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1. LICH SU’ RA DOl CUA NHOM SULFONYLUREAS

13/06/1942

Xac nhan kha nang gy ha
duong huyét cua VK57
nhung chua biét rd co ché
gay ha duwong huyét

Thé hé th& nhat clta SU d3 ra
doi clung vdi sy phat trién thém
cac hoat chat mai

) ?

‘Loubatiéres ti€p tuc cac nghién ctru va nhan thay:
-VK 57 c6 thé gay ha dwong huyét trén cho da dwoc Thé hé th( hai cGia SU d3
ph3u thuat ct bd % tuyén tuy nhwng hoan toan khéng ra doi.
c6 tac dung gay ha duong huyét trén ché da duoc cat
bo tuy hoan toan. ) . Tham khao: Th&i suy hoc 08/2014 - H&i Y hoc tp H3 Chi Minh
-Mtrc d ha dwong huyét ti Ié thuan véi nong do VK 57 http://hoiyhoctphem.org.vn/Data/pdf/03KHANHSULFONYLUREA. pdf

trong huyét twong ctia ché thwc nghiém. 4
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Tham khao: Goodman_Gilman — Manual of Phamacology and

Therapeutics 2008 — tr.1051

Table 60—

Structural Formulas of the Sulfonylureas

o]

. Il
General Formula: F-:‘A@fsozthCNH—:b

First-{zeneration Agents FI‘ Fl2
Tolbutamide (ORINASE, others) H,C— —C,Hy
Chlorpropamide (pasiNese, others) Cl— —CaH?
Tolazamide (TOLINASE, others) H,C—

3

Acatchexamide (DYMELOR, others) H,CCO— _<:>
Second-Generation Agents R, Ry
Glyburide 1
{Glibenclamide, MICEONASE,
DIABETA, others) CONH(CH,)o—
2l
OCH,
Glipizide (oLucoTROL, others) ]
HEC©CDNH[C Hale—
L
Gliclazide (DrasmicrON, others: H,C—
unavailable in the U.5.) —mN
Glimepiride (AaMaRYL)
HaC I CH,
N—G\
HeGo NH—CH;—CH;—




3. CO' CHE TAC DUNG

Thy thé clta SU (SUR) la cac , .,
protein trén mang cla té bao - -

beta tuy

Octameric SUR-Kir6.2 complex

Vi tri gan két clia clia cac phan tlr SU kich hoat
chudi phan &ng gay ra sy phdng thich insulin
tlr cac hat chira inslulin bén trong té€ bao beta
tuy

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell 6




3. CO' CHE TAC DUNG

CCTITR oo e gl
SUR2A/Kir6.2 Glibenclamide, glimepiride
eomenmenmie LU R
SUR2B/Kir6.2 Glibenclamide
Neo R




3. CO’ CHE TAC DUNG

Sulfonylurea ATP-Sensitive

Potassium Channel
\ [ urr
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http://hoiyhoctphcm.org.vn/Data/pdf/03KHANHSULFONY LUREA..pdf




3. CO’ CHE TAC DUNG

1. Khi SU gan két véi

SUR dac hiéu trén mang 4. Calmodulin (protein noi
té bao beta tuy => kénh bao) két hop véi Ca?* qua
K* bi déng lai phan &rng phosphoryl hoa.

2 2. Sy dong kénh K* gay
02 / ra hién twong khir cuwc 05 H!g 5. Phirc hgp Ca calmodulin
do giam tinh thadm K* Phirc hop Ca dwa cac hat ché tiét insulin
cla té bao beta calmodulin dén sat mang té bao beta
tuy

hién tuong khir cuc

3. Kénh Ca?* mé ra dé can
bing dién tich hai bén 06 © o

R At o , WJ 6. Két qua: insulin sé duoc
mang=> mot dong thac insulin duoc , ,
Ca2* sé di vao té bao, lam el phong thich

]

tang nong dé Ca2* ndi bao
Tham khao: Thoi su y hoc 08/2014 — Hoi Y hoc tp HO Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/03KHANHSULFONY LUREA.pdf

03 &

Kénh CaZ* mo'ra




3. CO’ CHE TAC DUNG

NHANXET:

Hiéu qud ha dudng huyét va tic dung phu cda céc
g SU phu thudc vao ai lwc va toc do gan két cla tirng

loai SU v&i thu thé trén bé mat t& bao beta tuy

Ai lwc thap va tdc do gan két nhanh s& [am tang hiéu
qua kiém soat dudng huyét va han ché tidc dung phu nﬁ

(gdy ha duwong huyét qua murc) clia SU

Tham khao: Thoi su 'y hoc 08/2014 — H61 Y hoc tp Ho Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/O3KHANHSULFONY LUREA.pdf
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4. TAC DUNG DUOC LY
| Thusc | Higulyc |

Tolbutamide 1
Acetohexamide 2,5
Tolazamide 5
Chlorpropamide 6
Glipizide 100
Glyburide 150
Glimepiride >150

Co ché tic dong cla cac thudc trong cung nhom déu
tuwong tw nhau do tinh dac hiéu cta SUR ddi véi tirng
loai SU van chuwa duoc chirng minh rd.

Tac dung tang tiét insulin
khong phu thudéc vao mirc
duwong huyét.

i Vi vy, trong trwong hop d3 dung liéu téi da
i mot sulfonylurea, khéng nén chuyén sang str
i dung médt thudc khac cung nhém do tit ca cac
! thudc nay déu cé hiéu qua twong tu nhau. :

Tham khao: OVERVIEW OF THE ANTIDIABETIC AGENTS
http://www.auburn.edu/~deruija/endo_diabetesoralagents.pdf




4. TAC DUNG DUOC LY

SUIfOnylurea c6 hiéu qua lam gidm khoang 1% HbA1c

Mtrc giam HbA1c

0,85-1,0

Glimepiride

0,95

Glyburide 0,85-1,27

Tham khao: Sulfonylurea Agents & Combination Products Drug Class Review 12
http://www.health.utah.gov/pharmacy/ptcommittee/files/Criteria%20Review%20Documents/08.13/08.13%20Sulfonyluria%20Drug%20Class%20Review.pdf




4. TAC DUNG DUOC LY

Nghién ctru United Kingdom Prospective Diabetes Study (UKPDS), véi khoang thoi gian
theo doi trung binh Ia 10 nam, trén bénh nhan dai thao duong typ 2 khéng tang can hoac
tang can muc do trung binh (BMI <27 kg/m?), da chirng minh cac thudc ha duong huyet
nhom sulfonylurea c6 kha nang lam giam 25% nguy co bién chirng mach mau nho do
dai thao duwong va giam 67% nguy co tang gap doi néng do creatinin huyét thanh.

