R THUGC BAN THEO PON

TO HUONG DAN SU DUNG THUOC
Vién nén

VIGORITO

Thudc ban theo don
Dé xa tam tay tré em
Poc ki huéng din sir dung trwéc khi dung
Théng bao ngay cho bac sy hoidc dwoc sy nhiing tac dung khéng mong muén khi sir dung thuéc

1. THANH PHAN

M&i vién nén VIGORITO chta:

Vildagliptin ......... 50 mg

Ta duoc: Povidon, lactose monohydrat, cellulose vi tinh thé M101, croscarmellose natri, silicon
dioxyd, magnesi stearat

2. MO TA SAN PHAM
Vién nén tron mau trang, hai mat tron.

3. QUY CACH PONG GOI
Hop 3 vi x 10 vién.

4. DUQC LUC HQC

Ma ATC: A10BHO2.

Nhém dwoc ly: Thudc diéu tri dai thao dudng, thude e ché dipeptidyl peptidase 4 (DPP-4).
Vildagliptin, mot chat thuéc nhom thude ting cuong chirc ning tiéu dao, 1a chét trc ché chon loc
va manh DPP-4.

Co ché tac a’ung

V|IdagI|pt|n c6 tac dung e ché nhanh va hoan toan hoat tinh DPP-4 dan dén ting nong do cua
cac hormon incretin GLP-1 (peptid twong tu glucagon 1) va GIP (polypeptid kich thich tiét
insulin phu thudc glucose) Iuc do6i va sau khi an.

Duroc luc hoc

Nho 1am tang ndéng do ndi sinh cua cac hormon incretin, vildagliptin tdng cuong tinh nhay cim
clia Cac té bao beta ddi véi glucose, dan dén cai thién su tiét insulin phy thudc glucose Didu tri
véi vildagliptin 50 - 100 mg ¢ bénh nhan dai thao duong typ 2 cai thi¢n dang ké céc chi dau
chire ning té bao beta bao gdém HOMA-B, ti 1& proinsulin chuyén thanh insulin va két qua xet
nghiém dap tng cua té bao beta bang thir nghiém dung nap bira dn 14y mau thuong xuyén. O dol
tugng khong bi dai thao duong (duong huyét binh thuong), vildagliptin khong kich thich tiét
insulin hoac giam ndng d6 glucose.

Nho lam tang noéng d6 GLP-1 noi sinh, vildagliptin ciing ting cuong tinh nhay cam cua cac té
bao alpha dbi véi glucose, dan dén diéu chinh sy tiét glucagon thich hop véi glucose

Su gla tang ty s6 insulin/ glucagon khi ting duong huyet do tang nong d6 cac hormon incretin
gay giam tao glucose tai gan luc doi va sau khi an, dan dén giam duong huyét.

Khong thay tac dung cham lam rdng da day do ting GLP-1 khi dung vildagliptin.

5. DUQC PONG HQC

Hdp thu:

Sau khi dung duong ubng vao liic d6i, vildagliptin dugc hap thu nhanh va dat nong do dinh
trong huyet tlrong sau 1,7 glo Thirc 4n lam ting nhe thoi gian dat ndng do dinh trong huyét
twong dén 2,5 gi¢ nhung no6i chung khong thay d6i AUC. Dung vildagliptin véi thirc an lam
gidm Cmax 19%. Tuy nhién, mrc do thay doi khong cé y nghia 1dm sang, nén c6 thé dung
vildagliptin cung hodc khong cung véi thirc an. Sinh kha dung tuyét d6i ctia thudc 1a 85%.

Phan bo:

Vildagliptin it gin v&i protein huyét twong (9,3%), va vildagliptin phan bd dong déu giira huyét
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trong va hong cau. Thé tich phan bd trung binh cua vildagliptin ¢ trang thai on dinh sau khi

duogc tiém theo duong tinh mach (Vss) 1a 71 L, goi y su phan bo ngoai mach.

