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KOMBOGLYZE ™XR

Vién nén (saxagliptin va metformin HCI phang thich kéo dai)

MO TA

Vién KOMBOGLYZE XR (saxagliptin va metformin HCI phéng thich kéo dai) co chira
hai hoat chat chéng ting dudng huyét, dang udng, ding diéu tri bénh dai thao dudng
typ 2: saxagliptin va metformin hydrochioride.

Saxagliptin

Saxagliptin la tac nhan (rc ché chu déng enzym dipeptidyl-peptidase-4 (DPP4) ding
qua duéng ubdng.

Saxagliptin monohydrate co6 cong thirc hoa hoc la (15,35,55)-2-{(25)-2-Amino-2-(3-
hydroxytricycio[3.3.1.1* "Jdec-1-yl)acetyl]-2-azabicyclo[3.1.0Jhexane-3-carbenitrile,
monohydrate hoadc (1S,38 58)-2-[(25)-2-Amino-2-(3-hydroxyadamantan-1-yl)acetyl]-2-
azabicyclo[3.1.0] hexane-3-carbonitrile hydrate. Céng thirc phan tir la CigHz5N305eH,0
va trong lwgng phan tir 1a 333,43, CAu tric hoa hoc nhw sau:

HO

H;N N & H:ﬂ

O
CN
Saxagliptin monohydrate & dang bt két tinh, c6 mau tir trdng dén vang nhat hoac nau
nhat, khéng hit dm. Chat nay kém tan trong nuéc & nhiét dé 24°C + 3°C, tan it trong

ethyl acetate va tan trong methanol, ethanol, isopropyl alcohol, acetonitrile, acetone va
polyethylene glycol 400 (PEG 400).

Metformin hydrochloride

Metformin hydrochloride (N, N-dimethylimidodicarbonimidic diamide hydrochloride) &
dang bot két tinh tir mau trang dén trang nga, co cong thirc phan ti 1 C4Hy N5 « HCI va
trong lwgng phan tir [a 165,63, Metformin hydrochloride tan tw do trong nuwéc, tan it
trong alcol va kém tan trong acetone, ether, va chloroform. Gia tri pK, cia metformin |4
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12,4. D6 pH cda dung dich 1% metformin hydrochloride trong nwéc 1a 6,68, Eﬁu%ﬁ;
héa hoc nhw sau: <
CH4
I H NH
N 2
-
He” " YT e hel
NH NH
KOMBOGLYZE XR

KOMBOGLYZE XR dugc bao ché & dang vién udng, chira 558 mg saxagliptin
hydrochloride (dang khan) twong dwong véi 5 mg saxagliptin va 500 mg metformin
hydrochloride (KOMBOGLYZE XR § mg/500 mg), hoac 558 mg saxagliptin
hydrochloride (dang khan) tuong dwong voi 5 mg saxagliptin va 1000 mg metformin
hydrochloride (KOMBOGLYZE XR 5mg/1000 mg). MG&i vién nén bao phim
KOMBOGLYZE XR chira cac ta dwgc: Natri carboxymethylceliulose, hypromellose
2208, va magnesium stearate. Vién KOMBOGLYZE XR ham lwgng 5 mg/500 mg ciing
co chira microcrystalline cellulose va hypromellose 2910. Thém vao dd, mang bao phim
cé chira cac ta dwoc: polyvinyl alcohol, polyethylene glycol 3350, titanium dioxide, talc,
va cac oxid sat,

Cac thanh phan tro vé méat sinh hoc cla vién thudc d6i khi gitr nguyén trang trong qua
trinh ludn chuyén & da day-ruét va sé& dwoc dao thai dudi dang mdt khdi mém, ngam
nwée trong phan.

DANG BAO CHE VA HAM LUONG

« Vién KOMBOGLYZE XR cé chira Smg saxagliptin va 500mg metformin HCI phéng
thich kéo dai |la vién nén bao phim c6 mau nau hay nau nhat, hai mat I6i, hinh dang vién
nang, co in s6 mau xanh “5/500" trén mdt mat va “4221" trén mat kia.

« Vien KOMBOGLYZE XR co6 chira 5mg saxagliptin va 1000mg metformin HCI phéng
thich kéo dai la vién nén bao phim cé mau hong, hai mat 16i , hinh dang vién nang, co
in 86 mau xanh *5/1000" trén mat mat va “4223" trén mat kia

CHI BINH

KOMBOGLYZE XR dugc chi dinh diéu tri hd tro cho ché 46 an kiéng va luyén tip nham
kiém soat dwéng huyét & bénh nhan tir 18 tudi trd 1én bj dai thdo dudng typ 2 khéng
kiém soat tot sau khi ding liéu téi da co thé dung nap clia metformin hodc nhirng bénh
nhan dang duoc diéu tri phdi hop saxagliptin va metformin & dang vién nén chira hoat
chat riéng biét.

Gi&i han swr dung

Khéng nén sir dung KOMBOGLYZE XR cho bénh nhan dai thao dudng typ 1 hodc
nhiém ceto-acid do dai thado duong.
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KOMBOGLYZE XR chuwa duoc nghién ciru & bénh nhan co tién sl viém tuy. Hién c%f;

ré bénh nhan co tién sir viém tuy khi sir dung KOMBOGLYZE XR ca lam tang nguy co,
C

bi viem tuy hay khéng. [Xem phéan Ly y va thén trong]
LIEU DUNG VA CACH DUNG
Liéu khuyén cao

Ligu ding clia KOMBOGLYZE XR nén dwoc cu thé hoa trén tirng nguéri bénh dwa vao
tinh trang bénh hién tai, hiéu qua va kha nang dung nap Vién KOMBOGLYZE XR
thurérng dugc stz dung ngay 1 1An vao bra an toi, diéu chinh litu din dan dé lam gidm
tdc dung phu trén duwéng tiéu héa do metformin. Thubc gbm cac dang liéu ding nhy
sau:

o Vien KOMBOGLYZE XR 5mg/500mg co chara 5Smg saxagliptin va 500mg metfarmin
HCI phéng thich keo dai.

« Vién KOMBOGLYZE XR 5mg/1000mg cé chika 5mg saxagliptin va 1000mg
metformin HCI phéng thich kéo dai.

Liéu khéi dau khuyén cao clia KOMBOGLYZE XR trén cac bénh nhan cin 5mg
saxagliptin va hién tal chua duoc diéu tri v&i metformin 1a 1 vién co ham Irgng 5 mg
saxagliptin/ 500 mg metformin phéng thich kéo dai, udng 1 lan mdi ngay vai liéu diéu
chinh ting dan dé giam tac dyng phu trén da day-rudt gay ra do metformin.

@' cac bénh nhan dang duoc digu tri voi metformin, nén chon vién KOMBOGLYZE XR
c6 ham lweng metformin twong dwong voi liéu metformin dang diéu tri hodc voi lidu tri
lidu dang ap dung gan day nhat. Sau khi chuyen ddi tir liéu metformin tac dung phéng
thich nhanh sang metformin phéng thich kéo dai, can tién hanh theo ddi chat ché viéc
kiem soat dwéng huyét va dieu chinh lieu cho phu hep.

Bénh nhén can 2,5mg saxagliptin phdi hop v&i metformin phéng thich kéo dai thi nén
sir dung thudc co chira cac thanh phan hoat chat riéng ré.

Lidu diung hang ngay khuyén cao téi da la 5mg saxagliptin va 2000mg metformin phang
thich kéo dai.

Chira co cac nghién ciru chuyén biét duec thee hien dé danh gia do an toan va hiéu
qua ciia KOMBOGLYZE XR trén cac b&nh nhan ma trirde 46 co digu tr véi cac thube
chéng tang duéng huyét khac va chuyén sang sir dung KOMBOGLYZE XR. Bét cu sw
thay ddi vé liéu phap diéu tri bénh dai thao dudng typ 2 nén duoc kiém soat va theo
déi thich hop vi co thé xay ra nhirng bién dang trén viéc kiém soat dwéng huyét.

Bénh nhan can dugc thong bao udng nguyén vién, khdng duoc bé, cat hay nhai vién
KOMBOGLYZE XR. Thinh thoang, ta digc cla KOMBOGLYZE XR sé dwoc dao thai
duéri dang khdi mém ngdm nudc & trong phén, cé thé trong tuong tu nhw vién thube
ban dau.
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Chét trc ché manh CYP3A4/5

Khi dung dbng théi viri cac chat drc ché manh cytochrom P450 3A4/5 (CYP3A4/5) (vi
du nhw ketoconazole, atazanavir, clarithromycin, indinavir, itraconazole, nefazodone,
nelfinavir, ritonavir, saquinavir, and telithromycin), liéu diung khuyén cdo t6i da cla
saxagliptin la 2,5 mg/ngay, ngay 1 lan. Vi vay, bénh nhdn dang s dung chat (¢ ché
manh CYP3A4/5 nén sl dung thudc co chira cac thanh phan hoat chat riéng I&. [Xem
phan Lidu dang va céch dang, Twong tac thube, va Duoc 1&m sang).

St dung cing lac véi cac thude kich thich tiét insulin (nhw Sulfonylurea) hodc
vo&i Insulin.

Khi s dung KOMBOLYZE XR clng lic voi cac thudc kich thich tiét insulin (nhuw
sulfonylurea) hodc véi insulin, can s dung lieu thap thubde kich thich tiét insulin hodc
insulin @& han ché t6i da nguy co ha glucose trong mau. [Xem phan Luu y va Than
trong dac biét khi st dung]

CHONG CHI BINH
KOMBOGLYZE XR chong chi dinh & cac bénh nhéan sau:

» Suy than (vi du nhir nong d creatinine huyét thanh 21,5 mg/dL (0,1326 mmolL) &
nam gi¢i va 21,4 mg/dL (0,1238 mmol/L) & ni¥ gi®i, hodc dd thanh thai creatinine bat
thwérng), co thé [a hau qua clia truy tim mach (soc), nhéi mau co tim cap tinh va nhiém
tring huyst,

¢ Qua man véi metformin hydrochloride.

s Nhiém toan chuyén hoa edp tinh hay man tinh, k& ca nhiém ceto-acid do dai thao
duéng. Bénh nhan nhiém ceto-acid do dai thao dwong nén dwoc didu trj voi insulin.

» Tién si phan (rng qua min nghiém trong véi KOMBOGLYZE XR ho#c saxagliptin
nhw phan (kng phan vé, phi mach hodc cac tinh trang da tréc vay. [Xem phan Luu y va
thén trong va phan Téc dung khéng mong muén.]

LU ¥ VA THAN TRONG
Nhiém acid lactic.

Nhiém acid lactic |4 mét bién ching chuyén hoa hiém géap nhwng rat nghiém trong, co
thé xay ra do tich ty metformin trong qua trinh diéu tri véi KOMBOGLYZE XR; khi xay
ra, i 1€ tir vong xap xi 50%. Nhidm acid lactic c¢d thé xdy ra kém theo mdt sé tinh trang
bénh ly, ké ca bénh dai thao dudng va bat ci¥ khi nao cb sw gidm tudi mau & md va
tinh trang thiéu oxy huyét tram trong. Nhiém acid lactic c¢6 dac diém 13 tang nbng do
lactat trong mau (>5mmol/L), giam pH mau, réi loan dién gidi véi tang khodng trdng
anion (anion gap), tang ty |1é lactat/pyruvat. Khi metformin dwoc xem nhw 1a nguyén
nhan gdy ra nhiém acid lactic, thuwérng thiy nbng d6 metformin trong huyét twong > 5
pa/mL.



Tan sudt nhiém acid lactic & cdc bénh nhan diung metformin hydrochloride dwgc ghe

nhan 13 rat thap (xdp xi 0,03 trrérng hop/1000 bénh nhan- nam, voi khodng 0,015 ca tir -

vong/1000 bénh nhan-nam). Trong hon 20 000 bénh nhan-ndm dung metformin trong
cac nghién ciru 1am sang, khdng cé bao cao nhiém acid lactic. Cac ca bao cao xdy ra
chil yéu & bénh nhan dai thao dudng kém véi suy than dang ké, bao gém ca bénh Iy
chi md than va bénh than do gidm tudi mau than, thudng gép trén nhirng bénh nhan
co dbng thiri nhiéu van dé vé ndi khoa/phau thuat va dung ddéng thdi nhiéu loai thube, O
cac bénh nhan suy tim sung huyét can phai ding thubc, dac biét 1a bénh nhan suy tim

huyet cap tinh hodc khdng on dinh kém nguy co giam twrei mau va thiéu oxy
huyet, nguy cor nhiém acid lactic tang 1&n. Nguy co nhiém acid lactic tang theo mirc dé
rbi loan chirc nang than va dd tudi cia bénh nhan. Vi vay, nguy co nhiém acid lactic co
thé dugc gidm dang ké bang cach theo dai thudng xuyén chirc nang than & cac bénh
nhan ding rnetformin va hang cach s& dung ligéu metformin thdp nhat co hiéu qua. Déc
biét 1a viéc diéu tri & ngudd Ion tudi nén di kém vai theo doi cAn than chire nang than
Khéng nén ding Metformin diéu trj khéi dau & bénh nhan 280 tudi ngoai trir truéng hop
kiém tra db thanh thai creatinine cho thay chirc nang than khdng suy gidm, nhiém acid
lactic rat dé xudt hién trén cac dbi twong nay. Hon nra, nén ngwng ding ngay
metformin khi co sy hién dién cia bat ky triéu chirng 6 lién quan dén thiéu oxy huyét,
mat nwoc hodc nhiém khuan huyét. Do chirc ndng gan suy giam co thé gidi han kha
nang dao thai lactate, thuwdng tranh st dyung metformin & nhikrng bénh nhan cé bang
chirng cén lam sang hay lam sang vé bénh gan. Bénh nhan nén dugc canh bao han
ché sir dung ruou trong khi diéu tri bAng metformin vi rugu lam ting tac dung cua
metformin hydrochloride trén chuyén héa lactat. Ngoal ra, nén ngwng sir dyng tam thél
metformin trieére khi tién hanh chup X-quang co tiém chat can quang chira iod va bat ky
cubc phau thudt nao. [xem phan Luu ¥ va thén trong),

S khdri phat clia nhiém acid lactic thudng khé phat higén va chi kém theo cac trigu
chirng khong dac hiéu nhu 13 kho chiu, dau co, suy hd hép, lo mo va triéu chirng dau
bung khéng dac higu. Cé thé gap ha than nhiét, tyt huyét &p. va cham nhip tim khang tri
di kém vé&i tinh trang nhigm toan rd rét hon. Banh nhén va bac si diéu tri phai canh gidc

tim quan trong cla cac triéu chirng nhu thé va nén huung dan bénh nhan théng
bao bac si ngay khi xqai hieén trigu chirng [xem phan Luwu y va thén trong]. Nén ngun
dung Metformin cho dén khi xac dinh 16 duec nguyén nhén. Bo dién giai d6 trong huyét
thanh, ceton, glucose huyét va néu dirgce chi dinh, do pH mau, néng dd lactate va tham
chi la néng dd metformin trong mau co thé gitp ich trong viéc danh gia tinh trang bénh.
Khi b&nh nhan da 6n ‘dinh tai mdt mic liéu rnelfn;min nao do thi cac trieu chirng trén da
day-rudt, vén phd bién khi khéi dau tri ligu, rat co thé khong lién quan dén thudc. Cac
triéu chirng trén da day-rudt xuat hién sau nay co thé la do tinh trang nhiém acid lactic
hodc cac bénh ly nghiém trong khac.

