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S1 Synthesis and characterization
S1.1 Synthesis of NBD-B-Alanine and peptides:

980 mg of Alanine (1.1 equiv.), 4.14 g of KoCOs3 (3 equiv.), and 2 g of NBD-CI (1
equiv., 10 mmol) were added in 15 mL H>O. 20 mL of MeOH was then added dropwise
under N> protect (low yields if without nitrogen protection) and stirred for further 3 h
at room temperature (LC-MS detection). After that, MeOH was removed by a rotary
evaporator. The obtained solution was acidified to pH 3 to obtain precipitate (NBD-f3-
Alanine, yield: 87%).

S1. 2 Synthesis of peptides

NBD-PFPFPYPEPEG-DRVYIHP (SAA41-7), NBD-G-DRVYIHP (VBPAngl-7),
NBD-PFPFPYPEPEG-YRVIPHD (Vehicle), NH,-PFPFPYPEPEG-DRVYIHP-COOH,
NH>-G-DRVYIHP-COOH were prepared by standard solid-phase peptide synthesis
using 2-chlorotrityl chloride resin. The first Fmoc-protected amino acid was loaded
onto the resin at the C-terminal. The Fmoc group of the amino acid was deprotected
with 20% piperidine in anhydrous N, N’-dimethylformamide. The next Fmoc-protected
amino acid was activated by N, N-diisopropylethylamine and coupled to the free amino
group using O-(benzotriazole)-N, N, N', N'-tetramethyluronium hexafluorophosphate
(HBTU) as the coupling reagent. The growth of the peptide chain was allowed to
proceed according to the standard Fmoc solid-phase peptide synthesis protocol. After
the last coupling step, the peptide derivatives were cleaved from the resin with a mixture
of 1% trifluoroacetic acid and 99% dichloromethane for 10 minutes, then dried via
rotary evaporation followed by diethylether precipitation.

Cy5.5-PFPFPYPEPEG-DRVYIHP  (9%3S441-7) and  Cy5.5-G-DRVYIHP
(9%34ngl-7) were prepared through liquid-phase synthesis with the ratio of Cy5.5-
NHS easter and peptides at 1: 1.5, respectively. Briefly, the peptides were dissolved in
DMSO and adjusted pH to 8-9, then Cy5.5-NHS Ester was added to solution and stirred
at room temperature for 24 h in the dark.

The products were purified by High Performance Liquid Chromatography (HPLC)

and characterized by mass spectrometry.



S1.3 Drug Loading and Encapsulation Efficiency

Tel (dissolved in DMSO) was mixed with S441-7 (dissolved in PBS) (pH 7.4, 10
mg/mL) at molar ratios of 15%, 30%, 50%, and 70% (n = 3). After preparation, the
mixtures were analyzed using LC-MS (LCMS-20AD, Shimadzu) after lyophilization.

DL and EE were calculated using the following equation.

W recovered drug

DL%= *100%

W recovered drug + W recovered peptide
W recovered dru
9%100%

EE%=
0 W added drug

In vitro Drug Release of 7Tel and The Stability of TDCNfs. TDCNfs (25 mg) was
dissolved in PBS (5 mL) and the pH was adjusted to 7.4. Proteinase K was added at a
concentration of 0.138 mg/mL and the reaction mixtures were incubated at 37 °C for
24 h. Next, 500 pL of the sample was removed at each time point and the release of 7el
was analyzed, while the remained SAA41-7 in the sample was analyzed using LC-MS

simultaneously.

