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R LINAGLIPTIN SPM 5
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DOC K¥ HUONG DAN SUDUNG TRUGC KHI DUNG ‘-\‘_'\ -
THUOC NAY CHISU DUNG THEO PGN THUOC Syl -

1. Thanh phiin céng thire thude:

M@i vién nén bao phim LINAGLIPTIN SPM 5 chira:

Théanh phin hogt chit: Linagliptin 5 mg

Thinh phiin 16 duge: mannitol, starch 1500, tinh b5t ngd, copovidon, magnesi stcaral, hypromellose, titan dioxyd, ta le, PEG
6000, oxyd sat da.

2. Dang bao chi
Vién nén bao phim.
Vién nén trdn bao phim mau do, canh va thanh vién tnh 1an.
3. Chidinh:
LINAGLIPTIN SPM 5 dugc chi dinh didu trj bj déi théo dubng tuyp 2 (2TDM) & ngudi 16n nhiim ki sodt dubng huyet
nhy sau:
A s Don irj liéu: bénh nldn chua kiém soat dudng Imyét tbt b?mg ché dg 8n va van dong vi khi metformin khéng phit hop do
khong dung ngp hojc chéng chi dinh do suy thin,
o Ligu phap két hep:

- Phoi hop véi metformin khi ché dé dn va vin ddng cing voi metformin don trj ligu khong kidm soét 16t dudbng huyét;

- Phdi hop véi pioglitazone hogic sulfonylurea khi phic db dom 1 litu khong kidm sodt (6t dudmg huyét;

- Phbi hop voi metformin + sulfonylurea (phic dd diéu trj ba thudc) khi phiic @b hai thude khong kidm soft 16t duémg huyét.

- Phbi hop véi insulin dimg ciing hofic khong cing vdi metformin, khi phéc @b c6 insulin ndy két hgp véi ché dd an va viin

dong khong kiém sot 61 dudmg huyét,
LINAGLIPTIN SPM 5 khong duge chi dinh cho bénh nhdn dai thio dudmg tuyp 1 hay bénh nhin déi thdo dudng ¢d nhigm
toan ccton.
4, Litu diing va cdch diing:

Lidu dimg:

Ligu linagliptin 12 5 mg mdi ngdy. Khi ngudi bénh dang ding metformin va duge chi dinh ding them linagliptin, nén duy tri
lidu metformin va diing dong thoi vai linagliptin.

. Khi linagliptin dugc sit dung két hop vai sul phonylurea hofc véi insulin, nén xem xét dl‘m§ lidu sulphonylurea hofic insulin
thiip hon dé giam nguy co ha dudng huyét (xem phén Ciinh bio vi thiin trgng khi ding thube).

Suy thén: D61 véi banh nhén suy than, khdng cdn didu chinh lidu linagliptin. )

Suy gan: Céic nghién ctr dugc ddng hoe cho thily ring khang cin diéu chinh lidu cho bénh nhan suy gan nhung dir ligu 1dm
siing & nhiing bénh nhin ndy cdn thidu.

Nguoi cao tudi: Khong cén diéu chinh lidu. Tuy nhién, dit li¢u 14m sang & banh nhén > 80 tudi cdn han ché nén cin thin trong
khi diéu trj cho din 6 ny.

Tré em: Syt an toan va higu qua cha linagliptin & tré em va thanh thiéu nién chira duge nghién ciru.

Cdeh ding: Ding dudng ubng, Phai do thily thudc chuyén khoa chi dinh va theo di.

Thuée c6 thé duge ubng ciing hojic khdng cé bira iin, bt cfr liic ndo trong ngay.

Xt tri fehi quén liéu: . .

Diing lidu dé ngay khi nhérra. Bo qua lidu da quén néu gin dén thdi didm udng lidu tiép theo. Khong ding them thude dé bu
cho liéu da quén.

