R THUGC BAN THEO PON
X

TO HUONG DAN SU DUNG THUOC

Vién nang cing
VENUTEL-20
Vién nang cing
VENUTEL

Vién nang cirng

VENUTEL-100

THUOC bQC
Thuéc nay chi dung theo don thudc
Pé xa tam tay tré em
Poc ky hwéong dan sir dung truéc khi dung
Thong bao ngay cho bac s§ nhirng tac dung khong mong muaon khi sir dung thudc
To thong tin sin phidm nay bao gom hwéng din sir dung cho thuéc c6 nhiéu ham lwong khdc nhau.

1. THANH PHAN CONG THU'C THUOC:

Mbi vién nang cimg VENUTEL-20 chira:

Thanh phan hoat chit:

Temozolomid .........ccccoeevviiieiennne. 20 mg.

Thanh phdn td dwoc: Calci phosphat dibasic khan, EDTA, acid ascorbic, talc, magnesi stearat,
silicon dioxyd.

Mbi vién nang cing VENUTEL chira:

Théanh phén hoat chit:

Temozolomid .........ccevvvviiievinenne. 50 mg.

Thanh phan td dwec: Calci phosphat dibasic khan, acid ascorbic, talc, magnesi stearat, silicon
dioxyd.

MJi vién nang cirng VENUTEL-100 chira:

Thanh phén hoat chit:

Temozolomid ........c.ccceevvvvveieennnne 100 mg.

Thanh phdn ti dwec: Calci phosphat dibasic khan, EDTA, acid ascorbic, talc, magnesi stearat,
silicon dioxyd.

2. DANG BAO CHE: , , ,
VENUTEL-20: Vién nang cung s6 4, than mau do, nap mau xam, bén trong chira bot thude mau
trang

VENUTEL: Vién nang ctng s6 1, than mau xanh, nip mau cam, bén trong chira bot thuée mau
trang

VENUTEL-100: Vién nang cimg s6 1, thdn mau vang, nap mau ndu do, bén trong chira bt
thudc mau trang.

3. CHI PINH:

U nguyén bao than kinh dém da hinh (glioblastoma multiforme): Temozolomid dugc dung két
hop véi xa tri dé diéu tri cho nguoi 16n méi duoc chan doan u nguyén bao dém da hinh. Thude
cung dugc dung dé dleu tri duy tri.

U té bao hinh sao mat biét héa (anaplastic astrocytoma) Temozolomid dugc dung dé diéu tri u
té bao hinh sao mat biét hoa khang thudc ¢ ngudi 16n, giai doan bénh tién trién sau diéu trj khoi
dau bang nitrosoure va procarbazin.

4. LIEUDUNG - CACH DUNG: ‘ ,
Temozolomid chi nén dugc chi dinh bdi cac bac si cd kinh nghi¢m trong viéc dicu tri khoi u
néo.

Di‘éu tri chdng non co thé can thiét.

Liéu dung:
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U nguyén bdo than kinh dém da hinh:

Giai doan phdi hop: bé ph01 hop véi xa tri, liu diéu tri khoi dau 13 75 mg/ m? bé mit da/ ngay,
trong 42 ngay, ph01 hop véi xa tri tai chd (60 Gy cho 1am 30 phén doan). Khong khuyen cao
giam heu trong giai doan phdi hop nhung c6 thé phai tam ngimg hodc ngimg han viéc ding
thudc néu xuét hién doc tinh.

Nén lam xét nghiém cong thac mau trude va trong qua trinh diéu tri (hang tudn) bang
temozolomid. Tiéu chi quyét dinh tiép tuc dung thudc bao gém: Bach cau da nhan trung tinh
tuyét déi (ANC) > 1.500/ mm3, sb luong tiéu cau > 100.000/ mm3 va xuét hién doc tinh khong
phai trén hé tao méau cap do 1 hodc khong ning (ngoai trir rung téc, budn ndn va non). i
Néu dat, nén thyc hién tri liéu bang temozolomid lién tyc hang ngay trong 42 ngay (c6 thé 1én
to1 49 ngay).

Nén tam ngimg diéu tri bang temozolomid néu ANC trong khoang 500 - 1.499/ mm3, hoic sb
luong tiéu céu trong khoang 10.000 - 99.000/ mms3, hoic xuat hién doc tinh khong phai trén hé
tao mau & cap do 2 (ngoai trr rung toc, budn ndén va ndn). Co thé dung thude tré lai khi tt ca
c4c tiéu chi trén déu dat yéu cau.

Ngung hin viée dung thudc khi ANC < 500/ mm3, s luong tiéu cau < 10.000/ mm3, hodc xudt
hién doc tinh khong phai trén hé tao mau & cép do 3 va 4 (ngoai trir rung toc, budn ndn va non).
Nhitng bénh nhan c6 bat ky biéu hién doc tinh ndo mo ta & trén s& khong duoc dung cac ché do
trj liéu phdi hop c6 chira temozolomid va khong duge phép ap dung tri liéu duy tri.

Giai doan duy tri:

4 tuan sau khi bénh nhan hoan thanh trj liéu phéi hop, bat dau tién hanh diéu tri duy tri, gdm toi
6 chu trinh néu dung nap duoc. Trong thoi ky diéu tri duy tri, liéu temozolomid cho ngay 1 lan
trong 5 ngay, tiép theo 1a thoi gian nghi thudc 23 ngay trong 1 chu trinh 28 ngay.

