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Main findings:
 Compared to wild type (WT), S100B overexpressing (TG) mice showed higher baseline levels of cell proliferation.

* There were no significant differences between genotypes In baseline levels of ongoing neurogenesis, cell survival, and in the
neurogenic response to chronic fluoxetine treatment.

* These results correlate with behavioral performance In the novelty-induced hypophagia test (a task sensitive to
neurogenesis), iIn which there were no differences between genotypes in either vehicle or chronic fluoxetine treated mice.

TG mice had higher sensitivity to the acute effects of fluoxetine in the tail suspension test.
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that increase serotonin transmission [1, 3. expressing mice (TG,) treated chronically with fluoxetine
* In hippocampal neurons, serotonin-mediated S100B . ™
release haS neurotrophlc eﬂ:ects and Intraventrlcular Figure 2: (A) TG show hlgher behavioral response to acute fluoxetine, In
: : : ' : : the tail-suspension test. (B) Behavioral response to chronic fluoxetine
In the dentate gyrus, after ischemia [2].
(A) Tail suspension test (B) Novelty-induced hypophagia
/Figure 1. (A) Performance of untreated WT and TG mice Iin the novel object\ 701 7 WT 200~ @ L ww
recognition task. (B) In the sucrose preference test, TG show a higher so4 H MUT 0 .
preference for sucrose compared to WT. %’ 504 . = k o Vehwr
40- — =
(A) Novel Object Recognition (B) Sucrose Preference g 30- L £ 0 ~ FLXTG
o 20 :%’ k ¥ FLXWT
Novel object discrimination Total object exploration time ) 10- i E o
c 05 _ s b7 |
9 o Wi o 197, TG B =091 Saline  Fluoxetine . Hor Novel
...g - e TG % ’é‘ 4l o WT %.E 90- l_; ome ove
% % (3 * -%c:; o } g,‘_’ ™ % Two-way ANOVA showed a Repea_lt_ed measures ANOVA showed
A g 28 * o '8 significant effect of treatment a significant effect of cage
0 02 85 } 23 70 and genotype environment (***p<0.001).
£ o1 E ga a3 S * . p<0.05, Newman-Keuls In the novel cage environment, there
2 A R =5 P60 wr TG post-hoc analysis was a significant overall effect of drug
| \\ treatment (**p<0.01) Y
* p<0.05, vs. Two-way ANOVA p=0.05, Student’s
zero, One showed a significant t-test
sample t-test effect of genotype Figure 3: Markers for (A) cell proliferation, (B) ongoing neurogenesis and
\ / (C) cell survival — in immuno-labeled dentate gyrus from WT and TG mice

chronically treated with vehicle or fluoxetine

/gure 4. Bar graph of the number (A) Ki-67, (B) Doublecortin (DCX), and (\ | |
BrdU - positive cells in WT and S100B TG mice treated with vehicle or (A) Vehicle Fluoxetine

fluoxetine for 3 weeks.
(A) Cell proliferation

8000

Two-way ANOVA revealed significant
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v An increase in cell proliferation, but not cell survival, in TG mice indicates

that higher S100B levels may increase cell proliferation.

v The higher cell proliferation in TG mice did not occlude the effects of
Qjoxetine, suggesting that fluoxetine activates additional pathways. /

Methods

* 8 to 9 animals were randomly assigned to each group

* Fluoxetine treatment: 10mg/kg, 21 days, I.p.

* bromodeoxyuridine (BrdU) was given, 1.p., twice dally (75 mg/kg)
for 3 consecutive days before the above-mentioned treatment with
fluoxetine began.

* On the final day of injections, brains were fixed via transcardial
perfusion, for immmunohistochemical analysis %\LA If\’y}
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