5. Chng chi djnh:

LINAGLIPTIN SPM 5 chéng chi dinh & nhiing bgnh nhén ¢6 qué min vGi Linagliptin hay bat k¥ ta duge ndo cia thude,
6. Céiinh bao va thin trong khi diing thubc:

Linagliptin khéng duge st dung & bénh nhén di théo dudng tuyp | hofe didu tri nhi#m toan do déi thio dudmg.

Ha dudmg huyét: Linaghiptin don trf liéu cho thiy 1y 1& ha duong huyét tuong duang voi gia duge. Trong cdc thir nghigm lam
sang két hop linagliptin voi cie thude khong giy ha dudmg huyét (nhu metformin), 1§ 1€ ha duong huyét diuge bio cho tuong ty
nhu t§ 1§ & b¢nh nhin ding gid duge. Khi linagliptin dirge két hop véi sulphonylurca (cling voi metformin), ty 1§ g dudmg huyét
da tang 1én so v&i gia duge (xem phin Tic dung khing mong mubn ciia thude). Sulphanylurea va insulin dwoc bitt 14 gy ha_l
dudng huyét. Do d6, nén thiin trong khi sit dung linagliptin ket hop véi sulphonylurea va/hodic insulin. C6 the can nhéc gidm liu
sulphonylurea hojic insulin (xem phin Litu ding va cdch ding).

Viém tuy cip: Sir dung cdc chéit trc ché DPP-4 cd nguy co phat trién vidm tuy chp. Vidm tyy cdp da duge quan sat thiy & nhimg
banh nhén ding linagliptin. Trong mt nghién ¢tu ve an todn tim mgch va thin (CARMELINA) véi thoi gian quan sat trung binh
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142,2 nam, viém tyy cp da duge bio cio & 0,3% binh nhai dgc dién tri bing linagliptin va O,l%,‘ﬁjé_'lth'h]{an gitrof:'d{éii lifi’;lgﬁng
gid duge, Bénh nhén ¢iin duge théng bio vé cée trigu chimg dic trung ciia vidm tuy c?l?. Néu nghingd viémtiy; nél ngung ding
LINAGLIPTIN SPM 5; néu viém tyy Cﬁp duge xac nhin, khéng nén diing thude lpi. Ciin th{in trohg ;'mhl?_ﬁ]g*bén[l;gljl_ﬁl‘l c(j-_l‘l%"l sir
vidin wy. '.!_ . ;I .. Voor AL | -..

Bong nirde Pemphigoid: da duge quan sat thiy & nhimg bénh nhin diing linagliptin. Trong llgh__iél";»_pﬁ_ﬁ_.ﬁ_iﬁa CA'RNIELINA,
bong nuée Pemphigoid da duge bio edo & 0,2% bénh nhin dang diéu tri bing linagliptin vi Khiing'c6 & _b_énl:l nhiin dimg gid dugc.
Néu nghi ngds bong nuée Pemphigoid, nén ngirng dimg thude, L

Canh bido td diege: San phiim nay ¢6 chira mannitol, ¢d thé cho thc dyng nhugn tnrimg nhg. ' '

7. 8ir dyng thube cho phy nir c6 thai va cho con bit:

Phy nir c6 thai: Vig;sfr dyng [inagrip:in chua duge nghién ciru & phy nir mang thai, Céie nghién ciru trén dong vat khéng chi ra
tie dOng cd hai tryre 1igp hofic gidn ticp lién quan den dje tinh sinh sén. Tuy nhién, 161 nhdt 12 tranh sir dung linagliptin trong khi
mang thai, )

Phy nit cho con bii: DI ligu duoe ddng hoe c6 sin & dgng viit da cho thy sy bai tiét linagliptin va chiit chuyén hon ciia n6
trong sita. Khong the loai trir nguy co cho tré bl me. Khi phai lya chon gitta ngiing cho con bi hoite ngimg difu trj bing .
linagliptin cén phai cén nhic k§ vé loi ich cia vige cho con bit dbi v6i dia tré va lgi fch ciia viée diu tri cho ngudi me.

