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NHOM THUOC SGLT2-|
Trong diéu tri dai thao duong Type 2

(Diabetes mellitus type 2-T2DM)
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1.1 Pai thao dudng va bién cb tim mach

Nguyén nhan t& vong & bénh nhan BTD typ2

B Bénh tim mach

B Bénh than

® Bénh i than kinh
MW Bénh li vding mac
m Khac

BIEN CO TIM MACH: Nguyén nhan t&f vong hang dau trén

N Pal Y& 7 N\
be n h n h an dal th ao du,o,n g Mean follow-up was 9.4 years for men and 9.8years for women: N=709
1.  International Diabetes Federation. IDF Diabetes Atlas. 7t edn. 2015.
5 www.idf.org/diabetesatlas (accessed June 2017);

2. morrish nj et al. diabetologia 2001 44(suppl 2) s14-21


http://www.idf.org/diabetesatlas

. UU BPIEM 1. Lgi tich trén tim mach

CAU HOI THAO LUAN:

Vi sao sulfonylureas va cac chat e ché dipeptidyl peptidase khéng
lam gidm céac bién cb tim mach trong diéu tri dai thao dudng?



. UU DIEM 1. Lgi tich trén tim mach

1.2. Kiém soat duding huyét 1a chua di dé gidm bién cd tim mach

Ppai thao dudng va bién chiing mach méau nhé

* Sy hién dién cla ting dudng huyét 1a nguyén nhan gay cac bién chiing
trén mach mau nhdé nhu bénh véng mac, bénh than, ..

“ Bién chrng mach méau nhd phat trién sau khi khéi phat bénh tiéu dudng
c6 thé dugc ngan chin va kim ham su tién trién khi kiém soéat dudng
huyét & bénh nhan dai thao duong.

George L. King, Kyoungmin Park and Qian Li ( 2016 ) Selective Insulin Resistance and the Development of
Cardiovascular Diseases in Diabetes: The 2015 Edwin Bierman Award Lecture, ADA



. UU BPIEM 1. Lgi tich trén tim mach

1.2. Kiém soat duding huyét 1a chua di dé gidm bién cd tim mach

“*» Cac yéu t6 nguy co cho bénh tim mach dudc ghi nhan xay ra trudc
chan doan bénh T2DM.

<* Nhitng nguoi béo phi khdng c6 bénh dai thao dudng vdéi hoi chiing
khang insulin biéu hién tdng nguy co mic bénh tim mach tuong tu
S0 VOi bénh nhan T2DM.

Tang dudng huyét khong phai la yéu td quyét dinh chinh cho su phat
trién ctia bénh tim mach trong T2DM. i

Kiém soat duong huyét KHONG lam gidm dang ké nguy ca mic bénh
tim mach & nhirng ngudi mac bénh dai thao dudng.

George L. King, Kyoungmin Park and Qian Li ( 2016 ) Selective Insulin Resistance and the Development of Cardiovascular Diseases in Diabetes: The 2015 Edwin Bierman Award Lecture, ADA
Muhammad Abdul-Ghanit,Stefano Del Prato?, Robert Chilton and Ralph A(. DeFronzoSGLT2 Inhibitors and Cardiovascular Risk: Lessons Learned From the EMPA-REG OUTCOME Study



. UU BPIEM 1. Lgi tich trén tim mach

1.2. Kiém soat duding huyét 1a chua di dé gidm bién cd tim mach

* HAu hét cac ca thé T2DM biéu hién khang insulin trung binh dén nang.

* Sy dé khang insulin dan dén nhiéu rdi loan chuyén héa la yéu té nguy co
cUa tim mach.

Sv lya chon hoan hao trong
trudng hop nay: Thubc vira co

tac dung ha dudng huyét, vira
c6 tac dung bao vé tim mach

Muhammad Abdul-Ghani?,Stefano Del Prato?, Robert Chilton and Ralph A(. DeFronzoSGLT2 Inhibitors and
Cardiovascular Risk: Lessons Learned From the EMPA-REG OUTCOME Study
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. UU PIEM 1. Lgi tich trén tim mach

TRA LOI

 Tang dudng huyét khong phai 1a yéu t6 quyét dinh chinh cho su phat trién cla
bénh tim mach trong T2DM ma la su dé khang insulin.