Tham khao: Sulfonylurea Agents & Combination Products Drug Class Review
http: //www health.utah. gov/pharmacv/ptcommlttee/ﬂIes/Crlterla%ZORewew%ZODocuments/08 13/08.13%20Sulfonyluri




4. TAC DUNG DUOC LY
DUNG NGOAI CUA SULEONYLUREAS

. Lam tang d6 nhay cam v@i insulin l
. cla mo6 ngoai vi (gan, co va moI

Tham khao: Sir dung hop 1y cac sulfamide ha duong huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143




5. DUO'C PONG HOC

Cac thudc sulfonylurea cé ban chat acid yéu (pH = 5-6), bi ion hdéa hoan toan & pH sinh ly

Bang 1: Dwoc dong hoc cac thudc thudéc nhém sulfonylurea

Sinh kha dung duwdng udng Cao (>90%)

on

Lién két véi protein huyét twong Tlr 50% dén 99% (ch( yéu la albumin)
Chuyén héa & gan Mrc do cao (CYP2C9)

The&i gian ban thai Dao dong 1&n (tlr 2 dén 45 giv)
Thoi gian tac dung Dao ddng 1én (tir 12 dén 70 gi®)

Tham khdo: S&r dung hop ly céc sulfamide ha dudong huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143
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5. DUO'C DONG HOC

Tolbutamide 500 - 2000 6-10 B4t hoat 100% qua nudc tiéu

Khoang liéu Thei gian tac Chat chuyén Pao thai
(mg/ngay) dung (gio') hda

m 2.5-20 6-16 Bat hoat ~70% qua nudc tiéu
m 40 - 320 12 - 20 B4t hoat ~65% qua nudc tiu
Gliclazide MR 30-120 18-24 Bat hoat ~65% qua nudc tiéu

Glimepiride 1.0-6.0 12 ->24 Cé hoat tinh ~60% qua nudc tiéu
Glibenclamide 2 1.25-15 12 ->24 Co6 hoat tinh >50% qua mat
Clorpropamide 100 - 500 24 -50 Cé hoat tinh >90% qua nudc tiéu

a Glibenclamide dwo'c biét dén véi tén Glyburide & mot sd nwéc

Tham khao: Textbook of Diabetes 5 edition Wiley Blackwell

16




5. DUO'C PONG HOC

Phan chia sulfonylureas dwa trén thoi gian tac dung

Tolbutamide

Thoi gian tac dung

Tac dung ngan (short — acting)

Tac dung trung binh (intermediate — acting) Glipizide, gliclazide

Glibenclamide, glimepiride, gliclazide MR,
glipizide MR

MR: Modified release

Tac dung dai (long — acting)

Tham khao: Place of sulfonylureas in the management of type 2 diabetes mellitus
in South Asia - A consensus statement 2015 — Pubmed.

17




CHI BINH

Piéu tri ban
dau

Piéu tri 2" line

Sau diéu tri

| Chidinh

Chéng chi dinh vdi
metformin.

Khong dung nap
metformin.

Mtrc dwong mau cao tai
thoi diém hién tai.
Pudng mau khong kiém
soat duoc bdi
metformin.

Pudng mau khdng kiém
soat duoc bdi cic thudce
diéu trj dai thdo duwong
duong udng.

Pon trj lieu

Ph&i hop véi metformin
trong diéu tri

Thém vao diéu tri

Thém vao dé phéi hop

Tham khao: Place of sulfonylureas in the management of type 2 diabetes mellitus
in South Asia: A consensus statement - Pubmed
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Tac dung lam sang Cach xtr ly, khac phuc Y nghia Iam sang

Céc thudc c6 kha nang gy tang radi ro ha dudong huyét

Ketocozole
Fluconazole

Miconazole

Salicylates

Uc ché ACE

Quinolones

Doi van H,

M nguy co ha duong
huyét

M nguy co ha duong
huyét

M nguy co ha duong
huyét
Ha dudng huyét kéo dai

C6 thé gay ra ha duong
huyét nghiém trong

M nguy co ha dudng
huyét

U'c ché& CYP2C9

Thay thé SU trong lién
két v&i protein mang

N suw nhay cdm clia md
do gidan mach

Uc ché
Gluconeogenesis

Chua ro

Uc ché CYP2C9

Giam sat néng do glucose mau.
Cé thé yéu cau giam liéu SU.

Giam sat néng do glucose mau.

Theo ddi cac triéu chirng ha duwdng huyét.

Theo ddi cac triéu chirng ha dudng huyét

Khuyé&n bénh nhan dé han ché uéng va
tranh uéng khi bung réng.

Tu van vé cac triéu chirng ha dudng huyét.

Theo ddi cac triéu chirng ha dudng huyét

Theo ddi cac triéu chirng ha dudng huyét

Tham khao: Pharmacotherapy of Type 2 Diabetes Mellitus: An Update on Drug—Drug Interactions

Trung binh

Thap. Than trong
khi s&r dung liéu
cao.

Thap

Cao

Théap, yéu cau
than trong.

Thap




TUONG TAC THUOC

1 nguy co’ ha dwong 1 pH da day Dung SU truéc khi st dung khang acid 0,5-1h Khéng chic chan.
huyét

SO NEFLOGERER D nguy co ha dudng huyét Uc ché& CYP2C9.. Theo d&i néng dé glucose mau ddi vai Trung binh
Azapropazone Thay thé& SU trong lién Phenylbutazone.
két v&i protein mang. C6 thé yéu cau giam lidu SU.
Uc ché bai tiét qua than.  Hiép dong clia azapropazone va SU khong duoc
khuyén cdo.

Sulfonamides N nguy co ha dudng huyét Uc ch& CYP2C9 Theo d&i ndng d6 glucose mau. Khong chic chan.
Thay thé& SU trong lién C6 thé yéu ciu giam lidu SU.
két véi protein mang
Chloramphenicol M nguy co ha dudng huyét Uc ch& CYP2C9 Theo d&i néng dé glucose mau Trung binh
C6 thé yéu cau giam liéu SU
N nguy co ha duwdng huyét  Thay thé SU trong lién Thap
két v&i protein mang Theo d&i néng dé glucose mau

U'c ché DPP-4 M nguy co ha duwdng huyét  C6 thé cé tac dung hiép Trung binh
Pong van receptor GLP dong Giam liéu SU
-1

Tham khao: Pharmacotherapy of Type 2 Diabetes Mellitus: An Update on Drug—Drug Interactions



TUONG TAC THUOC

Tac dung 1am sang Cach xtr ly, khac phuc Y nghia 1am sang

Céc thudc c6 kha ning lam gidm nguy co’ ha dwéng huyét

J hiéu qua
N6ng dd glucose mau ¢
thé 1
J hiéu qua

Rifampicin

Cholestyramine
Néng dé glucose méu cd

thé P
J hiéu qua
Néng dé glucose mau co
thé M
J hiéu qua

Colesevelam

Chen B khong
chonloc

Bosentan

Néng dd glucose mau cé
thé 1

Nhiém doc gan
C6 thé 4 hiéu qua

Cam &ng CYP2C9

J sw hdp thu SU

Jd sw hap thu SU

C6 thé phong bé céc thu

thé B, trong tuyén tuy

D Amino transferases &
gan

Theo d&i néng dd glucose mau.
C6 thé yéu cau tang liéu SU.

Dung SU trudce khi sir dung Cholestyramine 1-2h

Dung SU trudce khi sir dung Colesevelam 3-4h

Theo ddi bénh nhan dé tang ndng d6 glucose
mau.
Tu van vé cac triéu chirng cla ha dudng huyét
khéng bi anh hudng bai chen B.
St dung mot B-blocker chon loc trén tim thich
hop.
Chéng chi dinh
St dung thay thé

Tham khao: Pharmacotherapy of Type 2 Diabetes Mellitus: An Update on Drug—Drug Interactions

Trung binh
Chua rd. S6 liéu
théng ké han ché.

Chua rd. S liéu
théng ké han ché.

Trung binh




TUONG TAC THUOC

Tac dong lén kénh K ,p

Diazoxide

La m6t benzothiadiazine ha ap voi tac dung

H
H5;C N ting dwerng huyét manh khi ding duong udng.
Twong tac voi kénh K,rp trén mang té bao B
tuy:
+ngan chan viéc dong kénh hoac
S Cl

/N +kéo dai th&i gian md& clra cia kénh
O O +dé trc ché sy bai tiét insulin;
+tdc dung nay la trai nguwoc v&i cac sulfonylurea

Tham khao: Goodman_Gilman — Manual of Phamacology and Therapeutics 2008 — tr.1051




8. TAC DUNG PHU

HA DUONG HUYET

TAC DUNG TREN TIM MACH

TANG CAN

PHAN U'NG HIEM GAP

23




8. TAC DUNG PHU

Nguy co’ ha duong huyét gap
& tat ca cac thubce trong nhom,
nhwng mirc d6 nghiém trong
hon v&i cac thudc thé hé dau

tién co thoi gian tac dung dé'|‘
Nguy co ha duwdng huyét

(phu thuéc liéu) la tdc dung

khéng mong muén chia yéu
cua sulfonylurea

Nguy co’ ha duong huyét
do sulfonylurea tang:

+ ngudi cao tudi,

+ bénh nhan suy dinh
dudng

+ suy gan than.

