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Figure 1 Milestones in the evolution of insulin therapy. NPH = neutral protamine Hagedorn.



1. Khéi tri insulin
trong cac khuyén céo diéu tri

dai thao dwong hién nay
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Khuyén céo IDF 2017

International Diabetes Federation - 2017

\N' .
.'. Recommendations:
"W\ Initial insulin therapy

v

* Can nhac str dung insulin mét minh hoac phéi hop \m

cac thuoc vién khac néu bénh Dai Thao Bwong typ 2 Consider starting insulin alone or in combination with other GLDs
khéng dworc on dinh, c6 cac triéu chirng va dau hiéu

mét bil cAp tinh when people with T2D is unstable, with symptoms and signs of acute

« Insulin nén nén dwoc wu tién va cé thé la tam thoi decompensation.

+ Mot khi bat dau dung insulin, BN can phai hoc cach
chinh liéu v&i may do dwéng huyét va phai nhan biét
dworc cac dau hiéu cia ha dwong huyét

Basal insulin should be preferred and it can be temporary.

When starting insulin, the patient must learn how to titrate it with
\ ) self-monitoring and how to recognize and treat hypoglycemia.

' 4 .
» Recommendations:
"W\~ Triple therapy

v

Athird GLD should be added if a combination of a GLD with metformin
is not sufficiently effective to reach or maintain the HbAlc target.

» _Lwa chon théng dung nhat ) The most common choice to add to two oral GLDs is basal insulin.
de kethop v&i2 thuoc ha Glucose dwong uong GLP1 receptor agonist can be added instead, if weight loss has been
° Ié insulin nén. lnsufﬁc]_ent

Triple therapy with three oral GLDs may be effective before adding an
injectable.
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AACE/ACE Consensus Statement

CONSENSUS STATEMENT BY THE AMERICAN ASSOCIATION OF Insulin

CLINICAL ENDOCRINOLOGISTS AND AMERICAN COLLEGE OF oy : -
f o

ENDOCRINOLOGY ON THE COMPREHENSIVE TYPE 2 DIABETES LUSUliL 1S the most potent antihyperglycemic agent.

MANAGEMENT ALGORITHM - 2019 EXECUTIVE SUMMARY ~ However, many factors should be considered when decid-

ing to start insulin therapy and choosing the mitial insu-

lin formulation (see Comprehensive Type 2 Diabetes

Management  Algonthm— Algonthm  for Adding/

Intensifying Insulin). These decisions, made in collabora-

tion with the patient, depend greatly on each patient’s moti-

* Khi cén insulin, nén chon insulin nén 1 vation, cardiovascular and end-organ complications, age,
| ‘én n g éy ] risk of hypoglycemia, and overall health status, as well as

) cost considerations. Patients taking two oral antihypergly-

 Bénh nhan da dt‘mg 2 OAD maAlc >80 % cemic agents who have an A1C =8 0% (64 mmol/mol) and/

. o , n o A or long-standing T2D are less likely to reach their target
va’hoac DTD typ 2 lau nam khi thém OAD AIC with a third oral antihyperslycemic agent. Although

thr ba thwong it kha nang dat muc tiéu hon.  qding a GLP1 receptor agonist as the third agent may

. . R . z , successfully lower glycemia, eventually many patients

* Mac du thém GLP-1 RA nhw |a thudc tht ba g siitt require insulin (243 244). When insulin becomes
c6 thé giam PH hiéu qua, cudi cung nhiéu necessary, a single daily dose of basal insulin should be

bénh nhan sé can insulin.
) added to the regimen. The dosage should be adjusted at

regular and initially fairly short intervals, measured in
days, to achieve the targeted glycemic goal while avoiding
hypoglycemia. Studies (245-247) have shown that titration
15 equally effective whether it 15 guided by the healthcare
professional or a patient who has been mstructed in SMBG
or CGM.



AACE 2019 GLYCEMIC CONTROL ALGORITHM

INDIVIDUALIZE A1C <6.5% For patients without concurrent serious A1C >6.5% For patients with concurrent serious

GOALS illness and at low hypoglycemic risk illness and at risk for hypoglycemia
LIFESTYLE THERAPY (Including Medically Assisted Weight Loss)
Entry A1C <7.5% Entry A1C 27.5% Entry A1C >9.0%
MONOTHERAPY' SYMPTOMS
P  DUAL THERAPY' ¢
/ Metformin 9  TRIPLE THERAPY' NO
v GLP1-RA %3
v GLP1-RA 23 /7 GLP1-RA 23 DUAL
. . ¥ INSULIN
MET ~ sGLm2i23 Therapy 52
v j23 . = -
SGLT2i or other - BEEa MET . scLmiz SR Other
: : agent or other e —— Agents
~ DPP4i TZD 1st-line TZD
I 1 agent + A5 e———————— TRIPLE

2nd-line Basal Insulin @

I ~ DPP4i

v Colesevelam

Basal Insulin Therapy

!
Colesevelam

v

~ Bromocriptine QR

ADD OR INTENSIFY

v AGi v/ Bromocriptine QR
, INSULIN
SU/GLN v’ AGi Refer to Insulin Algorithm
SU/GLN
; LEGEND
1 Order of medications represents a If not at goal in 3 months
suggested hierarchy of usage; length of proceed to Triple Therapy @ Few adverse events and/or

line reflects strength of recommendation If not at goal in 3 months

2 Certain GLP1-RAs and SGLT2is have shown Procged to or intensify
CVD and CKD benefits—preferred in insulin therapy
patients with those complications

possible benefits

I Use with caution

3 Include one of these medications
if CHD present

COPYRIGHT © 2019 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/CS-2018-0535

PROGRESSION OF DISEASE —m 8 ——— 88 )



.V Xy L k[P RITHM FOR ADDING/INTENSIFYING INSULIN

START BASAL (Long-Acting Insulin)

A1C <8% A1C >8%

TDD 0.1-02U/kg  TDD 0.2-0.3U/kg

Insulin titration every 2-3 days

to reach glycemic goal: o

+ Fixed regimen: Increase TDD by 2 U
+ Adjustable regimen:
* FBG >180 mg/dL: add 20% of TDD
+ FBG 140-180 mg/dL: add 10% of TDD
* FBG 110-139 mg/dL: add 1 unit
* If hypoglycemia, reduce TDD by:
+ BG <70 mg/dL: 10% - 20%
* BG <40 mg/dL: 20% - 40%

Consider discontinuing or reducing sulfonylurea after
starting basal insulin (basal analogs preferred to NPH)

*Glycemic Goal:

+ <7% for most patients with T2D; fasting and premeal
BG <110 mg/dL; absence of hypoglycemia

« A1Cand FBG targets may be adjusted based on patient’s age,
duration of diabetes, presence of comorbidities, diabetic
complications, and hypoglycemia risk