 Sulfonylureas va cac chat tc ché dipeptidyl peptidase tac dung ha glucose
huyét tuong tét ma khong tac dong 1én rdi loan chuyén héa khac lién quan
dén hoi chiing khang insulin nén khong lam gidm céc bién c6 tim mach trong
diéu trj dai thdo dudng.




. UU BPIEM 1. Lgi tich trén tim mach
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. UU BPIEM 1. Lgi tich trén tim mach

1.3. Bang ching tir cac nghién ctiu

Cac nhom Két qua tréen MACE (bao gom tir vong do tim mach, Két qua ¢ bénh nhan Nghién ctru
thuoc chét do moi nguyén nhan, nhéi mau co tim, dot quy) suy tim
BIGUANIDE
Metformin IM Co kha nang mang lal [0l Ich cho phong ngura dau tien | Khong c6 du kién UKPBS
SULFONYLURE d
Tolbutamide Nguy hiém Khong co du kién UGDP
Glibenclamid|Khong c6 anh hudng xau, giam tinh trang thi€éu mau cuc Tiém tang ruiro Khong c6 nghién
e, glipizide bo clru d6i chirng
ngau nhién nao
Glyclazide Khong c6 anh hudng xau Tiém tang ruiro Khong co nghién
cru ddi chirng
ngau nhién nao
Glimepiride Két qua dang duoc xu li Két qua dang duoc xur lii  CAROLINA
THIAZOLIDINELIONS
Rosiglitazone C6 thé an toan RECORD
Pioglitazone idchtebon ond noic X zdobtin ié PROACTIVE
12 Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure risk and major

cardiovascular events in diabetes: an overview of within-group differences in non-insulin antidiabetic
springer treatment
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1. Loi tich trén tim mach

1.3. Bang ching tir cac nghién ctiu

ALPHA-GLUCOSIDASE INHIBITORS

Acarbose Cé thé manglai loi ich Khong co du kién Meta-analysis
DPP-4 INHIBITIONS
Saxagliptin Co vé an toan —Rur Tt T SAVOR-TIMI
Sitagliptin Cé vé an toan Covsantoan TECOS
Alogliptin Co vé an toan Co vé an toan EXAMINE
Vildagliptin Khong co dur liéu Co vé an toan VIVIDD; Meta-analysis
GLP-1 AGONISTS
Liraglutide Co thé mang lai loi ich Co6 vé an toan LEADER
Lixisenatide Cé6 vé an toan Co6 vé an toan ELIXA

SGLT-2 INHIBITORS

Empaglifozin

Co6 thé mang lai loi ich( chu yéu la

Co6 thé mang lai lgi ich

EMPAREG-OUTCOME

~ lam giam ty Ié t&r vong do tim
mach)
Canaglifozin Cé6 thé mang lai loi ich( chu yéu la C6 thé mang lai lgi ich CANVAS
lam gidm ty |é t&r vong do tim
mach)
Dapaglifozin Dang xur li so liéu Dang xur i s6 liéu DECLARE-TIMI




. UU BPIEM 1. Lgi tich trén tim mach

1.3. Bang ching tir cac nghién ciu
Suy tim la van dé quan tam
Thiazolidinelion: nguy hiém trén bénh nhan suy tim.

Uc ché DDP-4: saxagliptin 1a thuéc duy nhat co lién
quan dén tang ty I& nhap vién vi suy tim, cac thubc
khac clia nhém khong bi lién quan dén két qua nay.

