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Data in parentheses are the number of patients with young-onset diabetes/number of patients with late-onset diabetes with valid data included in the analysis. *p<0-05. tp<0-01.
Fp<0-001. Error bars indicate 95% Cls.

Yeung RO, et al. JADE Programme. Lancet Diabetes Endocrinol 2014; 2: 935-43



So’ ha PH |la mot trong nhirng |y do khdng dat muc tiéu HbAlC trén
BN DTD tip 2 tai cac nwée thu nhap trung binh — thap

Kiém soat dwdng huyét va dac diém BN DTD tip 2 séng & cac nwdc ¢é thu nhap thip / trung binh: két qua cua giai doan
cat ngang cua IDMPS Wave 8
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Nhap vién do ha dwérng huyét anh hwéng dén chi phi st dung dich vu y té

Ty 1é bénh nhan nhap vién do ha dwdng huyét dang ké & tat ca cac khu vuwecl
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Chi phi trung binh khoang $ 17,564 cho mét lan nhap vién néi tra vi ha PH3
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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)
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INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF'

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*

,

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

. 2 : . v .
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+ASCVD/Indicators
of High Risk

reducing heart failure in this population
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SU TIET INSULIN TU NHIEN CUA TUYEN TUY

Insulin bira an = Giam dwdong huyét sau an

» Pc ché san xuét glucose giira cac bira dn va

Luat 50/50

/78 91011121 23 45 6 7 89
AM PM

Theéi gian trong ngay
Adapted with permission from Bergenstal RM et al. In: DeGroot LJ, Jameson JL, eds. Endocrinology.

4th ed. Philadelphia, Pa: WB Saunders Co.; 2001:821
Internal document — FOR INTERNAL USE ONLY
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Liéu phéap insulin hiéu qua can can bang gitra ,
cai thién kiem soat dwong huyét va nguy co ha dwong huyét

Kiém soat dwéng huyét Giam thiéu

HIEU QUA & ON DINH NGUY CO HA BUONG HUYET

« Kha nang dat dwoc muc tiéu HbA1c « Giam thiéu nguy co ha duwdong
cao hon huyét

« Ngéan ngtra cac bién chirng va gidm » C6 thé cai thién viéc chinh liéu va
str dung dich vu y té kiem soat dwdng huyét

« Thoi gian dung thudc linh hoat voi « CO0 thé cai thién tuan tha
cac ché do it han ché hon co thé cai . Giam fi 1& méc bénh & s& dung

thién kha nang tuan thu dich vy y té

Pogach L, et al. JAMA 2010;303:2076-7; Khunti K, et al. Diabetes Obes Metab 2016;18:907-15; Riddle M, et al. Diabetes Technol Ther 2016;18:252-7; Peyrot M, et al.
Diabet Med 2012;29:682-89; Davies MJ, et al. Diabet Med 2013;30:512-24; Willis WD, et al. Expert Rev Pharmacoecon Outcomes Res 2013;13:123-30; Ahrén B. Vasc
Health Risk Manag 2013;9:155-63.



Sw phét trién cta insulin nén :
Vwort qua cac gi®i han

Insulin nén thé hé thir nhat Insulin nén thé hé thir hai
Insulin glargine 100 U/mL (Gla-100) va insulin Insulin nén tac dung kéo dai insulin glargine 300
detemir (IDet) da dwoc phat trien dé vuot qua gioi U/mL (Gla-300) v§1 insulin degludec (IDeg),
han cua insulin NPH, dwoc chirng minh hap thu it dwoc phat trien gan day tham chi it dao dong va
dao dong va thoi gian tac dung kéo dai hon'? tac dung kéo dai hon nira (>24 h)12
NPH Gla-100 IDet IDeg  Gla-300

! ! ! ! !