S1.4 Transmission electron microscopy

The SA4A41-7 with 50% molar ratio of Tel was incubated at 40 °C for 0 min, 30 min,
60 min, and 120 min, respectively. TEM samples in different time points were prepared.
Besides, the samples of TDCNfs diluted in PBS (pH=7.4) for 1 h, 1 month, 2 months
were prepared. The sample preparation procedures: 10 uL samples of each were placed
on a carbon-coated copper grid and incubated for 30 seconds to allow the peptide
nanostructures to adhere to the substrate, then rinsed twice with ultrapure water. The
samples were then stained with a saturated uranyl acetate solution and placed in a
desiccator overnight before analysis.
S1.5 Critical micelle concentration (CMC)

TDCNfs and SAA1-7 were dissolved in MilliQ water with gradient concentrations.
The CMC values were determined by dynamic light scattering (DLS) and the light

scattering intensity was recorded for each concentration. The lower CMC values



representative better assembly capacity.
S1.6 Fluorescence emission spectra

SAAI-7 solution/hydrogel (diluted in PBS, 10 mg/mL), 7el (diluted in DMSO,10
mg/mL) and TDCNfs (diluted in PBS, 10 mg/mL) contanining gradient molar ratio
(15%, 30%, 50%) of Tel were prepared to measured fluorescence emission spectra
(BIO-RAD, Aexc = 265 nm).

S1.7 Fourier-transform Infrared Spectroscopy

Fourier-transform infrared spectroscopy of the samples was performed in IR-Prestige
21 FTIR Spectrophotometer (Shimadzu, Japan). FT-IR spectra were recorded for
TDCNfs, SAAI-7. The measurement range was 4000-750 cm™ !, scan number for per
sample was 16, and resolution was 4 cm™ .

S1.8 Rheology

The rheology test was done on an AR 1500 ex (TA Instrument) system; 25 mm
parallel plate at a gap of 500 pum was used during the experiment. The hydrogel of
SAAI-7, TDCNfs, €¥3-3 TDCNfs were characterized by the mode of dynamic frequency
sweep in the region of 0.1-100 rad/s at a strain of 1%.

S2 Cell experiments
S2.1 Cells isolation

Neonatal Sprague-Dawley (SD) rats (1-3 d old, weighing 5-7 g, means 6.1 £0.7 g)
were obtained from the Experimental Animal Centre of Southern Medical University.
Primary neonatal rat cardiomyocytes (NRCMs) and neonatal rat cardiac fibroblasts
(NRCFs) were isolated from the hearts of neonatal SD rats.

Briefly, after the digestion of hearts, the cells were collected and suspended in
DMEM medium supplemented with 10% FBS and incubated with 95% O, 5% COx.
After 2 h, attached cardiac fibroblasts (NRCFs) continued to culture in fresh DMEM
medium supplemented with 10% FBS. Unattached cells were plated for another 2 h to
remove non-myocytes to obtain NRCMs and further cultured in cardiomyocyte growth
medium (89% DMEM+10% FBS+1% PS) for 96 h before use.

S2.2 Cell viability

To detect the effect of different treatments on cardiomyocytes and cardiac



fibroblasts viability in vitro, we used serial concentrations of TDCNfs (0.01 uM, 0.1
uM, 1 uM, 10 uM, 100 pM) diluted in growth medium to incubate with NRCMs and
NRCFs for 24 h and 48 h under normoxia condition. To determine the effect of TDCNfs
on NRCMs under OGD condition, NRCMs cultured in PBS were placed in a humidified
environment at 37 °C in a tri-gas incubator equilibrated with 1% Oz, 5% CO2 and 94%
N> for 1 h, after that medium were replaced by TDCNfs (diluted in PBS), the cells were
then incubated under the same conditions for 2-3 h. To compare the effect of different
compounds on cardiomyocytes viability under OGD condition, NRCMs were cultured
in PBS for 1 h under 1% O: and further incabuted with 10 uM of TDCNfs, T+A, Tel,
Angl-7, Vehicle for 2-3 h, respectively. The cell viability was measured by CCK-8
assays. After different treatments, the medium was removed and replaced with 100 uL
of DMEM medium containing 10 pL of CCK-8 kit solution according to the
manufacturer’s protocol. The absorbance was measured by a microplate reader at
wavelengths of 450 nm.
S2.3 In vitro co-localization

