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Nguy co bénh vong mac do dai thao duong

Progression of DR Increases Steeply With Each
1% Increase in HbA1ci

Key risk factors!'l:
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Cacbiénphaphéthdng Diéu tri tai cho
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- Quangdoénglaser

- Thu6ckhangVEGF

- Steroids n6inhan
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Thudc udng diéu tri bénh vong mac do dai thao duwdong

Participants Status Qutcomes

Reduces diabetic microvascular

Mild to moderate Phase 4 RCT ey
complications

Fenofibratel'! PPAR w-agonist

NPDR completed (-4
Fhase 2
APX333001 51 APE1/Ref-1 Mudﬂrata.mﬁi_el.ra Unmasked efficacy and safety data but
inhibitor '-.I’hl ﬂn? favorable tolerability!™
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Daneaaptidel® Connexind3 =:;~5., ") Diabetic mgcu!gr Phase 1b/2a "'f-"'r The potential therapeutic effect of

s modulatos, edﬂmi ¥ underway _danegaptide in DR is unknown!
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Dir liéu bénh vong mac do dai thao duwong

trong thir nghiém tim mach cta fenofibrate

Trial Year Fenofibrate Placebo Result
(Event/N) (Event/N) {95% Cl)
FIELD (retinal laser) 2007 164/4885 238/4900 i 069 (0.56, 0.84)
FIELD substudy (post hoc composite)l!! 2007  53/512 TH/500 — 068 (0.47.0.94)
ACCORD Eye (composite )l 2010  52/B06 ao/7ay —— 0.60 (042 0.87)
Trial meta-analysls (retinal lasery™ 2022 391/9754 501/9750 : 3 0.77 (0.67, 0.88)
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D liéu bénh vong mac do dai thao dwong

trong thir nghiém tim mach cta fenofibrate

I Fenofibrate 145 mg
K&t cuc chinh

Patient Population: Thoi gian xay ra dau tién vai
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LENS DPac diém cha ddi tvong nghién ciru

e = Fenofibrate Placebo
Characteristic (n = 576) (n = 575)
Age. y 61 61

Female 27 27
e % Male 73 73
TiDOM 27 26
T i tes, %

P oAb T20M 73 74
Diabetes duration, y 18 18
RO 1 1
R grade — worse eve, % R1 98 98
R2 2 1
MO 40 a0

M grade — »

grade — worse aye M1 10 10
Hb&1c (mmalimol), Nao. (%) 66 (B.2) 66 (8.2)

B macsispaiy_ R retingpatin T tpe T dphimizn meifius
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LENS Két cuc chinh: Phat hién bénh hodc phai diéu tri

&

HR {95% CI): 0.73 (0.58, 0.91)
P=.006

]
=

— Placebo
— Fenofibrale

Participants With Event (%)
-

10 1
U 2 1 T T L] T T T
0 1 ¥ T s 3 4

No. at Risk TN Years of Fellow-Up .
Fenofibrate 576 85 492 W8 431 228
Placebo 575 509 a6y 30z 203

wind [1 wl @ ST 0N Evied 204 3 BV 2400 TTR

LENS Két cuc chinh: theo gidi tinh, tugi, typ DTD

Fenofibrate| Placebo
Subgroup (n=576) (n=575) HR {85% Cl}) P(het'trend)
Mo. of Participants With Event / n
Sex

Male 95/420 121/419 076 (0.58,099y 5
Femala 321156 471156 | 0.64 (0.40, 1.00)
Age
<B0y BB249 93/264 071 (052,097 73
z 60y B3/327 75/311 - 0.77 [0.55. 1.07)
_.g_'
==

Type of diabetes

T1DM 38/154 45/151 — 0.78 (0.51,1.21) 7
T2DM and other 83/422 123/424 071 (0.54,0.93
Al participants 1311578 168/575 u.ﬂ_{ﬂ'rmf_q. ,0.99)

I T 1
0.3 0.5 1.0 2.0
Fenofibrate Better Placebo Better
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LENS K&t cuc chinh: theo eGFR, HbA1c, thoi gian xuat hién bién c6

Fenofibrate Placebo
Subgroup {n = 576) (n = 575) HR (95% Cl) P(het/trend)
No. of Participants With Event/n

eGFR at randomization
< B0 mL/min/1.73m 171130 2Ny —e— 0.51 (028.083) A
= 60 ml/min/1.73m* 114/446 136/444 Q.77 (0,60, 0,99
HbA1le
< 70 mmal'mal 63/361 81/346__ 068 (049 095) .67
z 70 mmol/mol STMTT y [Wopapd i 0.75 (0.53,1.06)
Unknown 1188 W ¥ B ——> 1.40 (0.55, 3.57)
Timing of primary outcome _  "%" ;
Within first year . 45/576 63/575 0.70 (0.48, 1.03) 82
After first year WP B6/525 105/508 0.74 (0.56, 0.99)
All participants ¢, 131578, WHEBIST5S " ~0.73 (0.58,0.91)
. . — -
o 0.2 05 1.0 20=7
. Mpfibrate Better Placebo Better
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LENS
Két cuc chinh va phy vé bénh v6r3 mac