Chuyen hoa:

O nguoi, chuyén hoa 1a con dudng thai trir vildagliptin cha yéu, chiém 69% liéu dung Chéat

chuyén hoa chinh, LAY151, khong c6 hoat tinh duge 1y va la san pham thuy phan gbc cyano

(57% liéu dung), tlep do la san pham glucuronid hoa (BQS867) va thuy phén amid (4% lidu

ding). Théng tin in vitro cia vi lap thé than ngudi cho thay than c thé 1a mot trong nhung co

quan chinh tham gia vao qua trinh thuy phan vildagliptin thanh chat chuyén héa khong co hoat

tinh cua n6. DPP-4 dong gbp mot phan vao sy thuy phén vildagliptin dya trén nghién ctru in

Vivo str dung chudt b thiéu hut DPP-4. Vildagliptin khong chuyén hoa bai cac enzym CYP 450.

Do d6, sy thanh thai cac chat chuyén hoa cua vildagliptin khong bi anh huong boi cac thudc

cam ung hodc trc ché CYP 450 khi dung chung. Nghién ciru in vitro cho thiy vildagliptin khong

rc ché/ cam tng cac enzym CYP 450. Vi vay, vildagliptin thuong khong anh hudéng dén do

thanh thai cac chat chuyén hoéa cua cac thude duge chuyén hoa bdi CYP 1A2, 2C8, 2C9, 2C19,

2D6, 2E1 hoac 3A4/ 5.

Thai tru: ) .

Sau khi udng vildagliptin danh ddu 4C, khoang 85% liéu dung dwoc thai trir ra nude tiéu va

15% liéu ding duoc tim thay trong phan. Su thai trir vildagliptin chua bi chuyén hoa trong nudc

tiéu chlém 23% liéu uéng. Thoi gian ban thai sau khi uéng khoang 3 gio.

Su tuyen tinh:

Cmax va AUC nong d6 huyét twong theo thoi gian cia vildagliptin ting ti 1¢ thuan véi liéu trong

khoang liéu diéu tri.

Doi twong dic bigt

Gioi tinh . )

Khong c6 khéc biét co6 y nghia 1am sang vé dugc dong hoc cua vildagliptin gifra doi twong nam

va nit khoe manh trong mot khoang tudi va chi sé khoi co thé (BMI) rong. Gidi tinh khong anh

huéng dén tic dyng e ché DPP-4 cua vildagliptin.

Nguwoi cao tudi

0 ngu(n cao tudi khoe manh (> 70 tudi), néi chung AUC cua Vlldagllptm (100 mg/ ngay) tang

32% va nong d6 dinh trong huyet tuong tang 18% so véi nguorl tré khoe manh (18 - 40 tu01)

Tuy nhién nhiing thay d6i nay khong anh hudng trén 1am sang. Tudi tic khong anh huéng dén

tac dung trc ché DPP-4 cua vildagliptin.

Bénh nhan suy gan

AUC cua vildagliptin sau khi dung lieu don & bénh nhéan suy gan nhe va vira giam tuong ung
20% va 8%, trong khi AUC cua vildagliptin & bénh nhan suy gan ning ting 22%. Su thay doi

t6i da (tang hoic giam) cia AUC cua vildagliptin 13 khoang 30%, duoc cho 1a khong anh hudng

trén 1am sang. Khong c6 su twong quan giita mirc dd ning ctia bénh gan va sy thay doi AUC caa

vildagliptin.

Bénh nhdn suy than

AUC cua Vlldaghptln tang trung binh 1,4; 1,7 va 2 lan tuong ing ¢ bénh nhén suy than nhe, vira

va ning so v6i dbi twong khoe manh. AUC cuia chit chuyén hoa LAY 151 va BQS867 ting trung

binh 1,5; 3 va 7 lan twong ung ¢ bénh nhén suy than nhe, vira va nang Thong tin con han ché &

bénh nhan bi bénh than g1a1 doan cudi (ESRD) cho thdy AUC cua Vlldaghptln tuong tu nhu

bénh nhan suy than nang, va nong do LAY151 tang khoang 2 - 3 14n so voi bénh nhan suy than

nang.

Vildagliptin it duoc loai bo khi thdm tach mau (3% sau 3 - 4 gio tham tach khoi dau sau khi

dung thudc 4 gio).