After being cultured in OGD condition for 1 h, NRCMs were cultured with TDCNfs
(50 uM), SAA1-7+Tel (50 uM) and VBPAngl-7+Tel (50 uM) for further 2 h. PBS was
then used to wash cells for three times and 4% paraformaldehyde was added to fix cells
for 20 min at room temperature. After being blocked with goat serum for 30 min, rabbit
anti-AT|R primary antibody (1:200 dilution) was added to incubate with NRCMs
overnight at 4 °C. After being washed with PBS for three times, Cy3-labeled Goat Anti-
Rabbit IgG (1:200 solution) was added and incubated with cells for 2 h at room
temperature. Cells were then stained with DAPI. The fluorescence images were
obtained by the fluorescence microscope (Aexc =532 nm for AT1R, Aexc = 488 nm for
NBD, Aexc =405 nm for DAPI).
S2.4 Intracellular TUNEL and ROS Measurements

NRCMs were incubated in OGD condition for 1 h, and then cultured with PBS or
different compounds (diluted in PBS) at 10 uM under the same conditions for 2-3 h.
The cells were then fixed in 4% paraformaldehyde and apoptotic cells were dyed by

TUNEL staining using a one-step TUNEL apoptosis assay kit according to the



manufacturer’s protocol. Cells were then stained with DAPI. The TUNEL positive cells
were observed by the fluorescence microscope (Aexc =488 nm for TUNEL, Aexc =405
nm for DAPI).

Intracellular ROS was quantified with dihydroethidium (DHE). After incubated with
different treatments under OGD condition, NRCMs were then cultured with DMEM
medium containing 10 mM of DHE for 30 min at 37 °C and then washed twice with
PBS. Nucleuses of NRCMs were dyed by Hoechst 33342 stain solution for 30 min at
37 °C. Intracellular ROS were detected by the fluorescence microscope (Aexc = 532 nm

for DHE, Aexc = 405 nm for Hoechst 33342).

S3 Animal experiment
S3.1 Mouse MI modeling

Adult male C57BL/6 mice (20-30g, 8-10 weeks old) were purchased from the
laboratory animal center of Southern Medical University. For the MI model, mice were
subjected to permanent left anterior descending (LAD) ligation as described previously
[1]. In brief, the animals were anesthetized using 1.5% sodium pentobarbital (50 mg/kg)
through intraperitoneal injection, and mice were ventilated with a rodent ventilator
subsequently. We exposed mice hearts by the fourth intercostal space incision
and a subsequent pericardium removal. The LAD was ligated using an 8-0-prolene
suture permanently to perform MI generation. Sham group mice underwent the same
surgical procedure without LAD ligation.
S3.2 Live animal imaging experiments

To investigate their biodistribution, @*3TDCNfs was intravenously injected into
the mice with or without myocardial infarction at a dose of 0.2 mg and ©*3S4A41-7,
G3554ngl-7 was intravenously injected into the mice with myocardial infarction at the
same dose. At 1 h, 12 h and 24 h post-injection, the images were captured. After 24 h,
mice were sacrificed, hearts and the major organs were excised. Images were captured
at an excitation wavelength of 630 nm and an emission wavelength of 700 nm using an
in vivo imaging system. Images were analyzed using the BRUKER Molecular Imaging

Software.



S3.3 In vivo co-localization

The hearts of mice were then dissected after intravenous injection of compounds at
24 h. Immunofluorescence staining on frozen section of heart samples as reported
previously [2]. Anti-AT1R primary antibody (1:200 dilution) was used as the primary
antibodies. Staining signals were visualized with FITC-labeled Goat anti-Rabbit IgG
(1:200 dilution). The sections were counterstained with DAPI and examined using a

laser confocal scanning microscopy.