~ Glycemic

Control Not
~ atGoal*

INTENSIFY (Prandial Control)
Add Prandial Insulin

Basal Plus 1
; Basal Bolus
Plus 2, Plus 3 =

Or SGLT2i
Or DPP4i

Begin prandial
insulin before
largest meal

+ Begin prandial
insulin before
each meal

* 509% Basal /
50% Prandial
TDD 0.3-0.5 U/kg

+ If not at goal,
progress to
injections before
2 or 3 meals

Start: 10% of
basal dose or
5 units

. 4

Start: 50% of TDD
in three doses
before meals

. 4

Insulin titration every 2-3 days to reach glycemic goal:

* Increase prandial dose by 10% or 1-2 units if 2-h postprandial
or next premeal glucose consistently >140 mg/dL

= If hypoglycemia, reduce TDD basal and/or prandial insulin by:
+ BG consistently <70 mg/dL: 10% - 20%

+ Severe hypoglycemia (requiring assistance from another
person) or BG <40 mg/dL: 20% - 40%

COPYRIGHT © 2019 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/C5-2018-0535




ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES

EITHER/
OR

SGLT2i

GLP-1RA with
with proven
proven CvD
CVD benefit,
benefit! if eGFR
adequate?

If further intensification is
required or patient is now
unable to tolerate
GLP-1RA and/or SGLT2i,
choose agents demonstrating

CV safety:

= Consider adding the other
class (GLP-1 RA or SGLT2i)
with proven CVD benefit

= DPP-4i if not on GLP-1RA

= Basal insulin®

s SU8

FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
if HbA, above target proceed as below

NO

HF OR CKD
PREDOMINATES

PREFERABLY

SGLT2i with evidence of
reducing HF and/or CKD
progression in CVOTs if eGFR
adequate®

If SGLT2i not tolerated or
contraindicated or if eGFR less
than adequate?add GLP-1 RA

with proven CVD benefit’

Y

¥

= Avoid TZD in the
setting of HF

Choose agents
demonstrating CV safety:

= Consider adding
the other class with
proven CVD benefit!

= DPP-4i (not saxagliptin)
in the setting of HF (if
not on GLP-1 RA)

= Basal insulin®

= SU°

. Proven CVD benefit means it has label indication of reducing CVD events. For

GLP-1 RA strongest evidence for liraglutide > semaglutide > exenatide extended
release. For SGLT2i evidence modestly stronger for empagliflozin > canagliflozin.

[N]

. Be aware that SGLT2i vary by region and individual agent with regard

to indicated level of eGFR for initiation and continued use

[

. Both empaglifiozin and canagliflozin have shown reduction

J

WITHOUT ESTABLISHED ASCVD OR CKD

J

COMPELLING NEED TO MINIMIZE

HYPOGLYCEMIA

DPP-4i GLP-1RA SGLT2i? TZD

If HbA,, IfHbA,, If HbA,, It HbA,
above target | | above target | | above target | | above target

) ) GLP-IRA seLT2i?

SGLT2i SGLT2i e =

OR OR DPP-4i DPP-4i

2D 72D GR OR

2D GLP-1RA

v v v ¥

[ If HbA _above target
l Continue with addition of other agents as outlined above
[ If HbA _above target

v

Consider the addition of SUf OR basal insul

= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia’”

. Choose later generation SU with lower risk of hypoglycemia
. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin
. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide

J

COMPELLING NEED TO
MINIMIZE WEIGHT GAIN OR
PROMOTE WEIGHT LOSS

GLP-1RA

with good
efficacy for
weight loss®

SGLT2i?

If HbA,_ above target ]

GLP-1RA
with good
efficacy for
weight loss®

SGLT2i?

¥ v

If HbA,_ above target ]

v Vv

If triple therapy required or
SGLT2i and/or GLP-1 RA not
tolerated or contraindicated

use regimen with lowest risk of
weight gain

PREFERABLY

DPP-4i (if not on GLP-1 RA)
based on weight neutrality

¥

If DPP-4i not tolerated or
contraindicated or patient
already on GLP-1 RA, cautious
addition of:

TO AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY
TREATMENT
REGULARLY

(3-6 MONTHS)

\

COST IS A MAJOR
ISSUE®™

sue TZDW

v 2

If HbA,_above target

2 v

TZD"® SuUe

v v

If HbA,_above target

¥ 2

= Insulin therapy basal
insulin with lowest
acquisition cost

OR

= Consider DPP-4i OR
SGLT2i with lowest
acquisition cost'®

ADA 2019

o @ N

. If no specific comorbidities (i.e.,no established CVD, low risk of hypoglycemia,

in HF and reduction in CKD progression in CVOTs and lower priority to avoid weight gain or no weight-related comorbidities)

« SUS . TZDS I Basal insulin

&

Degludec or U100 glargine have demonstrated CVD safety

10.Consider country- and region-specific cost of drugs. In some countries
TZDs relatively more expensive and DPP-4i relatively cheaper

2]

. Low dose may be better tolerated though less well studied for CVD effects

Figure 9.1—Glucose-lowering medication in type 2 diabetes: overall approach. For appropriate context, see Fig. 4.1. ASCVD, atherosclerotic cardiovascular disease; CKD, chronic kidney disease; CV, cardi@vascular;
CVD, cardiovascular disease; CVOTs, cardiovascular outcomes trials; DPP-4i, dipeptidyl peptidase 4 inhibitor; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HF, heart failure;

SGLT2i, sodium—glucose cotransporter 2 inhibitor; SU, sulfonylurea; TZD, thiazolidinedione. Adapted from Davies et al. (39). Diabetes Care 2019;42(Suppl. 1):S1-S2 | hitps://doi.org/10.2337/dc19-SINTO1



Dung nguyén tic Hinh 9.1

ADA 2019

KHO1 TRl GLP-1 RA
Khai tri voi lieu bat ddu
(thay d6i theo thudc cu thé)

I a s0 xem xét GLP-1 RA trwéc insulin?