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell
St dung hop ly cac sulfamide ha dudng huyét. http://magazine.canhgiacduoc.org.vn/Magazine/Details/143
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8. TAC DUNG PHU

O Trong UKPDS:

~20% ngw&i tham gia diéu tri sulfonylureas bao
" . cao c6 mot hodc nhiéu dot triéu chirng ha
26 nguol tha!m dwéng huyét mdi nam. Cac nghién ctu khac
gia dieu tri cho thay ty 18 twong tw

sulfonylureas
hang ndm ~1% ngwoi tham gia méi nam bj Ha duong
huyét nang trong khi diéu tri sulfonylureas

QO O nhitng noi khac mdéc thap hon (~0,2-2,5/1000 bénh nhan/ndm) ha dudng huyét
nang da duoc bao cao

[ Nguy co tlr vong do ha duong huyét sulfonylurea gay ra duwgc bao cdo 1a 0,014-
0,033/1000 bénh nhan/nam

Tham khao:
Textbook of Diabetes 5e 2017-Wiley Blackwell
S dung hop ly céc sulfamide ha dwdng huyét. http://magazine.canhgiacduoc.org.vn/Magazine/Details/143
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8. TAC DUNG PHU TAC DUNG LEN TIM MACH

Hon 30 nim qua, moi quan hé gifra viéc sir dung SU trong T2DM va nguy co
bién cb tim mach van con giy nhiéu tranh c4i.

Dicu nay duoc khéi dau vao nam 1970, cac két qua ctia UGDP d chi ra rang:
nhitng nguoi duge didu tri voi tolbutamide c6 ti 18 tir vong do cac bién c6 tim
mach cao hon dang ké so véi nhitng nguoi str dung gia duogc va liéu phap
insulin.

Mot sb co ché duoc dua ra dé giai thich cho tac dung co6 hai ciia SU trong
thiéu mau cuc bo co tim.

Tham khao: Sulfonylureas: A New Look at Old Therapy 2014 - Peter M. Thulé & Guillermo Umpierrez 26




8. TAC DUNG PHU TAC DUNG LEN TIM MACH

 Vai tré cta kénh K rp trong diéu héa chirc nang sinh ly & co’ tim va co tron mach mau:
|

. O té bao co tim binh thuwérng, ndng dé ATP cao do tbc do oxy héa co chat cao. Vi vay, cac
| kénh K,rp d6Nng dan dén tang tich Ity Ca* trong té bao co tim va tang sw co bép co tim.
|

. Trong thiéu mau cuc bd co tim, ndng dd ATP giam 1am kénh K., m&, dan dén giam tich Iy
| Ca*+ trong t& bao co tim, tang khodng thdi gian dién thé hoat dong, gidm co bép co tim va
: giam st dung nang luvgng.

|

I 2 Y 4 ~n > Y .~ Y
i O co tron mach vanh, cac kénh K,;p m& lam gi&dn mach vanh.
|

. Nhw vay, kénh K, mé dong vai trd quan trong trong thiéu mau cuc bg co' tim, 1a yéu to bao
' vé tim, lam giam kich thwéc vang nhoi mau co tim.

Tham khao: Sulfonylureas: A New Look at Old Therapy 2014 - Peter M. Thulé & Guillermo Umpierrez 27




8 . TAC D U N G P H U B-cell - Cardiac cell K Octameric SUR-Kir6.2 complex

P W VN
%
(o=
i
ay
ey
(€49
S
=
V4 ]
pas
on
.
22
- ®
(<)
g
v
(==
2

I 6.2 6.2 -
s v Kir6.2
B b
\ S
\ y
\ 4
(@ (b) ©
Figure 31.8 This illustrates the transmembrane complex of the SUR1 sulfonylurea complex is a non-covalently bonded octamer comprising 4 x SURT and 4 x Kir6.2,
receptor and the ATP-sensitive Kir6.2 potassium efflux channel on the pancreatic p illustrated from the cytosolic surface to show the sulfonylurea and benzamido
cells (a). Each SURT has a cytosolic sulfonylurea () binding site and a benzamido binding sites (c). The Kir6.2 molecules are located at the center and form the K*
(B) binding site. SUR2A on cardiac muscle cells (and SUR2B on vascular smooth efflux pore. The Kir6.2 channel has a cytosolic binding region for ADP/ATP.

muscle cells) does not have a sulfonylurea binding site (b). The SUR1-Kir6.2

TAC DUNG TREN TIM MACH

Nhirng déng dang SUR2A va SUR2B thiéu vj tri gan sulfonylurea nhwng van cé vj tri bam benzamido

Vi vay:

. SyUR2A/B chi cé thé gén véi nhirng sulfonylurea cé chira mét nhém benzamido (glibenclamide, glipizide,
glimepiride). o

* Sulfonylurea khéng cé nhom benzamido (vi du tolbutamide, chlorpropamide, gliclazid) cho thay rat it twong
tac v&i cac thy thé SUR tim va mach mau.

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell 28




8. TAC DUNG PHU TAC DUNG LEN TIM MACH

Nhu d3 dé cap, UGDP va cac nghién ctru tiép theo dd bao cdo co su ting nguy co tir
vong do bénh mach vanh ¢ bénh nhan BDTD duoc diéu trj véi SU. Tuy nhién, mot loat
céc nghién ctru 1am sang ngau nhién tién ctru 16n gan ddy UKPDS, ACCORD, ADOPT,
DREAM, VADT, and RECORD d# bac bo cac tuyén bo ndy. Mit khac, mot phan tich
meta gﬁn day da that bai dé chi ra su tang nguy co bién ¢d tim mach chinh hodc tir
vong tim mach khi diéu tri voi SU.

Tham khao: Sulfonylureas: A New Look at Old Therapy 2014 - Peter M. Thulé & Guillermo Umpierrez 29




8. TAC DUNG PHU

TANG CAN

__________________________________________________________________________________________

PHAN U'NG HIEM GAP

Di ing trén (hMB,enhvgar;

o N iém gap, bao
da (hlem\ M3n cam " ’d

ol i e . gom vang da,
SaPl N LA voianh iém gan, vié

day den hol sang an hoai’tl’r té

| ching Lyell | g bio éan) :
\\”\\ ) Q \b\'\\ \\\\ 4

Tham khao: Sir dung hop 1y cac sulfamide ha dudng huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143
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8. TAC DUNG PHU PHAN ’NG HIEM GAP

Canh bdo:
- Can tranh st dung céc loai d6 udng chira con va cac thudc cé chira
alcol do cé thé khai phat phan ng cai ruou, dac biét khi dang diéu tri
bang glibenclamide va glipizide. (Hdi chirng antabuse: giong
disulfiram)

Tham khéo: Sir dung hop 1y cac sulfamide ha duong huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143
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| + Bénh nhan thiéu hut insulin (dai thao duong phu thudc insulin, tré vi
' thanh nién, nhiém toan ceton, tién hon mé va hon mé do dai thao
| duong).

o+ Suy than hoac suy gan nang (nguy co qua liéu va ha du’O’ng huyét).
' + R6i loan chuyén hoa porphyrln & gan (nguy co gap dot cap tinh).
I + Quéa man véi cac thuéc nhom sulfamid (cac thudc ha duong huyét,
. cac sulfamid khang khuan hay sulfamid loi tiéu).