&Y bénh nhan ding metformin, ndng dd lactate trong huyét tuong finh mach khi déi
nam & gi¢i han trén cla mirc binh thweng nhung thap hon 5 mmol / L, khéng nhat
thiét du bao sdp xady ra nhiém acid lactic va cb the dugre ly gidi boi cac co ché chuyén
hoa khac, nhu kiém soat kém bé&nh dai thao duéing hoac tinh trang béo phi, hoat ddng
thé Ire qua sirc hodc gap van @& ky thuat trong vide xir ly mau xét nghidm [Xem phan
Lury y va than trong).
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Nén nghi ngd nhiédm acid lactic & bat cir b&nh nhan dai thdo duérng bi nhiém lf?arp»

chuyén hoa nhung thiéu cac bang chirng nhiém ceto-acid (ceton niéu va ceton huyét). <

Nhi&m acid lactic 1& mét cap clru ndi khoa va phai duoc diéu tri tai bénh vién. Dol véi
b&nh nhan nhiém acid lactic dang dung metformin, nén ngung sir dung thudc ngay lap
tirc va didu tri hd tror téng quat kip thoi. Vi metformin hydrochloride co thé thadm phan
duwoc (36 thanh thadi cé thé 1&n tdi 170 mL/mphut trong diéu kién huyét déng tbt), nén
khuyén cao loc mau kip thei dé khac phuyc tinh trang nhiém toan va loai bé metformin
da tich Iy, Xir tri nhur thé thudrng gilp ddo nguoc cac triéu chirng va hdi phuc kip thei
[xem phan Chdng chi dinh va Luu y va thén trong].

Viém tuy

Viem tuy cap & bénh nhan sl dung saxagliptin 43 dwoc ghl nhan sau khi thube luu
hanh trén thi trieéng. Sau khi bat diu siv dung KOMBOGLYZE XR, bénh nhan nén
duoc theo dbi can than cac dau hiéu va triéu chirng viém tuy. Néu cé nghi ngé bj viém
tuy, nén ngung s dung KOMBOGLYZE XR ngay v& tién hanh bién phap kiém soat
thich hop. Hién chira ré bénh nhan cé tién sir viém tuy khi sir dung KOMBOGLYZE XR
co lam tang nguy cor bj viém tuy hay khéng.

Banh gia chirc ndng than

Metformin duoc bai tiét chl yéu qua than, nguy co tich |y metformin va nhiém acid
lactic ting theo mirc 48 suy gidm chlc nang than. Vi thé, chéng chi dinh ding
KOMBOGLYZE XR & cac bénh nhan suy than [xem phan Chdng chi dinh).

Trwée khi bat ddu sir dung KOMBOGLYZE XR, va It nhat 1a mBi nam sau do, ndn danh
gid va xdc nhan chirc nang than la binh thwong. O cac bénh nhan dugc dy dodn 1a co
tién trién suy gidm chirc ndng than (vi du, ngudi cao tudi), nén danh gia chirc nang
than thuwéng xuyén hon va ngung ding KOMBOGLYZE XR néu cé bang chirng suy
than.

Banh gia chire nédng gan

Cé vai trwong hep nhiém acid lactic & bénh nhan suy gan co sir dung Metformin. Vi
thé, khéng khuyén cao ding KOMBOGLYZE XR cho bénh nhan suy gan

Néng do Vitamin By

Trong cac nghién ciru ldm sang co dbi chirng clia metformin tién hanh trong 29 tuan, da
ghi nhan sy gidm dudi mie binh thuéng nong do vitamin B:; trong huyét thanh vén
binh thurtrng trére 6, ma khéng cb bidu hién 1am sang trén khodng 7% bénh nhan.
Mirc gidm nay co thé do sur can thiép dén kha nang hap thu vitamin By, tr phirc hop
yéu 18 ndi tai cda vitamin Bz, tuy nhign, rat hiém khi lign quan véri thiéu mau va sé
nhanh chéng héi phuc khi ngung metformin hodc bd sung vitamin Byz. B&nh nhan dung
KOMBOGLYZE XR dugc khuyén nén kiem tra cac thong so huyét hoe hang nam, va
néu cé bat ¢l cac bat thurdng ndo bidu hién nén duwoc khdo sat va xi tri thich hop [xem
phan Phan (ng ngoai v |.
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Nong @8 vitamin B2 dwédi mirc binh thwéng cbd khuynh hwéng gap & mot sb ca

(nhr nhi¥ng ngudi thiéu vitamin By, hodc do udng canxi hodc do kém hap thu). O
3ng dd By, huyét thanh thwéng quy trong mdi 2-3 <

nhirng bénh nhan nay, dinh lwgng n
nam co thé rat hiru ich.

S dung rwroru (alcohol)

Alcohol co thé 1am tang cuong tac dung cla metformin trén chyyén hoa lactate. Bénh
nhan nén dwoc canh bao han ché ubng regu trong khi ding thubc KOMBOGLYZE XR.

Phau thuat

Nén tam théi ngung s dung thubc KOMBOGLYZE XR khi thye hién bat ky phau thuat
nao (ngoai trir tiéu phdu khdng lién quan dén viéc han ché sir dung thirc an va dd
ubng), va khong nén bat dau dung lai thubc cho dén khi bénh nhan an udng tré lai va
chirc nang than dugc danh gia la binh thudng.

Nhirng thay @i trén tinh trang |am sang cua bénh nhén dai thao dwing typ 2 da
dwoc kiém soat triedre day.

Trén bénh nhan dai thdo dwong typ 2 trudc ddy da duoc kiém soat tot bang
KOMBOGLYZE XR, c6 dién tién xét nghiém bat thwong hodc tinh trang lam sang xau di
(@3c biét 14 nhirng tinh trang bénh Iy mo ho va chua xac dinh duwec) nén dugc danh gia
kip théi nhdm tim bang chirng clia nhiém toan ceto-acid hodc nhiém acid lactic. Céc chi
sb danh gia bao gdm dién gidi db va ceton huyét thanh, glucose huyét, va néu cé chi
dinh thi thyc hién do pH mau, lactat, pyruvat, va ndng 46 metformin trong mau. Néu xdy
ra bat ky thé nhiém toan nao, Iap tirc ngirng thubc KOMBOGLYZE XR va tién hanh cac
bién phap xi tri thich hop.

Str dyng cliing véi cac thudc da biét gdy ha dudng huyét
Saxagliptin

Khi sir dung saxagliptin phdi hop véi sulfonylurea hodc véi insulin, 1a cac thudc gay ha
duérng huygt, tan suat cac truérng hop ha duéng huyét duge chan doan xac dinh cao
hen khi s dyung gia dwec phéi hop voi sulfonylurea hode vérl insulin. [Xem phan Téc
dung khdng mong mubdn). Vi vay, can sir dung lidu thdp cac thube kich thich tiét insulin
hodc insulin d& han ché t4i da nguy co ha glucose trong mau khi s dung phéi hop vei
KOMBOGLYZE XR. [Xem phan Liéu luong va céch sir dung]

Metformin hydrochloride

Tinh trang ha dudng huyét khing xay ra & cac bénh nhan ding metformin don ddc
trong diéu kién théng thuéng, nhung cb thé xay ra khi lvong calori dua vao co thé bi
thieu hut hodc khi tap luyén thé lwre ndng nhung khéng duoc bl trlr bang viée bb sung
Iwgng calori twong (Png, hodc khi sir dung ding thei véi cac thude lam gidm glucose
huyét (vi du nhir sulfenylurea va insulin), hay chat cdén. O bénh nhan Ién twdi bi suy
nhuoc hay suy dinh duéng va nhirng bénh nhan suy tuyén thuang than hodc suy tuyén
yén hodc ngd doc rugu dic bist rat nhay cam vdi tic dong ha dudng huyét. Tinh trang
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dang ding thubc (rc ché thu thé giao cadm beta.
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ha dwirng huyét co thé khd nhan biét trén bénh nhan lén tudi va nhirng bénh n@
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Str dung dong thvi véi thube anh hwdng dén chire nang than hodc sw phan bd
Metformin

Sir dung dbng thevi cac thude ndy cd thé dnh hudng 1&i chic ndng than hodc 1am tha
@bi dang ké huyét ddng hoc, hodc cb6 thé can thiép dén su phan bs Meformin, cy the
nhw thuoc cationic duwoc dao thai qua sw bai tiét cla ong than [xem phan Twong tic
thuoc)), do vay nén sir dung than trong khi sir dung dong thévi véri céc thube nay.

Chup X-guang c6 tiém cac chat can quang chira lod

Chup X-quang co tiém cac chat can quang chira iod co thé dan dén su bién Adi cap
tinh chirc nang than va cé lién quan dén nhiém acid lacid & bénh nhan ding metformin.
Vi thé, & nhirng bé&nh nhan ma co di kién sé& thuc hién chyup X-guang thi nén ngung
ding KOMBOGLYZE tam théi trudc hay ngay thoi diém thuc hién va trong 48 gio tigp
theo sau khi thue hién, chi ding thubce tré |ai sau khi chire nang than dugc danh gia lai
va xac nhan la binh thuéng.

Tinh trang thiéu oxy

Truy tim mach (sbc), suy tim sung huyét cp, nhdi mau co tim cap va cac bénh Iy khac
dac trung béi tinh trang thigu oxy huyét, co lién guan dén nhiém acid lactic va co the
gay ra uré huyét trudre thén. Khi xuat hién cac bién cd nay & bénh nhan dang diéu trj
v KOMBOGLYZE XR, nén ngung dung thude ngay iap tic

Phan irng qua man

P& cb cac bdo cho vé phdn (rng qué mdn nghiém trong & bénh nhan s dung
saxagliptin sau khi thubc lwu hanh trén thi trieéng. Cac phan (rng ndy bao gdm phan
ung phan vé, phu mach, va cac tinh frang da tréc vady. Cac phan (rng nay xay ra trong
vong 3 thang dau didu tr voi saxagliptin, mét sé trudng hop xay ra sau lidu dau tién.
Néu nghi ngé phan (¥ng qua man ndng, ngung KOMBOGLYZE XR, danh gid nhing
nguyén nhan fiém &n cla bién co, va tim phwong phap didu trj thay thé cho bénh dai
thao dudrng. [Xem phan Tac dung khdng mong mubdn).

Str dung than trong cho bénh nhan co tién sir phil mach vé&i cac chét tc ché dipeptidyl
peptidase-4 (DPP4) khac vi van chuwa biét cac bénh nhan nay co thé bi phi mach véi
KOMBOGLYZE XR hay khéng.

Bién chirng mach mau lém

Chura c6 nghién ciru 1m sang cho thdy bang chirng két ludn v viéc gidm nguy co bién
chirng mach mau lon khi ding KOMBOGLYZE XR hay bat cir thudc digu trj bénh dai
thao duéng nao khac.
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Kinh nghiém tir cac thr nghiém lam sang

Do cac thir nghiém 1am sang dworc tién hanh dwdi nhirng diéu kién khac nhau nén ty 18
cac tac dung khéng mong muodn ghi nhén durgc trong cac thir nghiém Iam sang trén 1
thube khéng thé ding dé so sanh tryc tiép voi ty 18 xuat hién trong cac thir nghiém 1am
sang cla mot thudc khac, va vi thé khang phan anh duoc ty 18 xudt hién trong thue té
dieu tri.

Liéu phap don tri liéu va liéu phap phdi hop bd sung

Metfarmin hydrechloride

Trong thi¥ nghiém 1&m sang don tri liéu co ddi chirng vl gia duge cla metformin phéng
thich kéo dai, tifu chay va budn nén/nén duwgc bdo cao trong >5% bénh nhan didu tr
bang metformin va phd bién hon so véi bénh nhian diéu tri véi gia dugc (tiéu chay gap
& 9.6% dung metformin so véi 2,6% ding gid duge ; bubn nén/ndn gap & 6,5% bénh
nhan dung metformin so vé&i 1.5% ding gid duoc). Tiéu chay dan den ngung diéu tri
gdp & 0.6% bénh nhan duoc diéu tri véi metformin phéng thich kéo dai,

Saxagliptin

Hai thr nghiém don tri liéu co ddi chirng voi gid dwoc, kéo dai trang 24 tudn trong d6
cac bénh nhan dwoc diéu tr) véi saxagliptin 2,5 mg moi ngay, saxagliptin 5 mg méi ngay
va gid duoc. 3 thir nghiém 1am sang cé doi chirng véi gia duoc khac kéo dai trong 24
tudn, s dung ché dd trj liéu phdi hop bd sung: 1 thir nghiém trén metformin phéng
thich nhanh, 1 thi nghiém trén 1 thubdc nhom thiazalidinedione (pioglitazone hay
rosiglitazone), va 1 thir nghiém véi glyburide. Trong 3 thir nghiém nay, cac bénh nhan
dugc phan ngdu nhién vao nhom tri liéu phdi hop bd sung vai saxagliptin 2.5 mg moi
ngay, saxagliptin 5 mg mdi ngay, hodc gid duac (placebo). Mat nhém khac duoc diéu
tri bang saxagliptin 10 mg cing duec thire hién trong 1 thd nghiém don tri liéu va tri liéu
phéi hop bd sung véri metformin phang thich nhanh.