: Néu d3 dung GLP-1RA, :

: hodc néu GLP-1 RA khéng :

thich hgrp, HOAC thich
dung insulin hon

CHINHLEU GLP-1Ra |1 Xem xét: @ KHO1 TR| ® CHINH LIEU

Chinh dan dén liéu duy tri
(thay d6i theo thudc cy thé)

KHO1 TR| INSULIN NEN &u hyt insulin :
Bﬁt d.au 10 IU/ngéY HD&C ------------------------- le r Na nang v in-: ------ :
0.1-0.2 |Ufkglngéy ...................................... . KHOI TR[

— = Doi voi bénh nhandung |\, dine GLP-1 RA:
CHINH LIEU INSULIN NEN GLP-1 RA + insulin nén . 1gu1gl|1:r:rg£lbhaln lidu (iDegLira)
* BN ty chinh hiéu qlué hon Xem xét dang phoi hop co ¢ |hodc 10-15 don vi (iGlarLixi)
* D3t muc tiéu FPG lién quan dinh cta GLP-1 RA va insulin ; °
chat ché véi muc tiéu HbA,

nuc tieu H (iDeglira huic iGlarLixi) ——
* Chon céng thirc chinh ligu Nhung luru ¥ liéu toi da cla :

Thém insulin nén
Xem xét: ® KHOT TRI @ CHINH LIEU

thyc chimg, vi dy: /2 don nsulin trong phéi hop ¢d dinh: CHINH LIEU
vimdi3ngaydénkhidat | N—————— . RPICELAGR 00 Clas rr e
muc tiéu FPG ma khong bj ha : E;lgh; Eu theo {'I'Il#: %leu
duong huyeét va dung nap thuoc

* HBH: xdc dinh nguyén nhan,
néu ko rd, giam liéu 10-20%

.
ADA 2019. Diabetes Care Volume 42, Supplement 1, January 2019



2. Cac rao can khi khéi tri insulin

tren bénh nhan dai thao dwong tip 2



- Khéi tri insulin nén thwérng bi tri hoan

Alc

South Asia
EastAsia
China
Japan

Middle East

North Africa
EasternEurope
Northern Europe
Southern Europe
Canada

Latin America

0006060000000

15.5

0 4 8 12 16 years

Str dung insulin bi tri hoan dén 7-15 nam sau chan doan, khi
HbA1C twr 9.0-10.3%

Freemantle et al. DOM 2012;14:901-909;



-Khéng chinh liéu toi wu: ‘ ‘ ’
Nhiéu bénh nhén van duy tri lieu insulin nen thap

SOLVE: 24-week observational study of insulin detemir in patients with
T2DM receiving OADs"2

0,50 - | Insulin dose at start
Final visit dose
)
)
3
$0,25 -
£
=]
N
C
- ' '
0,00 +

China Israel Tu rkey Portugal

1. Khunti K, et al. Diabetes Obes Metab 2012;14:654361.
2. Khunti K, et al. Diabetes Obes Metab 2012;14:1129-36.



Khé&i tri va chinh liéu insulin nén tai Viét Nam theo
nghién cru iISTART

Nghién ctru quan st vé s dung insulin glargine & bénh nhan DTD khong dat dwo'c muyc tiéu kiém soat dwdng huyét véi
thudc ha dwdng huyét udng (OAD) tai Viét Nam (ISTART). Nghién ctru doi thwe, tién ctru, tai 12 trung tdm & VN

Théoi gian méc DTD tip 2 trung binh 8.8 NA@m (105 thang) tir khi chan doan dén khi tri
insulin

Trung binh thay déi liéu Gla-100 sau 6 thang (Dan s6 danh gia dwoc, N=343)

Viét tat; SD =D léch chuén; Min = Téi thiéu;
Max = Téi da. *St dung phép kiém Chi-square

Liéu hang ngay Gla-100

(Uingay) Gia tri p* testva phuong phap LOCF
Ban dau, t.binh (SD) 10.5 (4.8)
Sau 6 thang 13.7 (5.8)
Thay dbi svban dau 3.3 (4.0) <0.0001

Sau 6 thang khéii trj, lieu hang ngay cta Gla-100 trong nghién ctru
tang thém 3.3 U/ngay (10.5 U/ngay sv 13.7 U/ngay), P<0.0001

Két qua nghién ctru iISTART



- So’ ha PH: I1a rao can quan trong doi véi chinh lieu
insulin

100 -
90
80f 74
~ 70
e‘é. ol Khao sat truc
S tuyén voi 386
& bac sy va 318
Q PN ~
g 40} bénh nhan BDTD
| typ 2 & My, Phap
" va buc dang
dung insulin nén
10| tr 6-36 thang,
ol hoac da ngwng
Fear of No Limted  Concem  Difficuty ~ Treatment Concems Dose Frustration dung insulin nén
hypo- symptoms  motivation  over under- is & burden/ about increase  thattimeto trong vc‘)ng 12
glycaemia Jmeansno and injecing  standing  nota weight gain  means reach goal théng qua
needto involvement too much  howto priority diseaseis is toolong
increase B increase getting
dose the dose worse
AllHCPs

Question: You mentioned that some of your patients who self-titrate do not successfully reach their target. How much do you agree
or disagree that each of the following are reasons that your patients who self-titrate do not successfully reach their target?

HCP responses: Agree completely/somewhat that the following are reasons why patients who self-titrate do not successfully

reach their HbA1c target (%)

@ Current Bl users not reaching HbA1c target i . . <
Question: How much do you agree or disagree that each of the following are reasons that you have not successfully reached BerardL, et al. Diabetes Obes Metab 2018,20:301-8. So ha duong huyet

your A1c/HbA1c target?
Patient responses: Agree completely/somewhat that the following are reasons why they have not successfully reached their
HbA1c target (%)



Ty 1& ha DH cua BN diéu tri insulin trong d&i thuc
cao hon ty Ié dwoc bao cao trong cac RCT

Dir liéu n/c quan sat’ Div liéu thtr nghiém Iam sang?5
> 1A % £ 80 :
Ty 1€ bién c¢o 733 I m Overall
' ~ 70 I m Nocturnal
HDH trong, m’c_)t ' Severe
NC quan sat I&én 60 I
- X . (© |
0 24 qudc gia Zs0 :
trén 27.585 BN < I 40,2
. o @40 35,1
bTb typ 1 vatyp g I
2 diéu tri insulin “530 103 :
>12 thang @20 13 : I
dwoc so sanh voi 10 4.9 = 5.9 8,1
s n LA A I ’ 3725 | 0,24 0,16 .13 1,90,39
ty 1& bién c6 HBH 0 m--  mE H° 002 9% 002
dai dién trong 4 HAT HAT EDITION4 + BEGIN BB EDITION3  BEGIN OL
the nghiém 1am T1D T2D TID(12m) TiD(12m) T2D(12m) T2D (12 m)

sang gan day
Ty I& bién co6 c6 triéu chirng d6i véi HPH toan bd, vé dém va nangtrong
nghién clru quan sat deu cao hon cac thir nghiémlam sang dai dién

1Khunti K, et al. Diabetes Obes Metab 2016;18:907-15.2Home PD, et al. Diabetes Obes Metab 2018;20:121-28. 3Heller S, et al. Lancet 2012;379:1489-97.3Bolli GB, et al. Diabetes Metab
2017;43:351-58. 5Zinman B, et al. Diabetes Care 2012;35:2464-71.