Chu trinh 1 dung liéu khéi dau 150 mg/ m? bé mit da/ ngdy mot 1an, 5 ngdy lién tuc, tiép theo 1a
thoi gian nghi thude 23 ngay.

Liéu cta chu trinh tiép theo duoc xac dinh dua trén doc tinh cia thube. Xét nghiém cong thire
mau trude khi diéu tri vao ngay | va vao ngay 22 (21 ngay sau khi dung lidu temozolomid dau
tién) va sau do theo doi hang tuan. Khong dung thudc tiép néu khong dat tiéu chi: ANC > 1 500/
mm3, s6 luong tiéu cau > 100.000/ mm3va xuat hién doc tinh khong phai trén hé tao mau cap do
1 hodc khong ning (ngoai trir rung toc, budn ndn va ndn).

Déi v6i nguoi dat duge cac tiéu chi sau chu trinh 1, c6 thé tang liéu 1én 200 mg/ m? bé mit da/
ngay mot lan, dung 5 ngay lién tuc cho chu trinh 2 va duy tri muc liéu nay cho céc chu trinh tiép
theo néu dat tiéu chi dung thudc.

béi voi nhitng bénh nhan xuét hién doc tinh cta thudc trong chu trinh 1, khong nén tang lidu &
chu trinh 2 ciing nhu cac chu trinh tiép theo. Néu c6 bat ki doc tinh nao sau day, nén giam 50
mg/ m2 cho mirc liéu temozolomid hang ngay (vi du tir 150 mg/ m? xuéng 100 mg/ m?, hodc tir
200 mg/ m? xudng 150 mg/ m?) ddi véi chu trinh tiép theo: ANC < 1.000/ mm3, s luong tiéu
cu < 50.000/ mm3, hodc xuit hién ddc tinh khong phai trén hé tao mau & cép do 3 (ngoai tru
rung toc, budn nén va non), can phai dua trén mirc thap nhat cua coéng thirc mau va doc tinh
nang nhat khong phai trén hé tao mau cia chu trinh trude dé giam liéu cho chu trinh tiép theo.
Nén ngirng hin diéu tri bang temozolomid khi c¢6 bat ki tiéu chi ndo sau day: Liéu giam xudng
dué6i 100 mg/ m? do doc tinh cua thude & chu trinh trude, sau khi giam liéu tai xuat hién doc tinh
khong phai trén hé tao mau & cp do 3 (ngoai trir rung toc, budn non va nén) hodc xuat hién doc
tinh khong phai trén hé tao mau & cip do 4 (ngoai trir rung toc, budn noén va non).

U té bao hinh sao mat biét héa:

Liéu khoi déu: 150 mg/ m?/ ngay trong 5 ngay, 1ap lai liéu cach nhau 28 ngay. .

Cac liéu tiép theo: 100 - 200 mg/ m? ngay trong 5 ngdy cho mdi chu trinh diéu tri, dua theo
dung nap huyét hoc.

ANC < 1.000/ mm? hoic tidu ciu < 50.000/ mm? vao ngiy 22 hodc ngay 29 (ngay 1 ctia chu
trinh sau): Hodn diéu tri cho t6i khi ANC > 1.500/ mm3 va tiéu cau > 100.000/ mm3; Giam liéu
khoang 50 mg/ m?/ ngay cho chu trinh sau.

ANC tir 1.000 - 1.500/ mm? hoic tiéu cau 50.000 - 100.000/ mm? vao ngay 22 hodc ngiy 29
(ngay 1 ciia chu trinh sau): Hoan diéu tri cho t&i khi ANC > 1.500/ mm3 va tiéu cau > 100.000/
mm3; Duy tri liéu khoi dau.
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ANC > 1.500/ mm? va tiéu cau > 100.000/ mm? vao ngay 22 hodc ngay 29 (ngay 1 ctia chu trinh
sau): Tang lidu t6i hodc duy tri liéu 200 mg/ m?/ ngay cho chu trinh sau. ) .
Co¢ thé tiep tuc dicu tri bang temozolomid dén khi bénh tién trién. Pa thiét 1ap dugc ché do dieu
tri bang temozolomid 1én t&i 2 nam.

Doi twong ddc biét:

Tré em: Hiéu luc va tinh an toan cta temozolomid d6i véi tré em chua duoc thiét 1ap.

Ngu(n suy gan va suy than: Sur dung than trong d6i v6i nguoi suy gan va suy than nang. Déi véi
nguoi suy gan nhe va vira, dugc dong hoc cua thude tuong tu nhu nguoi binh thuong. P thanh
thai ciia thudc ciing khong thay doi trén nhitng ngudi c6 Cler trong khoang 36 - 130 mL/ phat/
m2.

Nguoi cao tuéi va phu nit: D61 véi nhitng bénh nhan dung temozolomid dé diéu tri u té bao hinh
sao mat biét hoa, nguoi cao tudi va phu nit ¢6 nguy co xdy ra suy tiy cao hon. Tuy nhién, chua
c6 hudng dan diéu chinh liéu ndo khac ngoai viéc diéu chinh liéu dya trén ANC va sb luong tiéu
cau.