Thoi gian >

3 5 3 g
. - NPH insulin e = e
L4 pAl = = 5 5
So sanh ho so Z 2 . 3 .
= = | Insulin detemir ° Gla-100 = Gla-100
2 A 2 Gla-100 2 Gla-100 g 2
tac don g - 5 - 51— -
v g 2 © £ Insulin degludec © Gla-300
L] 1 B ! | 1
0 12 24 0 12 24 0 2 2 0 12 24
; Time, h
Time, h Time, h e Time, h

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. IDet, insulin detemir. IDeg, insulin degludec
1. ; 2. Adapted from
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Mot ky nguyén meéi: cac insulin nén thé hé thor 2

Gla-300 va IDeg c6 cac dac diém va hd so ha dwdng huyét cai tién hon so véi insulin nén analog thé hé
1 1-3

THU NGHIEM LAM SANG

PHAN TiCH TONG HOP EM L
POl bAU

MUC PO THU NGHIEM

Dir liéu 24 tuan tw

nghién ctru BRIGHTR R | G H T

IDeg-100 vs Gla300

« Kiém soat dwdng huyét tucyng dwo’ng
(HbAlc va dwdng huyét doi tw theo
doi)

« Ha dwdng huyét xac dinh vé dém va ha
dwong huyét bat cr thdi diém nao
twong dwong nhau trong ca nghién ctru
va giai doan duy tri.

« Tilé ha dwdng huyét xac dinh vé dém
va bat cr thoi diém nao thap hon voi
Gla-300 trong giai doan chinh liéu

PK/PD & T1DM

Gla-300 sv IDeg-1004 ,
« Dao dong trong nga‘y thap hon
* PK phan b6 dong déu hon

BEGIN sv EDITION
i dip lieu & murc dd thie nghiém trén
{ T2DM ©

IDeg-100 sv Gla-100

« Giam HbA1C it hon nhwng cé loi
ich trén ha dwéng huyét vé dém

Gla-300 sv Gla-100

« Twong dwong vé gidam HbAlc va
loi ich trén ha dwong huyét (vé
dém va bat ki thei diém nao trong
ngay)

IDeg-200 sv Gla-300°

* Hiéu qua giam glucose dao déng
trong ngay va gitra cac ngay thap
hon

e e e e e — e — e — e ————————————

e —m e — e ————————

1. Becker RH, et al. Diabetes Care 2015;38:637-43;

2. Heise T, et al. Expert Opin Drug Metab Toxicol 2015;11:1193-201; 3. Bergenstal RM, et al. Diabetes Care 2017;40:554-60;
4. Bailey TS, et al. Diabetes Metab 2018;44:15-21; 5. Heise T, et al. Diabetes Obes Metab 2017;19:1032-9;

6. Roussel R, et al. Diabetes Metab 2018;44:402—9; 7. Rosenstock J, et al. Diabates Care 2018;41:2147-54.
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Gla-300 so vé&i Gla-100

Giam thé tich di 2/3t

1x|| 3x||
HV

T |

b
Gla-300 c6 thé | cungsé |
tich tiém nho hon don vi
Gla-100? Gla-100 " Gla-300

Dién tich bé méat nhé hon'?
Gla-100 Gla-300

Gla-300 c6 ho
chira thuoc dwéi
da dam dac hon va
nhé hon Gla-10012

Hinh chi muc dich minh hoa?

Dworec dong hoc hap thu khac P o
nhau: Phong thich chamhon  Gla-300 c0 ho so PK/PD khac biét

va én dinh hon'- so v&i Gla-100: Tac dong on dinh
hon va kéo dai hon 24h#

’ Chuyén hda cua insulin glargine nhw nhau du & dang GIa-lOQ hay Gla-300;
Chat chuyén héa M1 dwoc xac nhan la ntra c6 hoat tinh co’ ban tuan hoan trong mau?



No6ng dé Insulin,
puU/mL

Téc dd truyén Glucose,
mg/kg/min

Ho so’ PK/PD cutia Gla-300 6n dinh hon
va kéo dai hon (qua 24h) sv Gla-100

- (Gla-300 0.4 U/kg, n=16
- Gla-100 0.4 U/kg, n=17

LLOQ

36

| | | | | | |
12 18 24 30 36

Thei gian, h

LLOQ, lower limit of quantification; PD, pharmacodynamic; PK, pharmacokinetic; TLDM, type 1 diabetes mellitus