Kha néing sinh sdn: Khdng 6 nghién céu nao vé anh hudng dén kha niing sinh sin cda con ngudi dii duge tién hanh déi véi
linagliptin. Cac nghién ciru trén dong vl khong chi ra tac ddng c6 hai tryc tiép hefic gidn tiép lign quan dén kha nfing sinh san
(xem phan Di¥ ligu an todn tidn Jim sang).

8. Anh hudng ein thube [én kha niing 14i xe, vin hinh may mée:
. Linagliptin khéng ¢ hofic cé anh hudng khéng Wing kédén kha ndng I4i xe vi viin hanh miy mdc. Tuy nhién, bnh nhin nén
i dure canh bito vé nguy co ha diromg huyt, dgc bigt 13 khi két hop véi sulphonylurea vivhojic insulin.
p
9, Tuung téc, twong Ky, ca thube:

In vitro:

Linagliptin 1a chélt canh tranh yéu va 14 chit (rc ché isozyme CYP3A4 yéu dén trung binh, nhung khéng tre ché cfic isozyme
CYP khiic. NG khang phdi la chit cdm {mg cia cie isozyme CYP,

Linagliptin 14 chiit nén cda P-glycoprotein va tre ché van chuyén digoxin qua trung gian P-glycoprotein véi higu lye thép.
Dya trén nhimg ket qua ndy va céc nghién cta trén in vivo, linagliptin duge coi 1a khing giy tuong tée vai cic chil nén -
glycoprotein khic.

In vive:
Anh huong ciia cée thube khac 1én linagliptin: i
, D ligu lam sang duge mé ta dudi diy cho thdy riing nguy co tuong the ¢6 ¥ nghfa lim sang clia céc thude didu trj phéi hop 1a
thip:

Rifampicin: sit dyng dong thdi 5 mg linagliptin véi rifampicin, mét chiit c&m {mg manh ciia P-glycoprotein vi CYP3A4, din
dén gidm AUC (39,6%) v& C,,, (khoang 30%) & trang théi on dinh. Do dé, higu quéa day dii cha linagliptin két hop véi cée thube
glly cam tmg P- glycoprotein manh ¢é (hé khong dat duge, dic biét néu chiing dugc st dyng lau dai. Phii hop voi céc chit gy
cam ting manh P-glycoprotein vit CYP3A4 khéc (nhir carbamazepine, phenobarbital va phenytoin) chua dugec nghién ciu.

Ritonavir: sit dung dong thoi mdt lidu 5 mg linagliptin va nhidu lidu 200 mg ritonavir dudmg ubng, mot chit irc ché manh P-
glycoprotein va CYP3Ad4, lim tang AUC va C,,.., ciia linagliptin khodng glp doi va gip ba lin. Nong dd linagliptin tu do, thuimg
dudi 1% o lidu didu tri, da tang gip 4-5 1n sau ki ding thung véi ritonavir. Nghién ciru mé phéng ndng d6 linagliptin trong
huyét twong & trang tidi n dinh ldc cb v khong cb ritonavir chi ra rang sy gla tang phoi ||I1i€'[n linagliptin khdng lién quan dén
syt tich Iy trong huyet tuong. Nhing thay doi vé dige dong hoc linagliptin khidng lién quan dén 1am sing. Do do, céc trong tic
cia linagliptin trén lam sang s€ khong xdy ra véi cdc thude trc ché P-glycoprotein/CYP3A4 khic,

Metformin: phéi hop 850 mg metformin ba lin méi ngay véi 10 mg linagliptin mgt 1dn mdi ngdy khong lam thay ddi dugc
déing hoc ciia linagliptin & nhitng ngudi tinh nguyén khoe manh.

Sulphonylurea; dugce dng hoc ¢ trang théi on dinh ciia 5 mg linagliptin khéng thay ddi khi ding dbng thdi vai mot lidu
glibenclamide 1,75 mg (glyburide).