Ha dwérng huyét ve dém thwéorng khdng cé triéu chirng
va khong dwoc bénh nhan nhan ra
- Trong mét nghién ctru st* dung CGM & BN DTD tip 2 dwoc diéu tri bang insulin

(n = 63), 36% cac dot ha dwdng huyét 1a vé dém v&i 33% bénh nhan bj ha
dwdng huyét trong khodng théi gian theo déi 7 ngay'

50% cac dot ha dwéng huyet vé dém la khéng c6 triéu chirng va

khong dwoc bao cao trong thiye hanh lam sang vi khong tién hanh
do dworng huyét vao ban dém

* Trong mot nghién ctru khac, ha dwdng huyét khépg trieu chirng dwoc phat hién
bang CGM <3,9 mmol / L thwdng xuyén hon 17 lan so v&i cac dot phat hién
SMBG (52 so v&i 3 sy kién / nam bénh nhan) & bénh nhan mac T1D (n = 53) 2

Dir ligu CGM cho thay ha dwong huyet trong khi ngu la
pho bien hon so v&i dwoc danh gia trwéc day 3

CGM, continuous glucose monitoring; SMBG, selfmonitored blood glucose. T1D, type 1
diabetes; T2D, type 2 diabetes. 'Hypoglycemia using CGM was defined as interstitial
glucose values <3.9 mmol/L that lasted at least 15 min.

17
1Pazos-Couselo M, et al. Can J Diabetes 2015;39:428-33. 2Agesen RM, et al. Diabetes Technol Ther 2018;20:247-56.3Graveling AJ, et al.

Diabetes Res Clin Pract 2017;133:30-9.



Ha dwérng huyét nghiém trong lien quan voi gia tang
nguy co’ nhirng két cuc 1am sang bat loi

Trong nghién ctru ADVANCE, ha duwong huyét nghiém trong lién quan voi gia tang nguy co
nhirng két cuc lam sang bat lgi: bién co mach mau I&n quan trong, bién c6 mach mau nhdé quan
trong, t& vong do moi nguy@én nhan va tl vong tim mach (tat ca p < 0.001)

HR diéu chinh (95% Cl) cho
cac két cuc gitra nhirng bénh

Ket cuc lam sang nhan bj HDH ning so v&i

nhirng ngw®i khong bi

* Phan tich V . .
ADVANCE Bien c6 mach mau I&n quan 288 (2.01-4.12) <0.001
T2DM trong
- N=11,140  Bién c6 mach mau nhé 1.81(1.19-2.74) <0.001
_ quan trong
* Theo doi 5 T¢ N ha
& vong do nguyen nhan 2.68 (1.72-4.19) <0.001
tim mach
Tw vong do moi nguyén 2.69 (1.97-3.67) <0.001

nhan

Zoungas S et al. N Engl J Med 2010;363:1410-1418



Ha dwérng huyét 1a rao can doi véi kiem soat PH

Trong thwe hanh lam sang, so' HDH 1a réo can chung doi vai chinh ligu toi wu,
tuan thu diéu tri va dat muc tiéu dwdng huyeét voi insulin

N6i so’ con HPH tiép theo cé thé ¥ kiém soat dwong huyét

e Ny

v quyét tam

V¥ san sang diéu V tuan tha W tuan tha dung

kiem soat BH trj tich cwc ché dd an thuoce

chat ché cua BN

Bénh nhan da bi ha dwong huyet trwéc dé rat s¢
ha dwong huyét vé dém

HPH la yéu to nguy co’ doi v&i cac bién chirng lién quan dén tang

Adapted fromAhrén B. Vasc Health Risk Manag. 2013;9:155-163



Ha dwéng huyét tac dong tiéu cwe 1én cham séc BN

Giam kiém soat dwérng huyét!

Tang nguy co’ ha dwéng huyét sau dé4

Nguy co’ ngwng diéu tri ting dwéng huyét cao hon3

Han ché né lwc chinh lieu, toi wu héa diéu trj va dat muc tiéu -2
Tac dong tiéu cwe Ién chat lwong song va chirc nang sinh ly, tam
than va xa hgi%®

Giam hiéu qua cong viéc'>

Tang chi phi doi véi BN, cham séc y té va xa hoi'7:8

Bién chirng c6 hai dai han16:9.10
Tang can
Tang nguy co cac bién cé mach mau nhd va Ién chinh
Phat trién suy gidm nhan thirc va mat tri nhe
Tl vong do tim mach va/hoac nguyén nhan khac

Qol, quality of life

1. Ahrén B. Vasc Health Risk Man. 2013;9:155-163; 2. Peyrot M et al. Diabet Med. 2012;29:682-689; 3. Bron M et al. Postgrad Med. 2012;124:124-32; 4. Liao L et al. Poster presentation at ADA
2015; Abstract 1038-P; 5. Brod M et al. Diabetes Obes Metab. 2013;15:546-557; 6. Seaquist ER et al. Diabetes Care. 2013;36:1384-95; 7. Dalal MR et al. Poster presentation at ADA 2015;
Abstract 1350-P; 8. Ward A et al. J Med Econ. 2014;17:176-83; 9. Zoungas S et al. N Engl J Med. 2010;363:1410-1418; 10. ORIGIN Investigators. Eur Heart J. 2013;34:3137-44
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Ha dwérng huyét 1a rao can chinh doéi véi kiém soat dwéng
huyét tich cwc, gay ra nhiéu hé luy cho bénh DTD va hé
thong cham séc swrc khoe

v | KS dwong huyét chit | v
| giam bién chirng * Ha dwong huyét
ﬂ%lam 1% HbA1C lién quan l

30
| QoL —
I wa i | Nang suat Lb [
- . 1 Chi phi strc khée 8
A4 i (@)
/Theo déimérong 10 nam\ l
cho thay?
20 | Tuan tri
10%@@ Dieu tri insulin can l
Do i e I can bang hiéu qua KS PH
o / va HPH

v 1 Bién chivng

T QoL -
| CP strc khée Tac déng lén chat lwong va
' chi phi strc khée <

Adapted fromFidler C, et al. J Med Econ 2011;14:646-55.
1Stratton IM, et al. BMJ 2000;321:405-12. 2Holman RR, et al. New Engl J Med 2008;359:1577-89.



