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Supplementary Figure 1. Changes in circulating lipoproteins in iLpl” mice. iLpl-- were
maintained on a standard laboratory chow diet and at 8-12 weeks groups of male mice were
divided, and half were treated with tamoxifen to induce LpL deficiency. Two weeks plasma TG
and cholesterol were assessed, and lipoproteins were separated by ultracentrifugation. Plasma TG
and cholesterol are shown in A and B, isolated TRLs in C and D, LDL cholesterol and TG in E
and F, HDL cholesterol and TG in G and H.



Supplement Figure 2

A. Study design B. "
= 30000 . = 5000 u
3 3 .
g) Ev 4000 .
Week(s) 1 2 3 4 5 6 7 8 = 20000 =
Dayls) 12345 A . A —— 9 o 3000
Tamoxifen LDLR ASO © « 2000
£ 10000
Chow diet Western diet g % 1000 % e
E LY o . a
0
C. D.
LpfMLdIr<d  iLpF-ILdIrd Ponceau
* %
4000 —_
?3000 . g 800
13 é 600 250 KDa
© 2000 prs ApoB48 -:-
= F 400 -
= 1000 - » 150 KDa
E E 2001 *ge
0 $ 0 100 KDa
75 KDa
I
E. F
00, — 250 .. 40, _**
T 300 .z B 200 330 | =4
E E 150 E E
8 200 oo h 'c__') 100 ,9 20 g
-} - - -
g 100 g 50 210 =
0 0 0 0
o Lp/ML oy
= iLpriLdi*®
G.
80 5307 vipL i d
VLDL 3 -~ Lp/MLdir*
5 60 E 4 - iLpriLdird
=] °
E a0 8 LDL
O] 210
=20 s HDL
LDL HDL S

o

0

0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Fractions Fractions

Supplementary Figure 2. Lipoprotein analysis of male iLpl"/ Ldl*5° mice on Western diet.
Lplioxflox/peta actin Cre mice (6 weeks) were injected intraperitoneally with tamoxifen (of 40
mg/kg x4 days). The mice were maintained on achow diet and 4 weeks later received LDLR ASO
(weekly intraperitoneal injections). Two weeks after the first ASO injection, mice were switched
to a WD for 2 weeks. A. Schematic of experiment. B. Total TG and cholesterol levels. C. TRL
cholesterol and TG, D. Immunoblot of TRLs obtained following a 30 minute spin (d<1.006) (left
panel), and Ponceau staining of the membrane showing equal loading (right panel). E. LDL TG
and cholesterol levels, F. HDL TG and cholesterol levels, G. Distribution of TG and cholesterol
levels in plasma fractionated by size-exclusion chromatography. n=11-15 mice/group. Data are
presented as the mean = SEM. ** p<0.005, *** p<0.001, **** p<0.0001 vs Lp/"1 mice by
Student’s test.
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Supplementary Figure 3. Correlations of lesion size and lipoproteins. A. Correlation analysis
between Chylomicrons-Cholesterol and lesion area. B. Correlation analysis between LDL-
Cholesterol and lesion area C. Correlation analysis between IDL-Cholesterol and lesion area. D.
Correlation analysis between HDL-Cholesterol and lesion area. R? = Coefficient of determination.
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Supplementary Figure 4. Lipoprotein analysis of female iLpl”/Ldlr* mice on Western diet.
Lp!V and iLpl’- after 12 weeks of LDLR knockdownusing PCSK9 AAV and WD feeding. A.
Total cholesterol and TG levels. B. Plasma cholesterol and TG distribution on ultracentrifuge-
fractionated lipoproteins. n=21-28/group. Data are presented as the mean + SEM. * p<0.01; **
p<0.005, *** p<0.001, **** p<0.0001 vs Lp/" mice by Student’s test.
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Supplementary Figure 5. Aortic root, but not BCA, lesions are larger in female iLpl” /LdIr*
mice. Lp/" and iLpl’- after 12 weeks of LDLR knockdown using PCSK9 AAV and WD feeding
A. Quantification of aortic root plaque size. B. Quantification of BCA plaque size.



Supplement Figure 6

ns

8 ns 50 e . 30+ he 30+ ns
74 . L 45- = 2 2 .
" geme (] . ‘= 25-
= LS = < s 20 o’ . < -
® 6 S 40 i ™ 3 oo & os  BE
¥ e K £ 20 32 o
— ote wu, o . c 3 . 5 g e
< 51 - < 351 . S 104 : 2 . -
. . 154 *°* =
P 304 = S
: : 254 — T 0o-—T—— 10—
Lp"™ iLpr"- Lo iLpr” Lo iLpr” Lpi"™ iLpr*

Supplementary Figure 6. There are no differences in the number of circulating leukocytes in
mice lacking LpL and LDLR. Cells were derived from Lp/"f and iLpl/-after 12 weeks of LDLR
knockdown using PCSK9 AAV and WD feeding. Percentage of T cells, B cells, monocytes, and
neutrophils. n = 10 mice/group. Data are presented as the mean = SEM. Statistical significance
was determined by Student’s test.
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Supplementary Figure 7. There are no differences in the number of aortic leukocytes in mice
lacking LpL and LDLR. Aortic immune cells were derived from Lp/ff and iLpl--after 12 weeks
of LDLR knockdown using PCSK9 AAV and WD feeding. Percentage of T cells, B cells,
macrophages, neutrophils, and eosinophils. n = 14 mice/group. Data are presented as the mean +
SEM. Statistical significance was determined by Student’s test.