Trong phan tich gép trén dir lidu trong 24 tuan diéu tri (khéng lién quan véi mirc gidm
glucose huyét) tir hai thir nghiém don tr liéu, th nghiém phdi hop bé sung véi
metformin phang thich nhanh, thi¥ nghiém phéi hop bé sung véi thiazolidinedione (TZD)
va thi¥ nghiém phéi hop bé sung véi glyburide, ty 1& tdng thé cac bién cd ngoai y xay ra
& cac bénh nhan sir dung saxagliptin 2.5 mg va 5 mg 13 twong tw véi bénh nhan si
dung gia dugc (twong (ng la 72,0% va 72,2% so véri 70,6%). Ngung tri lidu do bién cb
ngoai y xay ra trén 2,2% bénh nhan s dung saxagliptin 2,5 mg, 3,3% & bénh nhan s
dyng saxagliptin 5 mg va 1,8% & bé&nh nhan sl dung gid dugc. Bién cd ngoal y thudng
gap nhét (dwoc ghi nhan trén téi thidu 2 bénh nhan s&r dyung saxagliptin 2,5 mg hoic toi
thidu 2 bénh nhan sl dung saxagliptin 5 mg) lién quan dén viéc phai ngurng tri liéu sem
bao gom gidm bach cau lympho (0,1% va 0,5% so véi 0% & bénh nhan si dung gia
duoc, ndi man (0,2% va 0,3% so vai 0,3%), tidng creatinine trong mau (0,3% va 0% so
von 09%), tang creatine phosphokinase trong mau (0,1% va 0,2% so voi 0%). Bang 1
trinh bay cac phan (rng khdng mong mudn trong phén tich nay (khéng xét dén quan hé
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nhén qua theo danh gia cla nghién clru vién) xay ra vdi ty |8 2 5% & bénh nhan 4
diéu fri véi saxagliptin 5 mg, va xuat hién véi mirc @6 thwdng xuyén hon so véi bén

nhan si¥ dung gid dugc.

Bang 1: Cac phan (rng khéng mong muén {(khéng ké danh gia cia nghién ciru vién vé
nguyén nhan) trong céc thir nghiém cé déi ching voi gid durge duge bao cao vei ty 1€

at hién 2 5% & cac bénh nhan dm;rn diéu tri hﬁng Saxagliptin 5§ mg va wuat hign
thuﬂ'nn xuyén hon so véri bénh nhan sir dung gia duwge.

Sé bénh nhan (%)
Saxagliptin 5 mg | Gia dworc
N=882 N=799
"Nhidm trung dwémg ho hép | 68 (7.7) 81(7.6)
trén
| Nhiém triing dwrérng tidu 60 (6,8) 49 (6,1)
| Nhire dhuy 57 (8.5) 47 (5.9)

* 5 thir nghém lam sang <6 dbi ching vén gid duog, kéﬂ?ﬂ'ﬂnghlé’nmmhﬁud1mwnmpﬂﬁl nop bd
sung wei 1 trang cac thubc sau, metformin, thiazoldinedione hay glybunde Bang nay trinh bay sf libu frong 24 tudn
khdng lign quan dén cap ciru ha dwong huydt

O cac bénh nhan dugc didu tr| voi saxagliptin 2,5 mg, nhirc dau (6,5%) la tac dung

khéng mong mudn duy nhit xdy ra véi ty |18 > 5% va xdy ra phéd bién hon so véi bénh
nhan sir dung gia duwec,

Trong phan tich gdp ndy, cac tac dung khdng mong mubdn xay ra véi ty 18 > 2% & bénh
nhan dugc didu tri bang saxagliptin 2,5 mg hay saxagliptin 5 mg va cac tac dung khong
mong mudn xay ra v&i ty 1& 2 1% (thwéng xuyén hon so vol gid duoc) bao gbm. viem
xoang (2,9% va 2,6% so véi 1,6% & gia duoc), dau bung (2,4% va 1,7% so vai 0,5%),
viém da day-rudt (1,9% va 2,3% so vai 0,9%), va ndn mira (2,2% va 2,3% so vdi 1,3%).

Ty 1& gay xwong la 1,0 trong 100 bénh nhan-nam (patient-year) déi v&i bénh nhan si
dung saxagliptin (phan tich gop trén cac bénh nhan sir dung lieu 2,5 mg, 5 mg, va 10
mg) so v&i 0,6 trong 100 bénh nhan-nam dobi voi gid duge. Tan suat cac bién cd gay
xuong & cac bénh nhdn sk dung saxagliptin khong tang theo thoi gian, Nguyén nhan
gay xuong van chra duoc xac dinh va cac thir nghiém tién 1am sang cling khdng cho
thay anh hudng cla saxagliptin trén xwong.

Mét trrerng hop bi gidm tidu cau, phi hop véi chan doan xuat huyét do giam tiéu cau tw
phat da dugc ghi nhan trén thlr nghiém |am sang. Chua xéc dinh duge moi lign hé gida
truérng hop giam tiéu cau nay véi saxagliptin.

St dung phédi hop véi Insulin

Trong thix nghiém phédi hop bd sung voi insulin [Xem phan nghién ciru 1am sang], ty 18
cac tac dung khdng mong mudn, bao gdm tac dung khéng mong mudn nghiém trong va
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ngung diéu tri do tac dung khéng mong muén, thi twong ty gitra nhom sl ding
saxagliptin va gia dwoc, ngoai trir tac dung gdy ha dudng huyét duwoc chin dodn xac

dinh (Xem phan Ha glucose trong mau).

Cac tac dung khéng mong muébn lién quan dén saxagliptin khi str dung déng thei
v&i Metformin phéng thich nhanh, trong diéu tri khéi didu cho cac bénh nhan dai
thao dwéng typ 2

Bang 2 trinh bay sé liéu cac tac dung khéng mong muén (khéng xét dén quan hé nhan
qua theo danh gia cla nghién clru vién) ghi nhan voi ty 18 2 5% & cac bénh nhan tham
gia vao thir nghiém coé zgi chirng, phdi hop bd sung saxagliptin véi metformin trong 24
tudn cho bé&nh nhan chua tirng dugc diéu tr.

Béng 2: Diéu trj khéd ddu phdi hop gitka Saxagliptin va Metformin phéng thich nhanh
& cac bénh nhén chwa tirng 4 diéu tri: Cac tic dung khéng mong muén (khéng ké
danh gia cua nghién clru vién vé nguyén nhan) xay ra vei ty 18 2 5% & cac bénh nhan
dwoc diéu tri phéi hop saxagliptin 5 mg + Metformin phéng thich nhanh (va xdy ra
thurong xuyén hon so véi bénh nhan chi sir dung Metformin phéng thich nhanh)

Sé bénh nhan (%)
Saxagliptin 5 mg + Metformin* Placebo+Metformin®
N=320 N=328
Nhirc dAu 24 (7,5) 17 (5,2) -
Viem mai-hdu | 22 (6.9) 13 (4.0)

;na"::?ym" phang thich nhanh dugc khén dau bang iidu 500 mg mdi ngay va didu chinh aé&n ik 18 da 2000 mg

O céac bénh nhan diéu tri bang phdi hgp saxagliptin va metformin phéng thich nhanh,
gbm nhom c6 bd sung saxagliptin vao liéu trinh didu trj metformin phéng thich nhanh
hodc diéu tri ddng théi ca saxagliptin va metformin trén céc bénh nhan chua tirng diéu
trj trrdre @6, triéu ching tiéu chay la tac dung khéng mong muén duy nhét trén da day-
rudt xdy ra voi ty 1& 25% trong bét cir nhém diéu tri trong cd hai nghién ciru. Trong thir
nghiém |am sang metformin phong thich nhanh 6 bd sung saxagliptin, ty Ié tidu chay la
8.9% trén nhom saxagliptin 2,5 mg; 5.8% trén nhom saxagliptin 5mg va 11,2% trén
nhom gid dwroc. Khi phdi hop saxagliptin va metformin phéng thich nhanh & bé&nh nhan
chura tirng diéu trj tredre d6 |, ty 1€ tiéu chay la 6,9% trong nhém ding saxagliptin 5 mg +
metformin phéong thich nhanh va 7,3% trong nhom gia dugc + metformin phéng thich
nhanh.
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Tut dwérng huyét 2

Tac dung khing mong muon gy ha glucose mau duec thu thap qua tat ca cac bao céo
vé ha glucose mau. Mot sd bénh nhin khdng duoc yéu cau do chi sd glucose mau
cung luc hoac chi so do dwoe van trong gidi han binh thwong. Vi vay, khéng thé xac
dinh r6 cac bao cao nay c6 phan anh ding vé ha glucose trong mau hay khéng.

Tan suét xdy ra ha glucose trong mau khi sir dung don trj liéu la 4,0% déi v&i bénh
nhan sir dung saxagliptin 2,5 mg, 5,6% d6i v&i saxagliptin 5 mg so voi 4,1% déi voi gia
dugre. Trong thir nghiém |am sang phoi hgp bd sung véi metformin phéng thich nhanh,
tan suat xdy ra ha glucose huyét |4 7,8% d&oi voi saxagliptin 25 mg, 58% dbi voi
saxagliptin 5 mg so v&i 5% d6i voi gid dwge. Khi phoi hop saxaglitin va metformin
phong thich nhanh & bénh nhan chira tirng dieu trj trudre d6, tan suat xay ra ha glucose
hugét & bé&nh nhan dlng saxagliptin 5mg + metformin phéng thich nhanh |a 3,4% va tén
suat xay ra ha glucose huyét la 4% frén bénh nhan dung placebo +metformin phéng
thich nhanh.

Trong nghién ciru cé kiém soat, so sanh liéu phap diéu tri phdi hop saxagliptin 5mg voi
diéu tri phéi hop glipinde trén bénh nhan chura kiém soat dwéng huyét tdt vei metformin
dorn tri, ty i& ha glucose mau duge ghi nhan & nhom sl dung saxagliptin 5Smg 1a 3% (19
bién cb trong 13 bé&nh nhan) va & nhém si¥ dung glipizide 1a 36,3% (750 bién cb trong
156 bénh nhan). Ha glucose mau duwoc chan doan xac dinh qua cac triéu chieng ha
glucose kém theo xét nghiém glucose & dau ngén tay s50 mg/dL khéng quan sat thay &
nhdm bénh nhan diéu tri saxagliptin va xay ra & 35 bénh nhan (8,1%) (p<0,0001) diéu
tri glipiride,

Trong thir nghiém digu trj phéi hop voi insulin, ty 1& chung céc treéng hop ha glucose
trong mau dwoc ghi nhin [ 18,4% dadi voi saxagliptin 5 mg va 19,9% dai voi gia
dwrgre. Tuy nhién, tan suat cac truérng hop ha glucose trong mau co triéu chirng duoc
chan doan xac dinh (c6 kém theo xét nghiém glucose bang mau & dau ngon tay < 50
mg/dL) cao hon & bénh nhan sir dung saxagliptin 5 mg (5,3%) so voi gia dugc (3,3%).
Trong sb nhirng bé&nh nhan sir dung insulin phéi hgp véi metformin, tan suat cac triéu
chirng ha duwéng huyét duoc cljén doan xac dinh I3 4,8% ¢ nhém saxagliptin s0 voi
1.9% & nhom gia dugc [Xem phan Luw y va Than trong dac bigét khi sir dung].

Phan (rng qué man
Saxagliptin

Trong phén tich gép cla 5 thir nghiém kéo dai 24 tudn, cac bién co lién quan dén qua
man nhw ndi mé day, phi mat duoc ghi nhan xAy ra vérl ty 18 13 1,5% & bénh nhan st
dung saxagliptin 2,5 mg, 1,5% & bénh nhan sir dung saxagliptin 5 mg va 0,4% & bénh
nhan sir dung gid dwoc. Khing c6 bat ky trwdng hop st dung saxagliptin nao phai
nhap vién hoac xay ra v&i moc dd gay nguy hiem dén tinh mang. Co6 1 bénh nhan duoc
diéu tri véri saxagliptin ngwrng st dung thuéc do ndi meé day toan than va phi mat.

Nhiém khuan
Saxagliptin



D liéu nghién ciru 14m sang co dbéi chirng, khéng mi cla saxagliptin cho dén nay)? ax

ghi nhan ¢6 6 bao cao nhiém bénh lao (chiém 0,12%) trong s& 4859 bénh nhan diéu trf<-

véri saxagliptin (chiém 1.1 trén 1000 bénh nhan-nam) so voi khdng co bao cao nhiém
bénh lao nao trong s6 2868 bénh nhan diéu tri v&i nhém chirng. Hai trong sé sau
truéng hep dugc xac dinh bang xét nghiém. Cac tredng hop con lai ¢o thong tin han
ché hodc chén doan so bé nhiém lao. Khong co trwéng hop nao trong sau truerng hop
bénh xay ra & My hay Tay Au. Mét treéng hgp bénh xay ra & Canada trén bénh nhan
goc Indonesia va gan day co dén du lich Indonesia. Thei gian diéu trj véi saxagliptin
cho dén khi cé bao cdo nhidm bénh lao bién thién tir 144 dén 929 ngay. Chi sb bach
cau lympho sau khi diéu tri phit hgp véi day chi s6 tham khdo & 4 ca bénh. Mot bénh
nhén cé giam bach cau lympho truge khi bat dau diéu tri voi saxagliptin van trong tinh
trang &n dinh sudt qua trinh diéu tri bang saxagliptin. Bé&nh nhan cudi cing co sé lwgng
bach cau lympho dugc phén lap thap dudl mirc binh thuéng khoang 4 thang trudc khi
béo cao nhiém bénh lac. Khéng co bao cdo tw phat vé méi lién quan gidra nhiém bénh
lao va viéc sir dung saxagliptin. Nguyén nhan nhiém lao chwa dwoc xac dinh va cho
dén nay co rét it treéng hop bénh dé xac dinh liéu co mdi lién quan gira sir dung
saxagliptin va nhiém bénh lao

Trong dir liéu nghién ciru ldm sang co ddi chirng, khdng mi cho dén nay da ghi nhan
co mot trrong hop nhiém khuan co hdi & bénh nhan dieu tri bang saxagliptin, tien trién
dén 1ir vong do nhiém khuan huyét nghi do nhiém salmonella tir thirc &n sau gan 600
ngay diéu trj véi saxagliptin, Khéng co bao cdo v phat vé nhiém khuan co hdi co lién
quan dén si dung thudc saxagliptin.

Dau hiéu sinh tén
Saxagliplin

Khéng cé su thay dbi cé y nghia lam sang vé& cac diu higu sinh tdn duwege ghi nhan trén
céc bénh nhan duoc diéu trj chi voi saxagliptin hay két hop véi metformin.

