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Cholesteryl-Val-Cit-HHHKKHHHKK-Cys (CPC)

Figure S1. Molecular Structures of CP, CCP & CPC. The structure (A) and mass spectrum (D)
of Cholesterol-Val-Cit-HHHKKHHHKK (CP); The structure (B) and mass spectrum (E) of
Cholesterol-Val-Cit-Cys-HHHKKHHHKK (CCP); The structure (C) and mass spectrum (F) of
Cholesterol-Val-HHHKKHHHKK-Cys (CPC).
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Figure S2. Quantitative measures of serum stability. The serum stability of CCP/siRNA and
CPC/siRNA nanocomplexes were performed on 1% agarose gel and quantified using ImageJ. All
results are presented as the mean + SD (n=8'independent experiments).



Figure S3. In vitro release study of siRNA from the nanocomplex. The CCP/siRNA

nanocomplex was treated with Cathepsin B (12.5 uM) and glutathione (10 mM) at 37 °C for 6 h.
Release of the siRNA was determined using a gel retardation assay on a 1% agarose gel. All'the
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Figure S4. Pharmacokinetic profiles of free siRNA and the CCP/siRNA nanocomplex in
mice. The blood (10 pL) was collected from tail vein and mixed with 200 pL lysis buffer at 5 min,
15 min, 30 min, 1 h, 2 h, 4 h, 6 h, 24 h and 48 h post-injection with CCP/Cy5-siRNA or free Cy5-
SiIRNA at a dose of 2 mg siRNA/kg. The fluorescence intensity of Cy5 was measured using a
Bruker MS FX PRO imaging system, and the area under the curve (AUC) was calculated. (A=
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Figure S5. Body weight of the mice treated with different formulations. The body weights of
mice were recorded on Day 0, Day 10, Day 12, Day 14, Day 17, Day 19, Day 21, Day 26, Day 28
and Day 33. (n=8 mice per group)
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Figure S6. Hepatic histological study. Representative H&E staining images of the livers from
(4 mice per group)

the mice treated with saline, gemcitabine, CCP/Scrambles siRNA plus
gemcitabine, and CCP/PCBP2 siRNA plus gemcitabine. The scale bar represents 200 um.
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Figure S7. Expression of type | collagen in PANC-1 and NIH 3T3 cells. Expression of type |
collagen in the cells was detected using western blot. 3-actin was used as an internal control. -
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Figure S8. Ellman’s study to quantify the free thiol groups in CPC and CCP micelles. Fifty
microliter samples were mixed with 950 uL of 0.1 mM DTNB working solution in 0.1 M Tris-
HCI (pH7.5). The samples were incubated with DTNB working solution for 2 min, followed by
measuring the absorbance at 412 nm. A blank solution was prepared by adding 50 uL of 0.1 M
Tris-HCI (pH7.5) to 950 uL of 0.1 mM DTNB working solution. (n=3 independent experiments)