GLP-1 : an toan vdi tat ca thudc trong nhém

SGLT2: Empagliflozin va Canagliflozin cho thay mét
hiéu qué wu thé déi véi gid duoc
14 Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure risk and major

cardiovascular events in diabetes: an overview of within-group differences in non-insulin antidiabetic ,springer
treatment



. UU BPIEM 1. Lgi tich trén tim mach

1.3. Bang ching tir cac nghién ciu

“*Ngan chan mace & bénh nhan
vdi tién sir cta CVD
Thiazolidinediones (pioglitazone):

v Lya chon thd hai dé ngdn chan
MACE & bénh nhan vdi tién si
cla CVD qua muc

GLP-1 (liraglutide), SGLT2i
v' Thuén Igi trén MACE

MACE (bao gom t&r vong do tim mach, chét do moi

15 nguyén nhan, nhéi mau co tim, dét quy)

“* Hiéu qua vuot tréi trén tim
mach

Metformin
v Phong ngira so cap

GLP1(liraglutide), Thiazolidinelions
(pioglitazone),SGLT2i (Emagliflozin)

v’ Pugc xem xét phong ngua thiy
cap.

Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure
risk and major cardiovascular events in diabetes: an overview of within-group differences in
non-insulin antidiabetic ,springer treatment



. UU BPIEM 1. Lgi tich trén tim mach

1.3. Bang ching tir cac nghién ctiu

Nghién cuu
EMPA-REG OUTCOME
Empagliflozin, két qua tim mach
va ti vong & bénh nhan TD2M

Giam ty |1é t& vong tim mach
(CV) (38%), nhap vién vi suy
tim (35%) va t&f vong do bat ky
nguyén nhan nao (32%)

16

Nghién cdu CANVAS:
Canagliflozin va van dé
tim mach va than & bénh

TD2M

Canagliflozin ha thap
nguy co nhap vién do
suy tim 33%




. UU BPIEM 1. Lgi tich trén tim mach

1.3. Bang ching tir cac nghién ctiu

Nghien cuu CVD Nghién ctiu CVD- REAL
-REAL Nordic

Benh nhan mac TD2M va co nguy co tim Pidu trj bdng SGLT-2i so vdi cac thube
mach cao, st dung SGLT2i gilp giam ha duding huyét khac giam 39% nguy
tinh trang cac bénh tim mach va t&r vong co nhap vién vi suy tim, gidm 51% t{
do bénh tirr) mach so vai vié,c st dung vong do tAt c& nguyén nhan
cac thudc ha duong huyét khac

CHUNG MII\} Chét t'c ché SGLT-2i ¢6 Igi 8 nhitng bénh nhan suy tim, trén MACE

Mikhail Kosiborod, MD, Matthew A. Cavender, MD, MPH, Alex Z. F et al 2017 Lower Risk of Heart Failure and Death in Patients Initiated on Sodium-Glucose Cotransporter-2

Inhibitors Versus Other Glucose-Lowering Drugs The CVD-REAL Study , Circulation
Prof Kare | Birkeland, MD Prof Marit E Jgrgensenvet al.(2017) Cardiovascular mortality and morbidity in patients with type 2 diabetes following initiation of sodium-glucose co-

transporter-2 inhibitors versus other glucose-lowering drugs (CVD-REAL Nordic): a multinational observational analysis,



https://www.ncbi.nlm.nih.gov/pubmed/?term=Kosiborod%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28522450
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cavender%20MA%5BAuthor%5D&cauthor=true&cauthor_uid=28522450
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fu%20AZ%5BAuthor%5D&cauthor=true&cauthor_uid=28522450
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(17)30258-9/fulltext
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(17)30258-9/fulltext

. UU BPIEM 1. Lgi tich trén tim mach

1.4. Co ché lam gidm bién cb trén tim mach

» Cac co ché c6 thé gép phan lam gidm ty 1é t& vong do CV
bang empagliflozin trong nghién ctu EMPA-REG OUTCOME

HUYET DONG

Giam huyet [C6 kha |Giam huyét ap tuong quan vdi Igi ich CV
ap nang sédm; bao vé CV da dugc chirng minh trong cac
nghién cuu trudc.