S4. Supporting Figures and Tables
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Figure S1. Chemical structure and characterization of NBD- PFPFPYPEPEG-
DRVYIHP (§4A41-7), Calc. M = 1906.58, obsvd. M = 1906.58.

'H NMR (400 MHz, DMSO) 8 9.17 (s, 2H), 8.95 (s, 1H), 8.39 (d, J = 7.4 Hz, 1H), 8.27
—8.13 (m, 3H), 8.09 (d, J =7.9 Hz, 2H), 7.99 (d, J = 8.1 Hz, 1H), 7.86 (dd, J =9.1, 8.8
Hz, 2H), 7.76 (dd, J = 9.7, 8.0 Hz, 1H), 7.57 (d, J = 10.0 Hz, 2H), 7.52 — 7.36 (m, 3H),
7.25-7.09 (m, 7H), 7.02 (dd, J = 7.9, 3.9 Hz, 3H), 6.63 (dd, J = 9.4, 8.4 Hz, 3H), 4.84
(d,J=7.4 Hz, 1H), 4.64 — 4.44 (m, 4H), 4.18 (ddd, J = 9.1, 17.7, 11.5 Hz, 5H), 3.84 —



3.73 (m, 1H), 3.67 (d, J = 9.7 Hz, 2H), 3.58 (d, ] = 9.6 Hz, 1H), 3.54 (d, ] = 9.5 Hz,
2H), 3.05 (dd, = 9.6, 9.7 Hz, 3H), 2.96 — 2.82 (m, 3H), 2.69 (dt, J = 9.0, 14.1 Hz, 4H),
2.31 (d, J=9.4 Hz, 2H), 2.21 — 2.10 (m, 2H), 2.01 — 1.79 (m, 5H), 1.67 (s, 2H), 1.41
(d, 7 =9.1 Hz, 3H), 1.25 (s, 1H), 1.06 (d, ] = 7.4 Hz, 1H), 0.93 (s, 1H), 0.77 (dd, J =
9.9, 7.1 Hz, 7H), 0.61 (d, J = 6.4 Hz, 1H).

Figure S2. TEM image of NBD-PFPFPYPEPEG-DRVYIHP (SA4A41-7), the image
inserted represented the final hydrogel formed at a concentration of 1.0 wt%.
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Figure S3. Rheology tests of SAA1-7



Figure S4. Chemical structures with interactions between SAA41-7 and ARBs. The
yellow imaginary lines represent n—n stacking interactions, the cyan imaginary lines
represent H-bond interactions.
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Figure S5. Scheme of co-assembly process of S441-7 and 7el.



Figure S6. Different molar ratio of Tel doped in SAA1-7 (A=15%, B=30%, C=50%,

D=70%).
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Figure S7. Rheology tests of TDCNfs with various molar concentrations of

Telmisartan
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Figure S10. Fluorescence emission spectra of SA4A41-7 (sol/gel) and TDCNfs.



P

Figure S11. Optical and TEM images of TDCNfs alone with time.
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Figure S12. Release profile of Tel and the stability of TDCNfs (5 mg/mL) against
proteinase K (0.138 mg/mL) digestion in PBS buffer solution (pH = 7.4).
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Figure S13. Biocompatibility of TDCNfs on NRCMs under normal conditions. Control
group means without the treatment of TDCNJs. (" p <0.01 vs. control group for 48 h;
n = 6 for each group). All data were obtained from three independent experiments.

—
wi

mm 24h
**## **## El 48h

=
o

-
i

#

Cell viability
(fold change control)
o
o

R . N\
O Q° Q
X (UM)

Figure S14. Biocompatibility of TDCNfs on NRCFs under normal conditions. Control
group means without the treatment of TDCNfs. (" p <0.01 vs. control group for 24 h;
# p < 0.01 vs. control group for 48 h; n = 6 for each group). All data were obtained
from three independent experiments.
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Figure S15. SPR response units of Angl-7, SAAI-7 and TDCNfs with rhMasR at
different concentrations and the fitting curves of the results. Their Kb values are labeled
in the corresponding curves.
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Figure S16. Quantification of AT1R using densitometry. ~'p < 0.01 vs. Control, n = 3.

