ap).

8. NEN TRANH DUNG NHUNG THUOC HOAC THUG PHAM GI KHI DANG

SU- DUNG THUOC NAY

Thong bao vdi bac si hoac duoc sTtai benh vien neu dang dung hoac gan day co dung

bat ky thuoc nao khac, bao gom ca cac thuoc dung khong theo don.

Nhung thuoc sau day co the lam thay doi tac dung cua irinotecan:

« Cac thuoc duoc dung de gay me toan than, chang han nhu suxamethonium.

© Carbamazepine, phenobarbital hoac phenytoin (thuoc duoc dung de kiem soat
dong kinh)

© Ketoconazole (duoc dung de dieu tri nhiem nam)

® Rifampicin (duoc dung de dieu tri lao)

* Khong duoc dung thao duoc St. John’s wort trong suot thdi gian dieu tri vdi
irinotecan va giua cac dot dieu tri vi thao dugc nay co the lam giam tac dung cua
irinotecan.

® Atazanavir (duoc dung de dieu tri HIV)

» Thuoc chong dong mau (duoc dung de lam loang mau)

® Vac xin. Hay noi vdi bac sTneu quy vi da hoac sap phai tiem chung

® Ciclosporin hoac tacrolimus (duoc dung de lam giam he mien dich cua co the quy
vi)

9. CAN LAM GI KHI MOT LAN QUEN KHONG DUNG THUOC

Dung lo lang. Neu banquen dung mot lieu, hay bo qua lieu do hoan toan va dung lieu

tiep theo vao thdi gian thong thudng. Khong dirge dung lieu gap doi de bu lai lieu

da bo lo.
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10. cAn bao quan thuoc nay nhu'the nao

11.

12.

13.

Khong dugc bao quan tren 30°C. Tranh anh sang. Khong duOc dong lanh.

Ccic dung dich pha loang. Dung dich nay da dugc chung minh la on dinh ve mat vat ly
va hoa hoc khi pha loang vdi cac dung dich tiem truyen (dung dich natri clorid 0,9%
va dung dich glucose 5%) trong toi da 28 ngay khi bao quan trong lo polyethylen ty
trong thap (LDPE) hoac polyvinyl clorid (PVC) d 5°C hoac 30°C/do dm moi trudng
va tranh anh sang. Khi tiep xuc vai anh sang, dung dich on dinh ve mat ly hoa trong
vong 3 ngay. Lam dong lanh Ig thuoc irinotecan hoac dung djch pha loang irinotecan
co the lam ket tua thuoc, vi vay phai tranh dong lanh.

nhu'ng dau hieu va trieu chllhg khidung thuoc qua lieu

Trieu chung cua dung qua lieu co the bao gom giam so lugng te bao bach cdu trung

tinh trong mau va tieu chay.

CAN PHAI LAM GI KHI DUNG THUOC QUA LIEU KHUYEN CAO

Goi cho bac sT hoac den phong cap cuu cua benh vien gan nhat ngay lap tuc. Mang
theo cac lieu tiem CAMPTO chua dung, cung voi hop dung va nhan de benh vien co
the de dang biet duoc thuoc da dung.

nhCihg DIEU cAn than trong khidung thuoc nAy

Thuoc nay chi danh cho ngu'di ldn. Hay kiem tra vdi bac sTneu thuoc nay dugc ke toa

de su dung d tre em.

Cung can dac biet than trgng khi dung d benh nhan cao tuoi.

CAMPTO la mot thuoc chong ung thu va chi dugc dung d mot don vi dac biet va dudi

sir giam sat cua bac sTdugc dao tao trong viec sir dung cac thuoc chong ung thu. Nhan

vien y te se giai thich cho benh nhan nhuhg dieu can thiet de dugc chain soc dac biet
trong suot va sau khi dung bien phap dieu tri.

Bac sTse can nhac dung CAMPTO trong cac trudng hgp:

0 Tinh trang hoat dong thudng ngay thuoc nhom phan loai - Di lai dugc va co kha
nang tu chain soc ban than nhung khong the thuc hien bat ky hoat dong lam viec
nao. Toi da va khoang tren 50% thdi gian thuc giac.

* Neu bac sT danh gia benh nhan co the khong dung nap va quan ly dieu tri theo
khuyen nghj de kiem soat cac tac dung phu. Trong trudng hgp nay, bac si co the

khuyen nghj benh nhan nhap vien.