Anh huong cia linagliptin lén cic thube khic:

Trong che nghién ciru lim sang nhu duge mé ta dudi déy, linagliptin khdng anh hudng dén duge d9ng hoe cia metformin,
glyburide, simvastatin, warfarin, digoxin hogc thude tranh thai va cung cip bang chimg vé kha ning tuong tde thap cia linagliptin
voi cic chiit nén ctia CYP3A4, CYP2CY, CYP2CS, P-glycoprotein va chat van chuyén cation hitu cor {OCT).

. Metformin: phdi hgp nhidu lidu hang ngiy 10 mg linagliptin véi 850 mg metformin (mgt chit nén ciia OCT) khc‘mg dinh hudng
den dugce dgng hoc ctia metformin & nhimg ngudi tinh nguyén khée manh. Do dé, linagliptin khong phai Ia chét irc ché vén
chuyén qua trung gian OCT.

Sulphonylurea: phdi hop nhiéu liéu udng 5 mg linagliptin v mot lidu ubng 1,75 mg glibenclamide (glyburide) diin dén giam
14% ca AUC va C,,, cia glibenclamide. Do glibenclamide duge chuyén héa chi yeu bai CYP2CY, nhimg dir ligu ndy ciing hd troy
dé két lugn ring linagliptin khong phai 1 chél it ché CYP2C9. Tuong tic ¢6 ¥ nghia lim sing ciing s& khong xdy ra voi céc
sulphonylurea khiic (glipizide, tolbutamide va glimepiride) vi ching chi yéu duoc chuyén héa boi CYP2C9.

Digoxin; phéi hgp nhidu liéu 5 mg linagliptin hang ngay.véi nhidu lidu 0,25 mg di goxin khdng anh huéng 1&n duge déng hoe
ciia digoxin & nhirng ngudi tinh nguyén khde manh, Do dé, linagliptin khéng phai Ia chél tic ché P-glycoprotein in vivo.

Warfarin: phéi hgp nhiéu lidu hang ngay 5 mg linagliptin v6i warfarin mét lidu duy nhit khéng lam thay ddi dugc dfng hoe
ctia 8 (-) hofic R (+) warfarin (chét nén ciia CYP2C9).
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Simvastatin: phdi hgp véi nhidu lidu I||1ﬂgllpm| hi’mg ngdy cb anh hrdmg dbi voi duge dong hoe 6 tmng thdi Bn dnﬂl cua\ "‘
simvastatin (chél cam img CYP3A4) & nhing nguoi tinh ngll)'én khée manh. Sau khi ding lidu 10 mg Imagl;plm dﬁng thoi véi 4[’
mg simvastalin mdi ngay trong 6 ngay, AUC huyét tuong clia simvastatin di tAng 34% va Cpe llllyél tll-tmg ting 10%. A

Thudc tranh thai duong ubng: phoi hop véi 5 mg linagliptin khang 1am thay ddi duge ding hoe & tr{mg mﬁl én dmh cﬂa
levonorgestrel hogie ethinylestradiol. Sy
10. Tde dung khidng mong mufn cia thube:

Trong cde thir nghiém dbi chimg véi gia duge, ty 1§ c!umg clia e the dung phy & bEnh nhan ditu trj bﬁl‘lg gls} duqc tuong ty
nhir linagliptin 5 mg (63,4% so voi 59,1%). Ty 1 nging diéu (1] do tde dung phu cao hon & nhitng bénh nhin ding gia duge so
vai linagliptin 5 mg (4,3% so vai 3,4%).

Phan {mg bit lgi durge bio cdo thuong xuyén nhiit 1 ha dudng huyét véi 13 18 14,8% & nhitng bénh nhan ding két hop ba load
thude gbm linagliptin, metformin va sulphonylurea so voi 7,6% & nhiing bénh nhén ding gia duge.

Trong ¢fe nghién ciru dbi chimg véi gia duge, 4,9% béith nhiin b ha dudng huyét khi diing linagliptin, Trong s6 ndy, 4,0% I
nhg va 0,9% & mire tring binh va 0,1% duge phédn logi 13 niing, Viém iy duge bio clo thudmg xuyén han & nhimg bgnh nhin st
dung linagliptin (7 trong 6580 bénh nhin ding linagliptin so vai 2 trong 4383 bénh nhin ding gia dirge).

