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ADMINISTRATION

Home > Drugs » Drug Safety and Availability

FDA Drug Safety Communication: FDA
revises label of diabetes drug
canagliflozin (Invokana, Invokamet) to

Include updates on bone fracture risk and
new Iinformation on decreased bone
mlneral density

[09-10-2015 ]



2y U.S. FOOD & DRUG

ADMINISTRATION

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

Canagliflozin (Invokana, Invokamet): Drug
Safety Communication - Clinical Trial
Results Find Increased Risk of Leg and

Foot Amputations

f sHARE in LINKEDIN @ PINIT & EMAIL = &= PRINT

osted
P 05/18/2016

- iICi ' i Patiant

Két qua thir nghiém |am sang tam th&i cho thay
Canagliflozin lam tang nguy co doan chi.
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Home > Drugs > Drug Safety and Availability

FDA Drug Safety Communication: FDA
strengthens kidney warnings for diabetes
medicines canagliflozin (Invokana,
Invokamet) and dapagliflozin (Farxiga,

Xigduo XR)

f sHARE iNn LINKEDIN | @ PINIT & EMAIL &= PRINT

[ 06-14-2016 |

FDA tang cwong canh bao hién co6 vé nguy co gay suy
than cap cua 2 thubc: canagliflozin va dapagliflozin
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Home » News & Events Newsroom » Press Announcements

FDA News Release

FDA approves Jardiance to reduce
cardiovascular death in adults with type 2

diabetes

FDA chap thuan chi dinh mé&i ctia Jardiance (empagliflozin) trong viéc
giam nguy co tr vong do tim mach & nguwdi treédng thanh mac T2D kem
cac bénh mach vanh.

For Immediate Release

December 2, 2016




e NEW ENGLAND
JOURNAL of MEDICINE

HOME ‘ ARTICLES & MULTIMEDIA - ‘ ISSUES ~ ‘ SPECIALTIES & TOPICS ~ ‘ FOR AUTHORS « ‘ . CME »

ORIGINAL ARTICLE

Liraglutide and Cardiovascular Outcomes 1n Type 2 Diabetes

Steven P. Marso, M.D_, Gilbert H. Daniels, M.D_, Kirstine Brown-Frandsen, M.D_, Peter Kristensen, M.D., EM.B.A_,
Johannes F.E. Mann, M.D_, Michael A. Nauck, M.D., Steven E. Nissen, M.D., Stuart Pocock, Ph.D., Neil R. Poulter,
FMed.Sci, Lasse S. Ravn, M.D., Ph.D_, William M. Steinberg, M.D., Mette Stockner, M.D., Bernard Zinman, M.D._, Richard
M. Bergenstal, M.D., and John B. Buse, M.D., Ph.D., for the LEADER Steering Committee on behalf of the LEADER Trial
Investigators”

N Engl J Med 2016; 375:311-322 | July 28, 2016 | DOI: 10.1056/NEJMoa1603827
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News & Events

Home » News & BEvents » Newsroom » Press Announcements

FDA News Release

FDA approves Adlyxin to treat type 2 diabetes

f sHARE in LINKEDIN @ @ PINIT | & EMAIL | &= PRINT

For Immediate July 28, 2016
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ADMINISTRATION EE

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

Drugs

Home » Drugs » Drug Safety and Availability

FDA Drug Safety Communication: FDA adds

Drug Alerts and Statements Warnings abOUt heart failure riSk tO |ab9|5 Of type
2 diabetes medicines containing saxagliptin and
alogliptin

04/05/2016: FDA ,bcx) sung canh bao vé nguy co gay suy
tim trén nhan thudc chuwa saxagliptin va alogliptin.