O bénh nhén suy than hodc suy gan muc do nhe
dén trung binh, khuyén khich st dung gliclazide
hodc glipizide ¢ liéu thap nhat c6 hiéu qua va
tranh sir dung dang giai phong kéo dai.

Tham khao: Str dung hop 1y cac sulfamide ha duong huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143




THAN TRONG

Udng ruou, suy dinh dwdng, thi€u dn, 4n udng khong déu dan va hoat dong thé lwc cworng dd cao
lam tang nguy co’ ha dwéng huyét. Do dé, phai ddm bao an du sau khi dung thuéc nhém sulfonylurea.
S6t, nhiém trung, chan thwong hodc phau thuat cling cé thé anh hwéng tdi viéc kiém soat dudng
huyét.

Ngudi bénh cao tudi, suy dinh dudng hodc toan trang suy yéu, cling nhw nhitng bénh nhan
suy thuwong than, tuyén yén hodc rdi loan chirc ndng tuyén gidp dac biét nhay cdm véi tac
dung ha dwong huyét clia cac thudc diéu tri ddi thdo duwong.

Trong cac treong hop nay, tranh s& dung cac thudc sulfonylurea cé thoi gian
ban thai dai hay dang gidi phdong kéo dai. Liéu trinh diéu tri nén dwoc khoi
dau vdi liéu thap hon.

Tham khao: Su dung hO’p 1y cac sulfamide ha du’ong huyét.




[PHY N CO THAI VA CHO CON BU \
 Phu ni¥ co thai:

- Chéng chi dinh dung sulfonylurea trong thai ki do gay dj tat thai & dong vat khi
st dung liéu cao.

- Tuy nhién, glibenclamide ddi khi c6 thé dwgc st dung trong ba thang gitra va ba
thang cudi cla thai ky, v&i chi dinh dac biét, khdng nam trong cac chi dinh duoc
phé duyét do lvgng glibenclamide di qua nhau thai khdng dang ké va khdng gay
quai thai & dong vat.

*  Phu ni¥ cho con bu:
Sulfonylurea khéng duoc khuyén cao str dung trong théi gian cho con bi do thiéu théng

tin vé kha nang bai xuat vao sita me cla thudc.

Bang chirng la: Mot s6 dit liéu dugc cong bd trén phu ni¥ mang thai st
dung thuéc trong ba thadng dau cda thai ky khdng ghi nhan dwoc bat ky di
tat bat thudng nao. Trong ba thang gitra va ba thang cudi cta thai ky, dua
trén cdc dir liéu hién cd, chu yéu lién quan dén diéu tri dai thdo dudng
thai ky, khong ghi nhan duoc di chirng dac biét nao trén tré so sinh.

Tham khao: Str dung hop 1y cac sulfamide ha duong huyet.
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CHONG CHi PINH

e Paithdo duwdng khong duwoc kiém soat cd lién quan dén gia
tang tan suat di tat & thai nhi.

e Phu nit mac dai thdo dudng can duoc tu van trudc khi quyét
dinh cé thai, d& ddm bao kiém sodat 6n dinh dwdng huyét
trudc khi cd thai.

St dung insulin trong dai thao duong trong thai ky

» Trong thai ky, can diéu trj bang insulin néu bj dai thao dwdng, du |a dai thao
duwong thai ky hay khong, do thuéc nay khéng di qua nhau thai.

* Can tam dirng sulfonylureas va sir dung insulin néu phat hién cé thai trong
qua trinh diéu trj bang sulfonylurea,

Tham khao: Str dung hop 1y cac sulfamide ha dudng huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143




Vi TR CUA SULFCRYLUREAS TRONG 2IELU TR

10. PIEU TRI

AIC is greater than or equal to 9%, consider Dual Therapy.

I~ AIC is greater than or equal to 103%, blooc’ g-lucose is greater than or equal te I00 maydl,

Lifestyle Managemen

or patient is markedly symptomatic, tiom Therapy (See Figurs B.21
v
Monotherapy Metformin
EFFICACY* higah
HYPO RISK law risk
WEIGHT neutralfloss
SIDE EFFECTS Glflactic acidosis
COSTS" I
If A1C target not achieved after approximately 3 months of monotherapy, proceed to 2-drug combination {order not
meant to danota any specific preference — choica dapendent on a variety of patient- & disease-specific factors)
-
Dual Therapy Metformin +

Sulfonylurea DEP-4 inhibitor SGLT2 inhibitor ELP-1

If A1C target not achieved after cpproximately 3 months of dual therapy, proceed te S3-drug comiination (erder nat
meant to danata any specific preferancs — choica dependsnt on & varisty of patient- & diseass-specific factarss

v

Triple Therapy Metformin +

Lifestyle Management

receptor agonist NIRRT Cer RN

EFFICACY" high migh intermediate intermediate migh highest
HYEO RISK moderate risk low risk low risk low risk low risk high risk
WEIGHT SEin gain neutral loss loss Fan

SIDE EFFECTS hypoglycemia edema, HF, fxs rare S, dehydration, fos G hypoglycemis
COSTS" law low high high high high

Lifestyle Management

Sulfonylurea +

LTI su su su

or EGLTI- ar EGLTZ2-i ar EGLT2- or DPP-a-i or

or BTN - ST or I

It AIC target not achieved after spproximately 3 menths of triple therapy and patient (13 on oral combination, move to
basal insulin or GLP-1 KA, (2 on GLP-1RA, add basal insulin, or (2} on optimally titrated basal insulin, add GLP-1RA aor
mealtime insulin, Metfermin therapy should e maintained, while other aral agents may be o tinued on an individuasl
basis to avaid unnecessarily complex or costly regimens (e, adding & fourth antlh)‘:}&rquuemu_ auent}

v
M CTombination Injectable Therapy (See Figure 8.2)

sairzinnibRer s aLeveceptor apenis: - [EETEETTVTNNN

sU . Tz

or | DRP-a or  DPE-an or IINZOINN o INNESINN o MMEGENN o | DPE-a

SGLTZ4 ar SELTE

ar  GLP-1-RA ar  GLP-1-RA or EENGEE $o GLP-I-RA or INEENREN ar GLP-1-RA
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Vi SAO SULFONYLUREAS
DONG MOT VI TRi QUAN

TRONG TRONG DIEU TR
DAl THAO BUONG DU CO
NHIEU TAC DUNG PHU

Tham khao: Thoi su y hoc 08/2014 — Hoi Y hoc tp H6 Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/0SKHANHSULFONYLUREA.pdf |

10. PIEU TRI

ADA/EASD duwa ra mot s6 co s& lya chon cac thudc
trong diéu tri dai thdo duwong:
e Hiéu qua.
Tac dung ha duong huyét [am gidm cdéc bién chirng.
Tinh an toan.

Tinh tién dung.