OzNg—n\/\l‘rHN\)L J/\;o:f)L \)L\l/ir \)L E

NH OH
HN™ "NH;

118253

a2
7 MTEIE 4 ypamg l 1208 20 1220.42 122887
PRPENET RN 11 YA i SEELEFRTN T NI E

1100 170 1180 1180 1200 1210 1220




1100

(1000

JET ih fmm/[ /s '/ //./ //// /////f "

0. Fro0
NN COOH 0 -OH
OH 2 N 9 H\i i 2
N N HN H N N 500
2 \/ﬁ( \)LH \)'Ln M H \)LN
o o - o - o -
=
\L \O . [0
NH o
HNJ\NHZ 100
300
{200
WM N
I s o 1y bt i e it e e ot T
NN ONODNO T ®© el nva-mns =R NN MOWWNMmOoWw
OO NMNDOMNODNO v~ L} coowwm TN NGO NNM

=100

|
|
x
]

— T T —T—— T T T T — T - r T T T T -1 e
L0 10.5 10.0 &5 9.0 8.5 g0 7.5 7.0 8.5 8.0 6.5 5.0 4.5 0 3.0 5 2.0 LB L0 0.8 0.0

(ppa)

Figure S17. Chemical structure and characterization of NBD-G-DRVYIHP (V22 Ang1-
7), Calc. M =1190.49, obsvd. M = 1190.49.

'"H NMR (400 MHz, DMSO) § 9.45 (s, 1H), 9.18 (s, 1H), 8.94 (s, 1H), 8.54 (d, J = 7.9
Hz, 1H), 8.39 (d, J = 7.4 Hz, 1H), 8.32 (d, J = 7.6 Hz, 1H), 7.9 (d, J = 6.3 Hz, 2H),
7.85 (d, J = 8.6 Hz, 1H), 7.78 — 7.65 (m, 1H), 7.59 (d, J = 9.2 Hz, 1H), 7.50 (s, 1H),
7.37(d,J = 9.4 Hz, 1H), 7.27 (s, 1H), 7.14 (s, 1H), 7.02 (d, J = 5.9 Hz, 2H), 6.61 (d, J
— 8.2 Hz, 2H), 6.44 (d, J = 8.8 Hz, 1H), 4.84 (dd, J = 9.6, 7.5 Hz, 1H), 4.63 — 4.54 (m,
1H), 4.50 (d, J = 4.2 Hz, 1H), 4.29 — 4.19 (m, 2H), 4.14 (dd, J = 9.2, 8.7 Hz, 2H), 4.02
(d, J = 6.6 Hz, 1H), 3.78 — 3.65 (m, 3H), 3.07 (s, 2H), 2.93 (dd, J = 9.8, 7.3 Hz, 1H),
2.83(d, J = 9.7 Hz, 1H), 2.73 — 2.59 (m, 3H), 2.15 (s, 1H), 1.98 — 1.77 (m, 3H), 1.63
(d, J=9.3 Hz, 2H), 1.54 — 1.28 (m, 3H), 1.19 — 0.99 (m, 1H), 0.94 (d, J = 6.7 Hz, 1H),
0.83 — 0.66 (m, 8H).
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Figure S18. A) The intracellular fluorescence intensity and B) quantification analysis
of NRCMs treated with TDCNfs, SAAI-7, Angl-7 under normoxic and OGD
conditions, measured using flow cytometry. = p <0.001.