Do tic rjn;mg e liéu phap nén dbi véi cic phan {mg bét lgi (vi dy nhir ha dudmg Tuydt), eae phan fmg bt i duge phén logi
dua teén cae ché d9 didu tri tuong (mg (don trj ligu, két hop metformin, két hop metformin clng vai sulphonylurea va két hgp
insulin).

Cée nghién ciru dbi chimg véi gia duge bao pdm cie nghién cit trong d6 linagliptin duge ding:

~  BDontrj lifu vai thoi gian ngdn han [én dén 4 tuin
( —  Bontri ligu véi théd gian 12 tudn

~ K& hop voi metformin

—  Két hop véi metformin vé sulphonylurea

— K&t hop voi metformin va empagliflozin

— K& hop voi insulin 6 hotic khéng cé metformin

Ciic phin (mg bit lgi dum. phiin logi theo ¢ quan trong cg thé va thn s6 xudt hiégn. Che tin s6 bao gdm: rit thudmg glip (2
1/10), thudmg gip & 1/100 dén < 1/10), it gap = 1/1.000 dén <1/100), hiém gap (= 1/10.000 dén <1/ 1,000), rit hiém pip
{<1/10.000) hofe khing biét (khong hé ude tinh 1 di ligu e6 sin).

Béng 1 duwdi ddy 1igt ké cae phan (ng ¢ hpi duge bio clio & nhitng bénh nhin ding linagliptin 5 mg mdi ngdy dudi dang don

trj lidu hodc két hop.
Biing 1. Cde tic dyig kidng mong muén cita linagliplin.
Téc dung khdng mong mudn ciia ché dj ditu tr
HE co’ quan Linagliptin Linagliptin Linagliptin Linagliptin + Linagliptin
Tac dyng khdng mong (dan tri) + Metlormin -+ Metformin Insulin + Metformin
mubn + Sulphonylurea + Empagliflozin

Nhiém tring va uhiém ky sinh trimg
Viéin miii hong [ it gap | it gap | it gdp
&7 logn hé théng mién dich

Qud mdn (vi dy: {inh

trang quei man cia phé it géip it gap it gap | dtghp
quan)

Réi loan chuyén hoa va dinh dusng

Ha dwong huyét | | I riit thudmg gap | |

Réi loan ha hip, 16ng ngure va trung thit

Ho | itgwp | g | | itew |
Réi logn tiéu hoa

Viém tuy hiém gap

Tdo bén . I - i I l it gip |
Roi loan da v mé durdi da

Phicmngeh hiém gap

M day hiém ggp

Phit ban it gap

Bong mirde Penphigoid hiém gap

Céc thong 56 X6t nghiém
Téing aniylase hiém gap it gap it gip it gip
Téng lipase thuong gap thudmg gip thudng gap thutmg gip thurdmg gip
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Nghién ciru clia CARMELINA da dénh gid sy an toan vé tim mach va thin cta linagliptin so voi gid duge & bgnhynhin ddi i'|‘.‘
théo dudmg tug'p 2 ¢6 tin sir binh mach méu hogc thin (xem phén Céic diic tinh duge lye hoc). Nghicn gl buo gbm'3494 bk jt
nhén duoc didu trj bang linagliptin (5 mg) va 3485 bénh nhin duge diéu trj biing gid duge. TV 1§ chupg eha cfc tdc dung phi &/
bénh nhan ding linagliptin twong ty nhur & bénh nhin ding Bia duge. " % Vg REw

Trong nhitng ngudi duge didu trj, cc bién ¢b ha didmg huyét nghigm trong (cAn hi trg) da duge béc:cho § 3,0% bgah nhén
ding linagliptin va 3,1% véi gia duge. Trong sb nhitng bénh nhén sir dung sullonylurea lae ban dau, 1y 1§ ha duding huyét ning, la
2,0% & bénh nhin ding linagliptin va 1.7% & bénh nhin ding gia duge. Trong sb nhimg b&nh nhin sir dung insulin lic ban dfiu,
tj 1€ ha dudmg huyét ndng 1d 4,4% & bénh nhén ding linagliptin va 4,9% & bénh nhin ding gia dgc.