22

Tang can lién quan insulin

An vat
déi pho

Ha dwong
huyét

Tang can/

Béo phi

d

Pai thao

+

Y

3

dwong

i

T'I'

Dieu tri

giam duwéong

Nguy co
tim mach

T-

» it HDH hon |




Twong quan gitra tang can va suy tim: phan tich gop

1.76

- } 5 %— 2006 DREAM?®

1 C9

Moi 1kg ting can thi sé
tang 7 1°/o nguy co suy t|m

032 -

E—

Log rit

1998 UK Prospective
Diabetes Study**

008

-0-16

- 2009 VADT#
-0-40 T ] ] ]

-5-09 -3-78 -2-4? -1~1? G~14 1-4:: 2-?'5 4-9? 537 6-68 799

Change inweight (kg)

Jacob A.Udell. thelancet.com/diabetes-endocrinology Published online March 17, 2015



Tang can la rao can doi v&i khéi tri insulin

+Tang can va so tang can la 1 rao can khac ddi voi khdi tri
insulin, diéu tri tdng cwdng va tuan tha'-

Hau hét bénh nhan DTD typ 2 thira can, kha nang tang can do
str dung insulin anh hwdng khéng tot dén strc khoe ounerzoro

Lo s¢ tdng can co thé khién bénh nhan BTD bé liéu hodc
khong tuan thu diéu tri eeyei02ycling nhuw tr choi bat dau diéu
tri voi insulin (Snoek 2002; Snoek 2007).

Do do6, tdng can thwdng co lién quan dén tang HbA1c & bénh
nhan DTD (de Pablos-Velasco 2014; McAdam-Marx 2014; Shaefer 2014), va lam glém chat IU’O’ng
song do hau qua cua kiém soat dwdong huyét Kém (andy 2012 Hoimes.
Truscott 2014).

Vi vay, giam can hoac duy tri can nang déng vai tré quan
trong trong diéu tri PTD typ 2 véi insulin®’

1. Carver C. Diabetes Educ. 2006;32:910-7; 2. Jacober SJ et al. Diabetes Obes Metab. 2014;16:351-6;

3. Russell-Jones D, Khan R. Diabetes Obes Metab. 2007;9:799-812;

4. Hermansen K, Mortensen LS. Drug Saf. 2007;30:1127-42; 5. Grandy S et al. Curr Ther Res Clin Exp. 2013;75:77-82;
6. Inzucchi SE et al. Diabetes Care. 2012;35:1364-1379; 7. Ross SA et al. Curr Med Res Opin. 2011;27:1431-8



Thach thirc véi bénh nhan dai thao dwong

Suy giam chirc nang té bao B tién trién

Tang can tién trién do diéu tri

Ha dwéng huyét



Kiém soat tot v&i insulin
Giam HbA1C
VA
Nguy co’ ha dwdng huyét thap
VA

Tang can toi thiéu



3. Trién vong

ttr insulin nén analog thé hé méi
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Sw phat trién insulin nén

1992
1980 @ Gla-100 ZD?; ?u e
rDNA i L] g
® 1922 ® 1946 human i : 91996 ¢ 2011

: Firstinsulin

: NPH insulins i : iDetemir ! Gla-300

Cac c6t moc cho sw

?hét trién insulin nén 1920 1930 1940 1950 1960 1970 1980 1990 2000 2010

1936 1950s i 1988 i 2010

Protamine® Lente ® NovoSol ® LY2605541®
zinc insulin family basal (PEGylated)
[discontinued] [discontinued]

PD, pharmacodynamic; PK, pharmacokinetic

1. Arnolds Set al. Int J Clin Pract 2010;64:1415-24; 2. DeFronzo RA et al. Am J Physiol 1979;237:E214; 3. Tam CS et al. Diabetes

Care 2012;35:1605-10
Comparison of action after a single dose for NPH and Gla-100 and for Gla-100 and insulin detemir; comparison at steady state for Gla-100 and Gla-300 and for Gla-100 and insulin degludec
NPH, neutral protamine Hagedorn; PD, pharmacodynamic; PEG, polyethylene glycol; PK, pharmacokinetic; rDNA, recombinant DNA

1. Hiaschew itz FG, Barreto T. Diabetol Metab Syndr.2016;8:2; 2. Adapted fromPettus J et al. Diabetes Metab Res Rev. 2015 Oct 28. doi: 10.1002/dmrr.2763. [Epub ahead of print];
3. Adapted fromOw ens DR et al. Diabetes Metab Res Rev. 2014;30:104-19
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Insulin nén analog:
Cac l¢i ich lam sang cua moét ho so PK/PD ly twéng

Loi ich 1am sang tiém nang

o . s ) I
I H6soPK phéng (Nong dé insulin phanbo : I , :
I phang) va ho so PD phang I I Giam ti 1é ha dwdng huyét I
: (Ti & GIR dinh : day ganbang1) I : I

I I

Hb tro viéc chinh liéu insulin;
Nguy co ha dwdng huyétthap hon

Dao déng cua PK va PD trong ngay va gitra
cac ngay thap

GIR, glucose infusion rate; PD, pharmacodynamics;
PK, pharmacokinetics Becker RHA, et al. Diabetes Care 2015;38:637-43.
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Sw phat trién insulin nén

*Insulin glargine 100 U/mL (Gla-100) va insulin detemir dwoc phat trién dé vuot qua mét so gio
han cda insulin nén trwéc d‘é nhw NPH, v&i sy hap jthu it dao déng hon va tac dung kéo dai hon
da cho phép dung ngay 1 lan va tilé ha dwong huyét ban dém it hon1,2

- Insulin nén analog thé hé ké tiép da dwoc phat trién véi cac théng sé PK/PD it dao déng hon va
kéo dai thoi gian tac dung (>24 h)'2

g 8 ° o)
o o)) o Lo} -
5 < NPH insulin g £ g £ o> _
>3 ER 22 °3
2 g = > < 221 Gla-100
S8 5.8 5.8 Gla-100 o=
S0 Gla-100 © © Gla-100 © 0 S 3
&) g 8 . o O Y
© ) = Insulin degludec 2 Gla-300
|_
1 1 1 1 1 1
0 12 24 0 12 24 0 12 24 0 12 24
Time, h Time, h Time, h Time, h

PD, pharmacodynamic; PK, pharmacokinetic
1. Arnolds Set al. Int J Clin Pract 2010;64:1415-24; 2. DeFronzo RA et al. Am J Physiol 1979;237:E214; 3. Tam CS et al. Diabetes

Care 2012;35:1605-10
Comparison of action after a single dose for NPH and Gla-100 and for Gla-100 and insulin detemir; comparison at steady state for Gla-100 and Gla-300 and for Gla-100 and insulin degludec

NPH, neutral protamine Hagedorn; PD, pharmacodynamic; PEG, polyethylene glycol; PK, pharmacokinetic; rDNA, recombinant DNA
1. Hiaschew itz FG, Barreto T. Diabetol Metab Syndr.2016;8:2; 2. Adapted fromPettus J et al. Diabetes Metab Res Rev. 2015 Oct 28. doi: 10.1002/dmrr.2763. [Epub ahead of print];

3. Adapted fromOw ens DR et al. Diabetes Metab Res Rev. 2014;30:104-19
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Mot ky nguyén méi: cac insulin nén thé hé thir 2

 Gla-300valDeg cd cac dic diém va ho so ha dudng huyét cai tién hon so vdiinsulin nén analog thé hé 1 13

 Tuy nhién, hién tai dit liéu so sanh Gla-300 v&ildeg con han ché

PHAN TiCH TONG HOP THU NGHIEM LAM SANG

DU'QC LY HOC LAM SANG

MUC DO THU NGHIEM pOI PAU

| DI liéu 24 tusn tir S i
i nghién ctru BRIGHT? I
1 ot " I
| IDeg-100 vs Gla300 B RI GH T |

» , LR ] 1
|+ Kiém soat duong huyét trang duong !
' (HbAlcva duong huyét doity theo |
L doi) i
' * Haduong huyét xac dinh vé démva ha |
I duong huyét bat cl thoi diém nao i
i twong dwong nhau trong ca nghién :
: :
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1

BEGIN sv EDITION
dir liéu & mirc d6 thir nghiém trén
T2DM ¢

PK/PD & T1IDM

Bding chirng méu thudn
Gla-300 sv IDeg-100*
» Dao ddng trong ngay thap hon

IDeg-100 sv Gla-100
e PK phan bé déng déu hon .