Cach dung:

Uong ngay mot lan, nuot nguyén vién voi mot cde nudc day. Néu nang thudc vo tinh bj mo, can
hét strc than trong dé khong hit phai thudc hoic tiép xtc tryc tlep v0i da va niém mac, Trong
truong hop nang thudc bi va, dung gang tay va kinh bao h¢ dé tranh tlep xuc v6i thube. Nén
udng vao lic doi dé han ché budn non va nén. Thoi diém phu hop dé ubng thudc 1a trude khi di
ngil. C6 thé udng thude chong ndn trude hodc ngay sau khi uong temozolomid.

Béc si nén xéac dinh ngay s6 lugng vién nang theo tirng loai ham lugng ma bénh nhan s& phai
dung dua trén liéu thudc da duoc ké don (vi du liéu 270 mg/ ngay, dung 5 ngdy s& dugc chia
thanh mudi vién 100 mg, nam vién 50 mg va nam vién 20 mg). M6i loai vién dugce chia vao
tung hop riéng va dan nhéan phu hop. Bénh nhén dugc chi dan chi tiét vé sb luong va loai vién
phai udng trong timg hop dé ¢6 lidu dung dung cho mot ngay.

5. CHONG CHI PINH:

Qua man véi temozolomid hodc bat ky thanh phan nao cta thube.
Qué man véi dacarbazin (DTIC).

Suy tuy nang.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC:

Do doc tinh ctia thude nén phai than trong khi tiép xtic véi thude va chét thai tir thude (bom kim
tiém, lo dung...). St dung gang tay, mat na hodc kinh bao ho khi tlep xuc v6i thude.

Dé glam thiéu nguy co dung thudc khong dung lidu, bénh nhén can duge dung dang bao ché phu
hop voi mue liéu hang ngay va duoc hudéng dan chi tlet Ve ché d6 liéu dung.

Trén tat ca bénh nhan sir dung temozolomid, glam tiéu cau va _giam bach cau trung tinh 1a céac
ddc tinh phy thudce lidu. Giam toan thé huyét cau kéo dai co thé gay ra thiéu mau bat san, di ¢
b4o céo vé mot sb trudng hop ddc tinh & mirc d6 nguy hiém dén tinh mang. Trén nhitng bénh
nhan dung temozolomid dé diéu tri u nguyén bao dém than kinh da hinh méi dugc chan doan,
bét thudng vé tiéu cau & cap do 3 hodc 4, ké ca giam tiéu cau xay ra & 14% bénh nhan va bat
thuong vé bach cau trung tinh & cip d6 3 hodc 4, ké ca giam bach céu trung tinh xdy ra ¢ 8%
bénh nhén. Trén nhitng bénh nhén dung temozolomid dé dleu tri u t& bao hinh sao mat biét hoa,
nguy co giam tiéu cau va/ hodc giam bach cau trung tinh cap do 4 Xdy ra cao hon dbi véi nguoi
cao tudi va phu nit. Boc tinh thuong xay ra vao cu01 chu trinh, bat thudng s luong tiéu cau
thuong xuit hién sau 26 ngay va bét thuong bach cau trung tinh sau 28 ngay cua chu trinh diéu
tri. Cac dgc tinh nay thuong xudt hién & nhitng chu trinh dau tién, phuc h01 trong vong 14 ngay
va khong tich liy. C6 thé phai nhap vién, truyen mau hodc nging thude dé giai quyét nguy co
suy tay. Can dinh ki kiém tra cong thirc méu, diéu chinh liéu, tam ngimg hodc ngung tri liéu dé
giam doc tinh cua thuoc

Tén thuong gan, bao gdm suy gan giy tir vong, dd dugc bio cdo ¢ nhitng bénh nhan duogc diéu
tri voi temozolomid. Xét nghiém chirc ning gan co ban nén dugc thuc hién trude khi bat dau
diéu tri. Néu bat thuong, bac sinén danh gia cac loi ich/ nguy co (bao gdm tiém ning suy gan
gdy tir vong) trude khi bit ddu temozolomid. Pi véi bénh nhan trong chu trinh diéu trj 42 ngay,
xét nghiém chuc nang gan nén duogc lap lai & gitta chu trinh. Ddi véi tat ca cac bénh nhan, xét
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nghiém chtic ning gan nén duoc kiém tra sau mdi chu trinh diéu tri. D6i voi bénh nhan ¢ bat
thuong chirc nang gan dang ké, bac si nén danh gia cac loi ich/ nguy co dé tiép tuc diéu tri. Poc
gan co thé xay ra sau vai tuén hodc nhleu hon sau 1an diéu tri cudi cing véi temozolomid.

D3 c6 bao cdo v& mot s6 truong hop hiém gip hoi chimg loan san tiy va u 4c tinh thir phat, bao
gdm ca bach cau cip dong tiy.

C6 thé gap viém phoi do Pneumocystis jirovecii (Pneumocystis carnii), nguy co gia ting khi ché
dd di€u tri co6 chira corticoid hodc khi dung thudc dai ngay. Gidm sat chat ché kha nang viém
phoi do Pneumocystis jirovecii (Pneumocystis carnii) trén tat ca bénh nhan. Can phai diéu tri dy
phong viém phdi do Pneumocystis jirovecii ¢ nhitng bénh nhan xa tri két hop véi phac do dung
temozolomid 42 ngay; tiép tuc du phong trén nhitng bénh nhéan bi giam lympho bao cho dén khi
cai thién (cap do 1'hodc hon).