Becker RH et al. Diabetes Care. 2015;38:637-43 16



Hiéu qua giam glucose dwoc phan bo
déu v&i Gla-300

Phan bé dong déu vé néng dé insulin va sw thay doi glucose — dao déng trong ngay

INS-AUC, ¢/INS-AUC, ,, INS-AUC, ;,/INS-AUC,.,, INS-AUC . ,5/INS-AUC ,, INS-AUC 5 ,,/INS-AUC, ,,

0.28 (0.26 — 0.30) 0.27 (0.26 — 0.29) 0.24 (0.23 — 0.26) 0.20 (0.19 — 0.22)

0.55 (0.53 - 0.57) 0.45 (0.43 - 0.47)
0.29 (0.23 - 0.34) 0.24 (0.20 — 0.28) 0.23 (0.20 — 0.28) 0.23 (0.19 - 0.27)
0.53 (0.48 — 0.58) 0.47 (0.42 - 0.52)
GIR, mg/kg’phgt_ 5304 47%
0-12 h 12-24 h
°7 GIR trung binh
l_
0- 29% 24% 23% 23%
| 0-6 h | 6-12 h | 12-18 h | 18-24 h |

Nghién ciru kep dédng dwdng bat chéo ciia Gla-300 0.4 U/kg trén 50 bénh nhan BTD typ 1

AUC, area under the curve; GIR, body weight standardized glucose infusion rate; INS, serum insulin concentration; T1DM, type 1 diabetes mellitus 17
Adapted from Becker RH et al. Diabetes Obes Metab. 2015;17:261-7 (main article and Supplementary Table 1)



Tong két nghién cru Gla-300

|
BRIGHT SENIOR  LIGHTNING | DELIVER 2 DELIVER 3

I
=-DITION 1-2- EDITION 2,
3, M6 JP

Nghién ciru

Gla-100,
|IDet, IDeg

Tirng Gla-1008 Gla-100, IDet,
IDet, IDeg IDeg

Gla-100 Gla-100 IDeg-100

Nhém chirng

Loai nghién

RCT RCT RCT RWE RWE

clru
. 6033 (trwéc
N 2496 241 929 130’L5§M(;r“’°’ PSM)
3638 (sau PSM
Tuol;,irt]Lung >18: 60 >18: 61 218; 60 >18; 60

h&i tri, chuyé Chuyén tw

Nt Chuyén tir
tw insulin nén

insulin nén san
Gla-300 hoac
insulin nén kha

Chuyén tw
insulin nén sang

Gla-300 hoac
insulin nén khac

chuyén tw

Pic diém bénh
nhan

Gla-300, IDeg
hoac Gla-100,
IDet

sang Gla-300

hoac Gla-100 300 hoac Gla-

100

300 hoac Gla-
100

Ti l1é HPH Thép hon Thép hon Thép hon Thép hon Thép hon Thép hon Thép hon*

* ti 16 HPH c0 tricu ching Xac nhn PSM: Propensity Score Matching; RCT: Randomized Controlled Trial; RWE: Real World Evidence



Chwong trinh EDITION

« MUC TIEU: Panh gia hiéu qua va an toan trén lam sang cua Gla-300 sv Gla-100
* Gom 6 NC pha 3, da trung tam, nhom song song, nhan me, ngau nhién 1:1
» Cac thir nghiém c6 cung thiet ke nghién ctru nham khang dinh cac ket qua

Gla-300 £ OADs %

PhA . Hia Insulin bira an
Bénh nhan a an ngau nhién |
(1:1)

6 thang 6 thang

Gla-100 * OADs * Giai doan m& rong
Insulin bira an

Tiéu chi danh gia chinh trong tat ca RCT :

Gla-300 khdng thua kém Gla-100 vé giam HbA1C tai th&i diém 6 thang

Tiéu chi phu chinh yéu:

= Phan trdam BN c0 it nhat 1 con ha dwéng huyét (xac nhan <3.9 mmol/L [€70 mg/dL] ho&c nghiém trong) vé
dém (00:00-05:59 h) hodc thdi diém bat ky trong ngay (24 h) gitra thoi diém bat dau tudn 9 va thang thir 6 (ti
€ BN HDH)