Tac dung lgi |C6kha |Giam nhanh chéng lugng dich ngoai bao tuong

tiéu va giam thé ning quan vdi Igi ich CV ; da dugc chiing minh bao vé
tich dich ngoai chéng lai CHF (Suy tim sung huyét) trong cac
bao nghién cuu trudc day
P6 cirng ddng Khathi D6 cing dong mach la mot yéu to nguy co
mach bi suy CV; empagliflozin lam giam dé ciing dong mach

giam

18 Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure risk and major cardiovascular events in diabetes: an overview of
within-group differences in non-insulin antidiabetic Springer treatment



Glucose Control with SGLT2 Inhibitors
Placebo-Adjusted Change from Baseline Alc (%)
(Not Head-to-Head Trials)

Monotherapy Add-on to Metformin Add-on to Sulfonylurea

83 Baseline Alc (%)

B1 78 79 81 82 79 82 86
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1 9 Management Of Type 2 Diabetes: Selecting Amongst Available Pharmacological Agents (2017) Endotext
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SGLT2 inhibitor*

Biguanide

Dipeptidyl peptidase 4
(DPP-1V)

GLP-1 agonists
Sulfonylure

Thiazolidinelions

0.6-1.2

1-2
0.5-0.8

0.5-1.5
1-2
0.5-1.4

Clinical Review of Antidiabetic Drugs: Implications for Type 2 Diabetes Mellitus Management
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* 2/3 s6 can gidm la chat
béo(slf dung m& & tang
va dudi da)

Phan giai lipid
cung cap nang
luong

\
-

.

* 1/3 s6 can gidm la do
gidm thé tich dich
ngoai bao khoang 5—
10%

SGLT2 co tac
dung nhu thudc
|01 niéu

Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure risk and major cardiovascular events in
diabetes: an overview of within-group differences in non-insulin antidiabetic Springer treatment
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4. Ha huyét ap

Uc ché SGLT?2
lam giam tai
hap thu natri

trong 6ng gan

-

Nong do glucose
trong nudc tiéu
tang kéo theo su
dao thai nudc _ _
Viéc giam
trong lugng co
thé 1au dai

Giam huyét ap
tam thu / tam
truvong (4-5/
1-2 mmHQ)

Paola Terlizzese Fabrizio Losurdo Massimo lacoviello Nadia Aspromonte (2018)Heart failure risk and major cardiovascular
events in diabetes: an overview of within-group differences in non-insulin antidiabetic Springer treatment



Il. UU DIEM 5. Nguy co ha dudng huyét thap
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> Cd ché ha dudng huyét ca SGLT2i doc lap vdi insulin
> Hiéu qua hoat déng phu thudéc vao néng dod glucose
> C6 thé dugc s dung don tri liéu hoic két hop véi cac thube khac.

> CO hiéu qué & nhitng b&nh nhan c6 bat ki mic dé khang insulin nao.

SGLT-2 Inhibitors: A New Mechanism for Glycemic Control ( 2014), ADA
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1. UU DIEM 6. Tang dao thai acid uric

Lumen Froximal tubule Blood

Luseoghflozin

Lric acid

M6 hinh d@é xuat tac dung uricosuric ctia thudc trc ché SGLT2 bang bai tiét acid uric qua glycosuria
qua GLUT9 isoform 2 ho3c bat ky phuong tién van chuyén tuwong tu nao khac & 6ng gan va &rc ché
hap thu acid uric qua GLUT9 isoform 2 tai 6ng thu ctia 6ng than

Yukihiro Chino, Yoshishige Samukawac, Soichi Sakai et al (2014). SGLT2 inhibitor lowers serum uric acid through
alteration of uric acid transport activity in renal tubule by increased glycosuria. Biopharmaceutics & drug disposition
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Cau hdi thao luan:
ADA 2017 khac véi ADA 2018 3 nhitng diém gi ?
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ADA 2017

Khéi dau don tri triv khi:

A1C29%

A1C 2 10%, duéng huyét = 300 mg/dL hoac bénh nhan cé tridu chimg rd rang
| . .

Metformin Quan 1§ 1i séng

Hiéu lye Cao

Nguy co ha BH Thép

Cén néng Khéng anh hudng/giam
Tac dung phu TH/nhiém toan lactic
Chi phi Thép

Néu muc tiéu A1C chua dat sau khoang 3 thang don tri liéu thi chuyén sang phéc db 2 thuéc (th(r tw bén dudi khdng wu tién bt ki thudc diéu tri cu thé nao, lva
chon tuy thudc vao tirng b&nh nhan va cac yéu t cu thé vé bénh.