Providers

Medication Guides

Information by Drug Class Safety Announcement

Medication Errors




FDA approves once-daily Qtern (dapagliflozin and saxagliptin)
tablets for adults with type-2 diabetes

PPPPPPPPP

28 February 2017
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FOA U_S_ FOOD & DRUG AtoZIndex | FollowFDA | En Espafiol

ADMINISTRATION EEE

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

Safety

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

Pioglitazone-containing Medicines: Drug Safety

r— Communication - Updated FDA Review, Increased
e e forHuman Risk of Bladder Cancer
2016 Safety Alerts for Human f SHARE in LINKEDIN = @ PINIT | & EMAIL | &= PRINT

Medical Products

2015 Safety Alerts for Human Includes Actos, Actoplus Met, Actoplus Met XR, Duetact, and Oseni

Medical Products

[Posted 12/12/2016] |

2014 Safety Alerts for Human
Medid

ALIMNIENCE: Infernal Medicine Fodocrinnlocone ralocy

FDA tiép tuc cdnh bao vé madi lién quan gitra st dung
pioglitazone va nguy co ung thw bang quang.

2013
Medig
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ADMINISTRATION EEE

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

Drugs

Home » Drugs » Drug Safety and Availability

FDA Drug Safety Communication: FDA revises

g Alets and Statements warnings regarding use of the diabetes medicine
L metformin in certain patients with reduced kidney
function
Drug Safety Communications
f SHARE in LINKEDIN |~ @ PINIT | & EMAIL | & PRINT
Drug Shortages W
Fostmarket Drug Safety [ 4-8-2016 ]

FDA s(ra doi canh bao lién quan dén st dung metformin &

nhi*rng bénh nhan suy than.




>  Stra doi nhan thuéc: mé rong chi dinh ciia metformin & bénh nhan suy
than nhe va vuwra.

=  eGFR=60 (ml/ph/1,73 m2): khdng can hiéu chinh liéu, do chirc ndng than moi
nam/lan.

= 45<eGFR<60 (ml/ph/1,73 m2): do chc ndng than moi 3-6 thang/lan.

=  30<eGFR <45 (ml/ph/1,73 m2): khéng khuyén céo khéi tri, st dung than
trong: can nhac giam liéu 50% va do chirc nang thAn moi 3 thang/lan.

=  eGFR<30 (ml/ph/1,73 m2): chong chi dinh.

> Thay déi théng so6 do chirc ndang than dé quyét dinh xem bénh nhan cé

dwoc str dung metformin hay khéng (S, => eGFR).
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Start with Monotherapy unless:

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

ANC is greater than or egqual te 10%, blood ghecose (s greater than or egqual te 300 mekL,
ar patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure B.2)

v

Monotherapy Metformin Lifestyle Management

EFFICaCY* high

HYPO RISK low risk

WEIGHT neutral/lass
SIDE EFFECTS Glflactic acidasis
COSTS" low

I &1C target nol achieved after aporexi mately 3 moanths of monotherapy, proceed o 2-drug combination jarder net

meant to denote any specific oreference — choice dependent on a variety of patient- & disease-specific factors):
w

Dual Therapy Metformin + Lifestyle Management
Sulfonylurea  Thiazelidinedione  DPP-4 inhibitor SGLT2 inhibitar oLp-1 receptor aponist [ e

EFFICACY™* Righ high imtermediate intermediate high highest
HYPD RISK moderate risk D TSN LR B D TSN LR B high risk
WEIGHT ain @ain reutral loss lass @ain

SIDE EFFECTS wooglycemia edema, HF, fus rare &L, dehydration, fus Gl hyooglycemia
COSTS" fow (F-10] gk g migh igh

f A1C target not achieved after approximately 3 months of dual theraoy, proceed to 3-drug combination (arder mot

meant to denote any specific preference = cholce dependent on a variety of patient- & dizeaze-specific faciors):
W