Chi phi.
Dwa vao nhirng co s& trén, nhirng phan tich sau sé cho
thay SU van chiém mét vj tri quan trong trong cac phac
d6 diéu tri dai thao dwdng trén khap thé gidi

__________________ > 37
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10. DIEU TRI
Sulfonylurea Thiazolidinedione DPP-4 inhibitor SGLT2 inhibitor GLP-1receptor agonist Insulin (basal)

EFFICACY* high high intermediate intermediate high

HYPO RISK moderate risk low risk low risk low risk low risk

WEIGHT gain gain neutral loss loss

SIDE EFFECTS hypoglycemia edema, HF, fxs rare GU, dehydration, fxs Gl

COsTS! low low high high high

Tham khao: Thoi su Y hoc 08/2014 — Hoi Y hoc tp H6 Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/03KHANHSULFONY LUREA..pdf

highest

high risk

gain
hypoglycemia
high
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| o
1 Sulfonylurea c6 hiéu qua lam giam khoang 1% HbA1c va giam cac bién chirng 1
: mach mau nhé (bénh vdong mac, bénh than) lién quan dén tang dwong huyét. :

Tham khao: Thoi su y hoc 08/2014 — Hoi Y hoc tp Ho6 Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/03KHANHSULFONY LUREA..pdf




SU va nguy co ha duwdng huyét

TiNH AN TOAN

10. PIEU TRI —

Cac nghién clru vé nguy co ha duwdng huyét trén bénh nhan DTD type 2 ngay tir thap nién 70 -
80 cla thé ky truwdc déu chi ra rang ti [& ha dwdng huyét cao trong nhdm bénh nhan s dung
SU, chi sau insulin. Tuy nhién, SU dwgc si dung trong rong rai trong cac nghién ctru trén la cac
SU thé hé th nhat (tolbutamide, chlorpropamide) hodc glibenclamide (glyburide).

Trong nghién ciru ADVANCE, ti [é ha duong huyét chung va ha dudng huyét nang rat thap,
mac du cé dén 70% s6 bénh nhan dung gliclazide liéu tdi da (120mg/ngay) dé dat muc tiéu
HbAlc = 6,5%.

Ti |1& ha dwong huyét tham chi con thap hon trong nhdm bénh nhan dung gliclazide so véi
sitagliptine (1,8% so v&i 2,1%) trong nghién clru cta Aravind. D4i vadi cac SU khéc, ti 1é ha
duwong huyét déu cao hon cé y nghia so vdi sitagliptine (nhdm &c ché men DPP-4).

Ha dudng huyét cd thé duoc phong tranh nhd tuan thia diéu tri, ché d6 dn udng va luyén tap.

Tham khao: Sulfonylureas and their use in clinical practice 2015 — Pubmed 40




VE TiNH AN TOAN .
10. PIEU TR

SU va tang can
e Sy tdng can thuwdng duoc giam nhe bang cach dung dong thdi véi metformin.

SU lam tang tlr suat va nguy co’ bénh tim mach

—> CON NHIEU TRANH CAI

Tham khao: Sulfonylureas and their use in clinical practice 2015 — Pubmed a1




VE TiNH AN TOAN

10. PIEU TRI

Cac nghién cru chirng minh rang:
khong phai SU nao cling nhanh chéng
gay can kiét té bao beta tuy.
* Nghién clru cla tac gia Satoh cho
thay nhirng bénh nhéan sir dung
N . > gliclazide sé tri hoan viéc tiém
V\Ieclon dmrl df,l’,ofng“huyet Sdn} insulin thém 6,5 nam so v&i nhom
va kéo dai sé giup hoi phuc chirc bénh nhan dung glibenclamide.
ndng té bao beta tuy do giam Nghién ctru nay ciing cho thay c6
thiéu tinh trang chét theo nhirng b&nh nhan dwgc chan doan
chuwong trinh (apoptosis) trong BTD sau 15 nam diéu trij vai
méi truong nhiém doc glucose gliclazide vép duy tri dwoc nong do
P N0y HbA1lc kha on dinh & murc 6,8%.

Tham khao: Thoi su 'y hoc 08/2014 — Hoi Y hoc tp HO Chi Minh
http://hoiyhoctphcm.org.vn/Data/pdf/O03KHANHSULFONY LUREA.

SU lam can kiét nhanh chéng té
bao beta tuy




VE TiNH TIEN DUNG

La dang thuéc uéng nén thudn tién cho bénh nhdn.

10. PIEU TRI




VE CHI PHi

10. PIEU TRI

Table B.2—Median monthly cost of maximum approved daily doze of noninsulin glucose-lowering agents in the US. (48)

Dosages strengthy/product Median AWFP Maximum approved
Class Compound|s) (if applicable) {min, max}t daily dose®
Biguanides » Metformin 500 mg (IR] 584 (55, 594) 2,000 mg
250 mg (IR} $108 (55, 5108) 2,550 mg
1,000 mg (IR) 586 (54, 527) 2,000 mg
500 mg (ER} 590 (582, 56,672) 2,000 mg
750 mg (ER) 572 (565, 552) 1,500 mg
1,000 mg (ER) 51,028 (51,010, 57,213) 2,000 mg
Eulfonylureas [2nd Gen) » Glyburide 5 mg 594 (564, 5103) 20 mg
& mg micronized) S50 (548, 571) 12 mg (micronized)
» Glipizide 10 mg (IR} 574 (567, 5597) 40 mg (IR)
10 mg (XL} 537 20 mg [¥L)
» Glimepiride 4 mg 574 (571, 5138) 8 mg
Meglitinides [glinides) # Repaglinide 2 mg 5759 (5163, S878) 16 mg
« Nateglinide 120 mg 5156 360 mg
TZDs  Picglitazone 45 mg 5343 (5348, 5349) 45 mg
« Rosiglitazone 4 mg 5355 8mg
x-Glucosidase inhibitars & Acaroose 100 mg 5104 (5104, 105) 300 mg
= Miglitol 100 mg 5241 300 mg
DPP-4 inhibitors & Sitagliptin 100 mg 5436 100 mg
» Saxagliptin 5 mg 5436 S mg
#» Linagliptin 5 mg 5428 S mg
» Alogliptin 25 mg 5436 25 mg
Bile acid sequestrant & Colessvelam 625 mg tabs 5679 3.75g
1.875 g suspension 51,357 375
Dopamine-2 agonists # Bromaocriptine 0.8 mg 5719 4.8 mg
SGLT2 inhibitors & Canagliflozin 300 mg 5470 300 mg
» Dapagliflozin 10 mg 5470 10mg
» Empagliflozin 25 mg 5470 25 mg
GLP-1 receptor agonists & Exgnatide 10 pg pen 5729 20 pg
& Exgnatide 2 mg powder for suspension or pen 5692 2 mg**
|extended-release)
» Liraglutide 18 mg/3 mL pen 5831 18mg
» Albiglutide 50 mg pen 5527 50 mg**
» Dulzglutide 1.5/0.5 mL pen 5690 1.5 mg**
Amylin mimetics » Pramlintide 120 pg pen 52,124 120 pgfinjectiontt

ER and XL, extended relesse; R, immediate release; TZD, thiszolidinedions. tCaloulated for 30 day supply (AWP wnit price * number of doses required to
provide mazimum approved daily doss ® 30 days); median AWP listed alone when only one product and/or price. *Utilized to calculate median AWP
{min, max); generic prices used, if available commercially. **Administered once weekly. TTAWP calculated based on 120 pg three times daily.
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NGUYEN TAC KE PON SULFONYLUREAS

10. PIEU TRI —
. 2. Diéu chinh liéu 4. Chi sur

nuwa lieu toi

da khi that

sy can thiét.

3. Tranh s dung
nhiéu hon ntra
liéu toi da.

1. Bat dau vdi lieu
thap

PR

Tham khao:
Sulfonylureas and their use in clinical practice 2015 — Pubmed
Sulfonylureas Article in Journal of the Pakistan Medical Association. April 2015
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NGUYEN TAC KE PON SULFONYLUREAS

| Po’n thuoc

Tranh st dung cac sulfonylurea don tri liéu: ching nén dwoc st dung néu mét hoac hai
nhom thubc khac khong dat dwoc muc tiéu dwdng huyét.

10. PIEU TRI

Xac dinh khoang thoi gian gitra thuéc va bira an.

Ba s0 céc sulfonylurea cé thoi gian tac dung dd dai nén chi can ding thuoc
2 lan/ngay, tham chi 1 lan/ngay.