Cac xét nghiém can lam sang
S6 lwgng bach céu lympho toan phéan
Saxagliptin

Co su giam so lwong bach cau lympho toan phan lién quan dén liéu dung, dugc ghi
nhan khi diéu tri voi saxagliptin. Trong phéan tich gop cta 5 thi nghiém Iam sang cé dbi
chirng kéo dai 24 tuan, voi sb lugng bach cau lympho toan phan ban dau khoang 2200
té bao/microl, su gidm bach ciu lympho trung binh so véi ban diu | khodng 100 té
bao/microl dbi vai saxagliptin 5 mg va 120 té bao/microL déi véri saxagliptin 10 mg so
vari gid duge. Tac dung trong tw da dwoc ghi nhan khi siv dung saxagliptin 5 mg phoi
hop véi metformin so véi chi sir dung metformin don |é va gid duoc & bénh nhan chua
tirng didu trj trudre d6. Khong co s khac biét gilra saxagliptin 2,5 mg so véi gia duoc
Ty |1& bénh nhan co sb lrgng bach cau lympho gidm dwdéi s750 té bao/microl 14 0,5%
dsi véri nhém sir dung saxagliptin 2,5 mg, 1,5% ddi véi nhém sir dung saxagliptin 5 mag,
1,4% dbi véi nhém sir dung saxagliptin 10 mg, va 0,4% dbi vi nhém ding gid duoc.

13

(&

=
2
2



<
Trong phan Ién bénh nhan, khang cd hién tugng tai dién giam bach cau lympho Iﬂ'ﬁ?
s(r dung saxagliptin mac di cé mét vai bénh nhan coé sy giam bach cau tré lai va phai>
ngung thudc. Sw gidm so legng bach cau lympho khéng lién quan dén cac tac dung ¢
phu tuong (#ng trén Iam sang 5
<>
2

Y nghia lam sang ctlia su giam so6 lwong bach cau lympho lién quan dén gid duoe chua
duge xac dinh. Khi co chi dinh 1am sang, vi du nhw nhiém tring bat thuéng hodc kéo
dai thi can phai xét nghiém dém sb lrong bach cAu lympho. Tac ddng cia saxagliptin
trén s lugng bach cdu lympho & bénh nhan bét thudng vé bach cau lympho (vi du nhu
nhiém virus HIV) vin chwa dugc biét,

Tiéu cdu
Saxagliptin

Véi 6 thir nghiém lam sang cé ddi chirng, mi dbi v& hiéu qua va tinh an toan cla
saxagliptin cho thdy, saxagliptin khéng cé anh huéng gi ¢6 ¥ nghia |am sang trén sb
lwgng tiéu clu.

Nong dé Vitamin By
Metformin hydrochlonde

Metformin cé thé Iam gidm néng 6 vitamin By trong huyét thanh. Binh Ivong cac théng
sb huyét hoc hang ndm dwec khuyén cdo & cac bénh nhan si dung KOMBOGLYZE
XR va nén kiém tra va bat ky mot biéu hién bat thuérng nao cing nén dugc khao sat va
xtr tri mgt cach thich hop. [Xem phan Luw y va thén trong]

Kinh nghiém khi thudc luu hanh trén thj treong

Co thém cac tdc dung khéng mong mudn duoe xac dinh sau khi saxagliptin luu hanh
trén thi trieeng. Do cac phan g ghi nhan tw phat tir mdt quan thé khong xac dinh sb
lwgng nén khang thé wdre tinh ding tAn sudt hodc xac 13p mdi quan hé nhan qua voi
viéc sir dung thubc.

¢ Céc phan irng qua man nhu phan (rng phan vé, phu mach hodc cac tinh trang da
troc vdy. [Xem phan Chdng chi dinh va phén Luu ¥ va thén trong)

o Viém tuy cap. [Xem phan Chi dinh tr liéu va phan Luu y va thén trong)

TUWONG TAC THUOC
Thude (re ché manh enzyme CYP3A4/5
Saxagliptin J

Ketoconazole lam ting dang k& néng dd saxagliptin frong co thd. Tuvong tw, su'giating &
ndng d6 cla saxagliptin trong huyét trong ciing xay ra khi st dung déng théi cac thuée
ir¢ ché manh CYP23A4/5 (vi du nhuw atazanavir, clarithromycin, indinavir, itraconazole,
nefazodone, nelfinavir, ritonavir, saquinavir va telithromycin). Liéu cta saxagliptin nén
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dugc gioi han & mic 2,5 mg khi sir dung déng thoi véi cac thuée rc che m%
CYP3A4/5 [Xem phan Liéu luong va cach s dung va Duoe Iy tm sang]

Thube ion dwong héa (cationic)
Metformin hydrochionde

Vé mat Iy thuyét, cac thude ion dirong hoa (vi du nhw amiloride, digoxin, marphine,
procainamide, quinidine, quwmnine, ranitidine. triamterene, irimethoprim, hodc
vancomycin) dugc dao thdi qua su bai tiét clia 6ng than, co khd nang tuong tac v
metformin béng cach canh tranh trén hé théng van chuyén théng thuéng tai ong than.
Sy twong tac gilra metformin va cimetidine dwéng udng thea dang nay da dwoc ghi
nhan trén ngudi tinh nguyén khde manh. Mac di teong tac dang nay chi tbn tai vé mat

ly thuyét {ngoai trr triérng hop cimetidine), van nén khuyén cdo than trong theo doi
bénh nhan chat ché va diéu chinh lidu cia KOMBOGLYZE XR vé/hodc ding thém
thute Ean thiép & cac bénh nhan dang dung thudc catinonic bai tiét qua hé thong éng
than gan

Sir dung cling véi cac thude khéc
Metformin hydrochioride

Mét sé thudc co thé gay ra tang dudng huyét va din dén mét kidm soat dudng huyét,
Cac thuéc nay bao gbm: thiazide va cac thubc loi tiéu khac , coricosteroid,
phenothiazine, ché pham tuyén giap, hormane sinh duc nir, thuéc ngira thai duéng
ubng, phenytoin, acid nicotinic, thuoe kich thich than kinh giao cam, thude ire ché kénh
calci va isoniazid Khi ding cac thudc trén & bénh nhan dang diéu tri KOMBOGLYZE
XR, bénh nhan nén duoc theo déi chat ché tinh trang mat kiem soat dudng huyét. Khi
ngirng ding nhikng thude nay & bénh nhan dang ding KOMBOGLYZE XR, nén theo
ddi chat ché bénh nhan @& tranh tinh trang tut dwéng huyét

SU’ DUNG THUOC & CAC BOI TUQONG DAC BIET
Phu nir c6 thai
Phy ni# ¢6 thai - nhém B

Chuwa co day di cac nghién clru c6 doi chirng vé viée sir dung KOMBOGLYZE XR hay
cac thanh phan riéng |é cia thudc trén phu n dang mang thai. Do cac nghién ciru ve
sinh san trén Adng vat khong thé lubn lun dung dé tién doan dap (ng xay ra trén
ngurdi, khdng nén sik dung KOMBOGLYZE XR clng nhur cac thuoc trj dai thao dudng
khac trong khi dang mang thai trir khi that su can thi

Str dung phdi ho'p saxagliptin va metformin cho chuét cﬁng va thd dang mang thai trong
suét giai doan thanh Iép co quan, khong phat hién gé'f chét phoi thai hay quai thai khi
khdo sat & liéu ma néng dd toan than dat dugc{AUC) & chudt cong lén dén 100 va gép
10 lan hiéu t6i da khuyén céo & nguoi (MRHD, saxagliptin 5 mg va metformin 2000 mg);
néng 45 toan than dat dwoc & thd 1én dén 249 va gdp 1,1 Ian liéu t6i da khuyén cao &
ngwai  Trén chudt cong, sy tién trién cla ddc tinh thir yéu dugc gidi han & mic ty 1é
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tang cua dudng cong, ddc tinh thai ky dugc gidi han & muc ty 1& giam trong Im;rng)%@
11% dén 17% trong tién trinh nghién ciru va lién quan dén sw gidm thuc phadm tron
thai ky. Trén thé, mdt phan nhom cédc thd me (12 con trong s& 30 con), dung nap kém
dang thubc phdi hop, két qua la dan dén tir vong, hap hgi hodc say thai. Tuy nhién,
trong sé cac thd me séng sot cla lira dé danh gid, doc tinh thai ky duoc gidi han & mic
bién a6 giam cda trong lrong co thé tir ngay 21 dén ngay 29 cla thai ky. Va doc tinh
tién trién & cac lira dé nay duoc gidi han & mirc gidm trong legng thai nhi 7% va mét ty
& thap cham cét hda & mang cda thai nhi.

Saxagliplin

Saxagliptin khéng gay quai thai & bat ky lidu lwgng khdo sat nao trén chudt cong va thd
dang mang thai trong sudt qua trinh hinh thanh co quan. Trén chudt edng, saxagliptin &
litu 240 mg/kg (xap xI 1503 lan noéng d6 saxagliptin & ngudi va 68 1an ndng do chat
chuyén hoa cd hoat tinh & nguéri khi s dung liéu téi da 5 mg) da ghi nhan co su cot
héa khdng hoan toan xwong chau (mét thé cham phat frién). Bac tinh thai ky va gidm
trong lugng bao thai da dwgc ghi nhan & liéu cao gap 7986 1an (saxagliptin) va cao gép
328 |an (chat chuyén hda co hoat tinh) so vé&i liéu téi da khuyén cao trén ngudi. Trén
thd, chi ghi nhan ducc cac thay dbi nhd cla bd xwong & liéu gay déc tinh trén thé me
200 mg/kg (xdp xi ggp 1432 lan nong dd saxagliptin va cao gap 992 lan néng do chat
chuyén hoa co haat tinh khi s dung thea lidu !gl da khuyen cao trén ngudi).

Khi sir dung saxagliptin trén chudt cong cai tir ngay thir 6 trong théri gian mang thai cho
den ngay 20 trong théi ky cho ba, trong lwgng cia chudt con (dye va cai) chi giam &
lieu gay doc tinh cho chudt me (néng dd saxagliptin cao gap 21629 va nong dd chat
chuyén hta cé hoat tinh cao gap 53 1an so véi liéu téi da khuyén cao trén ngudi).
Khéng co doc tinh trén chire nang va hanh vi xay ra trén chudt con sl dung saxagliptin
o bat ky liéu nao.

Saxagliptin qua nhau thai va vao bao thai theo liéu sir dung trén chudt me dang mang
thai,

Metformin hydrochloride

Metformin khong gay quai thai frén chudt céng va thé véi liéu 18n dén 600mg/kgingay.
Biéu nay trong tng véi néng db trong co thé gdp 2 dén 6 1an lidu tHi da khuyen cio sir
dung hang ngay & nguéi (2000mg) dwa trén dign tich bé mat co thé so sanh véi chudt
cong va thé. Metformin qua dwoc hang rao nhau thai va vao bao thai.

Phu nir dang cho con bu

Chuwa c6 nghién ciru thuwe hién trén ddng vat dang cho con ba siv dung dang phbi hop
clia KOMBOGLYZE XR. Trong cac nghién ciru thue hién trén tirng thanh phan thube,
ca saxagliptin va metformin déu duge bai tiét trong slra & chudt dang cho con bu. Chua
xac dinh duoc saxagliptin hodc metformin cd bai tiét trong sra me & ngudi hay khong.
Do rat nhiéu thubc bai tiét trong slra me, can than trong khi sir dung KOMBOGLYZE
XR & phu ni¥ dang cha con bi.
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Sir dyung & tré em Q@
Chura xac dinh dwge tinh an toan va hiéu qua cia KOMBOGLYZE XR & tré em.
Sir dung & ngudi cao tudi

KOMBOGLYZE XR

Bénh nhan cao tudi rat co thé bi suy gidm chirc nang than. Do chéng chi dinh metformin
& b&nh nhan suy than, can theo dbi ki chirc nang than & nguwoi cao tudi va than trong
sir dung KOMBOGLYZE XR khi tuﬁi‘rﬁng dan [Xem phan Luw y va than trong va Duoc
Iy l&m sang].

Saxagliptin

Trong sau thir nghiém 1am sang ngau nhién, mi déi, co dbi chirng nhdm danh gia hiéu
qua va tinh an toan cia saxagliptin trén 4148 bénh nhan, co 634 (15,3%) bé&nh nhan tlir
B5 tudi trér 18n va co 59 (1.4%) bénh nhan tir 75 twdi tré 1€n. Khong co sy khéac biét téng
thé vé tinh an toan hoac hiéu qua gia bénh nhén 265 tudi va bénh nhan tré tudi. Mac
du kinh nghiém Iam sang chira xac dinh dwoc sur khac biét vé dap (ng gia bénh nhan
I&n tudi va b&nh nhan tré tudi, chua thé loai triy kha ndng nhay cam vdi thudc hon &
mot sé bénh nhan cao tubi,

Metformin hydrochloride

Cac thir nghiém lam sang cé ddi chirng thue hién véi metformin chua cé dd sd Im;rnf
bénh nhan cao tudi gitp xac dinh liéu ho cé dap trng khac voi cac bénh nhan tré tudi
hay khéng, mac du kinh nghiém |&m sang chua cho thay sy khac biét ve dap (ng gida
ngudi cao tudi va ngudi tré tudi. Metformin co ban dugc bai tiét qua than. Do nguy co
xay ra nhiém toan axit lactic & b&nh nhan suy than khi diing metformin cao hon, chi nén
dung KOMBOGLYZE XR & bénh nhan co chirc nang than binh thudng. Nén than trong
khi str dung liéu khéi dau va liéu duy tri metformin & bé&nh nhan cao tudi do kha néng bi
suy giam chirc nang than & cac doi twong nay. Viéc diéu chinh lidu nén dua trén danh
gia chat ché chirc nang than, [Xem phan Ghdng chi dinh, Lwu y va thén frong, va Dugpc
Iy lém sang )

S dung ¢ nguwdi lai xe va viin hanh may méc

Chuwa cb nghién ciru vé tic déng cia KOMBOGLYZE XR hay saxagliptin lén kha nang
lai xe va van hanh may moc.