Triple Therapy Metformin + Lifestyle Management

sutonyiures +  [[FRIESIMRSGISRER] 0Pe-4 innisnor +  [JRGLTEIRNBNGFST]] 6Lp receptor sgoniet+ [T
o su su su B

su
ar  DPP-4 ar  DPP-4- or IFEN o FEN o FTEEY or  DPP-4i
ar SGLT2- aF SGLT2- aF SGLT2- ar CPP-4-i aF SGLT2-i aF SGLT2-i
or  GLP-1-RA or  GLP-1-RA or or  GLP-I-RA or or  GLP-I-RA

f A1C rarget not achieved after approximately 3 maonths of triple therapy and patient {13 an gral cambinatian, move te
bazal inzulin or GLP-1 RA, (23 on GLP RA, add bazal insulin, or {3) on optimally titrated basal insulin, add GLP-T R4 or
mealtime imsulin, Metformin therapy should be maintained, while ather aral agents may be discontinued on an individua
basis to aveid unnecessarily complex or costly regirmens (e, adding a fourth antinyperglycemic agent)

sy Combination Injectable Therapy ({See Figure 8.2)




NHU'NG PIEM MO

TRONG KHUYEN CAO CUAA DA 2017

Liéu trinh dieu tri dai ngay Metformin cé thé dan dén thiéu vitamin B12
O 1 => dinh ki do néng do vitamin B12 & bé&nh nhan dung metformin, dac biét &
. nhirng ngwoi thiéu mau hodc bénh ly than kinh ngoai vi.

. V&i nhitng bénh nhan T2D khéng kiém soat tot va cd dau hiéu xo vira
: dong mach, EMPA va liraglutide nén dwgc can nhac st dung vi thudc
: cho thay gidm ti 1& t& vong tim mach do moi nguy@n nhan khi thém vao
: liéu trinh diéu tri. Nghién cru dang dwoc tién hanh & nhirng thudc khac
~ trong cling nhom.
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© © OLALGC

LIFESTYLE THERAPY

(Including Medically Assisted Weight Loss)

Entry A1C< 7.5% Entry A1C > 7.5% Entry A1C > 9.0%

SYMPTOMS

MONOTHERAPY*

*
PyTT— id  DUAL THERAPY < NO YES
/ GLP-1RA o 8 TRIPLE THERAPY* R'm
. ~ SGLT-2i i DUAL INSULIN
v SGLT-2i B I_ v/ GLP-1RA Therapy =
., DPP-4i v/ DPP-4i v SGLT-2i Other
o =
TZD TZD
h or other — orother AN T
-li I Insuli 1st-li —o Mids
/ AGi 1st-line | Basal Insulin st-line Basal insulin Therapy
L — agent agent + ! —
i SU/GLN v Colesevelam 2nd-line ./ DPP-4i
—_— P e— . . a ent o ——
~ Bromocriptine QR o  Colesevelam v
. v AGi ./ Bromocriptine QR
T e— ADD OR INTENSIFY
&— ; SU/GLN / AGi } INSULIN
iF totsiguai s months SU/GLN Refer to Insulin Algorithm
proceed to Dual Therapy If not at goal v ! —_—
in 3 months
proceed to LEGEND
Triple Therapy .._ If not at goal in
3 months proceed v Few adverse events and/or
_to or_intensify possible benefits
* Order of medications represents a suggested hierarchy of usage; Ineulin: therpy . ! Use with caution

length of line reflects strength of recommendation

PREOGRESSION OF DISEASE 0

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS




HYPO

WEIGHT

RENAL / GU

Gl Sx

CHF

CARDIAC*

ASCVD

BONE

KETOACIDOSIS

. Few adverse events or possible benefits

MET

Slight Loss

Contrain-
dicated
if eGFR

<30mL/

min/1.73
mZ

Moderate

Neuitral

Neutral

Neutral

O @l BiL-

TZD SuU

(moderate

dose) GL

Moderate/
Severe
Neutral Neutral Neutral

GLP-1 RA SGLT-2i DPP-4i AGi

COLSVL

O Ace

INSULIN PRAML

BCR-QR

Moderate
to Severe

Not Indicated for
eGFR < 45 mL/min/

Exenatide 173 m?