Lieu dung thong thudng cua CAMPTO la 3 tuan mot Idn, tuy nhien, bac sT co the can
nhac cho dung thuoc nay mot tuan mot lan.
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Trong suot thoi gian dung CAMPTO (30 - 90 phut) va toi da den 24 gia sau khi dung,
benh nhan co the gap phai mot so trieu chung, chang han nhu' tieu chay, ngay khi bj di
ngoai phan long, hay bat dau uong nhieu nude va thong bao cho bac sT biet ngay lap
tuc.

Co the bi tieu chay kem sot.

Hay tham khao y kien bac sTneu co cac trieu chung:

© Cam giac buon non va non oi, do mo hoi

© dau bung

° tiet nude bot nhieu

Cac van de ve mau

CAMPTO co the gay giam so luong bach cau, cac te bao nay dong vai tro quan trong
trong viec chong lai cac benh nhilm trung. Tinh trang nay goi la giam bach cau trung
tinh. Thudng thay giam bach cau trung tinh trong khi dieu tri vdi CAMPTO va tinh
trang nay co the hoi phuc duoc. Bac sT can sap xep de benh nhan duoc xet nghiem
mau thudng xuyen nham theo ddi cac bach cau nay. Giam bach cau trung tinh la

nghiem trong va can duoc dieu tri ngay lap tuc va theo doi can than.

Cac van de ve thd —

Thong bao cho bac sTdang bi hen suyen va co van de khac ve thd.

Benh dirdng ruot

N8u bj tac ruot mot phan hay toan bo, hay thong bao vdi bac si trude khi dung thude
nay.

Chuc nang than bi suy giam

Vi thuoc nay chua duoc thu nghiem tren benh nhan co vdn de ve than, vui long kiem
tra vdi bac si neu co bat ky van de gi ve than.

Chuc nang gan

Bac sT se do luong chuc nang gan trude va trong khi dung bien phap dieu tri vdi
CAMPTO.

Xa trj

Thong bao cho bac sTbiet neu da tung trai qua xa tri trude do.

Van de ve tim

Thong bao cho bac sTbiet neu co van de ve tim.

Tiem chung
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14.

15.

16.

17.

Neu dugc bac sy ke vac xin.

Thong bao cho bac sTbiet neu bi bat ky roi loan khong dung nap ducmg nao

Bien phap ke hoach hoa gia dinh

Can phai tuan theo cac bien phap k6 hoach hoa gia dinh trong vong 3 thang sau khi
hoan tat bien phap dieu tri voi CAMPTO. Thong bao cho bac sT biet neu mang thai
hoac du dinh mang thai. Bac sT co the bat dau dieu tri voi CAMPTO khi benh nhan
dang mang thai chi khi viec nay la rat can thiet.

Bac sTco the d6 nghi ngirng cho con bu neu dang dieu tri voi CAMPTO.

Khong tham gia vao cac hoat dong nhu lai xe hoac van hanh may moc khi dang dung
lieu phap voi CAMPTO.

KHI NAO CAN THAM VAN BAC SI, DI/OC SI

Hay noi voi bac sT, duoc sTneu can bat ky thong tin nao v6 each dung san pham hoac
co bdt ky nghi ngai hoac vin dE gi. Vui long den gap bac sT neu gap bat ky tac dung

phu nao. Tham van bac sTde co them thong tin.

HAN DUNG

Campto 40mg/2ml: 24 thang ke tit ngay san xult.
Campto 100mg/5ml: 36 thang ke tu ngay san xuat.
Han dung cua dung dich sau khi pha: 28 ngay bao quan trong tu lanh.

B6 giam nguy co nhiem khuan, nen pha dung dich tiem truyen ngay truoc khi sir dung
va tien hanh truySn cang sdm cang tot sau khi pha. Neu khong su dung ngay, ngudi
dung co trach nhiem bao dam cho thdi gian bao quan de su dung khong qua 24 gid va
d di6u kien 2 - 8°C trude khi su dung, tru khi da duoc pha loang trong difu kien vo
trung duoc kiem soat va xac nhan hop le.

TEN, DIA CHi, BIEU TUONG (NEU CO) CUA CO SO SAN XUAT

Nha san xuat: Pfizer (Perth) Pty Ltd, Technology Park 15 Brodie Hall Drive Bentley
WA 6102 Uc. Jy
ngaysuA dQOi

® Nhan hieu da dang ky
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