Saxagliptin hodc metformin c6 thé anh huong khong dang ké dén kha nang lai xe va
van hanh may moc. Can luu y rang chéng mét da dugc ghi nhén trong cac nghién ciu
véri saxagliptin,

QUA LIEU
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Saxagliptin %/‘/

Trong mét thir nghiém Iam sang co déi chirng, ding saxagliptin duérng udng ngay‘t I&n
trén déi twong khde manh voi liéu t5i da 18n dén 400 mg/ngay trong 2 tudn (gép 80 lan
lieu toi da khuyén cdo & ngwdvi), khdng co tac dung khéng mong mudn lién quan dén
lidu sir dyng trén |am sang va va khong cé sy thay dbi cé v nghia 1am sang v& khodng
QTe hoac nhip tim.

Trong treéng hop qué liéu, can ap dung cac bién phap diéu tri hd tro thich hop dya
trén tinh trang 1am sang cda bé&nh nhan. Saxagliptin va chat chuyén hbéa cé hoat tinh
ciia né co théd duwoc loai trir qua loc mau (23% ligu trong 4 gidy).

Metformin hydrochloride

Pa tirng xdy ra qua lidu metformin hydrochloride, ké ca ding lidu trén 50 gam. Khoang
10% ca ha duirng huyét duoc bao céo, nhung chua xac dinh duoc ligu co lign quan
dén dung metformin hydrochloride hay khéng. Khodng 32% ca ding qua liéu metformin
b nhiém tean axit lactic [xem phan Lias j va than trong]. D thanh thai clia metformin
Ién dén 170 mL/pht trong tinh trang huyét dong tot. Do d6, lpc mau co thé gidp loai trir
thude bi tich tu ra khdi co thé & nhirng bénh nhan nghi ngédr ding qua liéu metformin.

DU'QC LY LAM SANG
Co ché tac déng
KOMBOGLYZE XR

KOMBOGLYZE XR két hop hai thudc chong tang duéng huyét véi co ché hoat ddng bd
sung nham cai thién viéc kiém soat duéng huyet & bénh nhan dal thao duéng typ 2.
saxagliptin, mdt thubc (c ché men dipeptidyl-peptidase-4 (DPP4) va metformin
hydrochloride, mot biguanide.

Saxagliptin

Néng dd cla cac hormone incretin nhw GLP-1 (glucagon-like peptide-1) va GIP
(glucose-dependent insulinotropic polypeptide) gia tang do sy phéng thich cac hormon
nay iir ruét non vao mau sau dap (rng véi bira an. Nhirng hormone nay gay phong
thich insulin tir t& bao beta cla tuyén tuy tly thudc vao nong dd glucose, nhung sé bi
bat hoat b&i enzyme DPP4 (dipeptidyl peptidase-4) trong véng vai phit. GLP-1 ¢ling
lam giam lrgng glucagon tiét ra tlr té bao alpha cua tuyen tuy, lam gidm su téng hop
glucose & gan. O bénh nhan bi dai thao duéng typ 2, ndng 46 GLP-1 gidm nhung dap
Irng cila insulin wvéri GLP-1 van khong thay dbi. Saxagliptin 1a thuéc (rc ché canh tranh
DPP4 lam gidm sy bat hoat cia hormone incretin, vi the lam tang nong dé clia céc
hormon nay trong mau va lam giam nong 4o glucose (¢ do6i va sau bira an tiy thude
vao lwgng glucose & bénh nhan dai thao duding typ 2.

Metformin hydrochloride
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Metformin cai thién sy dung nap glucose @ bénh nhan dai thao dudng typ 2, ha

&

glucose huyét co ban va sau an. Metformin lam giam sy tdng hop glucose & gan, giam=,,

hap thu glucose ¢ rudt va cai thién dd nhay cdm vai insulin théng qua gia tang hap thu
va si¥ dyng glucose ngoai vi. Khdng gibng nhu sulfanylurea, metformin khéng gdy ha
dudng huyét & bénh nhan dai thao duding typ 2 hodc cac dbi twang khée manh ngoai
trr cdc truedng hep bét thuwong [xem Luwu ¢ va thén i‘m.-'ngiI va khang gay tang insulin
huyét, Khi diéu tri véi metformin, s bai tiét insulin khéng doi di ndng 46 insulin luc doéi
va mirc dép (rng insulin huyét twong trong ngay cd thé that sur gidm.

Dwoc lwe hoc
Saxagliptin

O cdc bénh nhan dai thao duwéng typ 2, sir dung saxagliptin s& ()c ché hoat tinh
enzyme DPP-4 trong 24 gi¢. Sau khi sir dung glucose qua duéng udng hodc sau bia
an, su (rc ché DPP-4 sé lam tang 2-3 lan nong d hormone GLP-1 va GIP co hoat tinh
trong mau, lam gidm nﬁng dd glucagon va tang sw phong thich insulin tir te bao beta
ciia tuyén tuy tiy thudc vac nong d6 glucose. Sy tang nong dd insulin va giam néng 48
glucagons cé |ién quan dén viéc lam gidm nong dd glucose luc déi va gidm glucose sau
khi uéng glucose hay sau bira an,

Sinh ly dién tim
Saxagliptin

Trong 1 thr nghiém lam sang cé doi chirng voi gia duec, ngau nhién, mu déi, chéo 4,
str dung thudc dbi chirng la moxifloxacin trén 40 d6i twong khoe manh. saxagliptin
khéng lién quan véri sy kéo dai khodng QTc hay nhip tim dang ké trén lam sang o liéu
l&n dgn 40 mg/ngay (gap 8 1an lidu toi da khuyen cao sir dung).

Dwore dgng hoc

KOMBOGLYZE XRTuweong dwong sinh hoc va dnh hudng cda thire an dén
KOMBOGLYZE XR duwge mé ta theo ché d6 an nang lvong thap. Ché dd an nang
lwgrng thap gom 324 kcal frong khau phan an chira 11,1% protein, 10,5% chat béo va
78 4% carbohydrate. Két qua nghién ctru tiwong duong sinh hoc trén nhirng doi tuong
tinh nguyén khée manh cho thdy vién nén két hop KOMBOGLYZE XR dat twong
duong sinh hoc so vdi khi udng phéi hop tirng vién riéng 1& voi céc liéu tuong tng
saxagliptin (ONGLYZA®) va metformin hydrochloride phéng thich kéo dai trén tinh trang
doi tweng da dung thire an.

Saxagliptin

Duec déng hoc cla saxagliptin va chat chuyen héa cé hoat tinh, 5-hydroxy saxagliptin
la twong tw nhau gilra d6i tuong tinh nguyén khée manh va bénh nhan dai thao duong
typ 2 Cme va AUC cla saxagliptin va chat chuyén hda cé hoat tinh téng ti & theo lieu
lwgng saxagliptin st dung trong khodng ligu tir 2,5 mg dén 400 mg. Sau khi udng 5 mg
lieu dorn saxagliptin & ngudi tinh nguyén khde manh, tri s6 AUC trung binh trong huyét
twong clia saxagliptin va chat chuyén héa co hoat tinh ciia né 1an luot 1a 78 ng-gid/mL
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va 214 ng+gi¢/mL, Tri 86 Cma, trong huyét twong trong (ng 1a 24 ng/ml va 47 ngf%;é
Hé sb bién thién ndi c4 thé trung binh (%CV) v& Cpay va AUC ciia saxagliptin va cha -

chuyén hda cb hoat tinh clia nd dudi 25%.

Khéng co sur tich |Gy saxagliptin va chat chuyén hoa co hoat tinh ciia né duoe ghi nhan
khi st dung |ap lai cac liéu 1 ldn/ngay & bat ky liéu lwgng nao. Khdng co sir 1& thudc
vao liéu luong va thev gian dugc ghi nhan trén sw thanh thai saxagliptin va chat chuyén
hoa ¢o hoat tinh cia no trong 14 ngay sir dung lidu saxagliptin 1 lan/ngay trong khodng
lifu tir 2,5 - 400 mg.

Metformin hydrochloride

Metformin phong thich kéo dai cd Cra dat gia tri trung vj sau 7 gidr va dao ddng tir 4
dén 8 gio. O trang thai dn dinh, metformin c6 AUC va Cua thap hon fi | theo ligu
lwong met{urmin phong thich kéo dai sir dung trong khodng ligu tir 500 dén 2000 mg.
Sau khi dung liéu lap lai metformin phong thich kéo dai, metformin khéng tich lay trum_;
mau. Metformin dugc bai fiét dudi dang khéng doi qua nudc tiéu va khong bj chuyén
hoa qua gan Néng d6 dinh trong mau clia vién nén phong thich kéo dai metformin thap
hon khodng 20% so vérl cing mirc lidu vién nén phéng thich nhanh, tuy nhién, mirc 4o
hép thu (tinh theo AUC) twong tu nhau gidra vién nén phdng thich kéo dai va vién nén
phong thich nhanh.

Hép thu
Saxagliptin

Theri gian trung binh dé dat néng dd t4i da trong huyét twong (Tray) sau khi sir dyng liéy
5 mg 1 lan/ngay 1a 2 gitr dbi v sa:agnphn va 4 gier dbi véri chat chuyén hoa co hoat
tinh. S0 dung cung luc véi thire an nhiéu chat béo 1am tang Tmay clia saxagliptin khodng
20 phut so voi luc déi. AUC cua saxagliptin tdng khodang 27% khi sl dyng clung vdi
thirc &n so véi lic ddi. Saxagliptin cé thé duoc st dung trong hoac ngoai biva an. Thire
&n khdng @nh hudng co y nghia dén dugc ddng hoc cla saxagliptin khi drgc ding
dudri dang vién nén két hop KOMBOGLYZE XR.

Metformin hydrochioride

Sau khi udng lidu don metformin phong thich kéo dai, Cy,, dat gia tr trung vi sau 7 giey
vA dao ddng tir 4 dén B gid Mac di mirc b hap thu cia metformin (tinh theo AUC)
dudi dang vién nén phéng thich kéo dai tang |1&n khoang 50% khi ding chung vé&i thirc
an, thire @n khéng anh huong dén Coax V@ Tmax cua metformin. Ca bira an gidu va it
chét béo déu co tac dong twong fur nhau dén dwge dong hoc cia metformin phong
thich kéo dai. Thirc an khoéng anh huéng cod ¥ nghia dén duoe déng hoc cia metformin
khi diing dwéi dang vién nén phoi hop KOMBOGLYZE XR

Phan bd
Saxaglptin
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Nghién ciu in vitro cho thay khd ndng gan két cla saxagliptin va chéat chuyen hﬁa%
hoat tinh cua no v&i protein huyét thanh ngudi khding dang ké. Vi the, nhivng thay d
vé ham lwgng protein mau trong cac tinh trang bénh khac nhau (vi dy nhw suy than
hodc suy gan) s& khong anh hwdng dén su phan bo cua saxagliptin

Metformin hydrochloride

Cac nghién cliru vé sir phan bé cia metformin phong thich kéo dai chwa dwgc thyc
hign; tuy nhién, thé tich phan bd biéu kién (VIF) cia metformin sau khi uéng liéu don
metformin phédng thich nhanh 850 mg trung binh |a 654 + 358 | Khac véi sulfonylurea
gan két vai protein hon 90%, Metformin gan két khdng dang ke vai pratein huyét twong.
Metformin cé phén tich |Gy trong héng cdu, rat co kha nang theo théi gian tac dung.
Metformin gan két khong dang ke voi protein huyét twong va vi vay co thé it tuong tac
hon véi cac thuéc co al lyc cao v&i protein nhw salicylate, sulfonamide,
chloramphenicol va probenecid, so vai sulfonylurea, chat gan két réng rai voi protein
huyét thanh

Chuyén héa
Saxagliptin

Chuyén hoa ciia saxagliptin chii yéu xdy ra qua hé& cytochrome P450 3A4/5
(CYP3A4/5). Chat chuyén héa co hoat tinh cla saxagliptin clng co tac dung rc ché
DPP-4 va c6 hoat tinh bAng % so véi saxagliptin. Vi thé, nhirng thube (¢ cng va cam
trng manh CYP3A4/5 s& lam thay ddi dugc ddng hoc ciia saxagliptin va chat chuyén
héa co hoat tinh clia né. [Xem phén Tuong téc thuée

Metformin hydrochlioride

Céc nghién ciru don tri liéu qua dwéng tinh mach & nhirng ddi twong tinh nguyén khde
manh cho thdy metformin duoc bai tiét khéng ddi qua nude tidu va khong chuyén hoa
qua gan {khong co chat chuyén héa nao duwpc tim thay & ngudi) hodc bai tiét qua mat.

Cac nghién ciru vé chuyén hoa cda vién nén phong thich kéo dai metformin chuwa duoc
thuc hién.

Thai triv
Saxagliptin

Saxagliptin dwoc dao thdi qua ca 2 dwong: than va gan. Sau khi ubng mét liéu don
"C-saxagliptin 50 mg thi saxagliptin nguyén ven, dang chuyén héa cé hoat tinh va tdng
cac hep chat cé hoat tinh phong xa duwoc bai tiet qua nudce tieu véi ty 18 1an ot 24%,
36% va 75% lieu sir dyng. D6 thanh thai trung binh qua than cla saxagliptin
(~230 mL/phut) cao hon so véi dd loc cau than wéc tinh trung binh (eGFR)
(~120 mU/phit). cho thay co nhirng co ché bai tiét chd ddng & than Khodng 22% chat
co hoat tinh phong xa hién dién trong phan, chirng 16 co 1 phan saxagliptin bai tiét qua
mat va’hay mét phan khdng dugce hap thu qua dwéng tidu héa. Sau khi udng 1 lidu don
saxagliptin 5 mg trén doi twong khde manh, thivi gian ban thai trung binh (Tye) cla
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saxagliptin va chat chuyén hoa co hoat tinh trong huyét twong twong teng 1an lvet 19?452»
<

gior va 3,1 gio.
Metformin hydrochloride

B6 thanh thai than cao hon dd thanh thai creatinine khodng 3.5 lan, qiéu nay cho thay
s bai tiét & &ng than la dudng thai trir chinh metformin. Sau khi uong, khoang 90%
thube hap thu dugce thai trir qua than tfrong vong 24 gié dau, voi théi gian ban thai trong
huyét tong khoang 6,2 git. Trong mau, théi gian ban thai khoang 17,6 gidr, cho thay
héng ciu cé thé 1a mét ngan nhan phan phédi thude.

