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KR FBURGE SCRERZEALST 25 a7 A &L, JTE
WITSERUR =6 AR K)o IRIRME R 14 AFRE
[ B i 7= B3 2> (federation international of gynecolo-
gy and obstetrics, FIGO ) 43 1] g Bl 22 43 1 AL Y7 )y
FOTARE MO AR AR AR | Aok A LR
FERZSE MR E B i T R4, st 2k &
HIEA

1.2 FEFEHAHREREK 16S rRNA EEFH ¥ 1
MEF  RAEBE B SOE R 10 g, B o R
B RATAE - 80 “CUKAR, TR I IE ) DNA
PRI (SRR AR AE W IS T IR W, X
TeiiE) . FEHAE TE.OE T, 2 WA E R
BB, R 7S fe ik — R AL 2 1 ( cetyltrimethyl-
ammonium bromide , CTAB) $2 B &L i) DNA , 1% B I
WEBE S FL VKA I DNA ok B FAli B2 DARR RS 11
P2 DNA (1 ng/pl) AR, L 2F (AGAGTTTGATC-
CTGGCTCAG) F1 1492R ( GNTACCTTGTTACGACTT)
N5, X 4K 168 TRNA JE B A7 4 36 3@ i
SMRThbell Express Prep kitv 2. 0 ¥ % SMRTbell (%,
Qubit 2.0 ( M F e E ) Fl Agilent Bioanalyzer
2100 (RN ST A BEK/IN ) PPAS SCHE s, fi ] Pac
Bio *F- & #EATINF

1.3 E£WEEFESW  HUELH IEE KA Uparse
B A4 (Uparse v 7.0. 1001, http://drive 5. com/up-
arse/ ) AT BRAE 43 Z5 BT ( operational taxonomic u-
nits, OTUs ) B ZE 43 #71., Mothur 254 SILVA (http://
www. arb-silva. de/) fY) SSUrRNA 4 4 %t 9 Fh i3 47
TR S A KT B RE I 20 R A T e 3t (B 0. 8
~1.0), H—4LJ5 [ OTUs £cdi R Qiime ( FRAS
1.9.1 )ﬁ]\ﬁ‘ﬁ a g#@( Chaol $EE"E§&, Shannon %
FEPEAEEL, Simpson ZFEEAEEL, ACE FEEHE%) . R
A% (Version 2. 15.3) £ Rank abundance HH£& 3
IINT o ZAEPETRBOAL ) 22 5, o TR JRE 2 2 a4
AIH FEE R OTUs, FIAH Qiime #T Uni Frac Fl
Weighted Unifrac RS AT B ZHE N, E
4343 T ( principal component analysis, PCA) , 324k
¥ M7 (principal co-ordinates analysis, PCoA) & B Z
FEPEFR R 2 ) 2 S, R /s A R RE A 1) T A
J£ ; Anosim . MRPP  Adonis M Amova 43 T PEA 4H [H]
FEA i S AR IRV 2kt 22 5 B R . ZeEH]
A 43AT (linear discriminant analysis, LDA) | 2H [6] #f
7% 7% 553 M7 (linear discriminant analysis effect size,
LEf Se) 4R 4 18] 22 50 Ge i H27 3 U A= b 50
1.4 SEitZA0IE ORI SPSS 25. 0 ik %t HdE ik

TG0, 3 43 E >k - GraphPad Prism 7. 0 %X
AT TR BERER ] &« £ 5 ROR, AR A Y5
ZIRI Y b3 % A student’s ¢ R 56 3547908, UL P <
0.05 WZEFAGIFE L,

2 FR

2.1 WRMJWIFHELEFR %055 A L] 22 5P
g R (11 AT 25, 11 BIANEBUER) |, P 4H 2 [A) 3
RPN ER TG FEL(FKL),

x1 BEEFREMR (%))
Tab.1 General information of patient[ n( % ) ]
PROC PSOC
(n=11) (n=11)
57.91 £10.58 58.09 £11.67 0.938 0.08

Variable P value ¢ value

Median age (years)