Giam HbA1C it hon nhwng ¢ lgiich
trén ha duong huyét vé dém
Gla-300 sv Gla-100
e Tuwong duong vé gidm HbAlc va |gi

]

]

]

]

]

]

]

]

]

]

]

]

]

:

]

IDeg-200 sv Gla-300° '
]
]
]
ichtrén ha duong huyét (vé démva |
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
‘I

]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
+ Hiéu qua giamglucose dao dong i
trong ngay va gilra cac ngay thap I fong duo r

i clru va giai doan duy tri.

! e Tilé ha dwdng huyét xac dinh vé dém

H va bat cr thoi diém nao thap hon véi

i Gla-300 trong giai doan chinh liéu

]

]

]

]

]

]

]

]

]

hon

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
:
I batki thoi diém nao trong ngay)
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

[ e e

1. Becker RH, et al. Diabetes Care 2015;38:637—43;
« SMBG, self-measured blood ieise 1. et al. Expert opin Drug Metab Toxicol 2015:11:1193-201: 3. Bergenstal RV et al. Diabetes Care 2017.40.554—60;

I 4. Bailey TS, et al. Diabetes Metab 2018;44:15-21; 5. Heise T, et al. Diabetes Obes Metab 2017;19:1032-9;
glucose 6. Roussel R, et al. Diabetes Metab 2018;44:402—9; 7. RosenstockJ, et al. Diabates Care 2018:41:2147—54.
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Co che tac dong cua insulin Glargine:

co’ ché kéo dai théng qua sw hinh thanh ho chira

Insulin glargine khac vd&i insulin nguo’l do
thay th& 1 _phan tlr glycine tai vi tri A21
va thém 2 tan cung arginine vao chuéiB l \ Insulin

Insulin glargine én dinh v& mat hoéa hoc
va tan hoan toan trong dung dich acid glarglne

- /
Insulin glargine
Sl

A-chain =ss=s { Glu) Asn| Tyr) Cys, @ wNH, ATARE
| ' Cagioeseater

I 17 18 19 20 21

Tlem dwéi da

1 @000.?..:.':
-chain »=»=» ( Pro) Lys | Th -COOH 20 A . X , .
B-chain A °ﬁ°§ H6 chira thudc dwéi da
28 29 30 31 32
1 Hinh chi muc dich minh hoa
é e . . . . Ky 4o R
Sau khi tiém dw¢i da, insulin glargine két tua vé

dinh hinh, tao thanh hoé chira thuéc dwéi da &

21A-Gly-human insulin 4 sinh 1o )

A-chain ===== ( Glu] Asn) Tyr &w NH,

4 . 2
E Dw&i tac ddng cua enzyme hinh thanh chat chuyén héa

B-chain ===== W-COOH cé hoat tinh 21A-Gly-human insulin (M1), dwoc phdng

\thICh cham tw hd chira vao tudn hoan )

Hedrington MS et al. Diabetes Technol Ther. 2011:13 Suppl 1:S33-42; Becker RH et al. Diabetes Care. 2015;38:637—4332

28 29 30

SC, subcutaneous
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https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hedrington+MS+et+al.+Diabetes+Technol+Ther.+2011;13+Suppl+1:S33-42
https://www.ncbi.nlm.nih.gov/pubmed/?term=Becker+RH+et+al.+Diabetes+Care.+2015;38:637-43
https://www.ncbi.nlm.nih.gov/pubmed/?term=Peyrot+M+et+al.+Diabet+Med.+2012;29:682-689
https://www.ncbi.nlm.nih.gov/pubmed/?term=Becker+RH+et+al.+Diabetes+Care.+2015;38:637-43

Cau tric ho chira dac giup giai

| 4 L y

dan cua Gla-300 so véi Gla-100

(" Gla-300

N\ ) (" )

300 Units/mL u

Giam 2/3 thé

tich ] ﬂ
Oﬁﬂf
J L J . y,
Insulin glargine CAu tric hod Giai ohéng da
s iai phong dan
Acchain ====={Glu{ sy Ty) @Ow Thé tich hovcrl:t\l;??idgién dan va cham
| 8 1 W 2 tiém it hon' A hon tir bé mét
’ tich be mat hd chiral*
B-chain =====s W, .L‘vy\T*mCOOH nhé hon'2

Gla-100

3

100 Units/mL )
0g .

e
S, <:'§°':-:.:.;':.'::.:-33E>
5 '} @}-f?:': S

1009 04° o
) o.o... o.Og h

For illustrative purposes only

’S‘AVN.TJO.19.04.0446

phong insulin dan

Pettus J et al. Diabetes Metab Res Rev. 2016;32:478-96; 2. Adapted from Sutton G et al. Expert Opin Biol Ther.

2014;14:1849-60;

3. Steinstraesser A etal. Diabetes Obes Metab. 2014;16:873-6; 4. Becker RH et al. Diabetes Care. 2015;38:637—43
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Sw dao déng trong ngay va giira hai ngay thap voi
Gla-300

Gla-300: Sy dao dong trong ngay clia GIR-AUC thap tai mbi phan doan 6 va 12 gi® ciia dwérng cong AUC

toan phan
B Y : S
< == Clamp1
E o4 -—
:? 2 Clamp 2
>
S Average GIR
o 17
o
299%, 24% 23% 23%,
0 —
| | | | |
0-6h 6-12h 12-18h 18-24h
Gla-300: Sw dao dong gitra hai ngay thap
== Clamp1
== (I 2
20 ame
E
2
= 10
%)
Z | e e e e e s
<LLOQ
0 —
I T T T 1
0 6 12 18 24

Time, h

AUC, area under the curve; GIR, glucose infusion rate; INS, seruminsulin concentration; LLOQ, low er limit of quantification
Adapted fromBecker RH et al. Diabetes Obes Metab. 2015;17:261—7 (main article and Supplementary Table 1)
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Gla-300 dat trang thai 6n dinh s&m vé&i nguy co tich

