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(57) Abstract: The present invention relates to a model of uremic vasculopathy and uses of same. More specifically, the present
invention relates to: a medium composition for producing an endothelial cell model of uremic vasculopathy, using a uremic complex
that comprises urea and uric acid and may further comprise indoxyl sulfate, creatinine, or advanced glycation end products (AGEs);
a preparation method for an endothelial cell model of uremic vasculopathy, comprising the step of treating endothelial cells with the
uremic complex; an endothelial cell model of uremic vasculopathy, prepared by the preparation method; screening and toxicity testing
methods, using the model, for agents that inhibit or treat uremic vasculopathy. The uremic complex comprising urea and uric acid of
the present invention, merely by using said uremic toxins among other various kinds of uremic toxins, can enable creating a uremic
environment in endothelial cells conveniently in a manner similar to when using the blood serum of a patient with chronic kidney disease.
In addition, the uremic complex of the present invention, when used for preparing an endothelial cell model of uremic angiopathy, can
produce an endothelial cell model capable of reflecting various symptoms of uremic angiopathy. Furthermore, by using endothelial
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cells differentiated from induced pluripotent stem cells when preparing the endothelial cell model of uremic vasculopathy, it is possible
to produce an endothelial cell model of uremic vasculopathy with genetic characteristics reflected therein, which can be beneficially
used in personalized drug screening for the treatment of patients with uremic vasculopathy, the development of new drugs, toxicity
testing, and the like.
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5= Conventional unit ST unit
8 44 A (Urea nitrogen) 14.01 mg/dL 5 mmol/L
70.01 mg/dL. 25 mmol/L
140.06 mg/dLL 50 mmol/L.
210.08 mg/dL 75 mmol/L
=1 #| o} E] I (Creatinine, Cr) 1.13 mg/dL. 0.1 mmol/L.
11.3 mg/dL. 1 mmol/L
8 4H(Uric acid, UA) 4.2025 mg/dL 0.25 mmol/L
8.405 mg/dL 0.5 mmol/L.
13.45 mg/dL. 0.8 mmol/L.
16.81 mg/dL. 1 mmol/L
0.5 mmol/L

54 229 (Indoxyl

sulfate, IS)

# & 93} 52 (Advanced

glycation end products, AGE)

I mg/L, 10 mg/L.
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5)
17 | Uremic toxin 50 1 1 0.5 10
mixture 6(UT
6)
18 | Uremic toxin 25 1 0.5
mixture A(UT
A)
19 | Uremic toxin 25 1 1
mixture B(UT
B)
20 | Uremic toxin 50 1 0.5
mixture C(UT
O
21 | Uremic toxin 50 1 1
mixture D(UT
D)
22 | Uremic toxin 25 1 0.8
mixture E(UT
E)
23 | Uremic toxin 25 1 0.8 1
mixture F(UT
F)
24 | Uremic toxin 50 1 0.8
mixture G(UT
G)
25 | Uremic toxin 50 1 0.8 1
mixture H(UT
H)
o] 1, T A A& Ao A 2= AU 85 8 FF SA
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74 -3 1] Q A (urea) B 2 A(uric acid)& X35 Q5 B3A| & E¢eli=, Q54
A S WA E 2l A28 A 244 =.
g2 Al dejA,
471 242055 WA ImM 5 EE &% B3k o £33 5= AL
S0 ot oA A S WA E R A28 w4 2A4E
(713 3] A1kl ol A,
A7) LAE20 WA 55 mM TR 2% BgAd ¥£3EE AL
SR o ot 8w AT WA E 2 A8 w4 24 E.
e 4] Alrgel oA,
A7l 85 53A = 154 249 (indoxyl sulfate) = & &3}
54~ (advanced glycation end products, AGE)E Tl X35l A& 53 o=
shim, 854 @y WAl E 2 Alxg A 244 E.
(713 5] Al4g}el QlofA,
871 154 kel 2 03 WA 1.5 mM, HF B8 5457 0.5 WA 15
mg/L § R Q5 SRA el 2= 3le SH 2R sk, 254
A S WA E 2l A28 A 244 =.
(713} 6] A

-
2

A7l 85 H3A = A # oF el Wcreatinine)= Ul E &3l
QA RS A E 2 Axg A 24 =

812 7] A1gkel Aol A
_]

A7 Q=4 Z o A AAz o 7 A3 WA E 75 G2
Ak 5] = Ao g dh= a%Al dagE WA ¥E vd A 2g

[°d -3} 8] W3] Al o] & A(urea) E Q2 Ak(uric acid)

2 EYPSHE 0% BYA S
A sk 9 Eahohiz, 854 AwPS WAL 7 Ay

4% 9] Ag@tell AofA,

71 W3 A = - 5755 7] Al 3 (induced pluripotent stem cells, iPSCs)
el WA EQ AE S0 =2 5=, 54 AT UIAE 2
Al =W

[33 101 A8 a4 AT HWIAEZ 2l A iom Alxd, 254
AT WiAlx =4

111 A1oFel sleA,
71 W3 A = - 5755 7] Al 3 (induced pluripotent stem cells, iPSCs)
el HAAEQ] A S S 0= 5=, 54 A ST Az 29,

73 12] (S AT axA dAYT WIAE R 8 54L& Aets

oA
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[5=1]
Day 1 {x 40) (x 200)

Day 4 | (x 40) (x 200)

[5=2]
{x 40) iPSCs confluency 70 % on DO D2

{x 100) PassageQ D4 Passagel D4
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H,0, normalized with viable ECs

{1 ¢1-5: Normal control serum
B P15:Hemodialysis patient's serum
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1: P < 0.05 compared to day 2 within the same group
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