Chung toc

Mot vai thong tin cho thdy chung toc khong anh hudng 16n dén duoc dong hoc cua vildagliptin.

6. CHI PINH

Vildagliptin duoc chi dinh nhu mot thude hd trg cho ché do an va luyén tap dé cai thién su kiém
soat duong huyét & bénh nhan dai thao duong typ 2 (T2DM).

- Dudi dang don tri liéu.
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- Trong phéi hop hai loai thudc:
+ Véi metformin khi ché d6 an, luyén tap va metformin don doc khong dem lai su kiém soat
duong huyét day du.
+ Vi mot sulphonylure (SU) khi ché d6 an, luyén tap va sulphonylure don doc khong dem
lai sy kiém soat dudng huyét day du.
+ Vi mot thiazolidindion (TZD) khi ché do an, luyén tap va thiazolidindion khong dem lai
su kiem soat duong huyét day du.
- Trong phoi hop ba loai thuoc:
+ V6i mot sulphonylure va metformin khi ché d6 an, luyén tap va diéu tri kép bang nhiing
thudc nay khong dem lai su Kiém soat duO’ng huyét day du.
Vildagliptin cung dugc chi dinh phdi hop véi insulin (o hodc khdng c6 metformin) khi ché do
an, luyén tap va liéu insulin 6n dinh khong dem lai sy kiém soat duong huyét day du.
Vildagliptin ciing duoc chi dinh phdi hop ngay tu dau véi metformin & nhung bénh nhan dai
thao dudng typ 2 (T2DM) khong duoc Kiém soat day du chi bang ché do an va tap luyén.

7. LIEU DUNG - CACH DUNG

Liéu dung:

Nguoi lon

Khi sur dung don tri, phdi hop véi metformin, phdi hop véi thiazolidindion, phdi hop véi
metformin va sulphonylure, hodc phdi hop véi insulin (kém hodc khong kém metformin), lidu
khuyép c4o cua vildagliptin 1a 100 mg, ding 1 liéu 50 mg vao budi sang va 1 liéu 50 mg vao
buoi toi.

Khi str dung ph01 h0’p 2 thudce cung voi sulphonylure, lidu khuyén céo cua vildagliptin la 50 mg
dung 1 1an/ ngay vao budi sang. O nhing bénh nhan nay, Vlldaghptln liéu 100 mg/ ngay khong
¢6 hi€u qua cao hon vildagliptin lidu 50 mg dung 1 lan/ ngay. . ) i
Khi sir dung phoi hop v6i sulphonylrure, c6 thé can nhic dung sulphonylure liéu thap hon dé
giam nguy co ha glucose huyet

Khong khuyén céo dung lidu cao hon 100 mg.

Khuyén bénh nhan néu quén dung 1 liéu vildagliptin thi nén dung liéu d6 cang som cang tét khi
nhé ra. Khong dung 2 liéu trong cing 1 ngay.

An toan va hiéu qua cua vildagliptin trong diéu tri ph6i hop 3 thudc cing véi metformin va
thiazolidindion chua duoc thiét lap.

Doi twong dic bigt

Nguoi cao tuéi (> 65 tuoi)

Khong can hiéu chinh lidu ¢ ngudi cao tudi.

Bénh nhan suy thdn

Khong can hiéu chinh lidu & bénh nhan suy than nhe (Cler = 50 mL/ phat). O bénh nhan suy
than vira hodc nang hodc bi ESRD, liéu vildagliptin khuyén cdo 1a 50 mg dung 1 1an/ ngay.

Bénh nhan suy gan

Khoéng nén dung vildagliptin cho bénh nhan suy gan, bao gém bénh nhan cé alanin
aminotransferase (ALT) hodc aspartat aminotransferase (AST) > 3 lan gidi han trén binh thuong
(ULN) trude khi diéu tri.

Tré em

Khong khuyén céo dung Vlldaghptln cho tré em va thanh thiéu nién (< 18 tu01) An toan va hi¢u
qua cua vildagliptin & tré em va thanh thiéu nién (< 18 tudi) chua dugc thiét 1ap.

Céch dung:

Thude duge dung dudng udng cuing hoic khéng ciing véi thire an.