7 ~ \ A YN ? . . o o Tham khao:
Sulfonylurea cé thé dung nhu mot phan cua BIDS (bedtime insulin, daytime smfonyﬁfeas and their use in

linical ice 2015 P
squonyIurea). clinical practice 2015 — Pubmed

Sulfonylureas Article in Journal of
the Pakistan Medical Association.
April2015

Str dung hop 1y cac sulfamide ha
dudng huyét.
http://magazine.canhgiacduoc.org.
vn/Magazine/Details/143

Khéng bao gi¢ s&r dung hai sulfonylurea v&i nhau.
46




NGUYEN TAC KE PON SULFONYLUREAS
| Thoi gian uong thuoc

Uéng sulfonylurea trwdc hodc trong bita &n dé tranh ha duéng huyét. Trong
trudng hop udng 1 lan/ngay, tét nhat nén uéng vao budi sdng. Cac phac d6 dung
thuéc khéc 1a vao budi sdng va budi téi, hodc budi sdng, budi chiéu va budi téi.

10. PIEU TRI

Nén udng trwdc an 30 phuat dé co thdi gian cho tac dung dung luc
duwdng huyét bat dau tang do bita an. Mac khdc, ting duwdng huyét cé
thé lam gidm sy hap thu cha cac sulfonylurea vi né lam suy yéu nhu déng
rudt, do dé lam gidm suw hap thu cda tat cd cac thudc dung duwdng udng.

Tham khao:
Sulfonylureas and their USegn‘clinicalpractice 2015=Pubmed

Sulfonylureas Article in Journal of the Pakistan Medical Association. April 2015
St dung hop 1y céc sulfamide ha duong huyét. http://magazine.canhgiacduoc.org.vn/Magazine/Details/143




CAC YEU TO LIEN QUAN D?N VIEC LUA CHON SU
TRONG DIEU TRI

10. PIEU TRI

Yéu té Sulfonylurea preferable Sulfonylurea with caveats Sulfonylurea not
preferable

Nguoi tré Liéu thap & ngudi I&n tudi Glibenclamide khong
duoc chi dinh & BN trén
60 tudi

Tho'i gian bi bénh Theoi gian ngan Trong th&i gian dai, kém
kiém sodt
Ngudi gay Glimepiride: weight neutral

Tang dwong mau Nén dung 2 lan/ngay Phai thém metformin, tranh
lac dé6i dung SU 1l1an/ngay

Tang huyét ap Tranh glibenclamide

Bénh tim mach Nén dung glimepiride va
gliclazide

R&i loan chirc ning Khong Nén dung SU tac dung ngan Tranh glibenclamide
gan/than nhu glipizide

48
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CAC YEU TO LIEN QUAN DEN VIEC LA CHON SU

TRONG BIEU TR]

10. PIEU TRI

Glibenclamide khéng nén dwoc s
dung & bénh nhan bi bénh than man
tinh ngoai giai doan 2

Glimepiride nén sir dung than trong ngoai giai

doan 2; khéng nén st dung trong cac bénh than &
giai doan cudi (ESRD) va bénh nhan loc mau

Glipizide cé thé an toan khi str dung &
bénh nhan suy than

SU c6 thé st dung & nhirng bénh
nhan c6 bénh gan nhwng can than trong
& bénh nhan xo’ gan mat bu.

Uu tién st dung nhitng SU cé thoi
gian ban thai ngan nhu glipizide.

Gliclazide chéng chi dinh trong suy
gan nang.

Tham khao: Sulfonylureas Article in Journal of the Pakistan Medical Association. April 2015




THEO DOI PIEU TRI

10. PIEU TRI

Pudng huyét va duong
niéu 24 gio nén dwoc

Pinh lwvgng HbAlc véi
tan suat 3 thang 1 [an

theo d6i thuwong xuyén, dé danh gia hiéu qua
tan suat lam xét nghiém cGia qua trinh diéu tri

phu thudc vao bénh kéo dai.
nhan va chién lwoc diéu

tri lwa chon.

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell
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10. PIEU TRI

Ha duwdng huyét
la tac dung khong
mong mudn chinh
cla cac thudc
sulfonylurea
MOT SO LOT KHUYEN Bénh nhan can duwoc tu van
TRONG DIEU TR
DAl THAQ PDUONG
BANG
SULFONYLUREAS

dé nhan biét cac dau hiéu ha
duwdng huyét: danh tréng
nguc, nhip tim nhanh, run,
d6 mo héi lanh, ... thwdng
Xay ra vao cudi budi chiéu,
nhwng cling c6 thé xuat hién

nhanh chong khi bénh nhan
bi doi.

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell 51




MOT SO LOI KHUYEN TRONG DIEU TR

DAl THAO BUONG BANG SULFONYLUREAS 10 Dl‘EU TRI

Ngan chan nguy ce’ ha diwveng huyet

Puoc bat dau diéu tri vai lidu thap.

Mang theo duwdng va uéng ngay lap tirc néu cé cac dau hiéu cdia ha dwong huyét.

Khong dung sulfonylurea néu hoat dong thé Iwc manh hodc bd bira an.

Thue hanh ty theo déi dudng huyét mao mach trong cac budi sinh hoat cau lac bo dai
thdo dudng dé hiéu dwoc hiéu qua cha phac d6 diéu tri va ché d6 an hop ly.

Néu xdy ra ha duwong huyét nang can nhanh chéng dén bénh vién

4y 3§ 383

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell 52




MOT SO LOI KHUYEN TRONG DIEU TR

DAl THAO BUONG BANG SULFONYLUREAS 10 D|‘EU TRI

t [ - > [ = S : ) .23 L
Ngan channguy coe’ ha direng huyet

Ha dudng huyét ndng duoc diéu tri bang glucose truyén tinh mach lién tuc, cé thé

nhiéu hon 1 ngay, duoc ap dung dé san sang chéng lai mot su tai phat cla ha dudng
huyét do sulfonylureas tac dung kéo dai.

Né&u nghi ngd cd su tich Iy chlorpropamide, cé thé tang cudng dao thai qua than bang
cac thudc lgi tiéu kiém. Cac thudc gidn mach diazoxide va somatostatin cling nhw

I:> octreotide d3 dwoc sir dung thanh cong (nhung hét strc than trong) dé (rc ché bai tiét
insulin trong ha dwong huyét do sulfonylurea gay ra.

Tham khao: Textbook of Diabetes 5e 2017-Wiley Blackwell 53




MOT SO LOI KHUYEN TRONG BIEU TR
DAl THAO DPUONG BANG SULFONYLUREAS

10. PIEU TRI

Ngan chan nguy co’ ha diwrong huyet

Bénh nhéan cdn luyén tap thuong
xuyén, cd mot ché dé dinh dudng can
Khong nén bang, giam lwong duwdng va chat béo

udng rugu

Ddi thdo dwdng la mot yéu toé nguy
Khéng nén tw dung thuéc: khong co tim mach quan trong. Can han
khuyén cdo tu st dung NSAID va tu ché nhirng yéu t6 nguy co khac nhu
s dung lai cac thuoc khang nam hat thudg, 16i song it van dong,
d3 dwoc bac si ké don trudc do. thira can|va tang huyét ap.