D3 c6 bao cao vé kha nang tai hoat dong cua viém gan virus B hodc nhiém cytomegalovirus c6
thé gay tir vong trén ngudi dung temozolomid dé diéu tri u nguyén bao than kinh dém. Can sang
loc viém gan va dung thudc khang virus diéu tri du phong cho bénh nhan ding temozolomid.

Str dung than trong trén nhirng ngudi suy gan va suy thén nang. Hiu lyc va tinh an toan cua
temozolomid dbi vOi tré em chua duge thiét lap. . ) q
Budn noén va ndn rat thuong xuat hién khi diéu tri véi temozolomid. Péu tri chdng nén c6 thé
dung trude hodc ngay sau khi dung temozolomid.

7. SUDUNG CHO PHU NU CO THAI VA CHO CON BU:

Phu nir c6 thai:

Khong c6 dir li¢u & phu nir ¢6 thai. Trong cac nghién ctru tién 1am séng & chudt nhit va tho nudi
150 mg/ m? TMZ, ¢6 giy quai thai va/ hodc doc tinh ¢ thai nhi cua vat thi nghiém da dugc
ching minh. Khong nén dung temozolomid cho phu nit mang thai. Neu su dung trong thoi gian
mang thai phai dwgc xem xét, bénh nhan nén dugc biét vé nguy co tiém an d6i véi thai nhi.

Phu nir cho con bu: )

Khong 1o temozolomid c6 phan bo vao stra m¢ hay khong. Khong nén cho con bu trong thoi
gian dung thudc vi kha ning nguy co trén nhi nhi.

Phu nir trong d¢ tudi sinh san:

Phuy nir trong d6 tudi sinh san duoc khuyén nén sir dung bién phap tranh thai hiéu qua dé tranh
mang thai khi dang st dung temozolomid.

Bénh nhan cao tudi (> 70 tudi):

Bénh nhan cao tudi ¢ thé c6 nguy co giam bach ciu trung tinh va giam tiéu cau cao hon so véi
bénh nhan tré tudi. Do do, can than trong khi dung temozolomid ¢ bénh nhan cao tudi.

Bénh nhan nam:

Bénh nhan nam diéu tri v&i temozolomid duoc khuyén cao khong nén co con trong vong 6 thang
ké‘ttr liéu temozolomid cudi ciing va nén tim kiém tu van vé viéc bao quan tinh tring trudc khi
diéu tri.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Temozolomid c6 anh huéng nhe dén kha ning lai xe va st dung may moc do co thé gay mét
moi va budn ngu.

9. TUONG TAC, TUONG KY CUA THUOC:

Twong tac: .

Dung chung temozolomid v&i ranitidin khéng dan dén sy thay ddi trong muc do hip thu cua
temozolomid ho#ic sy phoi nhiém véi chét chuyén hoa c6 hoat tinh cia nd, monomethyl
triazenoimidazol cacboxamit (MTIC).

Str dung chung temozolomid v6i thirc an lam giam 33% trong Cmax va giam 9% dién tich dudi
duong cong (AUC). Do khong thé loai trir sy thay do6i trén c6 thé c6 y nghia lam sang,
temozolomid khong nén dung cung véi thire an.

Dung chung véi dexamethason, prochlorperazin, phenytoin, carbamazepin, ondansetron, chat
d6i khang thy thé Ha, hodc phenobarbital khong 1am thay ddi thanh thai ctia temozolomid. Duing
chung véi acid valproic ¢6 thé giam nhe thanh thai temozolomid.
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Temozolomid c6 thé 1am ting nf)ng dd/ tac dung cua natalizumab, véc xin song. Tranh phéi hop
temozolomid véi natalizumab, vic xin séng. Tranh ph01 hop cac thudc gay doc té bao (trong do
¢ temozolomid) vdi clozapin do gia tang nguy co mat bach cau hat. Valproat lam tang néng do
huyét twong cia temozolomid. Trastuzumab ciing c6 thé 1am ting ndng d¢/ tac dung cia
temozolomid.

Temozolomid c6 thé lam giam ndng d6/ tic dung cua vic xin bat hoat. Echinacea lam giam
nong do/tac dung ciia temozolomid. Temozolomid va chit chuyén hoa MTIC chi chuyen hoa t6i
thiéu qua isoenzym gan. Chua 16 kha nang tuong tic duoc dong hoc cua cac thude co tac dong
dén enzym chuyen héa & gan véi temozolomid. Chua rd anh hudng cua carbamazepin va co-
trimoxazol dén do thanh thai ciia temozolomid, tuy nhién nén luu ¥ kha ning ting doc tinh
huyét hoc (vi du thiéu mau bt san).

St dung temozolomid phdi hop vai chét trc ché tiy khéac c6 thé 1am ting kha nang suy tay.

Tre em: Nghién ctru twong tac chi dugc thuc hién ¢ nguoi 16n.

Twong ky: Khong 4p dung.