8. CHONG CHI PINH , ‘ ,
Man cam voi vildagliptin hodc bat ky thanh phan nao cua thudc.

9. CANH BAO VA THAN TRONG KHI DUNG THUOC
Cdnh béo chung 9 ) .
Vildagliptin khong dung dé thay thé cho insulin & nhtng bénh nhéan can dung insulin. Khong
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dung vildagliptin & bénh nhan dai thao dudng typ 1 hoic bénh nhan bi nhiém toan ceton do dai
thao duong.

Bénh nhan suy thdn

Kinh nghiém sir dung vildagliptin & bénh nhan bi ESRD phai thim tach mau con han ché. Vi
vay nén than trong khi dung vildagliptin ¢ nhirtng bénh nhéan nay.

Bénh nhan suy gan

Khong nén dung vildagliptin & bénh nhan suy gan, bao gom bénh nhan c¢6 ALT hoic AST > 3
lan ULN trudc khi diéu tri.

Theo doi enzym gan

b ¢6 béo cdo truong hop hiém gap réi loan chuc nang gan (bao gbém viém gan) Trong nhitng
truong hop nay, cac triu chung thuong khong dé lai di chung trén Iam sang va két qua xét
nghiém chirc ning gan tré vé binh thuong sau khi ngirng thude. Xét nghiém chirc ning gan nén
duoc thyc hién trude khi khoi dau diéu tri vei vildagliptin dé biét duoc gid tri ban dau cua bénh
nhan. Chirc ndng gan nén duoc theo doi trong khi diéu tri voi vildagliptin theo chu ky 3 thang 1
lan trong ndm dau tién va dinh ky sau d6. Bénh nhan c6 dau hién tang nong do transaminase nén
duogc theo dbi bang cach danh gia chlrc nang gan lan thir 2 dé xac nhan lai va sau do theo doi
chirc nang gan thuong xuyén dén khi nhiing bat thuong tro lai binh thuong. Néu AST hodc ALT
tang > 3 1an ULN hoac tang dai dang nén ngung V|IdagI|pt|n

Bénh nhan bi vang da hoic cac dau hiéu khac goi y réi loan chirc ning gan nén ngung
vildagliptin.

Sau khi ngimg diéu tri voi vildagliptin va xét nghiém chirc ning gan tré lai binh thudng, khdng
nén tai st dung vildagliptin.

Bénh nhan suy tim

Mot thir nghiém 1am sang dung vildagliptin & bénh nhan bj suy tim NYHA d6 | - 111 cho thiy
diéu tri véi vildagliptin khong gay thay doi chirc nang thét trai hodc nang hon tinh trang suy tim
sung huyét hién c6 so véi nhom chang. Kinh nghiém 1am sang s dung vildagliptin ¢ bénh nhan
suy tim NYHA d¢ 111 con han ché va két qua khong thuyét phuc.

Chuac c6 kinh nghiém su dung vildagliptin trong thir nghiém 1&m sang & bénh nhéan suy tim
NYHA d6 IV va vi vay khong khuyén céo dung thudc & nhitng bénh nhan nay.

Bénh trén da

Ton thuong da, bao gdbm bong da va loét di duoc bao céo & chi cua khi trong mot nghién ciu
doc tinh khéng thudc 1am sang. Mic du chua thiy ting ti 1é ton thwong da trong cac thir nghiém
Iam sang, kinh nghiém dung thudc trén bénh nhan di thao dwdng co bién chang da con han ché.
Hon nira dd c6 nhitng bdo céo tén thuong da béng nude va troc da sau khi dua thudc ra thi
truong.

Vi vay, ngoai nhitng cham soc binh thuong cho bénh nhan dai thao duong, nén theo ddi nhirng
bénh trén da nhu bong da hoac loét.

Viém tuy cdp

Vildagliptin c6 thé 1am ting nguy co viém tuy cap & bénh nhan. Nén thong béo cho bénh nhan
vé dac tinh nay.

Néu nghi ngd bénh nhan bi viém tuy, nén nging V|IdagI|pt|n Néu xéac dinh c0 viém tuy, khong
nén tai s dung vildagliptin. Nén than trong ¢ bénh nhan c6 tién str viém tuy cép.