Vigm tuy c:'*.p durce béo cdo & 0,3% bénh nhin duge difu tri bﬁng linagliptin va 0,1% bénh nhin duge didu trj héng gia dirge.

Bong nede Pemphigoid duge béo cdo & 0,2% bénh nhin duge didu tri bing linagliptin va khéng c6 & bénh nhin ndo dwge
didu trj bing gia duge.
THONG BAO NGAY CHO BAC ST NHUNG TAC DUNG KHONG MONG MUON GAP PHAI KHI SU DUNG THUGC.
11. Qud litu va cich xir tri:

Trigu chiving .

O nguéi khoe manh, lidu duy nhdt 1én t6i 600 mg linagliptin (tweng dwong 120 lin so v6i liu khuyén cdo) thudng duge dung
ngp to1. Khong ¢6 dir lidu voi liéu trén 600 mg & ngudi.

Cdchxw trf

Trong trutmg hgp qua lidu, sir dyng cdc bitn phip ditu tri‘I!E trg théng thwdng, vi dy: logi bo thude chua duge hﬁp thu khai
dudng tiéu hoa, theo dai lam sdng vi dp dung cée bign phip diéu trj néu cin.
\ 12, Théng tin v& duye 19, Eim sing

Cée dic tinh duge lye hge:

Nhoém duge Iy: chéit (rc ché dipeptidyl peptidase™ (DPP4) didu trj déi thdo dudmg.

Ma ATC: AIOBHOS

Linagliptin 14 mét chit frc ché enzym DPP-4 (dipeptidyl peptidase 4) - mét logi enzym tham gia vao qud trinh bét hoat hormon
incretin GLP-1 (peptid-1 giéng glucagon) va GIP (mdt poplygeplid kich thich insulin phu thuge glucose). Nhimg horinon ndy bj
phén hily nhanh béi enzym DPP-4. C4 hai hormon incretin deu tham gia vio qud trinh digu tiét can bing glucose, Incretin duge tiét
ra & ndng di thip sudt ci ngay va ting ngay sau khi dn. GLP-1 vi GIP bii tiét insulin tir céic 1€ bio beta tuyén tyy khi dudng huyét
binh thubmg va [ tang sinh tong hep insulin khi dudng huyét tang. Hon nita, GLP-1 cting lam gidm bai tié_l glucagon tir cée (&
bao alpha tuyén tuy, din dén gidm lugng glucose & gan. Linagliptin lién két rét higu qua véi DPP-4 va ¢6 thé tach rdi duge nhd d6
lam tang incretin hoat tinh 6n dinh va kéo dai. Linagliptin lam tang bai tiét insulin phy thude glucose va lam gidm bai tiét glucagon
do dé nhin chung cai thién cin bing glucose. Linagliptin lizn k&t chon loc voi DPP-4 va do chion lpe 16n hon 10 000 Iin so voi
DPP-8 hoiic DPP-9 trén in vitro.

Cic diic tinh duge ding hoc:

O ngudi khoe manh, sau khi ubng lidu 5 mg linagliptin duge hap thu nhanh chéng, v6i ndng d dinh trong huyét tuong (Cp
trung binh) dat duge 1,5 gior sau khi udng.