IGy thap

Tac déng tich liy cua Gla-

300 suot 36h nghiém phap
kep dang dwéng

St dung Gla-300 lién tuc vai ngay

U0 l

40 4 80%

Injection 1 Injection 2 Injection 3 Injection 4
30 units 30 units 30 units 30 units
(dinner) (dinner) (dinner) (dinner)
24 U/day 30 U/day 30 U/day 30 U/day

24U | A4 U N24U | 25\24U
1

1
20.00 08.00 20.00 08.00 20.00 08.00 20.00 08.00 20.00

O’ clock time (hours)

f T T T T T T T |
0 12 24 36 48 60 72 84 96

“Diéu nay goi y rang sau khi dat dén trang thai 6n
dinh, se khong tich ldy them insulin glargine U300 khi
dung lieu khong doi 1 lan/ngay”

Adapted from Monnier et al. Diabetes & Metabolism 42 (2016) 77-7%5
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% Thr nghiém lam sang doi dau
BR 'G HT so sanh hiéu qua va an toan cia
Gla-300 sv IDeg-100

+ Nghién cru da trung tam, nhan m&, phan ngau nhién 1:1, ki€ém sodat ch( déng, phan nhdm 2 nhanh song song, khong thua kém trén
bénh nhan BTD tip 2 trwdng thanh chua dugc kiém soéat.
*  Muc tiéu chinh: So sanh hiéu qua va tinh an toan cla Gla-300 véi IDeg-100.

Muc tiéu diéu chinh: Pudng huyét mao mach budi sang 80-100
mg/dL ma khéng c6 ha duwdng huyét

g Gla-300 mét Ian méi ngay (chiéu), n=466

Phan ngiu nhién 1:1
* Bénh nhan DTD tip 2 thudng thanh Lidu kh&i diu khuyén cao: 0.2 Ukg
e Chuwa diéu tri vdi Insulin Giai doan chinh lidu Giai doan duy tri
e Puwoc diéu tri thudc vién = GLP-1 RA
* HbA, 27.5 (258 mmol/mol) t&i <10.5
% (<91 mmol/mol)
e BMI 25 t&i 40 kg/m?

v
S

(0-12 tuan) (13-24 tudn)

Phan nhém theo:
e HbA; tai thoi diém sangloc (<8.0/28.0 % [<64/264

mmol/mol]) Liéu khéi dau khuyén céo: 10 U
e Sir dung SU hay meglitinides tai th&i diém sangloc

(C6/Khbéng)

BMI, body -mass index; GLP-1 RAs, glucagon-like peptide-1 receptor agonists;
OAD, oral antihy pergly cemic drug; SMPG, self -monitored plasma glucose;
SU, sulfony lurea; T2DM, ty pe 2 diabetes



Binh phwong toi thiéu khac biét ciia Gla-300 v&i IDeg-100:

75

9,0 7 -0.05 % (KTC 95 % CI-0.15 - 0.05) (~0.6 mmol/mol [-1.7 - 0.6]),
. gia tri p khong thua kém <0.0001
—e—Gla-300 | 79
L 0 —e—1Deg-100
%)
+l L 65
§ 80 -
()
e
e - 60
= 75 -
-y
I - 55
7,0 -
- 50
6,5 T T T T
BL w8 W12 W24
Giai doan chinh liéu Giai doan duy tri
. Gla- 462 448 448 430
So bénh 300
nhéan
IDeg 462 447 445 425

NC BRIGHT 1a Nc da trung tam, nhan mdl, phan ngiu nhién (1:1), kiém soat cht déng, 2 nhanh song song, khong thua kem duoc
thiét ké dé danh gia tinh hiéu qua va an toan cta Gla-300 so v&i IDeg trén bénh nhan BTD tip 2 trwdng thanh. Két cuc chinh 1a sy

thay ddi HbA1c tlr thoi diém bat dau téi tuan 24. Két cuc an toan bao gdmti sudt méi mac va ty & hang nam cla ha BH duoc xac

dinh (£70 va <54 mg/dL) trong toan b thdi gian NC vatuin 0-12 va 13—24 trén dan sé muc tiéu; BL, baseline; ITT, intention-to-
treat; LS, Leastsquare; SE, standard error; W, w eek

38

= Gla-300 m |Deg-100

-1.6%
T
P2 9.0 - 1.6 %
° ’ —
’é\ 8,7
g 8,6
= 8,5 o
3 &
L ()
3 £
8 —38,0 -
o
> S~
I+ ~
2} 2
m <
575 1
I
7,07,0
7,0 4
6,5
BL W24
Change from BL to W24
displayed as LS mean

values

Cheng A, et al. ADA 78" Scientific Sessions 2018; 301-OR
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BRIGHT  Ha dwong huyét bét ky (24 gio)

Ty lé bién c6

RR (95% Cl)

(s6 bién cb Gla-300|IDeg
trén bénh
nhan-nam)
Tuan 0-24 (TOAN BO THO'I GIAN NC) S(I)ad IDeg
Puwocxac dinh (<70 mg/dL [<3.9 934 1083 0.86 (0.71 to 0130 —o—
mmol/L]) 1.04)
Puwgc xac dinh (<54 mg/dL [<3.0 061 0.88 0.69 (0.45 to 0104 ——
mmol/L]) 1.08)
Tuén 0-12 (GIAI DOAN CHINH LIEU
BAN DAU)
. . ——
Puwocxac dinh (<70 mg/dL [£3.9 808 1047 0.77 (0.62 to 0023
mmol/L]) 0.96)
b ac dinh (<54 mg/dL [<3.0 0.57 (0.34 t
wocxac din mg : : 34 to
mmollL]) 0.49 0.86 0.97) 0.038 i
0.3 1.0 3.0

RR, rate ratio
Khong cé su khac biét cé y nghia trong ty 1& bién cb ha DH bat ky trong ngay trong khoang tuan 13-24

RR (95% Cl)

Bolli GB, et al. ADA 78t Scientific Sessions 2018; Poster 1032-P



BRI

0

40

GHT Ha dwong huyét vé dém (00:00 — 06:00 gid»)

Tylé biéncd | RR(95% Cl) Favors
(so bién co trén Gla-300|IDeg
bénh nhan-
nam)
Tuan 0-24 (TOAN BO THO'! GIAN NC) g(')ao' Deg
——
Puocxic dinh (70 mgidL [<3.9 mmolL])  1.83 226 00 9'25)8 o 9204
.
Puocxac dinh (<54 mg/dL [<3.0 mmollL]) 024 022 1'092(866)0 o o777
Tuan 012 (GIAl DOAN CHINH LIEU BAN
DAU)
——
Puocxac dinh (€70 mg/dL [€3.9 mmollL]) 142 2.20 0'6%(8;3 © 9040
N
Puocxic dinh (<54 mg/dL [<3.0 mmolL]) 016 049 °%° (%‘)0 to 0.662,
0.3 10 3.0