Figure S19. Co-localization of AT1R (red) with TDCNfs (green) in NRCMs under
OGD conditions when pre-saturation with different concentration of free 7el, scale bar

=25 um.
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Figure S20. Cell viability of NRCMs cultured with A) gradient concentrations of
TDCNfs and B) different group compounds under hypoxia conditions (p < 0.05 vs.
OGD group, " <0.01 vs. OGD group, ™ p < 0.001 vs. OGD,  p < 0.01 vs.
TDCNfs, #p< 0.01 vs. TDCNfs, ** p< 0.001 vs. TDCNfs; n = 6 for each group); All
data were obtained from three independent experiments.
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Figure S21. Chemical structure and characterization of NBD-PFPFPYPEPEG-
YRVIPHD (vehicle), Calc. M =1906.94, obsvd. M= 1906.94
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Figure S22. Expression of TGF-B1 in conditioned medium from hypoxia-induced
cardiomyocytes pre-treated with different compounds (10puM). (p < 0.05 vs. OGD,
p <0.001 vs. OGD, * p < 0.01 vs. TDCNfs, ™ p< 0.001 vs. TDCN(5). All data were
obtained from three independent experiments.
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Figure S23. Representative images of immunohistochemistry for ATIR in the zone of
infarction region, blue represented nucleus and brown-yellow represented ATIR-
positive cells, scale bar = 50 um.
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Figure S24. Chemical structure and characterization of Cy5.5-°FPFPYPEPEG-
DRVYIHP (9%35§A4A41-7), Calc. M =2237.61, obsvd. [M+H] " = 2239.28.

'"H NMR (400 MHz, DMSO) 5 8.96 (s, 1H), 8.39 (d, J = 7.7 Hz, 1H), 8.30 — 7.92 (m,
6H), 7.91 — 7.68 (m, 3H), 7.58 (s, 1H), 7.51 — 7.34 (m, 3H), 7.35 — 7.08 (m, 9H), 7.03
(dd, J=9.2, 8.2 Hz, 3H), 6.73 — 6.57 (m, 3H), 4.85 (d, J = 7.2 Hz, 2H), 4.56 (d, J = 9.4
Hz, SH), 4.35 — 4.03 (m, 7H), 3.86 — 3.35 (m, 6H), 3.12 — 2.62 (m, 8H), 2.34 —2.19 (m,
3H), 2.10 (d, J = 9.4 Hz, 2H), 2.00 — 1.74 (m, 7H), 1.65 (s, 2H), 1.42 (s, J = 9.1 Hz,
8H), 1.09 (dd, J = 9.1, 10.0 Hz, 1H), 1.04 — 0.87 (m, 6H), 0.83 — 0.58 (m, 11H).



Figure S25. The TEM and optical (inserted graph) images of 3§44 1-7 hydrogel at
concentration of 1.0 wt%.
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Figure S26. Rheology tests of @3 TDCNfs
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Figure S27. Chemical structure and characterization of Cy5.5-G-DRVYIHP
(9%3A4ngl-7), Calc. M =1521.76, obsvd. M =1521.76.

"H NMR (400 MHz, DMSO) § 9.45 (s, 1H), 9.18 (s, 1H), 8.94 (s, 1H), 8.58 — 7.56 (m,
7H), 7.42 — 6.92 (m, 6H), 6.61 (d, ] = 8.2 Hz, 2H), 6.44 (d, J = 8.8 Hz, 1H), 4.84 (dd, J
=9.6,7.5 Hz, 1H), 4.64 — 4.44 (m, 3H), 4.31 - 4.07 (m, 5H), 3.79 — 3.61 (m, 5H), 3.60
—3.48 (m, 2H), 3.07 (s, 3H), 2.98 — 2.78 (m, 3H), 2.73 — 2.60 (m, 4H), 2.15 (s, 1H),
2.03 - 1.77 (m, 4H), 1.67 (s, 10H), 1.58 — 1.29 (m, 4H), 1.06 (dd, J = 9.4, 6.8 Hz, 1H),
0.94 (d, J=6.7 Hz, 1H), 0.86 — 0.70 (m, 10H), 0.01 (s, 1H).
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Figure S28. Myocardial fibrotic area of different groups (fibrotic area/left ventricular).
p<0.01 vs. MI, ™ p <0.001 vs. ML, # p <0. 05 vs. TDCNfs, ™ p <0.01 vs. TDCNFfs,
### p< 0.001 vs. TDCNfs, n=5.