. Nng d9 linagliptin trong J]u}'é'! tuong suy gidm qua ba giai doan vai thoi gian thai trir dai (hon 100 git), ma chi yéu lién quan
d¢n trang théi bio hoa, lign k&t clia linagliptin v&i DPP-4 v khing gép phén vio sur tich liy cla thude. Thai gian ban thai sau khi
ubng nhiéu lidu linagliptin 5 mg tich Iy di 6 tdc dunilé khodng 12 gity, Sau khi dimg mat lidu § mg linagliptin hang ngay, ndng
d9 trong huyét tuong & trang thai én dinh dat duge & liu thir ba. AUC huyét twong cia linagliptin ting khodng 33% sau khi ding
nhidu lidu 5 mg & teang thai &n dinh so v6i lidu dAu tién. H2 sb bién thign trong moi bénh nhan va gl cic bénh nhin déi véi AUC
ciia linagliptin 12 nhé (1n lugt 14 12,6% va 28,5%). Do ndng linagliptin d§ phy thuge vao lién két cia linagliptin véi DPP-4 nén
duge ddng hoc ciia linagliptin dyra trén téng phoi nhiém 1 Khong tuyén tinh. Trén thyre t&, tong AUC huyét twong ciia linagliptin
tang theo ty 1& thiip hon theo ligu trong khi AUC ciia linagliptin ty do tang theo ty 1€ x&p xi lidu, Duge dong hoe cia linagliptin
nhin chung tiwong tir nhau & nhitng ngudi khde manh va & bénh nhin d4i thio dudmg tuyp 2.

Hdp thu

Sinh khi dyng tuyét doi cia linagliptin khiodng 30%. Udng linagliptin véi mt bita an gidu chét béo lam kéo dai thoi gian dat
C e Khoding 2 gidy vt C,puy gidm 15% nhung khong énh hudng dén AUC, 53, Do a6 linagliptin c6 thé ding ciing hofic khéng cling
vii thite én.

Phén b

Linagliptin phan b rgng rii dén céc mo. Lien két protein huyét twong cia linagliptin phu thude ndng d4, gidm tir khoang 99%
t’r‘nﬁllg @9 1 nmol/ [it v 75-89% & nding dj > 30 nmol/ lit, phin énh sy bio hda cia lién két DPP-4 khi téing nong d6 linagliptin, G
nong dj cao, noi DPP-4 di bilo hoa hoin tean, 70-80% linagliptin duge lién két véi chc protein huyét tuang khic DPP-4, do dé
30-20% khong lién két trong huyét tuong, :

Chuyén héa

_ Saukhi uéng linagliptin ddnh déu ddng vj phong xa 14C v6i liéu 10 mg, khoang 5% liéu dilrl; ¢6 dénh dfu phang xa dugce bai
tiet qua nuée ticu. Chuyén héa dong vai ted thir yéu trong viée thai trir linagliptin. Mt chit chuyén héa chinh véi ndng do trong
déi 14 13,3% lidu linagliptin & trang théi on dinh dirgc phét hign 1 chit khong c6 hoat tinh duge 1 va do ¢6 khéng gép phiin vao
hoat tinh tic ché DPP-4 huyét twong ciia linagliptin.

Thai tric
Sau khi ding mat lidu uéng linagliptin dénh ddu ddng vi phéng xa 14C cho ngudi khoe manh, khodng 85% lidu ding ¢ dinh
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gléu phéng xa 2 duge thii trir qua phin (80%) hofic nude tiéu (5%) trong vong 4 ngiy ding thude. P thanh thai hin & trang théi
&n dinh 12 khoang 70 ml/ phat. '

Dirgre ding hac & nhdm hinh nhdn die big

Suy thén: Khang cn didu chinh liéu linagliptin & bénh nhén bj suy than,

Suy gan: Khéng didu chinh lidu cho bénh nhén déi thio dudmg bi suy gan nhg, trung binh hogc ning.

Chi sd khdi cor thé (BMI): Khong cin diéu chinh liéu theo BML ;

Gidi tinh: Khdng cin didu chinh lidu theo gidi tinh.

Negwdi cao tidi: Khong cin didu chinh lidu theo tudi & nhiing b¢ah nhin dén 80 tudi.