More

Hypo
Risk

Dose
Not Adjustment
Indicated Necessary (Except
CrCl< 30 Genital Mycotic Linagliptin) Meutral || Neutsi
Infections
Effective in
Reducing
Possible Passible Benefit of Albuminuria
SR Empagliflozin
Liraglutide

Moderate NEE] Neutral Moderate BRNETIIE Neutral

Possible Risk for
Saxagliptin and
Alogliptin

Possible
Benefit of
Liraglutide

More CHF
Risk

Possible Bgneﬁt of Moderate
Empagliflozin

Neutral
May
Reduce
Stroke Risk

Moderate
Neutral Fracture
Risk

Possible CV
Benefit

Possible
CV Benefit

Canagliflozin

: Neutral
Warning

Neutral Neutral

DKA Occurring inT2D in

Various Stress Settings Neutral

Neutral

. Likelihood of adverse effects

Uncertain effect

Use with caution

?

* FDA indication to prevent CVD death in diabetes plus prior CVD events

.

Mild

More
-

Moderate Neutral Moderate

More CHF
Risk

-

Neutral Neutral
Neutral

Benefit

Neutral

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS 21




Nhan xet

Guideline da b sung nhirng cénh

bao m&i cua FDA 2016 va két qua So sanh v&i ADA/EASD: Hiéu qua
nghién ctu tr EMPA-REG - an toan dwoc coi 1a quan trong
(Empaglifiozin) va LEADER hon chi phi.

(Liraglutide).

B6 sung thém tiéu chi vé hiéu Tac dong trén tim mach cua cac
qua - an toan cla thudc: tinh thubc diéu tri T2D dwoc cap
trang nhiém toan ceton — mét nhat nhiéu nhat.

ADR phd bién cia SGLT-2i.







A‘ PAmerican College of Physicians®
Leading Internal Medicine, Improving Lives

CLINICAL GUIDELINE

Oral Pharmacologic Treatment of Type 2 Diabetes Mellitus: A Clinical
Practice Guideline Update From the American College of Physicians

Amir Qaseem, MD, PhD, MHA; Michael J. Barry, MD; Linda L. Humphrey, MD, MPH; and Mary Ann Forciea, MD*; for the Clinical

Guidelines Committee of the American College of Physicians

Description: The American College of Physicians (ACP) devel-
oped this guideline to present the evidence and provide clinical
recommendations on oral pharmacologic treatment of type 2
diabetes in adults. This guideline serves as an update to the
2012 ACP guideline on the same topic. This guideline is en-
dorsed by the American Academy of Family Physicians.

Methods: This guideline is based on a systematic review of ran-
domized, controlled trials and observational studies published
through December 2015 on the comparative effectiveness of
oral medications for type 2 diabetes. Evaluated interventions
included metformin, thiazolidinediones, sulfonylureas, dipepti-
dyl peptidase-4 (DPP-4) inhibitors, and sodium-glucose
cotransporter-2 (SGLT-2) inhibitors. Study quality was assessed,
data were extracted, and results were summarized qualitatively
on the basis of the totality of evidence identified by using several
databases. Evaluated outcomes included intermediate out-
comes of hemoglobin A, _, weight, systolic blood pressure, and

tions by using the GRADE (Grading of Recommendations
Assessment, Development and Evaluation) system.

Target Audience and Patient Population: The target audi-
ence for this guideline includes all clinicians, and the target pa-
tient population includes adults with type 2 diabetes.

Recommendation 1: ACP recommends that clinicians pre-
scribe metformin to patients with type 2 diabetes when pharma-
cologic therapy is needed to improve glycemic control. (Grade:
strong recommendation; moderate-quality evidence)

Recommendation 2: ACP recommends that clinicians consider
adding either a sulfonylurea, a thiazolidinedione, an SGLT-2 in-
hibitor, or a DPP-4 inhibitor to metformin to improve glycemic
control when a second oral therapy is considered. (Grade: weak
recommendation; moderate-quality evidence.) ACP recom-
mends that clinicians and patients select among medications, af-
ter discussing benefits, adverse effects, and costs.




01/2017: Hiép hdi cac bac si Hoa Ki (Amerlcan College of
PhyS|C|ans ACP) da cap nhat hwo’ng dan nam 2012 vé
hiéu qua dd an toan cac thuoc uong diéu tri dai thao
dwdng & nguwdi trrdng thanh.