ECOG score 1.000
0 2(18) 1(9)
1 9(82) 9(18)
2 0(0) 1(9)
FIGO stage 0.217
A 0(0) 2(18)
B 0(0) 0(0)
mc 10(91) 9(82)
\4 1(9) 0(0)
Location of the primary tumor 0.476
Ovary 11(100) 9(82)
Oviduct 0(0) 2(18)
Debulking surgery 1.000
Optimal 11(100) 11(100)
Suboptimal 0(0) 0(0)
Histology at diagnosis 0.214
High-grade serous carcinoma  10(91) 8(73)
Serous carcinoma 0(0) 3(27)
Clear cell carcinoma 1(9) 0(0)
Number of metastatic tumors 0.670
1-2 6(55) 4(36)
>2 5(45) 7(64)
Mutation of BRAC 0.214
Yes 11(100) 8(73)
No 0(0) 2(18)
Unknown 0(0) 1(9)
Previous chemotherapy lines 0. 106
<3 lines 9(82) 4(36)
=3 & <6 lines 2(18) 5(46)
=6 lines 0(0) 2(18)
Platinum-free interval from the last 0.303
platinum-based chemotherapy
<3 months 4(36) 1(9)
=3 & <6 months 3(28) 3(27)
=6 months 4(36) 7(64)
Regimen of last chemotherapy 0.198
Yes 7(64) 3(73)
No 4(36) 8(27)
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APOAL) JIE & H (lipoprotein ) FlJii# &5 Jg Wi FR ( free
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KT A 388 0 -5 0 24 00 e AR DA G (| 1)
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Fig.1 Differences in lipid metabolism indicators between PSOC and PROC patients
a:PSOC group;b:PROC group; * P <0.05, " * P <0.01 vs PSOC group.
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Fig. 2 Quality assessment of valid data of full-length 16S rRNA

A:3D image display based on PCoA analysis; B:The PCA analysis with dimensionality reduction of multidimensional data;a:PSOC group;b:PROC

group.
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Adonis(R* =0.090 66, P <0.05) #4343 W40 4¢
TR RN 25 2 2 [ A7 e 25 5, R e M B 7R P2 A
AR Z A1 HA — R A FE A

2.4 BEMEVESHEEST NESNEURSH
fift 24 B 5595 £ T 3 Bl 2k W R 2 A R A, S i
EEYIRY OTU i 3 56 % V% F 245 %1 ( Chaol
1 ACE) FIZFEMEFEE( Shannon 1 Simpsons ) (3 2
I 3) . kel £ A1 Rank-Abundance 4% W 78 50
Tt 245 21 1 A T B A = R s v T AU A (1B 3A
3B) ,{HF4] Chaol Fl ACE 852 5 K4 iT# 8 X
(& 3C.3D), T Shannon F Simpson $§ 7775 .3
225% WA 25 41 F 35 10 B 38 R 2 R T4
U (B 3E 3F)

%2 E-T16S rRNA JFFAEHAGE
MEMBBESE FEMESHEE
Tab.2 Evaluation of gut microbiota coverage, abundance,

and diversity in samples based on 16S rRNA sequencing

OTUs  Coverage Richness Diversity

VbR REHEAA T 10 1Y 4 2 1R XS S EE A R
P, 48 R 8 7 BT 24 0 B SRR 0 3 7 v 7K 1 4 e
AW G 25 5 B S S BUR A o K A T A
Lo v BRAFTAT T R A5 = B8 v T BRI 245 21, T {2 /)N L
AP TR SETE N 25 20 P i 46 (181 4A) o EIRCE 2
A0 35 B IR R BT BoR
FBURA B PUFT B ( Parabacteroides) P 56 % i &
(Akkermansia) A7 55 %5 [C & & ( Blautia) | 3L
J& ( Lachnoclostridium ) ¥R W ¥ # ( Fusicatenibacter)
F PR B 8 ( Megamonas ) %5 3 5 B 5 & F4ATT 25 20
(K4B),

i P 53 A0 X6 AH X = BE HE 44 i 10 7Y 4
7 A5 R T R (2L G R BURA | 5 R
2540 (Kl 4C) , KB BURA 3T 18 )& ( Bacte-
roides 9. 512% wvs 15. 170% ) KU AT & ( Bifidobacte-
rium 5. 286% wvs 8. 430% ) 55 = i B AR T A 24
4, 1M vE T A AT B 8 ( Klebsiella, 5.110% wvs
3.202%) . Bl 72 & B )& ( Akkermansia, 6. 560% vs

G < e 5 L3 Ay
roups number rate (%)  Chaol ACE Shannon  Simpson 4.113% ) 5 Hﬁﬁ %ﬂ A, ;H\: EF' 5554tﬁ¢%@]*ﬁ3€ El/']
PSOC 1474 99.81  160.05 158.43  3.56  0.79 ] 7450 T 2 S P O, B T S B LR S TR 25 1Y
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IbILEE:
P value - - 0.9720 0.8543 0.0083 0.008 2 EE}J\ UJ E)F/j‘ ©
2.6 HABRERMNBEFEREEIFIME  Metastat 74T
2.5 FAENXLRFHEHBST MNAFSLEK  BRBEAKF EATRMEE KR ( Comamonas) A
A 7 B C
b 01k S 300
150 51
. g
2 e 0.01f
E100} E ¥ 200
= < =]
=) = 0.001F 3
O 50f = =
~ o 100 F
ol le-04F . . .
0 5000 10 000 0 100 200 300
Sequence number Species rank 0 i)
a
D E F
300 8r 1.5
w3k sk
200 5 °f 510
> o =] < 1.Ur
<100 F = Z05F
2 -
1 1 1 1 0 1 1
0 a b 0 a b a b