Tré em: Mot nghién ciru giai doan 2 v& duge ddng hoe va duge lye hoe cia linagliptin 1 mg va 5 mg ¢ {ré em vi thanh thidu
nién = 10 dén < 18 tudi bi dii thao dudng tuyp 2 cho thé}l: duge ddng hoc va duirge lire hpe quan st dige phit hop véi nhimg phéan
(g tim thily & nhimg ngudii tredmg thanh,

Chiting tge: Khong cdn ditu chinh lidu dya trén ching tde,

D ligu an todn tiln 13m sing

_ Gan, thn va dudng tieu héa A co quan dich chinh cta dhe tinh & chudt nhat v chudt cong voi lidu 1gp Igi linagliptin hon 300
18n s0 v phoi nhiém'd ngudi.

(3 chuft cdng, dnh huéng trén cic co quan sinh san, tuyén gidp va cic co quan bgch huyét da ghi nhin & ndng d¢ hon 1500 lan
némg a6 phoi nhiém & ngudsi, Phiin img gid dj (mg manh duge quan sét thily & cho voi lidu trung binh, bén canh 6 cdn gy ra thay
d6i trén tim mach, duge coi 14 diic higu & cho. Gan, thin, da day, co zunn sinh sdmn, tuyén {rc, 4 Kich vl cdic hgeh bach huyét la co
quan dich cia dfc tinh & khi Cynomolgis vii ndng df hon 450 linn ng df & nguoi, ¢ nbng d§ hon 100 lan ndng do phoi nhigm &
‘ ngirdri, kich thich dg day [a phét hign chinh & nhimg con khi nay.

Linagliptin va chit chuyén hoa chinh ciia nd khdng cho thiy kha ning gy doc gen.

Céc nghidn et vé khi niing gy ung thu trong 2 nfim & chudt céng va chudt nhit cho thily khdng c6 biing chiing gy ung thu &
chuft ufmg hofic chudt nhit dye. Ty 1& mic u lympho dc tinh cao hon déng ké chi & nhimg con chudt nhit cai & ligu cao nhit =
200 Fn ndng dd & ngudi) khdng durge coi 12 phit hop véi ngudi (giai thich: khéng lign quan dén diéu trj ma do ty 16 méc bénh rét
can). Dira trén nhitng nghién citu ndy, khéng cho thay khi ndng gdy ung thir & ngudi.

Mire the hai khdng quan sét dige (NOAEL) cho kha nting sinh sdn, phdt trién phdi sém va iy quéi thal & chubt cbng duge dit
& mire > 900 lén so véi ndng do phoi nhigm & ngudi, NOAEL dbi véi dde tinh ciia me, phdi thai va thai nhi & chudt cong 12 49 lin
phoi nhidm & ngudi. Khong ¢6 tdc dyng giy quéi thai duge quin sil thiy trén (hd & mire > 1000 lin ndig d6 phoi nhiém & ngudi.
NOAEL ciia 78 lin ndng 9 phoi nhi#m & ngudi cé ngudn goe tir dde tinh phi thai & the va NOAEL ciia tho me 14 gip 2,1 an
ndng do phoi nhim & ngudi. Do d, linagliptin dugce coi ki khong ¢6 khi néng dnh hudng dén sinh san & ndng dd trj ligu cho
nguoi.

13. Quy cich ddng gdi:
H@p 3 vix 10 vién; Hip 4 vi x vi 7 vién. . N
14. Piu kign bdo quan, han diing, titu chufin ehdt lrgng eiia thufie:
Piéu kign bio quin: Noi kho réo, nhigt 60 khong qud 30°C, trdnh fnh sng.
Han ditng: 36 thang ké tir ngay san xuft,
Tidn chiudn clit livgng ciia thude: TCCS
15. Tén, dja chi ciia co' s siin xudt thude:
2 CONG TY CO PHAN S.P,M (S.E.M CORPORATION)
; WIWW.SPIN.COM. VN
L& sb 51, Khu cong nghiép Tan Tao, Pudng sb 2, Phudng Tan Tgo A, Quén Binh
S P M. Tén, Thanh pht HE Chi Minh
PT: (028) 37507496 Tax: (028) 38771010
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