= Ty lé bién c6 HDH hang ndm nam (bién cd/ BN-nam), theo thdi gian NC

= Tét ca bién c6 HPH theo dinh nghia ctia ADA

1. Riddle MC et al. Diabetes Care. 2014;37:2755-62; 2. Yki-Jarvinen H et al. Diabetes Care. 2014;37:3235-43; HbAlC' egcated hemoglobln AlC’ OADs, oral antlhyperglycemlc drugs
3. Bolli GB et al. Diabetes Obes Metab. 2015;17:386-94; 4. Terauchi Y et al. Diabetes Obes Metab. 2016;18:366-74;
5. Home PD et al. Diabetes Care. 2015;38:2217-25; 6. Matsuhisa M et al. Diabetes Obes Metab. 2016;18:375-83



Tiéu chi chinh EDITION:
Gla-300 khong thua kém Gla-100 vé giam HbA1C sau 6 thang

T2DM T1DM

EDITION 1% EDITION 22 EDITION 3¢ B EDITIONJP 2R EDITION 45 [ EDITION JP 16
BB BOT SWitCh Insulin-naive: BOT start BOT SWitCh BB BB

LSM difference 0.00% -0.01% 0.04% 0.10% 0.04% 0.13%
(95% CI) (-0.11t0 0.11) (-0.14t00.12) (-0.09t0 0.17) (-0.08t0 0.27) (-0.10t0 0.19) (-0.03 to 0.29)

0.0

O
o1

H Gla-300
m Gla-100

Month 6, %

LSM HbA, change
from baseline to
=
(@]

‘1.5 - :
1.42 1.46

Modified intention-to-treat population; BB, basal-bolus therapy; BOT, basal-oral therapy; Cl, confidence interval; LSM, least squares mean

1. Riddle MC et al. Diabetes Care. 2014 Oct;37(10):2755-62; 2. Yki-Jarvinen H et al. Diabetes Care. 2014 Dec;37(12):3235-43;
3. Bolli GB et al. Diabetes Obes Metab. 2015 Apr;17(4):386-94; 4. Terauchi Y et al. Diabetes Obes Metab. 2016 Apr;18(4):366-74 (main article and Supplementary Table 2);
5. Home PD et al. Diabetes Care. 2015 Dec;38(12):2217-25; 6. Matsuhisa M et al. Diabetes Obes Metab. 2016 Apr;18(4):375-83 (main article and Supplementary Table 1);

Study designs

Baseline
characteristics
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Tiéu chi chinh EDITION:
Gla-300 khéng thua kém Gla-100 ve giam HbA1C 12 thang

T2DM T1DM

EDITION 1t EDITION 22 EDITION 32 EDITION JP 2} EDITION 45 EDITION JP 16
BB BOT SWitCh Insulin naive: BOT start BOT SWitCh BB BB

LSM difference .
at Month 12 -0.17% -0.06% -0.08% 0.0% 0.02%

(95% CI) (-0.30t0 -0.05) (-0.22t0 0.10) (-0.23t00.07) (-0.2t0 0.2)  (-0.13t0 0.17)

NA

0.0 -

- ) -0.20
022 -0.30

H Gla-300
W Gla-100

=
ol
1

Month 12, %
P
o

LSM HbA, change
from baseline to

-1.5 - -1.29 101

Modified intention-to-treat population

1. Riddle MC et al. Diabetes Care. 2014 Oct;37(10):2755-62; 2. Yki-Jarvinen H et al. Diabetes Care. 2014 Dec;37(12):3235-43,;
3. Bolli GB et al. Diabetes Obes Metab. 2015 Apr;17(4):386-94; 4. Terauchi Y et al. Diabetes Obes Metab. 2016 Apr;18(4):366-74 (main article and Supplementary Table 2);
5. Home PD et al. Diabetes Care. 2015 Dec;38(12):2217-25; 6. Matsuhisa M et al. Diabetes Obes Metab. 2016 Apr;18(4):375-83 (main article and Supplementary Table 1);

Study designs

Baseline
characteristics
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Gla-300 co ti 1é ha PH xac nhan* thap hon sv Gla-100 trén BN [

