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%2 LSS EFEBREXEREMEKELHM (n=10)
25 PRBARA M E (1U/L) S2Fd (nmol/L) W % (pmol /L) PR BRI R ( TU/L) ZA1i (nmol /L)
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)12 ARWFFELE R R GPX4 B EE L LR, # (ST W A, B, JR, . SFEMEEG B RO X

W5 R S AL A U RS A A P T AN 2 RO R
TRARTER, SZ5HRRATREREAE, 5

KCS B FL R[] ERUER 224, 2021, 56(2) :
176 -9

I s o N [6] Wada Y, Kikuchi A, Kaga A, et al. Metabolic and pathologic
LSS [E&[;/ﬁd\ EEK‘EE%’EH@{)%_EB@E r:_l ﬂ:ﬂ 73 ¥$ﬂ‘fﬁ[“ If]j ﬁ profiles of human LSS deficiency recapitulated in mice[ J]. PLoS
Rk — T, A WF5E P R AT (2 Genet, 2020, 16(2) : e1008628.

Eﬁ %m:@ﬁ%m CoA lel] fﬁlj ?flj ) ﬂﬁﬁﬁ%ﬁ&% @;ﬁfgﬁ [7] Besnard T, Sloboda N, Goldenberg A, et al. Biallelic pathogenic
%%@Ej E@%Jﬁ%ﬂ%?ﬂﬁ‘ﬂﬂ @E@%%Xﬁ%‘r&%@ﬁ variants in the lanosterol synthase gene LSS involved in the choles-
ﬁ‘ E%ﬁ Drﬁj w ﬁ ’ﬁ}l:%[ 14] Zi o Xd_ /@ LEE'L il a,/nj FF‘ ’fﬁ HEJ terol biosynthesis cause alopecia with intellectual disability, a rare
1 [H] = ° 5
recessive neuroectodermal syndrome[ J]. Genet Med, 2019, 21
NVAY By o )
LSS MIRIATT IR  fE 5 R A B R B 51414 P,
W, < K < -
Eﬁig{’t s Wﬁ%ﬂﬁﬁﬂ@*@{ﬁ%%ﬂ%%ﬁ s EE&EQEHH@A [8] Liang Y, Mafuvadze B, Aebi J D, et al. Cholesterol biosynthesis
*%.‘Ll% %HQ‘I‘EE \ ﬁzﬂ%‘:d\%iﬁ B/é &ﬁﬁﬁu H;Eir'( %n%%%éﬁﬁ inhibitor RO 48-8071 suppresses growth of hormone-dependent and
/J\/‘_:;.{i‘ff . 2':6}11%7{ 1SS % %"%%%ﬁi%d\ Eﬁ‘ |:':| Xﬂ%@@]% castration-resistant prostate cancer cells[ J]. Onco Targets Ther,
J V] o — 2016, 9:3223 -32.
FUERS A TKF 5 T WT BN, $78 (LSS 4 01 Zhao L. Chen X 1. Zha 1. et al. 1 | ,
. ao L, en , u J, et al. Lanosterol reverses protein ag-
K] & 3E 5 | 4 > 11 /] G
ﬂ%ﬁﬁﬁﬂ%]%ﬂﬁz?ﬁ,ﬁﬂ@ﬁz#ﬁﬁm%J J ﬁiﬁﬁ gregation in cataracts[ J]. Nature, 2015, 523(7562) ; 607 —11.
P
Re/JJ o [10] Thoma R, Schulz-Gasch T, DArcy B, et al. Insight into steroid
% %_ *ak scaffold formation from the structure of human oxidosqualene cycla-
> x se[ J]. Nature, 2004, 432(7013) ; 118 -22.
[1] Agarwal A, Baskaran S, Parekh N, et al. Male infertility[ J]. [11] Lum PY, Armour C D, Stepaniants S B, et al. Discovering modes
Lancet. 2021, 397(10271) : 319 —33. of action for therapeutic compounds using a genome-wide screen of
[2] Honaramooz A, Snedaker A, Boiani M, et al. Sperm from neo- yeast heterozygotes[J]. Cell, 2004, 116(1): 121 -37.
natal mammalian testes grafted in mice[ J]. Nature, 2002, 418 [12] Garcia-Bermudez J, Birsoy K. A mitochondrial gatekeeper that
(6899) ; 778 —81. helps cells escape death by ferroptosis[ J]. Nature, 2021, 593
[3] Sofikitis N, Giotitsas N, Tsounapi P, et al. Hormonal regulation (7860) : 514 -5
of spermatogenesis and spermiogenesis[ J]. J Steroid Biochem Mol [13] Drobnis E Z, Nangia A K. Miscellancous drugs and male repro-
Biol, 2008, 109(3 —5) : 323 - 30. duction[ J]. Adv Exp Med Biol, 2017, 1034 211 -26.
[14] Funk J, Landes C. Histopathologic findings after treatment with

[4] Jinn S, Brandis K A, Ren A, et al. snoRNA U17 regulates cellu-
lar cholesterol trafficking[ J]. Cell Metab, 2015, 21(6) . 855 -
67.

different oxidosqualene cyclase (OSC) inhibitors in hamsters and

dogs[ J]. Exp Toxicol Pathol, 2005, 57(1) ; 29 - 38.

The effects of knockout of LSS on female mice fertility
Sun Xiaomei' ,Li Mingcong'?,Li Tao’ , Wei Xiang®, Ge Ruomu', Zhang Jun', Li Yuhao',
Zhou Qing', Wang Yuan', Zhang Shengquan', Zhang Sumei'
(' Dept of Biochemistry and Laboratory of Molecular Biology of Anhui Medical University ,
Key Laboratory of Gene Utilization for Severe Disease of Anhui Province ,Hefer 230032,
*Dept of Laboratory Medicine, The First Affiliated Hospital of Anhui Medical University , Hefei 230032 ;
*Dept of Pathology, Hefei Second Peoples Hospital, Hefei 230011
*Dept of Hyperbaric Oxygen, Hefei Second Peoples Hospital ,Hefei 230032

Abstract Objective

in male mice. Methods 30 male and female 8-week-old LSS** (WT) and LSS*~ (KO) mice were selected,

To investigate the effect of lansterol synthase (LSS) gene knockout on reproductive function
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and respectively according to & WT x @ WT, & WT x KO, 6 KO x 2WT, &KO x KO carries out 1 : 1 ca-
ges for four months, and the number of litters per litter and reproductive cycle were counted. The serum of LSS**
(WT) and LSS*~ (KO) mice was taken for sex hormone testing. The apoptosis of spermatogenic cells in the testis
was observed by TUNEL staining. Western blot was used to detect the expression of Tubulin, LSS and apoptosis-re-
lated protein ( GPX4/Bax/Bcl-2) in testis tissue. Results The breeding results showed that there was a statistical-
ly difference in the number of litters per litter between & WT x @ WT and 8 KO x 2 KO, and there was no differ-
ence in the other groups. There was no statistically difference in the four groups in the reproductive cycle. There
was no statistically difference between the sex hormone test results of WT and KO mice. TUNEL staining results
showed that there was an increase in spermatogenic cell apoptosis in the testis tissue of the knockout mice. In the
results of Western blot, there was no difference in the expression of apoptosis-related proteins ( GPX4/Bax/Becl-2)
in KO mice compared with WT mice. Conclusion loss of LSS gene function can lead to increased apoptosis of
mouse spermatogenic cells, which may affect the fertility of mice.

Key words lansterol synthase; knockout mice; apoptosis; sex hormones; reproduction