10. TAC DUNG KHONG MONG MUON CUA THUOC:

Dt li¢u thu duoc tur cac thir nghiém lam sang:

O bénh nhan diéu tri véi temozolomid, du két hop vai xa tri hay 12 liéu phap don tri liéu & bénh
nhan méi duoc chan doan nguyén bao than kinh dém da hinh, hodc khi don tri liéu & bénh nhan
u than kinh dém tai phét hoac tién trién, da co bao cao vé cac tac dung khéng mong mudn rat
thuong gap nhu: Buén non, non, tao bon, chan an, dau déu va mét moi. .

Bao céo vé co giat rat thuong gap ¢ bénh nhan dugc chan doan u nguyén bao than kinh dém da
hinh méi mac khi dung liéu phép don tri liéu, va béo cao vé phat ban rat thuong gap ¢ bénh
nhan dugc chan doan u nguyén bao than kinh dém da hinh méi mac khi dung temozolonid két
hop xa tri cung nhu li¢u phép don tri li¢u, va thuong gap ¢ bénh nhan u than kinh dém tai phat.

Hau hét céc tac dung khong mong mUOn vé huyet hoc dugc bao cao thuong gap va rat thuong
gap ¢ ca 2 chi dinh (bang 1 va 2), tan suat xuat hién do 3 - 4 & phong thi nghiém dugc trinh bay
& dudi mdi bang.

Céc tac dung khong mong muén duoc phan theo hé co quan va tan suét gap phai. Céc tan suat
gap phai duoc quy udc nhu sau: Rat thuong gap (> 1/10), thwong gap (= 1/100 va < 1/10), it gap
(=.1/1.000 va < 1/100), hiém gap (> 1/10.000 va < 1/1.000), rat hiém gap (< 1/10.000). Trong
mdi nhom tan suat xay ra, cac tac dung khéng mudn dugc liét ké theo mic d6 nghiém trong
giam dan.

Puoc chan dodn u nguyén bdo than kinh dém da hinh méi mdc:

Bang 1 dwa ra cac tac dung khéng mong mudn ndi bat ¢ bénh nhan duoc chan doan u nguyén
bao than kinh dém da hinh mdi mac trong sudt qua trinh diéu tri bang temozolomid két hop xa
tri va khi dung liéu phap don tri liéu.

Bang 1. Céc bién cb noi bat gap phai ¢ bénh nhan dugc chan doan u nguyén bao than kinh

dém da hinh méi mic khi diéu tri bang temozolomid két hop xa tri hodc temozolomid don tri

ligu

Temozolomid két hep xa tri Temozolomid don tri li¢u

Hé co quan

n = 288" n=224
Nhiém triing va ky sinh triing
Thuong gap Nhiém tring, Herpes simplex, Nhiém tring, nhiém candida
nhiém trung vét mo, viém hau, | miéng
nhiém candida miéng
It gap Herpes simplex, Herpes zoster,

triéu chirng giong cim

R4i loan mau va hé bach huyét

Thuong gap Giam bach cau trung tinh, giam | S6t giam bach cau trung tinh,
tiéu cau, giam bach cau lympho, | giam tiéu cau, thiéu mau, giam
giam bach cau bach cau

it gap Sot giam bach cau trung tinh, thiéu | Giam bach cau lympho, cham
mau xuat huyét
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R4 loan noi tiét

It gap

| Hoi chitng Cushing

| Hoi chitng Cushing

R&i loan chuyén héa va dinh dudng

Kiém, tang can

Rat thuong gap Chén in , Chén an
Thuong gap Téang glucose huyét, giam can Giam can
It gap Ha kali huyét, tang phosphatase | Tang glucose huyé¢t, ting can

R4 loan tdm than

tram cam, 40 giac

Thuong gap Lo Iang, réi loan cam xdc, matngu | Lo lang, tram cam, réi loan cam
xUc, mat ngi
It gap Kich dong, tho o, r6i loan hanh vi, | Ao giac, hay quén

RAi loan hé than kinh

Rét thuong gap

Pau dau

Co giat, dau dau

Thuong gap

Co giat, giam y thuc, budn ngu,
mat khd ning noéi, giam thing
bang, chong mat, 10 13n, suy giam
tri nhé, giam tap trung, bénh than
kinh, di cam, réi loan 1&i néi, run

Liét nra ngudi, mat kha ning noi,
giam thiang bang, budn ngu, 1a
lan, chong mat, suy giam tri nhg,
giam tap trung, bat hrc ngdn ngi,
réi loan than kinh (NOS), bénh
than kinh, bénh than kinh ngoai
bién, di cam, rdi loan 1i n6i

It gap

Trang thai dong kinh, roi loan
ngoai thap, liét nira ngudi, mat
diéu hoa, suy giam nhan thirc, bat
luc ngdn ngit, dang di bat thuong,
tang cam giac, giam cam giac, roi
loan than kinh (NOS), bénh than
kinh ngoai bién

Liét nira nguoi, mat diéu hoa,
phdi hop bat thuong, dang di bat
thudng, ting cam giac, roi loan
cam giac

Cac bénh vé mit

thi gidc, khuyét tat thi gidc, dau
mat

Thudng gap Mo mit Khuyét tat thi giac, md mat, nhin
doi
It gap Ban manh, giam thi luc, réi loan | Giam thi luc, khd mét, dau mét