DPTD tip 2 va twong dwong trén BN DTD tip 1

EDITION 1t EDITION 22 EDITION 33 B EDITION JP 24 EDITION 4> QEDITION JP 16
2]=] BOT switch [ msulin naive: BoTstart @ BOT switch BB BB
NS
RRleOO RR 0.9
100 - RR 0.93 (0.95 to.1.04) (0.95to0 1.04)
(0.88 t0 0.99) e 090 RRNOS.SG B Gla-300
e p 9 80 - (0.83 t0 0.98) (0.73 to 1.01) B Gla-100
Thoi diem bat 5 e
ky trong ngay S 60 - (0.7 to 1.01)
(24.h) & 40 -
X p p
20 A BN c6 21 con HPH xac
nhan (570 mg/dL [£3.9
0 - Eypr— o e mmol/L]) hoac nghiém
n=404 n=402 n=403 n=406 n=435 n=438 n=120 n=120 n=274 n=275 n=122 n=121 .
100 + RR 0.85 trong, %
NS (0.73 t0 0.99)
80 - RR 0.98
‘UE) RR 0.78 (0.88 to 1.09)
i .g 60 / (06810089 o o
Vé dém *LE) 08 056 (0.44 10 0.88)
(00:00-05:59 h) g 40 1 RR 0.76
< (0.59 to 0.99)
20 ~
0 -

. BB, basal-bolus therapy; BOT, basal-supported oral therapy; Cl, confidence interval; n, number of patients with anytime (24 h) and nocturnal hypoglycemia data (safety population); NS, non significant; RR, rate ratio; T1D, type 1 diabetes; T2D,

type 2 diabetes. Data based on hypoglycemic events between baseline and month 6. Statistically significant values are shown in green. P-values are not reported. *Confirmed hypoglycemia included documented symptomatic or asymptomatic
hypoglycemia (€70 mg/dL) and severe events (if any).

1Riddle MC, et al. Diabetes Care 2014;37:2755-62 (main article and Supplementary Table 2). 2Yki-Jarvinen H, et al. Diabetes Care 2014;37:3235-43 (main article and
Supplementary Table 2); 3Bolli GB, et al. Diabetes Obes Metab 2015;17:386-94 (main article and Supplementary Table 1); 4Terauchi Y, et al. Diabetes Obes

Metab 2016;18:366-74 (main article and Supplementary Table 4); 5SHome PD, et al. Diabetes Care 2015;38:2217-25 (Supplementary Table 2); 6Matsuhisa M, et al.
Diabetes Obes Metab 2016;18:375-83 (main article and Supplementary Table 3).



BRIGHT

Th nghiém |am sang doi dau
so sanh hiéu qua va an toan cua Gla-300 sv IDeg-100

- Nghién ctru da trung tdm, nhan mé, phan ngau nhién 1:1, kiém soat chd déng, phan nhém 2 nhanh song song, khong thua kém trén bénh

nhan DTD tip 2 trwdng thanh chwa dwoc kiém soat.

* Muc tiéu chinh: So sanh hiéu qua va tinh an toan cua Gla-300 v¢&i IDeg-100.

Phan ngau nhién 1:1
« Bénh nhan BTD tip 2 thwdng thanh
« Chuwa diéu tri v&i Insulin
« DPuwoc diéu tri thudc vién + GLP-1 RA

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

Gla-300 mét lan moéi ngay (chieu), n=466

Giai doan chinh liéu Giai doan duy tri

A 4

A 4
4k

* HbA,. 27.5 (258 mmol/mol) t&i <10.5 %
(<91 mmol/mol)
« BMI 25 t&i 40 kg/m?

Ph&n nhom theo:
+ HbA,, tai thoi diém sang loc (<8.0/28.0 % [<64/264 mmol/mol])
+ S dung SU hay meglitinides tai thdi diém sang loc (C6/Khéng)

(0-12 tuén) (13—24 tuén)

