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week-old male Fisher rats were divided into two groups with 5 rats in each group: C60 group and the control vehicle
group. 500 pg/mL C60 or the control vehicle intratracheally sprayed every two days for a total of 5 times. Six hours
after the last spraying, the lungs were removed and used for observation of C60 distribution and for detection of
SOD, 8-OHdG and cytokines in lung tissues. Results No lung tumorigenesis was observed in the C60-H group;
the incidence, number and size of lung tumors in the DHPN+C60-H group were significantly higher than those in
the DHPN+Veh group (P<0. 05, P<0.001, P<0.05) and the DHPN group (P<0.01, P<0.001, P<0.01), re-
spectively. In additional animal experiments designed for mechanistic investigation, the levels of SOD and 8-
OHdG in the experimental group were markedly elevated compared with the control group (both P<0.001) , with
statistically significant differences. Conclusion Intratracheal nebulization of high-concentration fullerene C60 pro-
moted DHPN-induced lung tumorigenesis; C60 led to an increase in reactive oxygen species (ROS) production,
thereby elevating the potential for gene mutation. This may represent one of the mechanisms underlying C60-in-
duced promotion of lung tumorigenesis.
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Fig.1 Trend of body weight change in KM mice

after drug administration
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Fig.2 Morphology and HE staining images of S180 sarcoma cells
A, B: Morphology of primary mouse S180 sarcoma cells observed
under an inverted microscope; C, D: HE staining images of S180 sar-

coma cells; A,C:x100;B,D:x400.
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Fig.3 HE staining results of different tissues of mice x100

A, B: liver; C, D: brain; E, F: lung; G, H: kidney; I, J: spleen; K, L: heart.

1 anti-PD-14425/5 KM/MRABERAELER (n=4,x25)
Tab.1 Changes in multiple indicators of KM mice

post anti-PD-1 Administration (n=4,x+s)

ALT AST CREA BUN
Group

(U/L) (U/L) (pmol/L)  (mmol/L)
PBS 56.2+17.7 242.2+165.6 15.6+1.0  4.0£0.5
anti-PD-1  59.2+12.8 219.7+76.6  16.9+2.7  4.2+0.0
t value -0. 254 0.215 -1.112 -0. 745
P value 0. 810 0. 838 0. 380 0. 509
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Fig.4 Micro-PET/CT imaging and staining of S180 sarcoma in transgenic PD-1 C57 mice
A: Transgenic PD-1 C57 mouse model of S180 sarcoma (tumor located in the right axilla) ; B: Image of mouse collected 20 h after PD-1 molecular
probe injection via tail vein (white arrow points to S180 sarcoma) ; C: Image of mouse collected 48 h after PD-1 molecular probe injection; D: Image of
mouse collected 72 h after PD-1 molecular probe injection; E: Image of mouse collected 120 h after PD-1 molecular probe injection; F: SUV ratio of tu-
mor to various organs at different time points after PD-1 molecular probe injection; G: IHC staining of PD-1 receptor in S180 sarcoma tissue; H, I: Im-
ages of mice collected 48 h and 72 h after co-injection of 18. 5 MBq "*I-anti-PD-1 probe and 500 pg anti-PD-1 precursor in the blocking group; J: ROI
(tumor/muscle) ratio 48 h and 72 h after probe injection in the '**I-anti-PD-1 group and the blocking group; K: Schematic diagram showing the binding

of *I-anti-PD-1 monoclonal antibody with molecular probe; “P<0. 05, “P<0. 01, P<0. 001 »s 20 h; *P<0. 05, #P<0. 01 vs '**I-anti-PD-1 group.
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PET/CT imaging of PD-1 receptor probe targeting S180 sarcoma in mice
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Abstract Objective To explore the feasibility of constructing a programmed death receptor-1(PD-1) molecular
probe for non-invasive micro-positron emission tomography/computed tomography (Micro-PET/CT) imaging of PD-
1 protein in mouse S180 sarcoma. Methods A transgenic PD-1 C57 S180 sarcoma mouse model was established
using the S180 sarcoma cell injection. Furthermore, '**I-anti-PD-1 monoclonal antibody probe was synthesized.
18. 5 MBq of the **I-anti-PD-1 probe was injected into the tail vein of transgenic PD-1 C57 mice. Subsequently,
S180 sarcoma was imaged using Micro-PET/CT. Results Study successfully established a transgenic PD-1 C57
S180 sarcoma mouse model. Immunohistochemical (IHC) results showed PD-1 protein expression in S180 sar-
coma. Micro-PET/CT imaging successfully visualized the PD-1 protein receptor in S180 sarcoma at different time
points (20, 48, 72, and 120 h) after probe injection. Conclusion The "I-anti-PD-1 monoclonal antibody mo-
lecular probe successfully targets the PD-1 receptor in S180 sarcoma of transgenic PD-1 C57 mice, and presents
clear Micro-PET/CT immunoassay results, thus it potentially enables the non-invasive screening of patients with
PD-1 positive malignant tumors.
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