3 PSOC 5 PROC EEFiERME VB EHFMELL &

Fig.3 Comparison of gut microbiota structural characteristics between PSOC and PROC patients

A ; Dilution curves of the two groups samples; B:Rank-Abundance curves of the two groups samples; C:Chaol index; D:ACE index; E;Shannon in-

dex; F:Simpson index;a:PSOC group;b:PROC group; “* P <0.01 vs PSOC group.
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Fig.4 Analysis of gut microbiota at different taxonomic levels in PSOC and PROC patients

A: A bar stacked plot of the relative abundance of gut microbiota at the species level (top 10 species by maximum abundance ) , analyzing the species

with higher relative abundance and their proportions; B:A heatmap of the abundance clustering of species at the genus level (top 35 by abundance) ; C:

Using a species classification tree to compare the proportions of the top 10 species by relative abundance (red represents the PSOC group, blue represents

the PROC group) ;a:PSOC group;b:PROC group.
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Fig.5 Analysis of potential differences in gut microbiota characteristics between PSOC and PROC patients

A :Metastat analysis at genus level; B: LEfSe analysis of species-associated categories and differential abundance characteristics; C; LDA SCORE

maps showed the abundance of different intestinal flora in the two groups;a:PSOC group;b:PROC group; * P <0. 05 vs PSOC group.
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The characteristic analysis of lipid metabolism and intestinal flora in
platinum-resistant ovarian cancer at stage IIl — IV based on the

theory of “tumour toxicity” in traditional Chinese medicine
Jiang Haili'?, Ye Yingquan®’,Hu Die*,Sheng Rui*,Gao Chaozheng®,Zhan Shuqi*,Zhang Mei'? , Wang Ting'~?
('Dept of Integrated Chinese and Western Medicine Oncology, The First Affiliated Hospital of Anhui Medical
University, Hefei 230022 ;°Center of Integrated Chinese and Western Medicine Oncology, Anhui Medical
University , Hefei 230032’ Graduate School ,Anhui Medical University, Hefei 230032;
*Graduate School ,Anhui University of Chinese Medicine, Hefei 230012)

Abstract  Objective To compare the differences in lipid metabolism between platinum-resistant and platinum-
sensitive ovarian cancer patients at stage Il — IV, to analyze the differential intestinal flora using 16S rRNA sequen-
cing, and to explore the associations among intestinal flora, lipid metabolism characteristics and platinum resistance
in ovarian cancer. Methods Patients diagnosed with ovarian cancer at stage Il — IV through surgical pathology
were selected, including a platinum-resistant group (11 cases) and a platinum-sensitive group (11 cases). The
differences in lipid metabolism between the two groups were compared. The differences in gut microbiota between
the two groups were investigated using fecal 16S rRNA sequencing. The association among gut microbiota, lipid
metabolism characteristics, and platinum resistance in ovarian cancer was analyzed. Results  Significant differ-
ences were observed in lipid metabolism-related indicators| total cholesterol (TC) , high-density lipoprotein choles-
terol (HDL-C) , non-high-density lipoprotein cholesterol (n-HDL) , low-density lipoprotein cholesterol ( LDL-C) ,
apolipoprotein (B) ] between the two groups, with higher levels in the platinum-resistant group. The Shannon in-
dex (P =0.008 3) and Simpson index (P =0.008 2) both showed higher diversity of gut microbiota in platinum-
resistant ovarian cancer patients compared to the platinum-sensitive group. However, based on OTUs species clus-
tering and relative abundance statistics, certain bacterial abundances differed significantly between the groups. Spe-
cies such as Parabacteroides, Akkermansia, Blautia, Lachnoclostridium , Fusicatenibacter, and Megamonas had sig-
nificantly higher abundances in the platinum-sensitive ovarian cancer group, and Akkermansia (a lipid metabolism-
related bacterial group) was the most prevalent. Conclusion The platinum-resistant group of ovarian cancer ex-
hibits significantly higher levels of lipid metabolism and gut microbiota diversity compared to the platinum-sensitive
group. This suggests that the increase in lipid metabolism levels and fecal microbiota diversity may be associated
with the development of platinum resistance. However, certain microbial taxa are reduced in abundance in the plat-
inum-resistant group, such as the distinct Akkermansia genus (a lipid metabolism-related microbial community ) ,
which may serve as one of the factors inducing platinum-resistance in ovarian cancer.
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