Tai va mé nhi

Thuong gip

Suy giam thinh giac

Suy giam thinh giac, u tai

it gap

Viém tai gitra, u tai, tang thinh, dau
tai

Diéc, chéng mit, dau tai

RAi loan tim mach

It gap | Panh trbng nguc |

R&i loan mach

Thudng gap Xuat huyét, phu né, phti né chan Xuat huyét, huyét khéi tinh mach
sau, phu né chan

it gap Xuat huyét ndo, ting huyét ap Thuyén tac phoi, phu, phi ngoai

Vi

R&i loan hd hip, nguc va trung thit

Thuong gap

Kho tho, ho

Kho theg, ho

It gap

Viém phoi, nhiém tring duong hd
hap trén, ngat mii

Viém phoi, viém xoang, nhiém
trang duong h0 hap trén, viém
phé quan

Roi loan tiéu hba

Rat thuong gap

Tao bon, budn nén, ndn

T4o bon, budn nén, ndn

Thuong gip

Viém miéng, tiéu chay, dau bung,

Viém miéng, tiéu chay, kho tiéu,
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kho tiéu, kho nudt khé nuét, khd miéng

it gap Pay bung, dai tién khong kiém
soat, rdi loan da day - ruot
(NQOS), viém da day - ruét, tri

R4 loan da va mé dudi da

Rat thuong gap Phét ban, rung toc Phét ban, rung téc

Thuong gap Viém da, kho da, ban do, ngua Kho da, ngua

it gap Troc da, nhay cam voi anh sang, | Ban do, bat thuong sic td, ting

bit thuong sac to tiét md hoi

R&i loan co xuwong va mo lién két

Thuong gap Yéu co, dau khép Yéu co, dau khép, dau co -
xuong, dau co

it gap Viém co, dau lung, dau co - | Viém co, dau lung

xuong, dau co
ROI loan than - tiét niéu

Thudng gap Tiéu nhiéu, tiéu khong tu cha Tiéu khong tu chi

It gap Tiéu kho

R&i loan hé sinh san va roi loan ¢ vi

it gap Liét dwong Xuat huyét 4m dao, rong kinh, vo

kinh, viém am dao, dau vu

R4i loan toan than va tinh trang tai chd dung thudc

Rat thuong gap Mét moi Mét moi

Thuong gap Phan tng di ung, sét, ton thuong | Phan tng di tng, sot, ton thuong
do phdéng xa, phu mat, dau, roi | do phdng Xa, dau, roi loan vi giac
loan vi giac

itgap Suy nhuge, do bung mit, néng | Suy nhwoc, phi mat, dau, tinh

bung, tinh trang nang thém, ret | trang ndng thém, rét run, bénh vé
run, d6i mau Iudi, réi loan khau | ring

giac, khat
Xét nghiém
Thuong gap Tang ALT Tang ALT
It gap Tang enzym gan, tdng gamma GT,

tang AST

* Bénh nhan duoc lya chon ngau nhién tr nhitng ngudi xa tri, dung temozolomid két hop xa tri.
Két qua thi nghiém:

Su e ché tay (giam bach cau da nhan trung tinh va giam tiéu cau), da duoc biét dén lidu gioi
han gy doc cho hau hét cac tac nhan gdy doc té bao, bao gom ca temozolomid. Khi céc thi
nghiém bat thuong va bién cb bat loi dugc két hop dong thoi Vvéi phic dd don tri liéu, cac bat
thuong bach cau d6 3 hoac dg 4 bao goém hién tuong giam bach cau trung tinh quan sat thay trén
8% bénh nhan. Bat thuong tiéu cau do 3 hoic do 4, bao gom hién tuwong giam tiéu cau quan sat
thay trén 14% bénh nhan ding temozolomid.

U thdn kinh dém &c tinh tai phat hodc tién trién:

Trong céc thir nghiém 1am sang, cac téc dung khong mong muén thudng gap nhét lién quan d&én
c4c roi loan da ddy - rudt, dac biét la buon non (43%) va ndn (36%). Nhing hién tuong nay
thuong & mirc 6 1 hoac 2 (ndn 0 - 5 lan/ 24 glo) va c0 thé ty diéu chinh hoac kiém soét bang
thudc chéng nén. Ty 18 gap hién tuong bUOn ndn va non nghiém trong la 4%.

Bang 2. Cac tac dung khong mong mudn xay ra ¢ bénh nhan u than kinh dém &c tinh tai phat
hoc tién trién:

Nhiém khuan va nhiém ky sinh triing

Hiém gap | Nhiém khuan co hoi, bao gom viém phdi do Pneumocystis jirovecii
R&i loan mau va hé bach huyét

Rat thudng gap Giam bach cau trung tinh (d6 3 - 4), giam tiéu cau (d6 3 - 4)

it gap Giam ba dong té bao, thiéu mau (d6 3 - 4), giam bach cau
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Roi loan chuyén héa va dinh dudng

Rat thuong gap Chén in

Thuong gap Giam cén

R4i loan hé than kinh

Rat thuong gap Dau dau

Thuong gap Buon ngi, chong miat, di cam

R4i loan hd hap, nguc va trung that

Thudng gap | Kho thg

RAi loan tiéu hoa

Rat thuong gap Buon ndn, ndn, tao bon

Thuong gap Tiéu chay, dau bung, kho tiéu

RAi loan da va md6 mém

Thuong gap Phat ban, ngura, rung toc

Rat hiém gap Hong ban da dang, do da toadn than, noi may day, phat ban
R4i loan toan than va tinh trang tai chd dung thudc