Tham khao: Str dung hop 1y cac sulfamide ha dudng huyét.
http://magazine.canhgiacduoc.org.vn/Magazine/Details/143




MOT SO THUOC SULFONYLUREAS

PHO BIEN TRONG DIEV TR]

: SETEASSER TixTRanYRATGRUSE RESE I R o
2x 30 vién nén ¢ phong thich moi Thuoe ban theo ’
22;500,”% flenagse tablets Prescription only

) / cUe ung cho tré em
BDé xa tam voi cua tré em Khong ding
Keep out of reach of children Not for children

Gliclazide (Diamicron)

Tham kh3o: mims.com

Place of sulfonviureas in the management of tvne 2 diabetes mellitus in South Asia: A consensus statement - Pubhmed
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wDIAMICRON MR

= Gl/claz:de 30mg

Diamicron 30mg

()] AR5 HVAY i

N P r FE TR ET )

30mg TaLET

L —
~—=servien Les Laboratoires Servier — France

[GLICLAZIDE|
DIAMICRON°MR 60 mg

modified release tablet
ANTIDIABETIC

60 scored tablets

Tham kh3o: mims.com

Diamicon 60m

Place of sulfonviureas in the management of tvne 2 diabetes mellitus in

§0uth Asia: A consensus statement - Pubmed
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MOT SO m@@@ SULFONYLUREAS

PHO BIEN TRONG DIEU TRY
Glimepiride (Amaryl)

Amar

YI 2 mg K
tablets ‘
- Glimepiride i
‘ oral use
30 tablets
sanofi aventis
'-: _— = — s
Amaryl 3 == | W=
tablets i N —=
Glimepiride i b Ama y
oral use I : glimepiride
} :‘éj a 1 gebruik
‘; 30 tablets g} Voor 0rad )
‘\i T l sy Aventis
. - SAnofi avent; v tien
ThM . 30 tavle

Place of sulfonviureas in the management of tvne 2 diabetes mellitus in South Asia: A consensus statement

- Pubmed
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MOT SO TH@@@ SULFONYLUREAS

Mam

»n.cmsu

M

Sl-m‘mlu7

Tham khdo: mims.com

I

i

PHO BIEN TRONG DIEU TRY
Glipizide (Glucotrol)

GLUCOTROL AL
amg

modified release
tablets

GLIPIZIDE

30 modified
release tablets

M!m l'

MuCTISQu

ﬁ‘n ’?‘

PAP

I

|4139l||

GLUCOTROL AL

10mg

modified release
tablets

GLIPIZIDE

30 modified
release tablets

Place of sulfonviureas in the management of tvne 2 diabetes mellitus in South Asia: A consensus statement - Pubhmed
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MOT SO TH@@@ SULFONYLUREAS

PHO BIEN TRONG DIEU TRY

Glybenclamide/Glyburide (Diabeta, Glynase)

[ NDC 0039-0053-05

Dialeta’
glyburide
Tablets USP

50 Tablets

SANOFI vp
\ (Y

(01)10300390053059

R ONLY

Each DiaBeta® Tablet USP contains 1.25mg glyburide.
Dosage and Administration: See package insert for
dosage information. WARNING: Keep out of reach of
children. Pharmacist: Dispense in well-closed =
container with child-resistant closure. Store at 25°C ~
(77°F); excursions permitted to 15-30°C (59-86%F) &
[see USP Controlled Room Temperature]. m
sanofi-aventis U.S. LLC
Bridgewater, NJ 08807

A SANOFI COMPANY ©2011
Origin India

-

NDC 0039-0051-10

DiaBeta’
glyburide

Tablets USP 2‘ 5mg
100 Tablets

L SANOFI )

TN WOHICEN
(01)10300390051109

R ONLY
Each DiaReta® Tablet USP contains 2.5mg glyburide.
Dosage and Administration: See package insert for
dosage information. WARNING: Keep out of reach of
children. Pharmacist: Dispense in well-closed o
container with child-resistant closure. Store at 25°C <
F); excursions permitted to 15-30°C (59-86°F) & 2
see USP Controlled Room Temperature].
sanofi-aventis U.S. LLC
Bridgewater, N) 08807
ASANOFI COMPANY  ©2011
Origin India
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NDE 0039-0052 1(2 = Fach DiaBeta® Tablet USP contains 5mg glyburide.
D l a Bet a — =] and Administration: See package insert for
A =g dosage information. WARNING: Keep out of reach of
g/ybunde —S children. Pharmacist: Dispense in well-dosed (o
Tablets USP ;3 comg;ner with child- ressstamd closure. 3%?& ?—8255':) =
ablets i =0 ; excursions permitted to 15— 59-86°
5”“:§ E§ see USP Controlled Room Te 8
100 Tablets mmm—  sanofi-aventis U.S. LLC
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Glybenclamide/Glyburide (Diabeta, Glynase)

Store at confrolled room = =
temperature 20° to 25°C

68° to 77°F) [see USP].

Erolem from Iight. =
ispense in tight containers ® ® =
ush). . Glynase”PresTab =
ok micronized glyburide s
prescribing information. tablets =
Each tablet contains 1.5 mg Lo
micronized glyburide. p=Y o
Distributed by 5 [Store at controlled room =
Pharmacia & Upjohn Co o temperature 20° to 25°C (68° to . NDC 0009-3449-03| -
1D(i)voiiion of Pfizer Inc, NY, NY ] [77°F) [see USP]. B2
7 SR!
MADE IN USA Protect from light. e
(includes foreign content) 100 Tablets Rx only| Dispense in tight containers (USP). E ?
® ® .
DOSAGE AND USE: Glynase”PresTab SES
; ibi g : 7 S
pec accompenying prescribiing micronized glyburide =
tablets =
[Each tablet contains 6 mg
i QIYbu”de m
f Distributed by o
[STore at controlled room Pharmacia & Upjohn Co §
temperature 20° to 25°C Division of Pfizer Inc, NY, NY =
68° to 77°F) [see USP]. @ NDC 0009-0352-04 10017 B
b MADE IN USA 500 Tablets Rx only
Dispense In tight containers (USP). . . (includes forsign content) 58
IDOSAGE AND USE: Glynase®PresTab e
[See accompanying prescribing F : :
stcluotil g micronized glyburide
tablets

Each tablet contains 3 mg
Distributed by

Pharmacia & Upjohn Co
Division of Pfizer Inc, NY, NY 10017

12172601

IMADE IN USA 500
includes foreign content) 1 Fablets Rx;onty

Lot
20
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GLUCOVANCE (METFORNMIN + GLYBURIDE)
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AMARYL M (METFORMIN + GLIMEPIRIDE) METAGLIP (METFORMIN + GLIPIZIDE)
e— o ] g 1100 Tablets NDC 0087-6077- 31 g
! : 3 S l égg § ": gg £ ——]
| r — M 2oy/500m metagllp i3 =
| sl ipg 3K S
: u o X} 35 ot =Tm
L | lmepirde/ Choryrate de Melormine L} g=C . (glipizide & metformin HC)) §c 55085 203s
G S _sK $BE§33ag E8=8
| comprimes pelicules / Film-coated tablets | %g §§: K 25 /”g/ 500 mg ‘&E‘E E%égg ;lg;g
i ) L2 3 iKY K@ 8230 =3=
i ? Voie orale / Oral use 7 = 6 ;és g k (’Eééﬁ%%ﬁ% -_-E=°
1| 30 comprimes 30 tablets it sRepEeld o - —
i sanofi aventis la 5585 B KA KEgge £oE: pa—
: EBLE R ap n L CEE8hisis
""" o828 5 & Bristol-Myers Squibb Xz 8E §42£3
*55308:3 1% oy A Y , Sq ..... ‘§'6§§ sSAE |
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Pioglitazone + Glimepiride (Duetact)