Khuyén céo dwa trén mot tdng quan hé thong cac thi
nghi@m ngau nhién va nghién cu quan sat dwoc cdng bo
thang 12 nam 2015. Cac thudc dwoc danh gia bao gom:
metformin, TZDs, OSUs, DPP-4i, va SGLT-2I.
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TOM TAT MOT VAI BIEM CHINH

1. Vé kha ndng Iam ha néng dé HbA1c:

- Hau het cac thudc co hiéu qua tu’o’ng du’o’ng trong viéc lam
giam nong dd HbA1c, méac du cac thudc trec ché DPP-4 cho thay
hiéu qua kém hon metformln va OSUs.

- Tat cac cac thude diéu tri phoi hgp véi metformin déu cho hiéu
qua tot hon metformin donn trj liéu.

26




TOM TAT MOT VAI BIEM CHINH

2. Vé lam giam nguy co’ tdng can

OSUs hoac DPP-4i.

- Diéu tri phoi ho'p metformin v&i 1 thudc trc ché SGLT-2 hoac 1
thudc e ché DPP-4 cho thay lam giam can tot ho'n metformin
dorn tri lieu.

- TZDs va OSUs co lién quan v&i khd nang gay tang can nhiéu
hon.

- Metformin cho thay lam gidm can tot hon khi so véi cac TZDs,

27




TOM TAT MOT VAI BIEM CHINH

3. Tdc hai cua céac liéu phap diéu tri

- OSUs c6 nguy co gay ha dwdng huyét cao hon cac thude khac.

- TZDs co lien quan voi lam tang nguy co suy tim.

- SGLT-2i, don déc hoac phdi hop v&i metformin, 1am tdng nguy co
nhiém nam sinh duc khi so sanh véi cac thuoc khac.

- FDA gan day da lwu y rang metformin la an toan v&i bénh nhan suy
than nhe va véi mot s6 dodi twong bénh nhan suy than trung binh;
chong chi dinh khi eGFR < 30 mL/phat/1.73 m?2.

- DPP-4i saxagliptin (Onglyza) va alogliptin (Nesina) co lién quan voi
nguy co gay suy tim, dac biét & bénh nhan cd bénh tim hoac bénh
than. .




TOM TAT MOT VAI BIEM CHINH

4. Dir liéu hién cé vé phan lon cac két cuc 1am sang
trung gian va dai han van chwa day du; tuy nhién,
metformin don tri Ileu co lién quan véi nguy co’ tr

vong do nguyén nhéan tim mach thap hon so v&i
OSUs dorn tri liéu.
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KHUYEN CAO
CHINH
CUAACP

Khuyén cao

2 ACP khuyén céo cac bac Khuyen cao
si dieu tri xem xét thém 1




MOT VAI BIEM HAN CHE

Chwa dwa ra mét hwéng

dan cu thé vé thoi diém
nén khéi dau hodc phoi
hop thudce la thich hop Chwa cung cép duoc
cac khuyén cao day di
dé Iwa chon mot thubc
phdi hop tdi wu.
Khéng dé cap dén cac
thudc diéu tri dai thao .
duwong dung dwong tiém
(insulin va GLP-1RA).
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REVIEW

ADA 2017

Theo déi dinh ki nong dé vitamin B12 khi diéu tri v&i MET, EMPA va
LIRA lam giam ti |1é ttr vong do cac bién chirng tim mach.

AACE/ACE 2017

Cap nhat dwa trén nghién clru LEADER, EMPA-REG va canh bao
cua FDA 2016.

ACP 2017

Ké don MET & bénh nhan T2D dé kiém soat dwong huyét, xem xét
thém mét OSU, mét TZD, SGLT-2i, DPP-4i két hop v&i MET dé cai
thién kiém soat dwong huyét néu viéc thém mét thuodc thir hai Ia
can thiét




CAU LAC BO SINH VIEN DU’O'C LAM SANG

THANK YOU
ATTENTION!
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