Rat thuong gap Mét moi

Thuong gap S6t, suy nhuoc, rét run, khé ¢, dau, mat vi giac
Rat hiém gap Phan ung di tng, bao gém phan vé, phii mach

Cac két qua thi nghiém:

Giam bach cau trung tinh hozc giam tiéu cau d6 3 hodc 4 da xay ra twong tng & 19% va 17%
bénh nhan duogc diéu tri u than kinh dém 4c tinh. Piéu nay da dan dén phai nhap vi¢n va/ hoac
ngung diéu tri véi temozolomid tuwong tng 8% va 4% bénh nhan. Tac dung {rc ché tay xuong c6
thé dy doan duoc (thudng trong vong vai chu ky dau giam thap nhét vao gitra ngay 21 va ngay
28), va hoi phuc nhanh, thuong trong vong 1 - 2 tuan. Khdng c6 bao céo vé su c ché tay xuong
c6 tich lity. Giam tiéu cau co thé 1am tang nguy co chay mau, va giam bach cau trung tinh va
bach cau c6 thé 1am ting nguy co nhidém truing.

Gioi tinh:

M6t phan tich duoc dong hoc dan sé caa thar nghiém 1am sang gom 101 nit va 169 nam cé sb
luong bach cau thap nhat va 110 nir va 174 nam c6 s luong tiéu cau thap nhat. Nhom giam
bach cau trung tinh do 4 chiém ty 1& cao hon (ANC < 0,5 x 109 L), 12% so véi 5%, va giam tiéu
cau (< 20 x 10% L), 9% so véi 3% twong Gng & phy nix va nam gici trong chu ki dau tién cua
ligu phap. Trong tap dix ligu ctia 400 bgnh nhan bi u than kinh dém tai phat, glam bach Cau trung
tinh d6 4 xuat hién & 8% bénh nhan nit va 4% bénh nhan nam; giam tiéu cau do 4 xuat hién ¢
8% bénh nhan va 3% bénh nhan nam trong chu ki dau tién cua liéu phap Trong 1 nghién ctu
Vi 288 dbi twong duoc Chan doan u nguyén bao than kinh dém nguyén phat mgi mac, giam
bach cau trung tinh d¢ 4 xuét hién & 3% bénh nhan nit va 0% & bénh nhan nam; Giam tiéu cau
d6 4 & 1% nit gidi va 0% bénh nhan nam trong chu ki dau tién cua liéu phép.

Dbi twong tré em:

Temozolomid d3 duoc nghién ctu trén d6i twong tré em (tir 3 - 18 tudi) bi u than kinh dém than
ndo tai phat hoac u bao hinh sao tai phat nang hon, véi liéu trinh diéu tri hang ngay trong 5 ngay
mdi 28 ngay. Mac du dir liéu con han ché, su dung nap & tré em duoc du doan 1a twong ty nhu &
ngudi 16n. Sy an toan cua temozolomid & ddi tuong tré em dudi 3 tudi chua duogc xac dinh.

Dit liéu sau khi dua thudc ra thi trudng:

Bang bén dudi bd sung céc tac dung khong mong mudn duoc xac dinh tir dir liéu sau khi dua
thudc ra thi truong:

Bang 3. Tom tat cac bién c6 duoc bao cao khi sir dung temozolomid tir dit liéu sau khi dua
thudc ra thi trudng

Nhiém khuan va nhiém ky sinh trung

It gap Nhiém cytomegalovirus, tai phat nhiém tring nhu cytomegalovirus,
virus viém gan B*

R4i loan mau va hé bach huyét

Rat hiém gap | Giam ba dong té bao kéo dai, suy tiy xuwong*

U lanh tinh, &c tinh va khong xac dinh
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Rat hiém gap | Hoi chizng loan san tay, 4c tinh tha phét, bao gom bénh bach cau tay
R4 loan noi tiét”

it gap | Pai thao nhat

R&i loan hd hap, nguc va trung that

Rat hiém gap | Viém phoi k&/ viém phai, xo phodi, suy hd hap*

R&i loan gan - mat

Thuong gap Tang enzym gan

it gap Ting bilirubin huyét, t mat, viém gan, ton thuong gan, suy gan*

RAi loan da va md6 mém

Rat hiém gap | Hoai tir thuong bi nhiém doc, hoi chirng Stevens-Johnsons

* Bao gom ca cac truong hop tur vong.

* Tan suit duoc xéac dinh dua vao céc thir nghiém 1am sang c6 lién quan.

Hudéng din cach xir tri ADR:

C6 kha ning gap nhiém khuan co hoi nhu viém phdi do Pneumocystis jirovecii (Pneumocystis
carnii) trén bénh nhan diéu tri biang temozolomid. Nguy co cang cao khi thoi gian diéu tri cang
kéo dai. Can diéu tri du phong (vi du ding pentamidin dang hit hodc co-trimoxazol theo dudng
ubng) cho tat ca bénh nhan dung phac d6 temozolomid 42 ngay két hop véi xa tri. Trén nhiing
benh nhén c6 hién tugng giam lympho bao trong giai doan diéu tri phéi hop, can phai diéu tri dy
phong cho dén khi phuc hoi. Phai glam sat chit ché nguy co viém phdi do Pneumocystis
jlroveCII (Pneumocystis carnii) dbi voi tat ca bénh nhan dung temozolomid, dic biét 1a nhiing
nguoi ¢ dung ket hop corticoid.