(( [ NDC 64764-302-30 Do not accept if seal over bottle 7\
38 30 Tablets opening is broken or missing.
—————— 1 j=3
— & = .
— % - due‘taC't Keep this and qlldrugs out of
— O E S the reach of children,
—— B D pioglitazone 30 mg and
T : i iri Usual Dosage:
=Cc5f 2 glimepiride 2 mg tablets Soe el risei.
I w =
s 6§25 § Each tablet contains picglitazone - )
S €885 hydrochloride equivalent to 30 mg Distribuled by: )
© 9 382¢c ioqli ; ; Takeda Pharmaceuticals America, Inc.
3= —(; =] pioglifazone and 2 mg glimepiride. Deerfield. IL 60015 s
— - ey CE‘E g CO! 5
I 5T S Dispense with Medication Guide PRODUCT OF JAPAN
= o= g available in package insert or af
w RgeS $ www.duetact.com Lot
= B &8 S N Ex
gggg _ Pe3
\< S582& 9 Gakedd Rx Only <
(( eaf 25 NDC 64764-304-30 Do not accept if seal over botile 7\
— O & 30 Tablets opening is broken or missing.
— =
_— 35 dl le’tact Keep this and all drugs out of
— T 5 S % the reach of children.
——_ = pioglitazone 30 mg and
—— SN - i iri Usual Dosage:
——————— R i -S glimepiride 4 mg tablets See package insert,
T © O gfﬁ S Each tablet contains pioglitazone pss
I > S5 g 2 Distribut .
— 2 3 § S 2 hydrqchloride equivolen‘v 1o Sq o T:k:d: iﬁ;\:\.‘\aceuﬁculs America, Inc.
——— e i-_ég ; pioglitazone and 4 mg glimepiride. Deerfiels, IL 60015 . =
— o= S
— S 5T Disp ith Medication Guid PRODUCT OF JAPAN
g =2 & g available in package insert or at
e KRz § S § www.duefact.com Lot:
u B S o £ Exp.:
» 8 oD cae
o 2282 = PTI 4 Rx Only J
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SUs Strengths Recommended dose Dose titration Dose
available (mg) Renal impairment Hepatic impairment
Glipizide IR: 5, 10 Before breakfast Adult IR: 2.5-5 mg as frequently ~ No adjustment 2.5 mg daily
ER:2.5,5, 10  Adult: 5 mg daily as every few days
Geriatric: 2.5 mg daily Adult ER: Adjustments no more
frequently than every 7 days
Geriatric IR: 2.5-5 mg every
1-2 weeks as needed
Geriatric ER: Conservative
titration
Gliclazide Tablet: 80 Adults: 40-80 mg daily in increased if necessary up to No dose Tablet and MR: Not
MR: 30,60 the morning 320 mg (4 tablets) daily adjustment indicated in severe
MR: 30-120 mg at Daily dose of MR not to exceed  (ref. NKF 2012 cases
breakfast 120 mg guidelines)
Glibenclamide Tablet: 1.25, With breakfast or first main Adult: No more than 2.5 mg/day Not recommended Avoid in severe
2.5,5 meal at weekly intervals in CrCl<50 ml/min impairment
Micronized Adult: 2.5-5 mg daily Adult micro: No more than 1.5
tablet: 1.25, Adult micro: 1.5-3 mg daily mg/day at weekly intervals
2.5,5 Geriatric: 1.25-2.5 mg daily Geriatric: 1.25-2.5 mg, 1-3 weeks
Glimepiride 0.5,1,2,3,4  With breakfast or first main Adult: 1-2 mg every 1-2 weeks Start at 1 mgdaily No adjustment
meal as needed needed in minor.
Adult: 1-2 mg daily Geriatric: Conservative titration Contraindicated in
Geriatric: 1 mg daily Renal: Conservative titration severe impairment
Glipizide + 2.5/250 With meals As with individual agents As with individual ~ As with individual
metformin 2.5/500 As with individual agents agents agents
5/500 2.5-10/250-2000
Glibenclamide + 1.25/250 With meals As with individual agents As with individual As with individual
metformin 2.5/500 As with individual agents agents agents
5/500 1.25/250-20/2000
Glimepiride + 0.5/500 Once daily with breakfast ~ As with individual agents As with individual ~ As with individual
metformin 1/500 or first main meal agents agents
2/500 As with individual agents
1/850 1/500-2/500
2/850
3/850
4/1000
Gliclazide/ gliclazide 80/500 With meals As with individual agents As with individual As with individual
MR + metformin 60/500 As with individual agents agents agents
Pioglitazone + 30/2 Once daily with first main ~ As with individual agents As with individual  As with individual
glimepiride 30/4 meal agents agents
15/1 As with individual agents

30/2-4

SU + voglibose + metformin and SU + pioglitazone + metformin are available in different strengths. IR: Immediate release, ER: Extended release, MR: Modified release,

CrCl: Creatinine clearance, SUs: Sulfonylureas
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- Repaglinide Nateglinide

Cau tao

o0
N o
H

Co ché tac L1318 Tuong tu sulfonylurea : tuong tac vai vj tri gan két trén cac kénh K* phu thudc ATP
trén mang té bao beta, vj tri gdn két nay khac véi nhém sulfonylurea.

Tac dung Gidm FPG (-31%), HbA1c (0,6-1,0%), Gidm dang ké HbA1c va FPG véi don tri
glucose huyét twong 2h sau 3n (-48%). liéu. Cac su két hop cta nateglinide va
metformin lam giam déng ké HbA1c va FPG
S0 vOi nateglinide hoac metformin don tri
liéu vé mat théng ké.

Repaglinide cé hiéu qua kém hon glyburide
va gliclazid, va hiéu qua hon glipizide.
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- Repaglinide Nateglinide

Dwoc dong Hap thu: hap thu nhanh sau khi uéng, dat néng dé dinh sau 1 gio.
Phan b6: gan manh véi protein huyét twong (>98%).
Chuyén héa: qua gan.
Thai trir: hoan toan, t,, ngan.
Sinh kha dung: 56%. Sinh kha dung: 73%.
Chuyén hda chl yéu qua CYP3A4, chdt  Chuyén hda qua CYP2C9 (70%) va CYP3A4 (30%),
chuyén héa khéng cé hoat tinh. chat chuyén hda cé hoat tinh kém chat géc.

Thai trir ch yéu qua mat (~90%). Thai trir chd yéu qua nudc tiéu (~80%).

pon trj liéu d& gidm mrc dwdng huyét & bénh nhan dai thao dwong type 2 c6 tdng dweng huyét
khéng thé dwoc kiém soat day du bang ché dd &n uéng va luyén tap thé duc hodc khéng duoc
diéu tri man tinh v&i thubc dai thao dwéng khac. Phdi hop véi metformin & bénh nhan cé téng
dwong huyét chua duoc kiém soéat dung mire. Glinide ¢6 thé dwoc thém vao, nhuwng khong thay
thé cho metformin.

Bénh nhan cé ting dworng huyét khong dwoc
kiém soat day du véi glyburide hoac insulin
khong nén chuyén sang nateglinide hoac thém
nateglinide thém vao phac dé diéu tri. 67




Repaglinide Nateglinide

Twong tacthuéc |-  Céc chdt gan manh véi protein huyét twong (NSAIDs, salicylat, sulfonamid,....)

- Cac chat trc ché CYP3A4 nhw thuéc khang nam nhém azole (ketoconazol, miconazol,...) va mét
s6 thudéc khang sinh bao gom erythromycin...

- cac thuéc gay cam rng CYP 3A4 (vi du: troglitazone, rifampin, barbiturat, carbamazepin).

- Cac chat rc ché hodc cdm (rng CYP2C9 (twong tw Sulfonylureas).

- Céac thudc tac ddng dén thai trir nhw thudc loi tiéu, probenecid,...

Tac dung phu Ha duong huyét.
Tang can.
Chéng chi dinh Bé&nh nhan suy gan, than. Cé thé dung repaglinide cho bénh nhan suy than nhe.
Diéu tri Ubng thudc 15-30 phat trudce an.
Biét dwo'c goc ” ‘ e

B oo p— ) NOVARTIS

Rk -
Prandin™ Prandin™ Prandin™
il e e

asmg 1mg 2mg Nateglinid.

120 mg 84Fumtabletten/ahlpnmes filmés.
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