Cac nhém dan sé dic biét

Suy than
HKOMBOGLYZE XR

&' bénh nhan bj suy gidm chirc ndng than (dwa vao dé thanh thai creatinin do dugc),
thévi glan ban thal trong mau va trong huyét terong cia metformin kéo dai va d6 thanh
thai than glam ty & v&i mic giam cla db thanh thai creatinin, Sir dung metformin &
b&nh nhan suy than |&m tang nguy co nhiém toan axit lactic. Do KOMBOGLYZE XR cb
chira metformin, KOMBOGLYZE XR chéng chi djinh & b&nh nhan suy than [xem phan
Chéng chi dinh va Luu y va than trong ]

Suy gan

Chuwa co nghién cliru dwge ddng hoc cua metformin dwoc thuc hiégn & bé&nh nhan suy
gan. St dung metformin & bénh nhan suy gan ¢é lién quan dén vai ca bi nhiém toan
axit lactic. Do KOMBOGLYZE XR co chira metformin, khéng khuyén céo ding
KOMBOGLYZE XR & bénh nhan suy gan [xem phan Luv y va thén trong ]

Chi s6 khoi co the
Saxagliptin

Khéng can diéu chinh liéu lbong dwa trén chi s6 khdi co thé (BMI) vi chi s nay khﬁhr;g
phai la dong bién s6 co y nghia dén do thanh thai biéu kién cla saxagliptin hodc chat
chuyén hoa co hoat tinh clia no, trén dan sé duec phan tich vé mat dugce dong hoc.

Gioi tinh
Saxagliptin

Khéng can didu chinh lidu lwgng theo gidi tinh. Khéng co s khac biét vé duoc dong
hoc cila saxagliptin gitra nam gi&i va nir gici. Nir gici c6 nong d6 chat chuyén hoa co
hoat tinh trong huyét twong cao hon khodng 25% so véi nam gidi nhung sy khac bigt
ndy it co y nghia trén [am sang. Gigi tinh khéng phai la déng bidn 88 c6 y nghia trén dé
thanh thai biéu kién clia saxagliptin va chat chuyén hoa co hoat tinh cia né trén dan sé
dugc phéan tich vé mat duroc déng hoc.
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Metformin hydrochloride 1/2
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nhan dai thao duwdng typ 2 khac biét khdng cé vy nghia khi phén tich theo gidi tinh
(nam=19, nir=16). Twong tw, trong cac nghién ciru 1am sang co do6i chirng trén bénh
nhan dai thao duéng typ 2, hiéu qua chong tang dudng huyét cla metformin tuong
duong nhau gitra nam va nir.

Bénh nhan cao tudi
Saxagliptin

Khéng can diéu chinh liéu leong theo 46 tudi. B&nh nhan cao tudi (65-80 tudi) co trung
binh nhan Cnax va AUC cua saxaggpﬁn cao hon tuong (rng khoang 23% va 58% so voi
Crmax V& AUC ciia bénh nhén tré tudi (18-40 tudi). Sw khac nhau vé duoe déng hoc clia
chat chuyén hba co hoat tinh gi(ra bénh nhan cao tudi va bénh nhan tré tudi thwong
phan anh sy khac nhau vé duoc dong hoc cla saxagliptin, Su khac nhau vé duoc
dbng hoc clia saxagliptin va chét chuyén héa cé hoat tinh clia né gilra bénh nhan cac
tudi va bénh nhan tré tudi c6 thé do nhiéu yéu 16 anh hudng, bao gém suy gidm chic
nang than va kha nang chuyén héa khi tudi gia tang. 06 tubi khéng phai la déng bién b
co y nghia trén 43 thanh thai biéu kién clia saxagliptin va chat chuyén héa cé heat tinh
clia no trén dan sb duoc phan tich vé mat duoc dang hoc.

Metformin hydrochlonde

C6 it dir ligu tir cac nghién clu duoc ddng hoc cé dbi chirng sir dung metformin trén
cac dbi trong ngwdi cao tudi khde manh cho thiy d6 thanh thadi huyét tireng toan phan
cua metformmin gidm di, théi gian ban hiy kéo dal va Cra gla 1Ang, so vdi nhirng ca
thé tré tudi khde manh Nhirng dir liéu nay cho thdy thay ddi dwoc déng hoc cla
metformin theo tudi 14 do thay doi chirc nang than,

Khéng nén khéi dau diéu tri bang KOMBOGLYZE XR cho moi Itra tudi triv khi xac dinh
duoc 4o thanh thai creatinine cho thdy chirc nang than binh thudng [xem phéan Luu y
va than trong).

Tré em

Chura xac dinh duoc do an toan va hiéu qua cia KOMBOGLYZE XR & tré em.
Chung téc va sic tée

Saxagliptin

Khéng cén diéu chinh lidu lwong theo ching tc. Phan tich dwoe ddng hoc so sanh vé
dugc ddng cla saxagliptin va chat chuyén héa cé hoat tinh cla né trén 308 ddi twong
da trang v&i 105 déi twong khéng thude ching téc da tring (gbm 6 chiing tc khac
nhau) da khdng cho thay su khac biét co y nghia vé duwgc ddng hoc clia saxagliptin va
chat chuyén hoa co hoat tinh giira 2 nhom nay,

Metformin hydrochloride
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Chira c6 nghién ciru vé cac théng sd duoc dong hoc clia metformin theo cht‘mg%;/
Trong cac nghién ciru 1dm sang cd ddi chirng clia metformin & bénh nhan dai th

duirng typ 2, hidu quad chong tang duing huyét dugc so sanh & nhom bénh nhan da
trdng (n=249), da den (n=51) va nguwoi goc Tay Ban Nha (n=24).

Twong tac thude

Chwra thic hién cdc nghién clru trong tac thudc veé duge ding hoc dac biét vai
KOMBOGLYZE XR, di nhirng nghién clru nhw vay da duoc thuc hign véi tirng thanh
phén thubc saxagliptin va metformin

Dénh gia twong tac thude in Vitro

Trong cac nghién elru in vitro, saxagliptin va chat chuyén hoa co6 hoat tinh cia né khéng
lkc ché CYP1A2, 2AB, 2B6, 2C8, 2C19, 2D6, 2E1, hodc 3A4, cing khdng gay cam (ng
CYP1A2, 2B6, 2C9, hodc 3A4. Vi thé Saxagliptin khéng 1am thay ddi sw thanh thai qua
chuyén hoa cla cac thubc duge chuyén héa qua cac enzyme trén khi sir dung cing
lic. Saxagliptin la 1 co chat cua P-glycoprotein (P-gp) nhwng khéng gy e ché cling
nhur cam rng P-gp.

Danh gia twong tac thuéc in Vivo

Bang 3: Téac déng cla thude ding chung lén ndng d va thei gian
tiép xiic cliia Saxagliptin va 5-hydroxy Saxagliptin
Thude ding Liéu eda thude Liéu cia Ti sé trung binh nhan
chung diing chung* Saxagliptin | (ti 86 cé thude ding chung/khdng
" c6 thube ding chung)
Khéng anh hwong = 1,00 |
AUC' | C...
Khéng can chinh lidu déi v&i cac thude:
Metformin 1000 mg 100 mg | saxagliptin | 098 | 079
5-hydroxy saxagliplin 0,89 | 0,88
Glyburide 5mg 10 mg saxagliptin 088 |1.08
: S-hydroxy saxagliptin ND ND |
Pioglitazone? 45 mg 1 [An/ngay 10mg | saxagliptin 1.11 |11
% 10 ngay 1 lan/ngay | 5-hydroxy saxagliptin ND | ND
x 5 ngay _
Digoxin 0,25mgmdiBgingay | 10mg1 | saxagiiptin 1,05 | 0,88
dau hén, lan/ngay | 5-hydroxy saxagliptin | 1,08 | 1,02
sau dé mdi 12 gid ngay | x 7 ngay
thir 2,
sau do 1 laningay
x 5 ngay

Simvastatin 40 mg lan/ngay 10 mg saxagliptin 1,12 | 1.21
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Béng 3: Tac ddng cua thudc ding chung I&n ndng dé va thdi gian <
tiép xic cia Saxagliptin va S5-hydroxy Saxagliptin <
(@
| Thuée ding Litu cia thudc Liéu caa Ti 86 trung binh nhan ‘o
chung ding chung* Saxagliptin | (ti 6 c6 thudc dung chung/khéng O@
. 6 thude ding chung) -
Khéng anh huéng = 1,00
AUC' | C,,
x B ngay laningay | 5-hydroxy saxagliptn | 1,02 | 1,08 |
% 4 ngay
Diltiazem 360 mg kéo dai 10 mg saxagliptin 208 | 163
1 ldn/ngay S-hydroxy saxagliptin 066 (057
_ ¥ 9 ngay
Rifampin® 600 mg 1 lan/ngay 5mg saxagliptin 0,24 | 047
x 6 ngay 5-hydroxy saxagliptn | 1,03 | 1,39
Omeprazole 40 mg 1 l&n/ngay 10mg saxagliptin 1,13 | D886
x 5 ngay S-hydroxy saxagliptin ND_ | ND_
Aluminum aluminum hydroxide: 10 mg saxagliptin 057 | 0,74
hydroxide + 2400 mg 5-hydroxy saxagliptin ND | ND
magnesium magnesium hydroxide:
hydroxide + 2400 mg
simethicone simethicone: 240 mg
Famotidine 40 mg 10 mg saxagliptin 1.03 | 1,14
S-hydroxy saxagliptin ND | ND
Gidi han liéu KOMBOGLYZE XR dén 2,5 mg/1000 mg lan/ngay khi ding chung véi chat irc
ché manh CYP3A4/5:
Ketoconazole | 200 mg 2 lan/ngay 100 mg | saxagliptin 245 | 162
¥ O ngay S-hydroxy 012 | 0,05
saxagliptin
| Ketoconazole 200 mg 2 lan/ngay 20mg | saxagliptin 367 | 244
x 7 ngay | 5-hydroxy ND ND
i | saxagliptin |

* Born fry i trle ki o oy ¥ kKhiéc
T AUC = AUC(INF) adi vén thube dlng deom 1du va AUC = AUCITAL) déi v thubc dung ¢a hbu

¥ Kbt qud khdng bao gbm mét ddi tuemg
& Hoat tinh &c che dipeptioyl pepbdase-4 (DPP4) huyit trong trong khoang igu 24 gidr khing bi dnh hudng b

rifampin,

WND=chira xac dinh: QD=1Bn/ngay, gBh=mdi & g2, g12h= mbi 12 gitr, BID=2/4nngay. LA=1ac dyng kéo dai

5

% |



I
=,
=2
S
<
. s
Bang 4: Tac dgng cia Saxagliptin dén ndng 49 va thoi gian tidp xiccoa =2
thube ding chung éo
Thude diing Lidu cla thube Libucia | Tisbtrungbinh nhan (6 | -
chung ding chung* Saxagliptin® s6 cd thude ding O@
chung/khéng cé thube dang Z—
chung)
Khéng anh hwong = 1,00
AUC! | Cpy:
Khéng can chinh lidu déi véi nhimg thubc sau:
Metformin 1000 mg 100 mg metformin 120 @ 1,09
Glyburide 5mg 10 mg glyburide 1.06:| 118
Pioglitazone! 45 mg 10mg | pioglitazone | 1,08 | 1,14
1 lAn/ngay 1laningay | hydroxy- ND | ND
x 10 ngay x5ngay | pioglitazone |
|
Digoxin 0,25 g mdi 6 gir ngay 10 mg digoxin | 1,06 | 1.09
dau tién, sau dd mdi 12 1 lan/ngay
gitr ngay thir 2, sau 36 x 7 ngay
| 1lan/ngay x 5 ngay |
Simvastatn | 40 mg 10 mg simvastatn | 1,04 | 0,88
1 lan/ngay 1/Aningay | axit 1,16 | 1,00
! x B ngay ® 4 ngay simvastatin .
Diltiazem 360 mg kéo dai 10 mg diltiazem 1,10 | 118
1 lAn/ngay x 9 ngay .
Ketoconazole 200 mg 100 mg ketoconazole 087 | 0,84
2 laningay
| % B ngay I
Ethinyl estradiol | ethinyl estradiol 0,035 5mg ethinyl | 1,07 | 098
va Norgestimate mg va norgestimate 1laningay | estradiol 11,10 | 1,08
0.250mg x 21 ngay x 21 ngay | norelgestromin | 1,13 117
norgestrel |

* Eigm i i trir Whi 6o Tura ¥ khac

" AUC = AUC(INF) d& v&i thude ding don My va AUC = AUC({TAL) déi vér thude ding da iéu

* Kbt qud bao gbm i cd cac dbi lwgng bénh nhan

ND=chura xac dinh; GD=113n/ngay. cBh=mdi B git; q12h= md 12 gir, BID=218n/ngay. LA=1ac dung kéo da)
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* Tit cd metiormin va cac thube ding ehung dtu dlng don tri liéu

' AUC = AUC[INF}
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Bang 5: Tac déng cia thude ding chung dén néng dd va thivi gian tiép xdc
N cta Metformin trong huyét tong
Thude ding Liéu cta thubc Libucoa | Ti 6 trung binh nhan
chung ding chung* Metformin* (ti 86 cé thube dung
chung/khéng cé thude ding
chung)
Khéng dnh hwivng = 1,00
| auct | Cou |
Khéng can chinh ligu déi véi nhirng thudc sau:
Glyburide 5 mg 850mg | metformin 091 | 083 |
Furosemide 40 mg 850mg | mefformin | 1,09° | 1.22°
Nifedipine 10 mg 850 mg | metformin 116 | 121
Propranolol 40 mg 850 mg | metformin 0,90 0.54
Ibuprofen 400 mg B850 mg | metformin 108 | 1,07
Nhirng thudc cationic thal trir qua bai tiét cia dng than c6 thé giam sw bai tiét
m:gcnrmin: than trong khi sir dung. [Xem phan Luw ¥ va than trong va phan Tuong tdc
thuoc ]
Cimetidine 400 mg 850 mg | metformin 1,40 1.61

Bing 6: Téac déng cla Metformin dén ndng d6 va théi gian tiép xic cia
thuoe dl:lr-_r_g :_Iyq_ng_ B
Thuébc ding Liéu ctia thude Lidu cla Ti s6 trung binh nhan
chung ding chung* Metformin® (ti 56 c6 thude diing
chunglkhéng cé thudc ding
chung)
Khéng anh hwéng = 1,00
Auc! Conax

Khéng cén chinh lidu dbi véi nhivng thudc sau:
Glyburide 5 mg 850mg | glyburide 0,78' | 063"
Furogemide 40 mg B50 mg ' furosemide 0.87¢ 0.69°
Nifedigine 10 mg 850mg  nifedipine 1.10% 1,08
Propranalol 40 mg 850 mg  propranolol 1.01% | 102 |
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Bang 6: Tac dong cia Metformin dén ndng dé va théi gian tigp xiic cia 2
thude dung chung <,
Thube diing Liéu ciia thube Liéu clia Ti 86 trung binh nhan & >,
chung dung chung* Metformin® (ti 86 c6 thube ding 2
chung/khdng cé thube ding
chung)
Khéng anh hwéng = 1,00
[ aUC' | Cpu
Ibuprofen 400 mg B50mg | ibuprofen ﬂ:_ﬂ,ﬂ?’ 101"
Cimetidine 400 mg 850 mg 'l cimetidine ll pest | 1,01

T AUC = AUC(INF] trir keu ¥ khac

"T1 sb trung binh cong, khac bidt In 84 p <0 DS
* AUCID-24 giy) durore bédo cio

117 54 trung binh céng

NGHIEN CLPU LAM SANG

Cac nghién clru vé hiéu gua va an toan lam sang thyc hién trén KOMBOGLYZE XR
nh&m xac dinh hiéu qud gidm chi s hemoglobin Alc (HbA1c) chuea duoc tién hanh.
Tuong dwong sinh hoc cla KOMBOGLYZE XR véi sir dung chung saxagliptin va vién
metformin hydrochloride phéng thich kée dai di duwgc chirng minh; tuy nhién, cac
nghién ciru sinh kha dung lién quan gilka KOMBOGLYZE XR véi st dung chung
saxagliptin va vién metformin hydrochloride phéng thich tirc thévi chwa duge tién hanh,
Vién metformin hydrochloride phéng thich kéo dai va vién metformin hydrochioride
phéng thich tire théi c6 mirc @6 hap thu (do bang AUC) tweng tw nhau trong khi néng
d$ dinh trong huyét twong clia vién phong thich kéo dai thap hon khodng 20% so vl
vién phong thich tire thoi.

