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The inhibitory effect of geniposide on the proliferation and metastasis of lung cancer H1975 cells and the influence of
SIRT1/NF-kB signaling pathway Yang Qian, Zhang Jun, Ma Yuquan, Tan Xuemin. Department of Thoracic Surgery,
Handan Ceniral Hospital, Hebet Province ,Handan 056000, China

Corresponding author; Ma Yuquan, E-mail: myql11234@ 163. com
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[ Abstract] Objective To explore the inhibitory effect of geniposide on the proliferation and metastasis of ung
cancer H1975 cells and the influence of the silent information regulator 1 (SIRT1)/nuclear factor-kB (NF-kB) signaling path-
way. Methods From January to February 2021, experiments were carried out in the Laboratory of Handan Central Hospi-
tal. After treating lung cancer H1975 cells with different concentrations of geniposide, they were divided into negative con-
trol group, low, medium and high geniposide (10, 20,40 pmol/L) The dose group and the positive control group (doxorubicin
10 pmol/L) were cultured for 72 h. The CCK8 method was used to detect the cell survival rate, the Transwell chamber was
used to detect the cell invasion ability, the scratch test method was used to detect the cell migration ability, and the westemn
blot method was used to detect the expression levels of cell SIRT1 and NF-kB. Results Compared with the negative con-
trol group, the cell survival rate, number of invaded cells, cell migration rate and NF-kB protein expression level of each
dose group of geniposide and positive control group were significantly reduced, and the expression level of SIRT1 protein
was significantly increased. The dose group showed a dose-dependent effect (F/P = 42. 594/0. 000, 50. 524/0. 000, 20. 154/
0. 000, 14. 512/0. 000, 14. 218/0. 000). There was no significant difference in the above indicators between the high-dose geni-
poside group and the positive control group (P >0. 05). Conclusion Geniposide can effectively inhibit the proliferation and
metastasis of lung cancer H1975 cells, and its mechanism may be related to the regulation of the expression of proteins relat-
ed to the SIRT1/NF-kB signaling pathway.

[ Key words]  Lung cancer; Geniposide; Proliferation; Metastasis; SIRTI/NF-kB signaling pathway
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Effect of pemetrexed combined with cisplatin neoadjuvant chemotherapy on the expression of CEA and other markers
in patients with non-small cell lung cancer Zhu Yan, Wang Ruikai, Li Amin, Huo Long. Department of Respiratory and
Critical Care Medicine, The First Affiliated Hospital of Anhui University of Science and Technology/Huainan First Peoples Hos-
pital, Hainan 232007 , China
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[ Abstract] Objective To observe the effect of pemetrexed combined with cisplatin neoadjuvant chemotherapy on
the expression of CEA and other markers in patients with non-small cell lung cancer. Methods The clinical data of 120 pa-
tients with non-small cell lung cancer admitted to the Department of Respiratory and Critical Care Medicine at the First Affili-
ated Hospital of Anhui University of Science and Technology/Huainan First People's Hospital from June 2016 to April 2021
were selected. According to the random number table method, they were divided into control group and observation group,
each with 60 cases. The control group was given gemcitabine combined with cisplatin, and the observation group was given
pemetrexed combined with cisplatin neoadjuvant chemotherapy. The treatment effects of the two groups of patients were
compared, the changes in serum tumor markers, immune function indexes and quality of life levels before and after treatment
were compared, and the occurrence of adverse reactions in the two groups of patients was observed. Results The effec-
tive rate and control rate of treatment in the observation group were significantly higher than those in the control group
(60.00% vs31.67% ,x°/P=9.701/0. 002, 83.33% vs.53.33% ,x /P = 12. 478/0. 000). Compared with before treatment, serum
CEA, CAI125, CK19 levels and CD4 ", CD3 ™", CD4 " /CD8 " of the two groups were significantly reduced after treatment, and
serum CD8 ” value and emotional function, physical function, role function, social function, and cognitive function were sig-
nificantly increased. The improvement of the above indicators in the observation group was more significant than that in the
control group (#/P=38. 376/ <0. 001, 6. 866/ <0. 001, 14. 091/ <0. 001, 5. 439/ <0. 001, 3. 420/0. 000, 11. 317/ <0. 001, 6. 124 / <
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0. 001, 16. 448/ <0. 001, 14. 129/ <0. 001, 13. 281/ <0. 001, 24. 082/ <0. 001, 14. 758/ <0. 001). The incidence of adverse reac-
tions in the observation group was significantly lower than that in the control group (44.33% vs.63.33% ,x°/P =4. 821/

0. 026). Conclusion Pemetrexed combined with cisplatin in the treatment of non-small cell lung cancer can reduce the level

of serum tumor markers, improve immune function and quality of life, and reduce the incidence of adverse reactions. The