IDeg-100 moét 1an mdi ngay (chiéu), n=463

Liéu kh&i dau khuyén céo: 10U

BMI, body-mass index; GLP-1 RAs, glucagon-like peptide-1 receptor agonists; OAD, oral antihyperglycemic drug; SMPG, self-monitored plasma glucose; SU,

sulfonylurea; T2DM, type 2 diabetes

Rosenstock JR, et al. Diabetes Care 2018



S6 BN

Gla-300 khdng thua kém IDeg-100 vé giam HbAlc

BRIGHT tai thoi diem kéet thuc nghién clru
Binh phwong téi thiéu khac biét cua Gla-300 vé&i IDeg-100: ® Gla-300 = IDeg-100
-0.05 % (KTC 95 % CI -0.15 - 0.05) (0.6 mmol/mol [-1.7 - 0.6]), 1.6 %
gia tri p khéng thua kém <0.0001 - oo
9.0 1 - 75 9.0 1 o7 |
T
<2
W g ) ——Gla-300 —e—IDeg-100| 70 & _ g5
+ £} g
= 3
S 804 65 3 = 804
S 3 S
) L 60 E 3
S 754 3 <L 751
3 @ T
< :
o = - 55 7.0 7.0
T 7.0 oA H 70 4
it
- 50
6.5 = T T T 6.5 4
BL W8 W12 w24 BL w24
Change from BL to W24 displayed as
Giai doan chinh liéu Giai doan duy tri LS mean values
Gla-300 462 448 448 430
IDeg 462 447 445 425

Cheng A, et al. ADA 78th Scientific Sessions 2018; 301-OR
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GHT Ha dwong huyét bat ky (24 gi®)

Ha dworng huyét thei diém bat ki (24 gio’) THAP HON véi Gla-300 sv IDeg-100 trong suét giai doan chinh liéu

Ty Ié bién c6 (sb RR (95% CI) P-value Favors | Favors
bién cé trén bénh Gla-300 | IDeg
nhan-nam)

Tudn 0-24 (TOAN BO THO! GIAN NC) Gla-300  IDeg
’_

Puoc xac dinh (<70 mg/dL [£3.9 mmoliL]) 9.34 1083  0.86(0.71t01.04)  0.130 7
DPuoc xac dinh (<54 mg/dL [<3.0 mmol/L]) 0.61 0.88 0.69 (0.45to 1.08) 0.104
Tuan 0-12 (GIAI DOAN CHINH LIEU BAN DAU)

—&—
DPugc xac dinh (<70 mg/dL [<3.9 mmol/L]) 8.08 10.47 0.77 (0.62 to 0.96) 0.023
Puoc xac dinh (<54 mg/dL [<3.0 mmol/L]) 0.49 0.86 057(034100.97) 0038

0.3 1.0 3.0
RR, rate ratio RR (95% Cl)

Khoéng c6 sw khac biét cé y nghia trong ty |é bién cb6 ha DH bt ky trong ngay trong khoang tuan 13-24

Bolli GB, et al. ADA 78th Scientific Sessions 2018; Poster 1032-P
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GHT  Hadwong huyét vé dém (00:00 — 06:00 gi®)

Ha dwéng huyét vé dém THAP HON vé&i Gla-300 sv IDeg-100 trong suot giai doan chinh liéu

Ty Ié bién c6 (sb RR (95% CI) P-value |Favors
bién cé trén bénh Gla-300
nhan-nam)

Tuan 0-24 (TOAN BO THO'l GIAN NC) Gla-300 IDeg
——
Puoc xac dinh (70 mg/dL [£3.9 mmol/L]) 1.83 2.26 0.81(0.58t0 1.12) 0.204
Puoc xac dinh (<54 mg/dL [<3.0 mmol/L]) 0.24 0.22 1.09 (0.60 to 2.00) 0.777
Tuan 0-12 (GIAI POAN CHINH LIEU BAN BAU)
——
Puoc xac dinh (70 mg/dL [£3.9 mmol/L]) 1.42 2.20 0.65 (0.43 to 0.98) 0.040
Puwoc xac dinh (<54 mg/dL [<3.0 mmol/L]) 0.16 0.19 0.85(0.401t0 1.79) 0.662 |
0.3 1.0 3.0

RR (95% Cl)

Bolli GB, et al. ADA 78th Scientific Sessions 2018; Poster 1032-P
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DELIVER-2: danh gia ket qua lam sang @ BN DTD tip 2
khi chuyén Insuin nén sang Glar300 hoéc nén khéc

NC thuan tap hoi ctru nham danh gia két qua 1am sang va s dung nguon lucy té & cac BN DTD typ 2 chuyén dieu tri
insulin nén sang Gla-300 hoac Insulin nén khac trong thwc hanh 1am sang doi thuwe