Tri liéu kép Metformin + Quan ly 16i séng

Sulfonylurea Thiazolidinedione  Uc ché DPP4 (cchéSGLT2  Chi vén thy thé GLP-1

¥

Higu lyc Cao Cao Trung binh Trung binh Cao Cao nhét
Nguy co ha BH Trung binh Thép Thép Thép Thép Cao

Can nang Tang Téng Knéng anhhudng  Gidm Giam Téng
Téac dung phu Ha DH Phu, suy tim, GX Hiém SD-TN, mét nwée, GX TH HaBH
Chi phi Thép Thép Cao Cao Cao Cao

Néu myc tiéu A1C chua dat sau khodng 3 thang tri liéu kép thi chuyén sang phéc d8 3 thudc (thir t bén dudi khéng wu tién bat ki thubc diéu tri cu thé no, lya
chon tuy thudc vao tirng bénh nhan va cac yéu t6 cu thé vé bénh.

Tri liéu ba Metformin + Quan ly 16i song
Sulfonylurea+ (Fc ché DPP-4+ (Fc ché SGLT2+  Chi van thy thé GLP-1
TZD SuU SuU SuU suU TZD
hodc  DPP-4-i  hodc DPP-4-i hozc INTZD! hoac [NTZD! hoac [TZD. hoac  DPP-d-i
hoac SGLT2-i hodc| SGLT2-i hogc'  SGLT2-i hodc  DPP-4-i hoic SGLT2-i hodc,  SGLT2-i

hodc = GLP-I-RA  hoic  GLP--RA hoac [IENEEE hoic GLP-RA  hoac IIENEEEM noac GLPA-RA
oo TN o ENETN oo N

Néu muyc tiéu A1C chua dat sau khodng 3 thang tri liéu vai 3 thudc thi chuyén sang tri liéu phdi hop duéng tiém va bénh nhan dang (1) diéu trj phéi hop dueng ubng:
chuyén qua insulin nén hoac GLP-1-RA, (2) diéu trj véi GLP-1-RA: thém insulin nén, (3) chinh liéu ti wu insulin nén: thém GLP-1-RA hodc insulin trudc bia an.
Metformin nén dugc duy tri, trong khi cé thé ngung cac thudc dwdng uéng khéc tuy thudc vao tirng bénh nhan @& tranh si phirc tap khong can thiét hoac cac phac
db ton kém (khi thém mot loai thudc didu tri dai thao dudng thi 4 vao).

DH: Budng huyét GX: géy xwong Nguén: ADA 2017
TH: Tiéu hoa SD-TN: Sinh duc - tiét nidu Bién tap: thongtinthuoc.com

Tri liéu phoi hop dwéng tiém

26




[Can nhac tri lieu do'n khi HbA1¢ <9%,.

ADA 2018

|Can nhac tri lieu kép khi HbA1c 29%.

'Can nhac tri lieu phéi hop dwéng tiém khi HbA1c 210%, dwédng huyét 2300 mg/dL
hodc bénh nhan cé cac triéu chirng ré rét (xem bang 2).

Thay déi 16i séng + Metformin

Tri liéu don

Bat dau lieu phap vé&i metformin néu khéng chéng chi dinh (xem bang 2)

HbA1c dat Cé6: - Theo déi mirc HbA1c mdi 3-6 thang
muc tiéu

sau 3 thang
tri liéu don?

Khong: -Danh gia mirc d§ tuan tha dang thudc
- Can nhac chuyén sang tri liéu kép

Thay déi 16i séng + Metformin + Thém thuéc

B Cé:  -Thém thudc da dwoc chivng minh lam giam

tim mach 5 cac bién c6 I&n cé hai trén tim mach va/hoac

BT IR ty 1é tr vong do bénh tim mach (xem bang 2)
Khéng: - Thém mét thudc thir hai sau khi can nhac cac

tac dong cy thé cua tirng thubc va cac yéu té
lién quan dén bénh nhan (xem bang 2)

HbA1c dat Cé: - Theo déi mirc HbA1c mébi 3-6 thang
muc tiéu i
sau 3 thang Khong: - Banh gia mrc dé tuan tha ding thudc

- Can nhac chuyén sang trj liéu ba

tri liéu kép?

