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Suppl. Fig. S1. Body weight, kidney weight and kdiney to body weight measurements were made in Control and KPTIRKO mice. There
were no differences between the groups in these parameters by t-test. Each dot refers to an individual mouse. Data are presented as
mean + SD.



Male

Female

Control KPTIRKO

Control KPTIRKO

IRB ...--n--."- IRBE o S99 G G0 == o == =
1 -— T 1
_ Actin N o - - - - Actin ._22._.-,”,‘
< 3 200 < 150
- = E 150 =h . .
* 5}
% 8 T - < 8 100 e T
= .o 100 —sle— 3 o A
X o T X o 50
“x 50 : 2
Control KPTIRKO Control KPTIRKO
Control KPTIRKO Control KPTIRKO
IRp oo qpo comp e @99 cod OBR Y ISRl R L R ——
Q@
§ Actin s e o wm— w— w—— — Actin == = G5 8 om + @ @& o
£ — D W e w— . w—
= = 150 < 150
% % = 100 ‘(’% € 100 i
28 -t Q —t— —
% 32 ¢ ég —
x o 50 xo 50 :
X X
Control KPTIRKO Control KPTIRKO
Control KPTIRKO Control KPTIRKO
IRB o o Em oo oo o= oo @D IRB — G D e G - -
ACtin " S T S —— - e Actin = Ghe == - = " a o
% _5 200 ) . .3 150 .
T S € 150 =€ ]
<38 100 1 i £8 10— 1
A o A ol
x o ol @ o 50
—x 50 =
Control  KPTIRKO Control  KPTIRKO




Male Female
Control KPTIRKO Control KPTIRKO
S ep———— T [RE e o e o o o o
Actin — - Actin e -—---ﬁ-
c —_ —_
g .3 150 .3 150 .
5 € = —t— = —T
35 100 = S50 i= .
QL Oy
o 50 x o 50
X X
Control  KPTIRKO Control KPTIRKO
Control KPTIRKO Control KPTIRKO
IRB - — - — IR e s s gy =9 =
§ ACtin D c———— ACHN e~ = =
2 = 200 S 1507
o = € 150 —1 S £
o 5 © § 100 o
iéo 100 oo <3 B =
o @‘._
¥ o 50 L v o 50
& R
Control  KPTIRKO Control  KPTIRKO

Suppl. Fig. S2. Immunoblotting was performed to assess changes in insulin receptor 3 (IRB) expression in different tissues. There
were no differences in IRB expression in the tissues shown between Control and KPTIRKO mice in either male or female mice by
t-test. In the graphs, each dot represents one mouse. Data are presented as mean + SD (n=3-4 mice per group).
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Suppl. Fig. S3. Immunoblotting was performed to assess changes in IGF1 receptor (IGF-1R) expression, phosphorylated Erk, Akt, in
renal cortical extracts. There were no differences in the parameters shown between Control and KPTIRKO mice in either male or female
mice by t-test. In the graphs, each dot represents one mouse. Data are presented as mean + SD (n=4 mice per group).
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Suppl. Fig. S4. Body weights and food consumption of mice were measured every month. There were no differences between
Control and KPTIRKO mice in either male or female mice on NFD or HFD. Data are presented as mean + SD. **p<0.01,
***p<0.001 by two-way ANOVA (Male, n=14-15 mice per group; Female, n=7-9 mice per group).
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Suppl. Fig. S5. Immunoblotting showed that nephrin expression was unchanged (by one-way ANOVA) following HFD in male and
female mice of both genotypes (Male, n=14-15 mice per group: Female, n=7-9 mice per group).



Male Female

A B
c 40 2
E 1 c
% ég 30 e %: 1% : : .
2 B 20 : EE 6 :
€ == 10 ’ﬁ E2 4 L
O = S Rl P iﬁiﬁ RAIE3IE
-2

NFD HFD NFD HFD

— NFD HFD NFD HFD
Control KPTIRKO

Control KPTIRKO

Suppl. Fig. S6. A. On NFD, fasting serum insulin levels were similar in male control and KPTIRKO mice (n=5 mice per group); HFD
resulted in hyperinsulinemia in both Control and KPTIRKO mice to the same extent. B. There was no difference in random serum
insulin levels among the four groups of female mice (n=7-9 mice per group). Data are presented as mean + SD. *p<0.05 by one-way
ANOVA
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Suppl. Fig S7. Generation of kidney proximal tubule IR knock out mice using the Sglt2 promoter. A. Sglt2 Cre mice were
crossed with Rosa26 reporter mice designed to express LacZ; in the hybrid mice B-galactosidase activity detected by X-gal staining
was seen only in the proximal tubules of the kidney and not in the other parts of nephron or other organs. B. Genotyping of DNA
obtained from tails: PCR was performed using primers for IR loxP, IR and Cre. M: Standard markers, lane 1: IR loxp breeder, 2:
Sglt2-Cre breeder, 3. Heterozygous KPTIRKO mouse, 4. Homozygous KPTIRKO mouse, 5. Homozygous IR loxp mouse (Control).



Supplementary Table 1. Clinical parameters in Control and KPTIRKO mice

Control KPTIRKO
(n=4) (n=5-6)
BUN
(mg/dL) 20.5+10.5 21.3 3.7
Serum creatinine
(mg/dL) 0.30 0.30
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