RR (95% Cl)

Bolli GB, et al. ADA 78t Scientific Sessions 2018; Poster 1032-P



RWE - DELIVER-2



RWE - DELIVER-2: Kiém soat dwérng huyet twong
dwong véi ha dwong huyet it hon sau khi chuyéen sang
Gla-300 vs cac insulin nén khac

P=0.928 déi voi thay déi Gla-300 sv insulin nén khéc LSM khac biét -0.15 bién co/PPPY
P=0.041
A=-0.51% A=-0.51%
9,5 - P<0.001 P<0.001 0.9 -
8,95% \ 8.93% \ £
8,5 1 z
e 8,43% 8,43% &
e €
<
2 75 - B
Ke]
=
6.5 - @
a1]
5,5 - ]
Gla-300 Gla-300 Other BI Other BI Gla-300 Other BI
Baseline Follow-up Baseline Follow-up
Giam HbA,. twong dwong Trung binh ty I&é bién c6 HPH hiéu

sau 6 thang chinh* suét 6 thang theo doi

*hiéu chinh theo ty 1é ha dudng huyét ban dau
Bl, basal insulin; EMR, electronic medical records; PHIE, Predictive Health Intelligence Environment; PPPY, per patient per ye
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RWE - DELIVER-2: Giam ha dwong huyét phai nhap
vién/cap cuu sau khi chuyéen sang Gla-300 sv Insulin
nén khac trong doi thwce

Adjusted* odds ratio = 0.58 LSM difference -0.10
P=0.001 P=0.041
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Gla-300 Other BI Gla-300 Other Bl
Bénh nhan c6 HDH phai nhap vién/ Ty lé bién c6 HDH phai nhap vién/
cap cwru cap cwu hiéu chinh*

* hiéu chinh theo ty 1& ha dudng huyétban dau
Bl, basal insulin; ED, emergency department; EMR, electronic medical records; PHIE, Predictive Health Intelligence Environment
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RWE - DELIVER-2: Gla-300 tac dong tich circ Ién
st dung nguon lwc y té

Nguy co’ ha dwdng huyét thap hon ¢é lién quan v&i str dung nguon luc y té
it hoon, gom ca nam vién va vao cap ctru
[ ] Switched to Gla-300

[ Switched to other basal insulin
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Hospitalization Emergency Outpatient Hospitalization Emergency Outpatient
department department

Ty 1¢ bién c6* ha dwong huyét phai nhap

Bénh nhan can s dung nguén lyc té lién quan ~ hadwong hu
vién/ vao cép ciru

dén ha dwong huyét*

U&c tinh hang ndm moi bénh nhan My tiét kiém str dung nguon luc y té

$1.439 véi Gla-300

* hiéu chinh theo ty 1& ha dudng huyétban dau
Bl, basal insulin; EMR, electronic medical records; NS, not significant; PHIE, Predictive Health Intelligence Environment
Zhou FL et al. Diabetes Obes Metab. 2018:20:1293-97
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Tinh an toan va dé dang cua viéc chinh lieu ciing dwoc
chirng minh trén cac lwu do chinh liéu khac nhau
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EDITION BRIGHT (Weekly) AUTOMATIX TITRATION TAKE CONTROL BEGIN BEGIN STEP WISE
(Weekly) (3 days) (Daily) (Weekly) Simple* m-4U

C6 nhiéu lwu dé don gian 3-4 buwéc cho Gla-300 da chirng minh tinh hiéu qua va an toan trong cac NC RCT-
Cac chuyén gia cham séc strc khde cé thé chon Iwa 1 k& hoach phu hop tuy theo nhu cau cla tirng bénh nhan

*Not specified in algorithm; **Dose
adjustment >126 mg/dL not

specified in algorithm Adapted from: 1. Riddle MC, et al. Diabetes Care. 2014:37:2755-62; 2. Yki-Jarvinen H, et al. Diabetes Care. 2014;37:3735-43; 3. Boli

GB, et al. Diabetes Obes Metab. 2015;17:

386-94; 4. Edelman S, et al. ADA 77t Scientific Sessions 2017, late breaking poster 131-LB; 5. Gerstein HC, et al. Diabet Med.

2006;23:736—42; 6. Philis-Tsimkas A, et al. Adv Ther. 2013;30:607-22; 7. Cheng A, et al. ADA 78t Scientific Sessions; 301-OR; 8.

Strojek K, et al. ADA 78t Scientific Sessions 2018; 303-OR



from DELIVER to ACHIEVE, REACH and REGAIN

DELIVER Program: >3 . 00 patients with type 2 diabetes switching

1o Gla-300 vs. another basal insulin.

o reduction in risk of hypoglycemia o reduction in risk of hypoglycamia with
25 A) with Gia-300, without 57 /o Gla-300, without compromising HbA,

compromising HbA,c control (DELIVER 2) control in people aged 265 years (DELIVER 3)

Total saving in healthcare $ ‘
resource with Gla-300: > 2 3000 POrpanent per your

Randomized Real Life Studies

TN LR L . Y insulin-naive patients
Program Is comparing Gia-300 Qchieve ~ 3 300 in the U.S P

1o other basal insulins in a variety : b ) RSO St

of pasient populations with type 2 peyeySEerD insulin-naive patients
diabetes. The Toujeo Real Lde i in EU and Brazil

Study Program, combining

the benefits of RCTs pesom patients uncontrolied on
(randomization) and Real World . <2 basal insulin in EU and Brazil
Qbservational Studies, is unique

 the diabetes field The Gla-300 Real Life Studies will report initial findings later in 2017
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Két luan

Gla-300: insulin nén analog thé hé 2 cé co ché tac déng ddc dao

BRIGHT: RCT dau tién so sanh d6i dau Gla-300 sv IDeg, cho thay cai
thién kiém soat dwdng huyét twong dwong khi két thuc nghién clru,
ty 1& mac phai va ty 1& bién cd HPH subt 24h twong dwong voi ca 2
loai insulin vao cudi nghién ctru, nhwng thap hon wu thé cho Gla-300
trong giai doan chinh liéu.

RWE - DELIVER-2: Gla-300 kiém soat dwdng huyét twong duwong
voi ha dworng huyét it hon, gidm ha dwdng huyét phai nhap vién/cap
ctru sau khi chuyén sang Gla-300 vs cac insulin nén khac, va tac
ddng tich cwe 1&én st dung nguédn luc y té

Tinh an toan va dé dang cua viéc chinh liéu ctia Gla-300 cling dwoc
chirng minh trén cac lwu dé chinh liéu khac nhau