Sir dung chung saxagliptin v&i vién nén phong thich tirc théi metformin hydrochloride
da dwge nghién clu trén ngudi lon b dai thao dwdng typ 2 chua kidm sodt dudng
huyét day dd vii don tri liéu metformin va trén bénh nhan chua kiém soat dwing huyét
day du véi ché db &n kiéng, luyén tap thé duc va chua tirng duoc didu tri trude 8o,
Trong hai nghién ciru nay, didu tri vi saxagliptin diing budi sang két hop véi vién nén
phéng thich tire thivi metformin hydrochloride & tat ca cac murc lidu déu cho thdy si cai
thién co y nghia |am sang chi s6 HbA1c, dwdng huyét déi (FPG) va duéng huyét sau
&n 2 gitr (PPG) sau khi thirc hién nghigém phéap dung nap glucose duéng ubng chudn
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(OGTT) so v&i nhom doi chieng. Giam HbA1c dwgc ghi nhdn & 14t ca cac phan n%
bao gom gidi tinh, tudi, chiing téc va chi sb khéi co thé (BMI) ban dau. “

(&

Trong hai nghién ciru nay, gidm can ndng co thé & cac nhom diéu tri saxagliptin két Oox%
hop véi metformin hydrochloride phéng thich tire thei twong tw nhu & cac nhom chi -
ding metformin hydrochionde phong thich tirc théi. So véi chi ding metformin don déc,

saxagliptin ké&! hop vé&i metfarmin hydrochloride phéng thich tirc thai khéng lién quan

dén cac thay dbi cd ¢ nghia lipid huyét thanh ltc doi so vé&i mikc ban dau.

Sir dung saxagliptin két hop metformin phong thich tic théi ciing da dugc danh gia qua
mot nghién ciru co doi chirng so sanh s dung két hap saxagliptin véi glipizide trén 858
bénh nhan chua kiém soat dwéng huyét ddy du voi don tri liéu metformin va mot
nghién clru c6 d&i chirng véri gia dwoe trén mat phan nhom gém 314 bénh nhan chua
kiém soat dudng huyét ddy di véi insulin két hop metformin duwoc didu tri phdi hop bbd
sung saxagliptin hodc gia duoc

Trong thir nghiém 24 tudn, ml d8i, ngdu nhién, bénh nhan dugc diéu tri véi metformin
hydrochloride phang thich tirc thdi 500 mg, 2 1&n/ ngay trong it nhat 8 tudn duoc phan
ngau nhién tiép tuc diéu trj véi metformin hydrochloride phéng thich tikc théi 500 mg, 2
lan/ ngay hodc v&l metformin hydrochloride phong thich kéo dai 1000 mg, 1 lan/ ngay
ho&c 1500 mg, 1 lan/ ngay. Thay ddi trung binh chi s6 HbA1c tir ddu dén tuén 24 14 01
% (khoang tin cay 95% 0%, 0.3%) & nhém dung metformin hydrochloride phéng thich
tirc thévi; 0.3% (khodng tin cdy 95% 0,1%, 0,4%) & nhom ding metformin hydrochloride
phong thich kéo dai 1000 mg, 1 lan/ ngay; 0,1% (khoang tin cay 95% 0%, 0,3%) &
nhom dang metformin hydrochloride phong thich kéo dai 1500 mg, 1 1an/ ngdy. Két qua
cUa thir nghiém nay gol y rang céc bénh nhan diung metformin hydrochloride phéng
thich tirc thori co thé an toan chuyén sang metformin hydrochloride phéng thich kéo dai
1 14n/ ngay & cing tdng liéu hang ngay, dén 2000 mg, 1 |&n/ ngay. Nén theo dai chat
ché kiém soat dudrng huyét va diéu chinh lidu thich hop sau khi chuyén tir metformin
hydrochloride phang thich tire théri sang metformin hydrochloride phéng thich kéo dai

Saxagliptin ubng budi sang va budi t6i ? ,

Mot thir nghiém don tri liéu 24 tudn duwoc tién hanh dé danh gia mot khoang liéu cla
saxagliptin. Bénh nhan chira tirng durgc didu tri chwra kiém soat dwéng huyét diy ad
(7%= HbA1c s10%) budre vao giai doan dan nhap 2 tudn, theo ché dé &n kiéng mu don,
luyén tip the duc va ding gia duoe. Tong s6 365 bénh nhan sir dung ngau nhién
Saxagliptin 2.5 mg mdi budi sang, 5 mg mdi budi sang, 2,5 mg chinh liéu 3&n 5 mg mbi
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budi sang, hodc 5 mg mbi budi 16i, hodc gid dwoc. Bénh nhan khéng dat muc d

huyét muc tiéu chuyén biét trong suét nghién ciru dwoc didu tri tang cuong bing<—
metformin, phti hop véi gid dwoc hoac saxagliptin: s6 bénh nhan dugc chia ngau nhién
vao tirng nhém diéu tri ndm trong khodng tir 71 dén 74.

Diéu trj voi saxagliptin 5 mg méi budi sang hodc 5 mg mdi budi téi déu cho thdy s ca
thién c6 ¥ nghia chi sé HbA1c so v gid duoc (chénh léch trung binh so véi gia duoc
tirorng Ung la -0,4% va -0,3%).

Sw dung phéi horp Saxagliptin véi Metformin phong thich tiec théi cho bénh nhan
chwa tirng duoc didu tri

Tong s0 1306 bénh nhan dai thao duwdng typ 2 chwa ting duoc diéu tri tham gia vao
thir nghiém 24 tudn, ngdu nhién, mu ddi, cé déi chirng nham danh gid hiéu qua va an
toan ciia saxagliptin phdi hop véi metformin phang thich tiee théi trén bénh nhan chura
kiém soat dudng huyét day di (8% < HbA1c <12%) vdi ché db an kiéng va luyén tap
thé duc. Y&u cau bénh nhan chua tirng duoc diéu tri truee khi tham gia nghién cieu.

Bé&nh nhan dap (rng tiéu chuan chon bénh dwoc tham gia vao giai doan dan nhap 1
tudn, mi don, theo ché do an kiéng, luyén tap thé duc va ding gid dwoc Bénh nhan
durge chia ngau nhién vao 1 trong 4 nhém: saxagliptin 5 mg + metformin 500 mg phong
thich tirc théi, saxagliptin 10 mg + metformin 500 mg phéng thich tirc thivi, saxagliptin
10 mg + gia duoc, hoac metformin 500 mg phong thich ttre thevi + gid duwoe (liéu khuyén
c&o 6l da cla saxagliptin 1a 5mg/ ngay; lieu 10mg/ ngay khéng cho thay hiéu qua hon
liéu 5mg/ ngay). Ding liéu saxagliptin 1 1&n/ ngay. Trong 3 nhém diéu tr sl dung
metformin phéng thich tirc thei, liéu metformin tdng 500 mg/ ngay mdi tudn tiy theo
dung nap, dén liéu t6i da 2000mg/ ngay dua trén mirc duong huyét déi. Bénh nhan
khong dat mirc duéng huyét muc tiéu chuyén biét dwoc diéu tri bd sung béng
pioglitazone tang curdrng.

Saxagliptin 5 mg phdi hop vii metformin phdng thich tic thi cho thdy sw cdi thiénco y
nghia chi s& HbA1lc, duéng huyét doi, duéng huyét sau an so véi metformin phéng
thich tirc thei (Bang 7)
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Bang 7: Chi sé dwéng huyét & tudn thir 24 trong nghién ciru c6 déi chirng
gia dwoe véri saxagliptin didu trj phbi hep bd sung véi metformin 4@
phéng thich tirc thad trén bénh nhan chuwa tisng duwoe didu trj * <o
Chi 86 vé hidu qua Saxagliptin § mg Gia dwoc I O@
+ Metformin + Metformin -
N=320 N=328
Hemoglobin A1C (%) N=106 N=313
Ban dau (trung binh) 8.4 0.4
Thay d5| so vi* ban dau (trung binh dweoe hidu -2,5 -2.0
chinn) ity | -
Khac biét so vin ?iﬁ duee + metformin (irung bink = 51
durere hidu chinh ')
Khodng tin cay 95% (=0.7, -0,4)
Buwirng huyét déi (mgldL) N=315 N=320
Ban d3u (trung binh) 198 198
Thay dbi 50 vén ban 3au (trung binh duoc higu -E0 =47
:h!nh!}
Khac bigt so véi gia duoc + metformin (trung binh _q3%
duec hidu chinh ')
Khoding tin céy 95% (19, -6)
Burirng huydt sau in 2 glér (mgldL) N=148 N=141
Ban dbu (trung binh) 340 355
Thay d5i g0 véi ban dAu (trung binh dleoc hidy ~138 -7
chinh') .
Khac biét so v ?iﬁ duee + metfarmin (trung binh —41%
Auee higu ehinh ")
Khoding tin cay 95% (-57, -25) ]
* Dan sd du dinh dibu i theo Bn ghi nhan cudi EL"E' nghién ciu hode An ghi rhdn culi cing trede khi s
dung piogitazona tng cudng & nhirng bénh nhan m 11} t&ng cuodmg
' Thay ¢fi trung binh binh phuong bé nhdt dugre higu chinh theo gia i) ban dlu
1 pgia irj p <0,0001 80 i gid diroe + metfarmin
¥ povalue <0,05 so vén gid duoc + metformn
Sir dung phéi hop Saxagliptin v&i Metformin phéng thich tdee thévi
Téng sb 743 bé&nh nhan dai thido dudng typ 2 tham gia vao thir nghiém 24 tuan, ngiu G/
nhién, ml d6i, cé dbi chimg véi gia duoc danh gia hiéu qua va an toan ciia saxagliptin #

phéi hop véi metformin phéng thich tire théi trén bénh nhén chwa kiém soat dudng
huyét day 6u (7% < HbA1c <10%) véi don tr ligu metformin. D& chudn hoa dau vao,
yéu cau bénh nhan phai dang sir dung metformin liéu 6n dinh (1500-2550 mg mai ngay)
trong it nhat 8 tun.
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Bénh nhan dap (*ng tidu chudn chon bénh dwoc tham gia vao giai doan din nhﬁ;}
tudn, mis don, theo ché dd an kigng, luyén tap thé duc va ding gid duoe,; trong gia‘?l/{o
doan ndy bénh nhan dung metformin phéng thich tirc théi véi liéu da ding trwde khi <

tham gia nghién ciru, téi da dén 2500 mg/ ngay. Sau giai doan dan nhap, nhirng bénh
nhan 40 diéu kién dwoe dung ngdu nhign saxagliptin 2,5 mg, 5 mg, 10 mg hoéc gid
duec clng vii liéu metformin phéng thich tire thei dang ding (liéu khuyén cao t6i da
cUa saxagliptin 1a 5mg/ ngay; lidu 10mg/ ngay khang cho thay hiéu qua hon lidu Smg/
ngay). Bé&nh nhan khéng dat mic duéng huyét muc tiéu trong suct nghién ciou duoc
diéu tri tAng cwiong bang pioglitazone, bd sung véi nhirng thudc dang ding trong
nghién ciru. Khang dugce digu chinh lidu saxagliptin va meformin phong thich tire thei.