Thay déi 16i sébng + Metformin + Thém 2 thubc

Thém mét thudc thir ba dyra trén cac tac dong cu thé tirng caa thudc
va yeu to lién quan den bénh nhan (xem bang 2)

HbA1c dat Cé: - Theo ddi mirc HbA1c mébi 3-6 thang
muc tiéu Khoéng: . Danh gia mirc dé tuan tha dung thubdc

27

sau 3 thang
tri liéu ba?

- €an nhac tri liéu phodi hgp dwéng tiém
(xem bang 2)

o,
Q/ thongtinthuoc.com
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ADA 2018

Fc ché SGLT2

Cha van thu thé GLP-1

(Fc ché DPP4

Thiazolidinedione

Sulfonylurea

{Thé hé 2)

Insulin

khuyén cao véi eGFR

- Nguy co TDP tang &

than

giam chtrc nédng

trong khi bat ddu dé

Cao Trunh binh Cao Trung binh Cao Cao Cao nhat
Khéng Khéng Khong Khong Khdng Co Co

Can nang Khong anh hwdng |Giam Giadm Khéng &nh huwéng Tang Tang Tang
(Co thé giam nhe)

Tac |Bénh Co thé co loi Co lgi: canagliflozin, Khong anh hwéng: Knhong anh huwdng Ca thé co loi: Khong anh hwdng |Khong énh hwdng

dong |tim mach empagliflozin® lixisenatide, exenatide pioglitazone

trén |do xo vira PTKD

tim C0 loi: Liraglutide™

R Suy tim Khéng anh hwréng B Co loi: canaglifiozin, Khéng anh hwrdng Co thé co nguy co: Tang nguy co Khoéng anh hweédng  |Khdng énh hwéng

empagliflozin saxagliptin, alogliptin
Gia Thap Cao Cao Cao Thap Thap Human insulin: Thap
Insulin analog: Cao

|PO/SQ PO PO SQ PO PO PO S5Q

Tac |Tien trien |Khong anh hwéng [Co loi: canaglifiozin, | C6 lgi: Liraglutide Khong &nh huwréng Khong @anh hweéng |Khong anh hwdng |Khong anh hwéng

dong |bénh than empagliflozin

trén |doDTD

than |Cannhac |- CCD: eGFR <30 |- Canagliflozin: khong |- Exenatid: khong chi dinh |- Co thé sir dung khi |- Khéng cén diéu - Glybunide: khéng |- Dung liéu insulin thap

lidu/sw khuyén céo v&i eGFR |véi eGFR <30 suy gidm chirc nang  |chinh lidu khuyén céo hon khi giam eGFR;
dung <45 - Lixisenatide: than trong  |than; can diéu chinh |- Thwéng khong - Glipizide va diéu chinh theo dap
- Dapaglifiozin: khong |véi eGFR <30 liéu theo chtrc nang khuyén cao khi suy |glimepizide: than (rng 1am sang

<60 bé&nh nhén suy giam chirc than do c6 thé giit  |tranh ha BH
- Empagliflozin: CCB  |nang than dich
voi eGFR <30
Cac can nhac khac|- Thuéng gap TBP |- Canh bao FDA déng |- Canh bao FDA déng - Nguy co co thé viém |- Canh bao FDA - FDA canh bao - Phéan rng tai viing

trén dwdrng tigu
héa (tiéu chay,
buén nén)

C6 thé gay thiéu
hut B12

khung: nguy co doan
chi (canagliflozin)

- Nguy co gay xwong
(canaglifiozin), DKA
(tat ca cac thuée, hiém
o DTD typ 2)

