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Supplementary Figure S2. The morphological features of high-risk M.suis under microscopic state from infected pigs.
Supplementary Figure S3. Expression, purification of recombinant protein, and full-length blots in parallel experiments.
Supplementary Table S1. The results after challenge experients of piglets.
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Supplementary Figure S1. The main model symptom and the pathological change of high-risk M.suis in animal clinical. In Figure
Slg and S1h, HE-strained hepatic and splenic tissue smears from infected pigs were observed under optical microscope. (a) to (d)
The color yellow staining caused by M.suis was shown in the gallbladder, epicardial fat, gastric mucosa, and small intestine,
respectively. (e) The liver was congested and swollen, presented wheat on the surface. (f) The spleen was soft and brittle, presented
dark purple on the surface. (g) Some liver cells were necrotic and disintegrated. The hepatic sinusoids were dilated, and that a number
of the red cells were seen in it. A small number of cells in the cytoplasm containing hemosiderin were distributed in hepatic sinusoids;
Magnification, x400. (h) The spleen presented bleeding, and numerous iron-swallowing cells were seen in it. Extensive lymphocytes

were degenerate; Magnification, x400.



Supplementary Figure S2. The morphological features of high-risk M.suis under microscopic state from infected pigs. In Figure S2a
and S2b, the fresh blood smears were stained by Wright Giemsa and observed under optical microscope. Figure S2c¢ to S2e were
observed under scanning electron microscopy (SEM). Figure S2f was observed under transmission electron microscopy (TEM). Of
them, areas of interest were marked by red arrows. (a) Infected red blood cells (RBCs) membrane presented many promontories on
the surface; Magnification, x500. (b) A difference was shown between normal and infected RBCs; Magnification, x1,000. (c) The
normal RBCs were in the string with infected RBCs that were severely deformed and had an irregular shape with many sharp corners;
Scale bar = 2 pum. (d) M.suis adhered to the surface of RBCs by filaments; Scale bar = 2 pm. () The reproduction of mature M.suis
was observed in a divided state; Scale bar = 1,500 nm. (f) The membrane of RBCs had surface indentation caused by M.suis. About
30 nm gap was found between RBC membrane and M.suis. A pellucid zone exited around M.suis, full of matrix substance with dark

circle areas in deep. The diameter of M. suis was about 0.8 pm; Scale bar = 300 nm.
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Supplementary Figure S3. Expression, purification of recombinant protein, and full-length blots in parallel experiments. Figure S3a,

S3b, and S3c were expressions, purification, and blot of recombinant Mycoplasma suis alpha-enolase and kept consistent with Figure

2.

Supplementary Table S1. The results after challenge experients of piglets.

Indicators Group A Group B Group C
High Fever
Yes Yes Yes
(Yes or No)
Slow weight gain (weekl
ght gain ( g Yes Yes Yes
(Yes or No)
Anemia
Yes Yes Yes
(Yes or No)
Find pathogens after challenge 24h (Two piglets)
48h (Three piglets) 24h (Three piglets)

(Hour and piglet number) 48h (One piglet)