Ha glucose huyet

Sulphonylure c6 thé gay ha glucose huyét. Bénh nhan dung V|IdagI|pt|n phdi hop Vvéi
sulphonylure c6 thé c6 nguy co bi ha glucose huyet Vi vay, c6 thé can nhic dung sulphonylure
liu thap hon dé giam nguy co ha glucose huyét.

Thudc c6 chira lactose, bénh nhan mac bénh di truyén hiém gap khong dung nap galactose thiéu
hut Lapp lactase hoic rdi loan hap thu glucose-galactose khdng nén dung thudc nay.

Pé xa tam tay tré em

SU DUNG CHO PHY NU €O THAI VA CHO CON BU:

Phu niz c6 thai

Chua c6 thong tin day du vé viéc st dung vildagliptin ¢ phu nit mang thai. Nghlen ctu trén
dong vat cho thdy doc tinh trén kha ning sinh san & liéu cao. Nguy co ¢ thé c6 & ngudi con
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chua 18. Do thiéu thong tin trén ngudi, khdng nén ding vildagliptin trong thai ki.

Phu ni# cho con bu

Chua 16 vildagliptin ¢ tiét qua sita me khong. Nghién ciru trén dong vat cho thay vildagliptin
tiét qua sita. Khong nén dung vildagliptin khi dang cho con bu.

Khd nang sinh san

Chua c6 nghién ctru anh huong cuaa vildagliptin trén kha nang sinh san & nguoi.

ANH HUONG CUA THUOC TREN KHA NANG LAI XE VA VAN HANH MAY MOC
Chua c6 nghién ctru dnh hudéng cua vildagliptin 1én kha nang 14i xe va van hanh may maéc. Bénh
nhan bi tac dung khéng mong mudén chéng mat nén tranh lai xe hodc van hanh may méc.

10. TUONG TAC CUA THUOC VGOl CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC

Vildagliptin it twong tac voi cac thubc dung chung. Vi vildagliptin khéng phai 1a co chat va
khong trc Che hodc cam ung cac enzym CYP 450, Vlldaghptm thuong khong tuong tac voi cac
chat 1 co chat, chit e ché hodc cam @ng cac enzym nay.

Dung phai hop véi pioglitazon, metformin va glyburid

Két qua nghién cau thuc hién véi céc thudc tri dai thao duong dudng ubng cho thay khéng co
tuong tac c6 y nghia lam sang.

Digoxin (co chdt cia Pgp), warfarin (co chdt ciia CYP2C9)

Nghién ctu 1am sang thuc hién trén d6i twong khoe manh cho thay khéng c6 tuong tac co ¥
nghia lam sang. Tuy nhién nghién ciru chua dwoc thuc hién trén doi twong bénh nhan.

Dung phéi hop véi amlodipin, ramipril, valsartan hogc simvastatin

Nghién ctru twong tac thudc - thudc & ddi twong khoe manh dugc thyc hién véi amlodipin,
ramipril, valsartan va simvastatin. Trong cac nghién ciu ndy, khong thiy co twong tic co ¥
nghia lam sang sau khi dung chung véi vildagliptin.

Dung phol hop véi thuéc irc ché ACE

C6 thé c6 su gia ting nguy co phi mach & bénh nhan dung chung vildagliptin va thudc ac ché
ACE.

Nhu voi nhiing thude diéu tri dai thao duong duong udng, tac dung ha glucose huyét cua
vildagliptin c¢6 thé bi giam boi mot sé hoat chat bao gom thiazid, corticosteroid, ché pham
thyroid va chit cuong giao cam.

11. TAC DUNG KHONG MONG MUON

Céc tac dung khong mong mudn phan theo tan suit va hé co quan
Dung phéi hgp véi metformin

Thwong gap, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Ha glucose huyét.
Than kinh: Run, nhtrc dau, chong mat.

Tiéu hoa: Budn non.

it gap, 1/1.000 <ADR < 1/100

Than kinh: Mét moi.