C6 thé dung thudc chong non dé giam bot triéu chu:ng budn nén, ndn.

Thuéc cé thé gdy ra cdc tic dung khéng mong muén khdc. Can theo doi chat che va khuyén céo
bénh nhdn théng bdo cho bdc sy nhitng tdc dung khéng mong muén gdp phdi khi sir dung thuéc.

11. QUA LIEU VA CACH XU TRI:

Liéu 500, 750, 1.000, va 1.250 mg/ m? (tong liéu mdi chu trinh cho 5 ngay) da duogc déanh gia
lam sang ¢ bénh nhén. Doc tinh gidi han lidu 1a doc tinh huyet hoc va da dugc bao cio voi bat
ky liéu ndo nhung c6 thé s& nghiém trong hon ¢ lidu cao. Liéu 10.000 mg (tong lidu trong mot
chu trinh, cho 5 ngay) da dugc sir dung boi mdt bénh nhén va cac tdc dung khong mong mudn
duoc bao céo 1a giam toan thé huyet cau, sot, suy da phu tang va tar vong. Dé c6 bdo céo trc ché
tiy xuong, c6 hoic khong cé nhiém trung, mot so truong hop nghiém trong, kéo dai va dan dén
tir vong ¢ bénh nhan sir dung lidu khuyen cao hon 5 ngay diéu tri (1én dén 64 ngay). Trong
truong hop qua lidu, can xét nghiém huyét hoc va diéu tri hd tro.

12. PAC TINH DUQC LUC HQC

Nhém dwoc 1y: Thude chdng ung thu. M3 ATC: LOLAXO03.

Temozolomid 1a thudc chéng ung thu, din xuat tir imidazotetrazin. Temozolomid 1a mot tién
dugc khong co tac dung dugc 1y cho téi khi b thity phan in vivo thanh chét chuyén hoa co hoat
tinh cua temozolomid 1a 5-(3-methyltriazen-l-yl)imidazol-4-carboxamid (MTIC) tac dung 1én
nhiéu pha ctia chu ki t& bao. MTIC gay doc té bao theo co ché cua tic nhan alkyl hoa, tai vi tri
06 va N’ cua guanin trong ADN.

13. PAC TINH DUQC PONG HOQC

Hip thu:

Temozolomid hap thu nhanh va hoan toan qua dudng tiéu hoa, sinh kha dung theo dudng udng
xap xi 100%. Thudc dat ndng do dinh trong huyét twong trong vong 1 gid sau khi udng. Thirc dn
lam giam tdc d6 va mirc do héap thu.

Phén bo:

Thé tich phan b cua thudc me 13 0,4 L/ kg, ty 1& gin két voi protein huyét twong khoang 15%.
Thudc xam nhap t6t qua hang rao mau ndo nhung chua rd ¢ phan bd vao sira me hay khong.
Chuyén héa:

Temozolomid 1a tién dugc, duoc bién ddi nhanh nhd qua trinh thuy phan khong thong qua
enzym tai pH sinh 1y thanh MTIC. Sau d6, MTIC dugc thity phan tiép thanh 5-amino- imidazol-
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4-carboxamid (AIC) va chuyén thanh methyl hydrazin. Cytocrom Paso ¢6 vai trd khong dang ké
trong qué trinh chuyén hoa ctia temozolomid va MTIC.

Thai tru: q

Sau 7 ngay, khoang 38% liéu ding duoc thai trir, chi yéu qua nude tiéu va khoang duéi 1% qua
phan. Thoi gian ban thai cta temozolomid khoang 1,8 gid; thoi gian ban thai biéu kién cua cac
chat chuyén hoa MTIC va AIC lan luot 13 2,1 va 2,6 gio.

Duoc dong hoc cua thude trén ngudi suy gan muac do nhe va vira twong tuw nhu ngudi co chirc
nang gan binh thuong. BJ thanh thai ctia temozolomid khong bi thay doi trén nhitng nguoi cé
Cler trong khoang 36 - 130 mL/ phat/ m?. Chua c6 nghién ctru duge dong hoc ciia temozolomid
trén ngudi suy than ning (Cler < 36 mL/ pht/ m?) va trén bénh nhan thim tach.

14. QUY CACH PONG GOI:
VENUTEL-20: Hop 3 vi x 10 vién.
VENUTEL: Hop 2 vi x 7 vién.
VENUTEL-100: Hop 3 vi x 10 vién.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
~ THUOC:

bieu Kién bao quan: Noi kho rao, tranh anh sang, nhiét d6 khong qua 30°C.

Han ding cia thudc: 36 thang ké tir ngay san xuat.

Tiéu chuan chit lweng ciaa thudc: TCCS.

16. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT:
Sdn xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Buong D17, Khu Cong nghi¢p My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

17. NGAY XEM XET SUA DOI, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC: 19/07/2019

Tén san pham: VENUTEL
M4 s6 toa: 0297.T1

2 Ly oo AR, - Thay d6i mau nhan, to HDSD theo cong vin 12053/QLD-DK ngay
Kiém soat sra dol: | 17/6775019 ¢cija Cuc QLD

Nhan vién thiét ké:
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