- Nhiém triing niéu-
sinh duc

- Nguy co giif dich, ha
huyét ap

- Tang LDL-C

khung: Nguy co ung thee
té bao C tuyén giap
(liraglutide, albiglutide,
dulaglutide, exenatide
PTKD)

- Theéng gap TBP dudng
tiéu héa (budn nén, nén,
tiéu chay)

- Phan (rng tai ving tiém

- Nguy co viém tuy cép

tuy cap
- BDau khép

dong khung: Suy
tim (pioglitazone,
rosiglitazone)

- GitF dich (phu, suy
fim)

- Loi ich trén bénh
GNMKDR

- Nguy co gay
Xwong

- Ung thw bang
quang (pioglitazone)
- Tang LDL-C
(rosiglitazone)

dac biét vé tang
nguy co ttir vong do
TM dwa trén nghién
ctru thube
sulfonylurea thé hé
cii (tolbutamide)

tiém

- Tang nguy co ha BH
khi dung human insulin
(NPH hoac dang
premix) so véi insulin
analog

DTD: dai thao duwdng; PTKD: phong thich kéo dai; PO: udng; SQ: tiém dwdi da; TDP: tac dong phu; DKA: nhiem toan ceton do dai thao dwong; GNMKDR: gan nhiem mé& khéng do rrgu

* FDA chép thuén déi véi loi ich trén bénh tim mach

Nguén: ADA 2018; Bién tap: thongtinthuoc.com




Il. NHUGC DIEM

Q Nhiém khuan dudng tiét niéu va sinh duc
Nhiém toan ceton
Nguy co doan chi
Nguy co gay xuong

Nguy co trén than, K bang quang,
viém tup cép...
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AtoZindex | FollowFDA | EnEspafiol
gy U.S. FOOD & DRUG

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

Safety

Home » Safety » MedWatch The FDA Safety Information and Adverse Event Reporting Program » Safety Information » Safety Alerts for Human Medical Products

SGLT2(sodium-glucose cotransporter-2)
Inhibitors for Diabetes: Drug Safety

vedca Poaucs. Communication - Regarding Rare Occurrences of
a Serious Infection of the Genital Area

I FDA Ngay 29/8/2018, Co quan quan ly Duwgc pham va thwc pham Hoa ky canh bao :
I nguy co nhiém khuan vung sinh duc hiém gip nhung nghiém trong khi s& dung I
Ithuoc &rc ché dong van chuyén natri-glucose (SGLT2) diéu tri dai thao duwdng I



e -

Co ché gay euglycemic DKA

SGLT2 inhibitor

L

ﬂGIu:uae level

ﬂlnﬂulin level IGlucagen level
& |
lLTpnl‘rsis \
4

l FFA production Acetyl-CoA carboxylase

¥

| B-oxidation |«

|

| Ketone body production

|

Euglycemic DKA

W

:> EuDKA la sinh ly bénh ly tuong tu nhu DKA ngoai tru truéng hgp glycosuria gay ra SGLT2
gay “lam gia” lam gidm nong do glucose huyét tuong va lam tang lugng ketogenesis
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Daniel S Hsia, Owen Grove, and William T Cefalu (2017).An Update on SGLT2 Inhibitors for the Treatment of Diabetes Mellitus.www.ncbi.nlm.nih.gov



https://www.ncbi.nlm.nih.gov/pubmed/?term=Hsia%20DS%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Grove%20O%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cefalu%20WT%5BAuthor%5D&cauthor=true&cauthor_uid=27898586

SCIENCE MEDICINES HEALTH

0 EUROPEAN MEDICINES AGENCY

Human Veterinary - Committees v Partners &

Medicines w regulatory regulatory networks

SGLT?2 inhibitors: information on potential risk of toe
amputation to be included in prescribing information [<sw-

Press release 24/02/2017

Diabetes patients reminded of importance of preventative foot care

The European Medicines Agency (EMA) is informing about a potential increased risk of lower limb amputation
(mostly affecting the toes) in patients taking the SGLT2 inhibitors canagliflozin, dapagliflozin and empagliflozin