Lwa chon bénh nhan:

» BN BTD T2 trvdng thanh (c6 it nhat 1 ho so chan doan Gla-300
trong di liéu thoi diém bét ky) (n=2196)

« Insulin nén diéu tri dwoc chuyén sang Gla-300 U/mL /
insulin nén khac (Gla-100, insulin detemir, insulin —
degludec); lay moc tir ngay chuyén ddi: 01/3/2015 — Nén khéc (Gla-100, IDet hogc IDeg)
31/5/2016 (n=3837)

« C6 sén két qua HbA1C trong 6 thang sau ngay chuyén
va gilra 3-6 thang theo doi I

Giai doan 12 thang trwéec khi

Theo ddi 6 thang sau chuyén
chuyén

Chuyén
insulin nén

Phan tich: ghép cap diém khuynh hwéng (PSM) 1:1 dwa trén cac dac diém nhan trac va 1am sang ban dau

B3c diém nhan chiing hoc: tudi, gidi tinh, chling toc, bao hiém, viing, chuyén khoa bac s§; Dac diém 1am sang: HbA, ., BMI, thudc tri dai thao dwong ban dau, bénh
ddng méc va bién chirng clia dai thao duweng (gém chi sb bénh ddng mac Charlson), % ha dwéng huyét 12 thang va 6 thang trwéc chuyén, insulin nén va cac thuéc dung
kém ban dau

28


https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou+FL+et+al.+Diabetes+Obes+Metab.+2018;20:1293%E2%80%9397
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou+FL+et+al.+Diabetes+Obes+Metab.+2018;20:1293%E2%80%9397
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou+FL+et+al.+Diabetes+Obes+Metab.+2018;20:1293%E2%80%9397

DELIVER-2: Kiém soat dwéng huyét twong dwong nhwng HPH it hon
sau khi chuyén sang Gla-300 sv cac insulin nén khac trong d&i thwe

P=0.928 dbi v&i thay ddi Gla-300 sv insulin nén khac i«
LSM khac biét -0.15 bién c6/PPPY

P=0.041
A=-0.51% A=-0.51%
95 - P<0.001 P<0.001 0.9 -
8.95% 8.93% \
8.5 A
S
O )g
< z
£ 75 - Z
3
o
c
<@
6.5 - &
5.5 - . ‘ ]
Gla-300 Gla-300 Nen khac Nen khac Gla-300 Insulin nén khac
ban dau theo ddi ban dau theo ddi
Giam HbA1C twong dwong sau 6 thang Trung binh ty Ié bién c6é ha PH hiéu chinh*

su6t 6 thang theo doi

*hiéu chinh theo ty 1é ha dwdng huyét ban dau
BI, basal insulin; EMR, electronic medical records; PHIE, Predictive Health Intelligence Environment; PPPY, per patient per year
Zhou FL et al. Diabetes Obes Metab. 2018;20:1293-97 29



DELIVER-2: Giam ha dwong huyet phai nhap vién/cap ctru sau khi
chuyén sang Gla-300 sv Insulin nen khac (Gla, Det, Deg) trong d&i thwe

Adjusted* odds ratio = 0.58 LSM difference -0.10
P=0.001 P=0.041
8 - 0.35 -
7 .
-|- 0.3 - -|-
6 - 32%
42% 0.25 A 0
8\04 5 1 >§ J_
«O J_ € 02
o Z
g 4 2
S 9 0.5 -
Ne) 3 A c
o <@
4 [a1] 1A
o 2 - 01
14 0.05 -
0 0 -
Gla-300 Insulin nén khac Gla-300 Other BI
BN c6 ha PH phai nhap vién/ cap ctru Ty Ié bién c6 ha DH phai nhap vién/ cap ctru

hiéu chinh*

*hiéu chinh theo ty 1& ha dwong huyét ban dau
Bl, basal insulin; EMR, electronic medical records; PHIE, Predictive Health Intelligence Environment; PPPY, per patient per year
Zhou FL et al. Diabetes Obes Metab. 2018;20:1293-97



BN bj HDH phai nhap vién/ vao cap

ctru (%)