Dung phéi hgp véi sulphonylure

Thuong gap, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Ha glucose huyét.
Than kinh: Run, nhtrc d¢au, chéng mat, suy nhuoc.
it gap, 1/1.000 <ADR < 1/100

Tiéu hda: Téo bon.

Rat hiém gap, ADR < 1/10.000

Nhiém triing va nhiém ky sinh tring: Viém miii hong.
Dung phéi hep véi thiazolidindion

Thuong gap, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Ting cén.

Mach mau: Phu ngoai bién.

it gap, 1/1.000 <ADR < 1/100
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Chuyén hoa va dinh dudng: Ha glucose huyét.

Than kinh: Nhire dau, suy nhuoc.

Don tri

Thuwong gép, 1/100 <ADR < 1/10

Than kinh: Chéng mit.

it gap, 1/1.000 <ADR <1/100

Chuyén hoa va dinh dudng: Ha glucose huyét.

Than kinh: Nhirc dau.

Mach méau: Phu ngoai bién.

Tiéu hda: Tao bon.

Co xuong va md lién két: Viém khap.

Rat hiém gap, ADR < 1/10.000

Nhiém tring va nhiém ky sinh trang: Nhiém tring duong hd hap trén, viém milii hong.
Dung phéi hgp véi metformin va sulphonylure

Thuong gap, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Ha glucose huyét.

Than kinh: Chéng mat, run.

Da va m6 dudi da: Tang tiét mo hoi.

Toan than va duwong st dung: Suy nhugc.

Dung phéi hep véi insulin

Thuwong gép, 1/100 <ADR <1/10

Chuyén hoa va dinh dudng: Ha glucose huyét.

Than kinh: Nhie dau, 6n lanh.

Tiéu hoa: Budn ndn, bénh trao nguoc da day - thuc quan.

it gap, 1/1.000 < ADR < 1/100

Tiéu hoa: Tiéu chay, ddy hoi.

Tac dung khdng mong muén sau khi dwa thuéc ra thj truong

Chura ro tan suat

Tiéu hoa: Viém tuy.

Gan - mat: Viém gan, bat thudng xét nghiém chirc nang gan (c6 hdi phuc khi ngirng thudc).
Co xuong va mo lién ké‘g: DPau co.

Da va md dudi da: Noi may day, ton thuong da troc vay va bong nuéc, bao géom bénh
pemph1g01d bong nudC.

Thudc c6 thé gay ra cac tac dung khong mong muon khdc, khuyén bénh nhan théng bdo cdc tac
dung khéng mong muoén gdp phdi khi ding thuéc.

12. QUA LIEU VA CACH XU TRI

Thong tin qua liéu vildagliptin con han ché.

Triéu chung

Théng tin vé cac triéu chung thuong gap khi qua lidu duoc thu thap tur nghlen ciru kha nang
dung nap khi tiang liéu & dbi twong khoe manh st dung vildagliptin trong vong 10 ngay. O liéu
400 mg, c6 3 truong hop dau co, va nhitng truong hop don 1€ di cam nhe va thoang qua, sdt, phu
va tang ndng d6 lipase thoang qua. O liéu 600 mg, 1 dbi twong bi phi & ban tay va ban chan, va
tang nong do creatinin phosphoklnase AST, protein C hoat hoa va myoglobm Ba d6i tuong
khac bi phu & ban chan, va 2 trong s6 d6 c6 kem di cam. Tt ca triéu chang va bat thuong xét
nghiém tu khoi ma khong can diéu tri sau khi nging thuéc.

Xk tri

Trong truong hop qua lidu, khuyén cao diéu tri hd trg. Vildagliptin khong bi loai bo bai tham
phan mau. Tuy nhién, chat chuyén hoa thiy phan chinh (LAY 151) c6 thé bi loai bo boi tham
phan mau.

13. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khdng dung qua liéu chi dinh.
14. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
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Sdn xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DPAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

15. NGAY XEM XET SUA POI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC: 12/01/2019

Tén san pham: VIGORITO

M4 sb toa: 0342.T1

- Thay ddi to HDSD theo CV s6 24055/QLD-PK ngay 28.12.2018
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