Ngay 24/02/2017, EMA thdong bao nguy co cat cut chi dwdi (cht yéu la ngén chan) cé thé cao
hon & bénh nhan diung cac thuoc ’c ché SGLT2 (bao gom canagliflozin, dapagliflozin va
empagliflozin) stf dung cho bénh nhan dai thao dudng type 2

JL



< Vao thang 9 nam 2015, FDA téng cudng cac canh bao lién quan dén viéc tang nguy
co gdy xuong va bé sung théng tin méi v& mat do khoang xuong bi gidm xuéng cac
nhan cho canagliflozin (Invokana®) va canagliflozin / metformin (Invokamet®)

* Ngay 09/10/2015, FDA slra doi nhan thudc canagliflozin (Invokana, Invokamet) diéu
tri DTD dé cap nhat nguy ca gay gidm mat do khoang xuong va gy xuong.

< Gay xuaong xay ra sém nhat la 12 tuan sau khi bat dau diéu tri.

FDA Drug Safety Communication: FDA revises label of diabetes drug canagliflozin (Invokana, Invokamet) to include updates on bone fracture risk and new
33 information on decreased bone mineral density (2015).FDA
Daniel S Hsia, Owen Grove, and William T Cefalu (2017).An UpdatSGLT2 Inhibitors for the Treatment of Diabetes Meitllus.www.ncbi.nlm.nih.gove on



https://www.ncbi.nlm.nih.gov/pubmed/?term=Hsia%20DS%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Grove%20O%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cefalu%20WT%5BAuthor%5D&cauthor=true&cauthor_uid=27898586

Il. NHUGC PIEM .5 Nguy co trén than..

 Ngay 14/06/2016, FDA vira tdng cudng canh bao vé nguy cad tén thuong
than cap tinh cta cac thudc diéu tri dai thao dudng type 2 chira
canagliflozon (Invokana, Invokamet) va dapagliflozin (Farxiga, Xigduo XR)

“ M6t sd nghién ctiu cho thay ring Empagliflozin c6 thé lam gidm phi dai éng,
viém, xo héa va lam gidm albumin niéu - Mét dau hiéu cia tén thuong cau
than & bénh nhan bi bénh than man tinh.

“» CAac nguy co khac (K bang quang, viém tuy cap...) c6 bao cao nhung chua
dd s6 liéu va co sé dé két luan, van con tiép tuc trong nghién cuu.

Huilin Tang, Jingjing Zhang, Yiging Song (2017). Adverse Effects and Safety of SGLT2 Inhibitor Use among Patients with Type 2 Diabetes: Findings from
RCT Evidence. North American Journal of Medicine and Science.

34 FDA strengthens kidney warnings for diabetes medicines canagliflozin (Invokana, Invokamet) and dapagliflozin (Farxiga, Xigduo XR) (2016).FDA
Daniel S Hsia, Owen Grove, and William T Cefalu (2017).An Update on SGLT2 Inhibitors for the Treatment of Diabetes Mellitus.www.ncbi.nlm.nih.gov



https://www.ncbi.nlm.nih.gov/pubmed/?term=Hsia%20DS%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Grove%20O%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cefalu%20WT%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cefalu%20WT%5BAuthor%5D&cauthor=true&cauthor_uid=27898586
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“» SGLT2i c6 co ché diéu tri dai thao dudng doc lap vdi insulin, do do6 co6 kha
nang gay ha dudng huyét rat thap.

“* SGLT2i da ching minh hiéu qué ctia n6 trong viéc gidm ty & tl* vong do tim
mach & bénh nhan dai thao dudng vuot tréi hon so véi cac thudce diéu tri dai
thao dudng khac.

* VGi nhitng vu diém ma SGLT2i mang lai, ADA 2018 da thay ddi trong viéc lua
chon thuéc dé diéu tri nhiing bénh nhan dai thao dudng typ2 cé bénh tim
mach do xo vira.

“ Tuy nhién SGLT2i cling cé nhitng nhugc diém trong d6 dang phai quan tam
nhu nhiém trung dudng tiét niéu.




3
:
2
:
:




	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36