Fenofibrate ﬁﬂcabﬂ P
Type of Event {n = 576) (rt = 575) HR (95% CI) Value
Mo, of Participants With Event (%)

Refarable retinopathy or maculopathy 130 (22.8) 88 (20.2) o.72 (057 091 pos
Treatment for retinopathy or maculopathy 17 (3.0) 28 (4.9) % 058 (031, 1.06) OB
Primary outcome: referable disease or treatment 131 (22.7) 168 (29.2) 0.¥3 (0.58,0.81}) 006
Any progression of raetinopathy or maculopathy 183 (32.1) 231 (40.2) = 074 {061, 080) D03
Referable maculopathy 107 (18.6) 149 (25.8) - D66 (0.52, 0.85) oo
Magoular edama 22 (3.8) 43 (r5) —= D50 (0.30, 0.84) ooa

| ] e e |
0.305 1.0 2.0
Fenofibrate Better Placebo Better
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LENS Két cuc chinh va phu vé bénh vong mac

Fenofibrate Placebo P
Type of Event {n = 576) {n = &75) HR [95% Cl) Value
No., of Participants With Event (%)

Referable retinopathy or maculopathy 130 (22.8) 186 (29.2) E 0.72 (0.57, 0.81) 005
Treatmant for retinopathy or maculopathy 17 (3.0} 28.(4.89) 058 (0.31,1068) .08
Primary outcome: referable disease or treatmemnt 131 (22.7) 168 [29.2) 0.73 (0.58,0.81) .DOG
Any prograssion of retinopathy or macu]n?a_lhr' T 185 (32.1) 230402 ' 074 (D61, 080) .003
Refarable maculopathy f L 107 (18.6) 149 (25 . D66 (0.52, 0.85) oo
Macular edama N __RH.BEI ; 43 (7.5} -—'!"— D.50 {030, 0.84) no8
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LENS in the Context of Hypothesis-Generating Trials

Trial Year Fenofibrate Placebo Resuit
(Event/n) (Event/n) (95% ClI)
FIELD (retinal laser)!" 2007 164/4B85 238/4500 - 0.69 (0.56, 0.84)
FIELD substudy (post hoc composite)'! 2007 531512 75500 —_— 0.66 (D.47, 0.94)
ACCORD Eye {compositej 2010 52/806 BO/T8T S=—— 0.60 (042, 0.87)
Trial meta-analysis (retinal laser) 208N 391/9754 [s0hE TS50 = .77 (0.67. 0.88)
LENE (composite)® '5”:?! 131578 188575 & 0.73 (0.58. 0.91)
T T 1
0ZS0% 10 20
Fenofibrate Better Placebo Better

Giay phép cho Fenofibrate déi v¢'i bénh véng mac do DTD

Str dung fenofibrate diéu tri bénh nhan

TaiUc, TGA damérongchidinh(2013): cob(inh.vongmicdo PTD d‘hauhe-tAcac
Fenofibrate dugc chi dinh 1am gam tién trién bénh véng quocgia(baogomcaUSA vaEU) hién
macdo DTD & bénhnhanbTD typ2 vacébénhvdng tai la chwa c6 van ban

macdo DTD

Cé1 itqudcgiabékhuyéncaonay
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Cac fibrate khac trong du phong bénh vong mac do BTD?

Céc thir nghiém cho thay khéng c6 fibrate nao khac ¢é Igi trén bénh véng mach do BTD

Results From the All-Outcomes Trials With the Major Fibrates

Study Primary Analysis Subgroup Analysis

Bezafibrate: lamgiamdaucach

Subgroup Criteria

| Treatment) RRR (P Value) RRR (P Value) —.
(g sl LOCOMDLC s 80 i il g%]%%ﬁﬁ%% F;;efgl‘—:mﬁ;’ﬁ%u%%ﬂ

¥
it o0 Dobotes . 1554% (004 nhétrénnghiéncitu thuc < - yar
o Y ¢ NP OO0
(beznfibrats) ! HDL% f.*" g dieu tri
o 1% (18 EE S ﬁwﬁ& ' =27 (005) ’E::ﬂ%n%mg%%of&%mg W
pe.) 50 mg/dLkor mﬂ' L Hng I oicier Tl
gl | 3'—’;:.“~ HE‘E-‘?‘H"#;;L il =

FOE imiaiess bk redpictian
Trssrbaum A, w5l Cordounee [absbsl 209211 136

- Fenofibrate cdé tac dung va phuong phap an toan cho
bénh nhan cé nguy co bénh véng mac do DTD.

- Thir nghiém FAME 1 EYE va cac th{r nghiém khdac cung
cép di liéu trén tac dung cla fenofibrate & bénh nhan

BTD typ 1 trong 5-7 nam niral.

- Khbng co cac fibrate khac sé dit liéu trong cac thir
nghiém cho thay cé lgi ich cho bénh vdng mac do BTD.

1 MESED Chricat Tiints Centie. Acossand Ociohe 78, 11240 Pepy drie pyped =2 e spepmchiyessnch- g e g el st active- st eme ey e-iral
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Tran trong cam on!
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