Liver

Spleen Lungr Kidney

Figure S29. H&E staining of the major organs.
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Figure S30. Serum expression of Cr level in different groups after 28 d treatment.
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Figure S31. Serum expression of ALT level in different groups after 28 d treatment.
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Figure S32. (A) Immunohistochemical staining of type I collagen in the non-infarcted
regions of different treatment groups. Nucleus (blue), type I collagen (brown-yellow).
Scale bar =75 um; Type I collagen quantified based on immunohistochemical area; (B)
Western blot of TGFB-1 and GAPDH serve as an internal reference; Quantification of

bands using densitometry. “p < 0.05 vs. MI, “p < 0.01 vs. MI, ***p < 0.001 vs. MI, #p <
0.05 vs. TDCNfs, "p < 0.01 vs. TDCNfs, *#p < 0.001 vs. TDCNfs, n = 5.
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Figure S33. Cell viability of NRCMs cultured with S441-7 and Ang1-7 under OGD
conditions (“p < 0.05 vs. OGD group *~ p < 0.01 vs. OGD group; n = 6 for each group);
All data were obtained from three independent experiments.
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Figure S34. A) TUNEL staining of NRCMs in different groups; B) Quantitative
analysis of TUNEL-positive NRCMs; Scale bar = 25 um, ™ p < 0.01 vs. OGD. n = 3.
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Figure S35. A) Representative echocardiograms (left) and measurements in different
groups (1,2,4 weeks after LAD ligation); B) The percentage of left ventricular

ejection fractions (EFs). C) The percentage of left ventricular fractional shortening
(FS); ™ p <0.001 vs. MI, n = 5.



Table S1. Affinity study of SAA41-7 and ARB obtained by Autodock 4.0 software.

Candidate Binding Ki Intermol. Internal Tors. Ref
Doped energy (Mm)  Energy Energy Energy RMS
drugs (kcal/mol) (kcal/mol)  (kcal/mol) (kcal/mol)

Losartan -5.18 158 -7.87 -1.96 2.68 245
Valsartan -4.22 800 -6.91 -2.18 2.68 2.62
Telmisartan -8.47 0.618 -9.66 -1.05 1.19 1.36
Irbesartan -7.24 4.9 -7.84 2.11 0.6 1.37
Candesartan -5.29 131 -7.68 2.1 2.39 1.48

Table S2. Drug formulations and doses

Group Drug Dose
Sham PBS 100 pL/mouse
MI PBS 100 uL/mouse
TDCNfs NBD-PFPFPYPEPEG-DRVYIHP/Telmisartan 1084.16pg/kg,100 pL/mouse
T+A Telmisartan+ DRVYIHP 328.96 pg/kg +576ug/kg,100 pL/mouse
Tel Telmisartan 328.96 pg/kg 100 pL/mouse
Angl-7 DRVYIHP 576pg/kg ,100 pL/mouse
Vehicle NBD-PFPFPYPEPEG-YRVIPHD 1219.84pg/kg ,100 pL/mouse

Table S3. Primers sequences

Target genes ~ Forward primer sequence (5°-3” ) Reverse primer sequence (5°-3" )

Rat IL-1B GCACTGCAGGCTTCGAGATGAAC TTGGGATCCACACTCTCCAGCT
Rat IL-6 AGCCACTGCCTTCCCTACTTC TGGTCTTGGTCCTTAGCCACTC
Rat TNFa AGTCCGGGCAGGTCTACTTTG CCACTACTTCAGCGTCTCGTGTG

Rat GAPDH GGCAAGGTCATCCCAGAGCT CCCAGGATGCCCTTTAGTGG
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