Saxagliptin 2.5 mg va 5 mg phéi hop véi metformin phong thich tire théri cho thdy sur cai
thign cé y nghia chi sb HbA1e, dwérng huyét déi va dudng huyét sau an so veri gia duoc
phbi hop véi metformin (Bang 8). Thay déi trung binh clia chi s6 HbA1c theo thei gian
va tal lic két thic so véri chi s6 ban d3u duoc trinh bay & Hinh 1, Ty & bénh nhan
ngung diéu tri do khong kiém sodt dudng huyét hodc phai didu tri tdng cwérng vi dap
rng tidu chudn dwong huyét duoc dinh san la 15% & nhom s dung Saxagliptin 2,5 mg

phoi hop vél metformin phéng thich tie thdi, 13% & nhom st dung Saxagliptin 5 mg .L

OO/
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phbi hop véi metformin phéng thich tire thoi va 27% & nhom diing gid dugce phdi hop ' 4

viri metfarmin phéng thich e thii
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Bang B: Chi sb dwirng huyét & tuan thir 24 cla nghién civu c6 adi ching
gia dirgre véi saxagliptin didu tri phéi hop bé sung véi metformin
phong thich tire thod *
Chi sd vé hléu qua Saxagliptin 2,5 mg | Saxagliptin 5 mg Gia duoc
+Meatfarmin + Metformin + Metformin
N=152 H'ﬂ‘! N=178

Hemoglobin A1C (%) N=186 N=186 N=175
Ban dau (trung binh) B.1 8.1 8.1
Thay dbi so vé&: ban dau (trung binh -0.6 -0,7 +0.1
Awoc higu chinn')

Knac biét 50 voi 93 duor (trung binn -0, 7 -0.8
duoc hidu chinh ')
Khedng tin ey 85% (~0.8, -0.5) (=10, -0,6)
T§ I& bénh nhan dat HoAlc <7% 37%" (69/188) 44%" (81/1886) 17% (20/175)

Budrng huyét déi (mg/dL) N=188 N=187 N=176
Ban d4u (irung hinh) 174 179 175
Thay 831 so vér ban @by (lrung binh -14 -22 +1
duge higu chinn')

Khac biét 50 voi gid dugr (trung binh -18* -23
duoe hidu chinh ')
Khodng tin cély 95% {=23. -8 (=30, —-18)

Duwéng huyét sau &n 2 gier (mgldL) N=155 N=155 N=1335
Ban d4u (trung binh) 284 206 255
Thay 5 so v&i ban diu (trung binh -2 -58 -18
duwoe hidu chinn’)

Khac biét 5o véi 0id duor (trung binh -44* -40*
Auwoe hidu ehing ')
Khedng tin cy 95% {-80, -27) {58, -24)

Dan &8 die Ainh Mdu vrj theo 1dn ghl nhan cubi cing trong nghién ciru hodc 1An ghi ntidn cudi cing trude khi sir
dung piogltazoas 8ng cudmg & nhirng bénh ahdn

gia tn p <0 D001 so vin gia duers = metformin
gid fri o <0 05 so vé&i gl duge + metfarmn

diéu trj ting cung,
Thay adi irung binh binh phurong bé nhdt Aues higu chinh theo gia tr ban dau

i3

s

=

%



I
=,
“
S2x
“,
1/2
Hinh 1: Thay dbi trung binh chi sé HbA1c so vi¥i ban dau trong thir nghiém diéu tri
phbi ho'p saxagliptin vévi metformin phéng thich tire thés 6 doi chiing véi
gid dwrgc *
0.4 -
F 0.2 I
i D-c - .. .I.
2 wx . i T = L ]
§ L% L
E -EI?‘ H‘.‘"“._ ‘__'-__,-‘
g .04- \...
5 s T
o 0.6 e IT
5 ~ TT— .- "_h"‘—--—.. A%
E 0.8 o " . " : 1
-1.07 = : .
Ban 4 B B8 12 18 20 24 24
ahu LOCF
Tuin

®  Saxagliptin 2,5 mp + Matformin
A Sazegliptin § mg + Metiormin
*  Gla dugre + Metformin

* Bao ghm bénh nhan cb chi 54 ban Fu va chi sb & wdn the 24
Tudin 24 (LOCF- sb &y tinh d&n [&n ghl nhan cudi clng) bao gbm dan sb duw dinh didu tn theo I&n ghi nhan cudi

sing trang nghign i trude kh sir dung pogitazone tang cudmg & nhlmg bénh nhan cln ddu tr tang cuong
Thay a4 wung binh 52wl ban 38y durore hidu chinh theo o tri ban Jdu

Sir dung Saxagliptin két hop véi Metformin phéng thich tirc théi so vé&i Glipizide
két hop véi Metformin phéng thich tire thoi

Trong thir nghiém 52 tudn co dbi ching, téng s6 858 bénh nhan dai thac dudng typ 2
chua kiém soat duéng huyét day dd (6,5% < HbA1c <10%) véri don tri liéu metformin
phing thich tie théi duge chia ngdu nhién, mi ddi vao nhom s dung phdi hop véi
saxagliptin hodc glipizide. Yéu cdu bénh nhidn phdi dang st* dung metformin phdng
thich tire théi lidu dn dinh (t5i thidu 1500 mg/ ngay) trong it nhat 8 tudn trudc khi tham
gia nghién clru

Bénh nhan dap (ng tiéu chudn chon bénh dugc tham gia vao giai doan dan nhap 2
tudn, mi don, theo ché dd an kiéng, luyén tap thé duc va dung gid duoe, trong giai
doan nay bénh nhan s dung metformin phong thich tirc théi (1500-3000 mg tly theo
ligu ding trdre khi tham gia nghién clru). Sau giai doan dan nhap, bénh nhan d0 diéu
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kien duwoc ding ngdu nhién saxagliptin 5 mg hodc glipizide 5 mg phdi hop vﬁi%

metformin phong thich tre thi dang ding. Bénh nhén sl dung glipizide phoi hop v

metformin phéng thich tirc thei dwoc tang lidu glipizide trong 18 tudn dau cia thir

nghiém deén lieu t6i da glipizide 20 mg/ ngay. Tang lidu dya trén dudrng huyet déi muc
tiéu 5110 mg/dL hoac ligu glipizide dung nap rbi da. 50% b&nh nhan diéu tri véi glipizide
duoc tang liéu dén 20 ma/ ngay; 21% bénh nhan didu trj véi glipizide ding Ilgu hang
ngay cubdi ciing tir 5 mg tré xubng. Liéu trung binh hang ngay cudi ciing cla glipizide 14
15mag.

Sau 52 tudn diéu tri, saxagliptin va glipizide cho thdy mic gidm trung binh HbAlc so
véi ban dau trong deong nhau khi sir dung phdi hop véri metformin phéng thich tirc
theri (Bang 9). Két luan nay co thé bj giéi han & nhirng bénh nhan ¢ HbA1c ban diu cé
khac biét voi chi sb trong thir nghiém (91% bénh nhan cé HbA1c ban dau <8%).

Tir can ndng trung binh ban dau BY kg, bénh nhan diéu tr| véi saxagliptin gidam 1,1 kg
6 khac biét co ¥ nghia théng ké so véi bénh nhan didu trf véi glipizide tang can trung
binh 1.1 kg (p<0,0001).

Bang 9: Chi s6 dworng huyét & tuan 52 trong thir nghiém cé ddi chirng véi
Saxagliptin so v&i Glipizide khi phdl hop véi Metformin phéng
thich tirc thési *
Chi sd vé higu qua Saxagliptin 6§ mg | Téing lidu Glipizide
+ Metformin + Metformin
N=428 N=430

Hemoglobin A1C (%) | N=423 N=423
__Ban @3y (trung binh) 1.7 . 7.6

Thay dbi so véi ban d4u (trung binh dugc hidu -0.8 ! -0.7

l:hinh'l |

Khac biét so v ?llpl.z'lzh + metformin (trung binh 2.1 '

Auoc higu chinh ')

Khodng tin cay 95% (~0,02, nlzil !

Dubmg huydt déi (mgidL) L Nes20 | Nea20
__Ban dAu (trung binh) 162 181

Thay 85I 50 vé ban dhu (trung binh diroe higu -5 -16 1‘
ahinh_r_g__ o ‘

Khac biéf so vii ?Irptzu:le + metformin {trung binh 6
__duechiguchinh )

Khodng tin cay 95% @2 1 }E- l

* Déngb dy dinh déy i) theo 13n ghi nhan cudl clng trong nghén cim

Thay a&i trung binh binh phuong bé nhilt Aot hidu chinh theo gid tr han dhu

Saxaglipln + metformin Cwoc xem k& khang kém hom so vin glipizide + metformin vi gidd han trén cia khodng tn
téy thép hom ngeing duoc dnh sén 13 0,35% aé xac dinn tinh khbng kém hon

¥ Khong kiém dinh y nghla théng ké
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St dung Saxagliptin phoi hop vé&i Insulin (ciing hodc khang ciing véi matfurmf%};,

phéng thich tdec théi) 2
(&)

Téng s6 455 bénh nhan dai thao dwong typ 2 tham gia vao thir nghiém 24 tuan, ngau
nhién, mi déi, co kiém chirng gid dwgc nhdm danh gia hiéu qua va an toan cua
saxagliptin phoi hgp voi insulin trén bénh nhan khéng kiém soat dwéng huyet day dd
(7.5% < HbA1c < 11%) v&i don tr lidu insulin (N=141) hodc insulin phoi hop véi
metformin phéng thich tirc théi lieu on dinh (N=314). Y&u cAu bé&nh nhan phai dang
dung indulin liéu én dinh (= 30 don vi dén $150 don vil ngay) véri mire thay ddi s 20%
téng lidu hdng ngay trong théri glan = B tudn trudre khi vao sang loc. B&nh nhéan tham gia
vao nghién clru st? dyung insulin tac dyng trung binh hodc kéo dai (insulin nen) hodc
insulin hén hgp pha s3n. Bé&nh nhan ding insulin tAc dyung nhanh khéng dwgc chon trix
khi insulin tac dung nhanh la mét thanh phan cda insulin hon hgp pha san.

B&nh nhan dap (rng tiéu chudn chon bénh tham gia vao giai doan din nhép voi gia
duoc 4 tudn, mu don, theo ché do &n kiéng, luyén tap thé duc va van sir dung insulin
(va metformin phéng thich e théi néu thich hop) vai liEu dang ding tredc khi tham gia
thir nghiém. Sau giai doan dan nhap, bénh nhan dd diéu kién dugc phan ngdu nhién sir
dung phdi hop véi saxagliptin 5 mg hoac véi gid duge. Ligu ding cia thuodc diéu tri dai
thao dudng duroc gilr 6n dinh, nhung bénh nhan cdn dwoc diéu tr tAng cuéng va cho
phép diéu chinh liéu insulin néu bénh nhan khbng dat mire dudng huyét myuc tidu hodc
néu ngudi nghién clru biét dugc bénh nhan da ty tang liéu insulin > 20%. Dir liéu sau
khi diéu tri tAng cwrérng khong dwoc sir dung cho cac phan tich chinh vé hiéu qua.

Sau 24 tuan, so vori phdi hop gia duoc, diéu tri phdi hop v saxagliptin 5 mg cho thay
sy cal thigén cé y nghia chi sd HbA1c va dudrng huyét sau @n so véi ban diu (Bang 10)
Khi so viri gid duge, thay dbi trung binh HbA1c & bénh nhan ding saxagliptin 5 mg phoi
hop v insulin va saxagliptin 5 mg phoi hop vini insulin va metformin phéng thich tic
thévi 1a twong deong nhau (tuong (ng -0,4% va -0,4%). Ty I& bénh nhdn ngung diéu
tri do khéng kiém soat duéng huyét hodc duoc diéu tri tang cueng la 23% & nhém
ding saxagliptin va 32% & nhom dung gia duoc.

Liéu insulin trung binh hdng ngay 1a 53 don vi & bénh nhan diéu trj véi saxagliptin 5 mg
va 55 don vi & bénh nhan dung gia dwgc. Thay doi trung binh so véi ban dau cua liéu
insulin hang ngay la 2 don vi & nhom dung saxagliptin 5 mg va 5 don vi & nhom ding
gia duoc

Bang 10: Chi sb dwirng huyét & tudn thir 24 trong thir nghiém diéu tri phéi
hop Saxagliptin véi insulin c6 d6i chirng voi gia duge.”

Chi 56 v& higu qua Saxagliptin 5mg | Gia duoe
+ |nsulin + Insulin
[+~ Metformin) {+/= Metformin)
N=304 N=151 |
Hemoglobin A1C (%) N=300 : N=149 |
Ban du (trung binh) 8,7 8.7 |
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Bang 10: Chi sb dwirng huyét & tudn thir 24 trong thir nghiém diu tri ph?fg

hop Saxagliptin v&i insulin c6 déi ching véi gia duwoc.” <,

Chi 80 vé higu qua Saxagliptin 5 mg Gia duoc

+ Insulin + Insulin
(+/- Metformin) (+/- Metformin)
N=304 N=151
Thay d5i so vévi ban dau (trung binh droc higu -0,7 -0,3
GhinhT}
Khac bist so véi gid dugc (trung binh dwoc hiéu -04%
chinh 1)
Khodng tin cly 95% (0.8, -0.2)
Ty ' bénh nhan dat HbA1c <7% 17% (52/300) 7% (10/149)
| Buirng huyét dol (mgldl) N=300 N=148
| Ban dau (trung binh) 173 173
Thay 351 s¢ vén ban 3au {trung binh durge hidu -10 -8
chinh )
Khac biét so v gia duoc (trung binh dioe hidu -4
chinh T
Khodng tin cay 95% (=13, 5)

Burdyng huyét sau dn 2 gidr (mg/dL) N=262 N=129
Ban dau (trung binh) 251 255
Thay ddi so vai ban déu (trung binh dugc hiéu -27 -4
chinh')

Khac biét so vii gid duore {trung binh dwoc higu -a3)
chinh T
Khodng tin cay 35% (=37, -9

* Dan sb du dinh didu In theo Bn ghl nhan cudi cing (rong nghién clru hodc 1&n ghi rhan cubi cing tnrire khi sl

dung insulin ting cwémg & nhirng bénh nhdn cin

T Thay adi trurg binh binh phireng beé nhdt dugs hidu chinh thes gié tn ben dhu va metformin 50 dung i ban A4

' gid Iri p <0,0001 55 vé1 gia dure + insulin
¥ 98 1ri p <0,05 so viri gid durore + insuin

TINH TUONG KY

Khéng ap dung.

HAN SU’ DUNG

3 nam k& tir ngay san xudl

ir thng cudéng

THAN TRONG BAC BIET TRONG BAO QUAN

Béo quan & nhiét 46 dudi 30°C,
QUY CACH BONG GOI:
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Vién nén Komboglyze XR 5mg/500mg; 5mg/1000mg: Hop 4 vi x 7 vién nén %16
NGAY HIEU BiNH TOA THUOC y %+
(&
Thang 11/2012. ' 7 "
POC KY HUONG DAN TRU'OC KH! DUNG =

NEU CAN THEM THONG TIN, XIN HO! ¥ KIEN BAC SI.
THUOC NAY CHI DUNG THEOQ BON CUA BAC SY.

THONG BAO CHO BAC ST NHUNG TAC DUNG KHONG MONG MUON GAP PHAI
KHI DUNG THUOC.

DE THUOC NGOAI TAM TAY TRE EM.

NHA SAN XUAT

Bristol-Myers Squibb

4601 Highway 62 East, Mount Vernon, Indiana 47620, My.

CO' SO DANG KY (MAH): AstraZeneca Singapore Pte., Ltd.

Komboglyze is a trademark of Bristol-Myers Squibb company. ‘fﬁv
@© 2011 Bristol-Myers Squibb and AstraZeneca.
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