DELIVER-2: Gla-300 tac dong tich cwc lén st dung
nguon lwc y té

Nguy co ha dwong huyét thap ho’n cé lién quan VO’I str dung nguon lwc y té it hon,
gom ca nam vién va vao cap ctru

| Switched to Gla-300

| Switched to other basal insulin

NS
20 1.4 - P=0.160
P=0.011 T
] €@ 13-
16 - o c E 12
€ST10
141 15. = 1.03
12 A “Q 5 m
2.5 08 1
10 1 @ € o
Q=0 0.6 -
8 - @ C o
> ‘8_
61 e 04
4 -
0.2 -
2 -
0 - 0.0 - ’
Nhap vién Cép ctru Ngoai tri Nhép vién Cap ctru Ngoai tru
BN can str dung ngudn lyc té lién Ty 1é bien co* ha dwong huyet phai
quan dén ha dwéong huyet*® nhap vién/ vao cap ctru

Wé&c tinh hang nam moéi BN My tiét kiém sir dung nguén lwc y té $1.439 véi Gla-300

* hiéu chinh theo ty 1é ha dwong huyét ban 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 31



Thoi diém tiém linh hoat Gla-300 khéng anh hwéng dén
kiem soat dworng huyét va nguy co HPDH so vé&i tiém ¢6 dinh

D@ liéu gbp tr nghién cru phu trong EDITION 1 va EDITION 2 trén BN

PTD tip 2 (Thang ther 6-9)

. Tiém linh hoat* | Tiém c6 dinh
HDAc,% n=99 n=95

Month 6, mean (SD) 7.30 (0.93) 7.30 (0.96)
Month 6-9,

LS mean change (SE) 0.05 (0.06) 0.00 (0.07)
LS mean difference 0.05

(95% CI) (=0.13 to 0.23)

Gla-300 c6 thé cho phép th&i gian tiém thudc

linh hoat nham d6i phé véi nhirng tinh huong
thay doi trai qua trong cuéc song hang ngay

*Tiém linh hoat: Khoang céch tiém méi ngay mét lan 24 + 3 h

Adapted from Riddle M et al. Diabetes Technol Ther. 2016 Apr;18(4):252-7

% participants experiencing

21 hypoglycemic event

Confirmed (570 mg/dL [£3.9 mmol/L])
or severe hypoglycemia

[ Flexible dosing
B Fixed dosing

4]
o
1

IS
o
[ |

w
o
1

]
o
1

—
o
1

o
1

Any time of day Nocturnal
(24 h) (00:00 to 05:59 h)

Khoang the¢i gian dung

/-\ thuéc linh hoat 6 gio

Linh hoat Linh hoat
-3 giv + 3 giv



https://www.ncbi.nlm.nih.gov/pubmed/26840338

KET LUAN

> Thiéu chinh liéu insulin, s ha BH, tang can, tuan tri kém, PH khdng 6n dinh cung voi
thiéu gido duc/ hd tro vé bénh BTD va van dé chi phi/ dung cu 1a cac yéu td gidi han kiém
soat dwdng huyét trén BN BTD tip 2 tai cac nwdc c6 thu nhap thap/TB.

> Gla-300 la insulin nén analog thé hé 2 c6 hé so PK/PD phang hon Gla-100, c6 lién quan téi
viéc giam dao ddng dwéorng huyét hang ngay va nguy co HPH thap hon trén BN BDTD tip 2.

> Bang chirng thé gidi thwe cho thay: Gla-300 c6 ho so hiéu qua chi phi tot hon sv céac
insulin nén khéc. Nghién ctvu DELIVER 2 chirng minh:

- Kiém soéat dwdng huyét twong dwong nhwng HPH it hon sau khi chuyén sang Gla-300 so
v&i cac insulin nén khéac trong doi thue

- Gla-300 tac ddng tich cwe 1én st dung nguon lwc y té: U'de tinh hang ndm mdi BN MY tiét
kiém st dung nguon lwc y té $1.439 v&i Gla-300

> Gla-300 c6 thé cho thdi gian tiém thube tw do nham dbi pho véi nhirng tinh hudng thay dbi trai
qua trong cudc sdng hang ngay.



