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Ginsenoside Re protects against serotonergic behaviors evoked by 2,5-dimethoxy-4-
iodoamphetamine in mice via inhibition of PKCd-mediated mitochondrial dysfunction
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1. Supplementary Results

1.1. Western blot data of Figure 2 main text.

Data of original western blot membrane (Supplementary Fig. S1A and S1B) support Fig. 2 and

2.1 of main text.

1.2. Effect of GRe or MDLI11939 (MDL) on 5-HT:4 agonist DOI-induced serotonergic

behaviors in wild-type and PKCo KO mice

As shown in Supplementary Fig. S2, DOI treatment consistently and significantly induced (P
< 0.01 vs. Saline/Saline) a respective serotonergic behavior (i.e., head weaving, forepaw
treading, hind limb abduction, straub tail, tremor, low body posture, and head-twitch response
in wild-type mice, and DOI-induced serotonergic behaviors were consistently and much less
pronounced (P < 0.05 vs. Saline/DOI/wild-type) in PKCo KO mice. GRe, rottlerin, or MDL
consistently and significantly attenuated (P < 0.05 vs. Saline/DOI) the respective serotonergic
behavior induced by DOI in wild-type mice. GRe or MDL did not show any additional effects
on PKCo KO-mediated protective potential against DOI-induced serotonergic behaviors in

mice (Supplementary Fig. S2).

1.3. Effect of GRe, Rottlerin, or MDL alone on overall serotonergic behavioral score, head

twitch response, and rectal temperature in wild-type and PKC6 KO mice.

As shown in Supplementary Fig. S3, we found that GRe, Rottlerin, or MDL alone did not
significantly alter overall serotonergic behavior (A), head twitch response (B), and rectal

temperature (C).
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Supplementary Figure S1. Western blot data of Figure 2 main text.
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Supplementary Figure S2. Effect of GRe or 5-HT2a receptor antagonist MDL on the DOI-

induced serotonergic behaviors; head weaving (A), forepaw treading (B), hind-limb abduction

(C), straub tail (D), tremor (E), and low body posture (F) in wild-type and PKCé KO mice. GRe,

ginsenoside Re; MDL, MDL11939; DOI, 2,5-dimethoxy-4-iodoamphetamine; PKCé KO,

PKCO knockout mice. Each value is the mean £+ SEM of six animals. **P < 0.01 vs.

Saline/Saline/Wild-type. *P < 0.05 vs. Saline/DOI/Wild-type (one-way ANOVA followed by

Fisher's LSD pairwise comparisons).



A. Overall serotonergic behavioral score
35 -
30 -
25 -

20

Sum of scores

15 -
10

oL W B W o 1o [

Saline GRe Rottlerin MDLE Saline GRe Rottlerin MDL

Wild-type : PKC3 KO

30

25

20

15 |

10 |

Head twitch response

(]

Saline GRe Rottlerin MDLE Saline GRe Rottlerin MDL

Wild-type ! PKC6 KO

44 t
4 t
40
38

36 |
34t
32t
30

Saline GRe Rottlerin MDL

Rectal temperature (°C)

Saline GRe Rottlerin MDL

Wild-type PKCS KO

Supplementary Figure S3. Effect of GRe, Rottlerin, or MDL alone on overall serotonergic
behavioral score, head twitch response, and rectal temperature in wild-type and PKCo KO mice.
Effects on overall serotonergic behavior score within the first 30 min (A). Effects on head

twitch response within the first 30 min (B). Effects on the rectal temperature after 60 min of



administration (C). Data are expressed as the mean = SEM (6 animals / group). GRe,
ginsenoside Re; MDL, MDL11939; DOI, 2,5-dimethoxy-4-iodo-amphetamine; PKCé KO,

PKC6 knockout mice.