effect is significant.
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The effect of silencing MMP-9 on the invasion, migration and PI3K/Akt phosphorylation level of laryngeal carcino-
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[ Abstract] Objective To observe the effect of silencing matrix metalloproteinase 9 (MMP-9) on the invasion, mi-
gration and PI3K/Akt phosphorylation level of laryngeal cancer cells. Methods  Collected the postoperative cancer and
para-cancerous tissues of 20 patients with laryngeal cancer diagnosed and treated by the Department of Otolaryngology,
Cangzhou Central Hospital, Hebei Province from March 2018 to March 2019, and divided HEp2 cells into Control group, siR-
NA Control group and MMP-9 siRNA group . MMP-9 mRNA expression was detected by qRT PCR, HEp2 cell proliferation
was detected by MTT method, HEp2 cell apoptosis was detected by flow cytometry, HEp2 cell invasion was detected by
Transwell test, HEp2 cell migration was detected by wound healing test, and PI3K/Akt phosphorylation was detected by
Western blot analysis level Results The expression of MMP-9 mRNA in laryngeal cancer tissue was significantly higher
than that in adjacent tissues (#/P =11.237/0. 001). The proliferation ability of HEp2 cells in the MMP-9 siRNA group was
significantly lower than that of the Control group and siRNA Control group (#/P= 5. 382/0. 005, 5. 146/0. 007). The apoptotic
ability of HEp2 cells in the MMP-9 siRNA group was significantly higher than that of the Control group and siRNA Control
group (¢/P=8. 643/0. 001, 8. 237/0. 001). The invasion ability of HEp2 cells of MMP-9 siRNA group was significantly lower
than that of Control group and siRNA Control group (/P =7. 673/0. 001, 6. 792/0. 002). The healing rate of HEp2 cells in the
MMP-9 siRNA group was significantly lower than that of the Control group and siRNA Control group (/P = 6. 882/0. 003,
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6. 513/0. 005). The protein levels of pPI3K and pAkt in the MMP-9 siRNA group were significantly lower than those in the
Control group and siRNA Control group (#/P=9. 459/0. 001, 8. 736/0. 001,6.873/0.001,6.694/0.001). Conclusion MMP-9 is

highly expressed in laryngeal cancer tissues. Silencing MMP-9 can inhibit the proliferation, invasion and migration of HEp2

cells and promote the apoptosis of HEp2 cells. Silencing MMP-9 may slow down the development of laryngeal cancer by in-

hibiting the PI3K/Akt signaling pathway.
[ Key words)
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(# E] BHH SVRETHEUS EFR4EE(PND) 8 H/ B RR 1 LU E (AAPR) X B B B 17 B m AR VA M )
BRTUS BIEAS M . FFiE PRI 2011 4E 1 H—2015 4E 12 A7ENTLHTS — A\ R ERS W RIMHT B AR VIR TA
TRYT I i R 227 G B R A, D) BT R (G A i R A SR A 80 VR Ay il R T B A . A O LU AR 2 ZH AN i
PNI I AAPR 7K AR S5 BETT 5 4F ARG B 68 iR 3 BUS R OLor I BUS RAFEAL (n = 186) TG AR WA (n=41) , Hh3g
2 AR PRI BGOSR FH 2 R 3 Logistic [8115 4387 5% Wi B 98 A8 25 AN B TS A9 fG B IR 5 2 32308 T AR R AT ih &
(ROC) A #r AR H PNILAAPR TR EHR B HEA RIS MME. &R EmAl R /E i PNILAAPR 1% T filt 5 X il 20
(t/P =6.118/0.000.5.730/0.000) ; i J5 A~ KL WP 2H 41 J& 1fi. PNT AAPR (X T-Hij5 B IF W 4H (¢/P =4.697/0. 005 .5. 358/
0.001) . 2 W41 B4R JRERSM W  Fuhrman 4)2% & A 558 LA 22 T A G240 L (x* /P =28. 469/0. 000 ,29. 191/
0.000,22.761/0.000,10.756/0.002) ; ifJfi E 4% >3 em JHELH I ~ IV Fuhrman 539% 3 ~ 4 9 &A% PNI fl
AAPR P2 52 598 2 5 R B TS (S fE 6 25 [ OR(95% CT) =1.863(1.234 ~2.812) . 1.997(1.282 ~3.110) .
2.851(1.529 ~5.317) 2.971(1.413 ~6.245) 2.673(1.473 ~4.850) .2.782(1.466 ~5.281) ], PNI Fijll'& & &R
EFERIZ T (AUC) 2 0.772(95% CI 0. 675 ~0. 869) , 25 %45 % ( Youden F5%0) 4 0.396; AAPR 1 AUC
0.831(95% CI 0.752 ~0.911) , Youden $§%(/ 0. 512 ; PNI, AAPR B4 K i) AUC 47 0. 906 (95% CI 0. 852 ~0.962) ,
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Preoperative prognostic nutritional index and albumin/alkaline phosphatase ratio in evaluating the prognosis of pa-
tients with renal cell carcinoma undergoing radical nephrectomy Pu Yongchang, Wang Yong, Guo Chuan, Liu Linhai.
Department of Urology, Neijiang Second Peoples Hospiial, Neijiang 641100, Sichuan
Corresponding author: Wang Yong, E-mail :365800171@ gq. com

[ Abstract] Objective To analyze the evaluation value of preoperative prognostic nutritional index (PNI) and albu-
min/alkaline phosphatase ratio (AAPR) for the prognosis of patients with renal cancer undergoing radical nephrectomy.
Methods A total of 227 renal cancer patients as renal cancer group who underwent surgical treatment in the Department of
Urology of the Second People's Hospital of Neijiang City from January 2011 to December 2015 were selected, Another 80
healthy volunteers were selected as the control group. Detect and compare the levels of PNI and AAPR in the peripheral
blood of the two groups; after operation, the 5-year follow-up was divided into good prognosis subgroup (n =186) and
poor prognosis subgroup (n =41) according to the prognosis of the patients, the clinicopathological data of the two groups
were compared; and multivariate logistic regression was used to analyze the risk factors affecting the adverse prognosis of
renal cancer patients; receiver operating characteristic (ROC) curve was drawn to analyze the value of PNI and AAPR in
predicting the adverse prognosis of renal cancer patients.Results The peripheral blood PNI and AAPR of the renal cancer
group were lower than those of the control group (/P =6. 118/0. 000, 5. 730/0. 000); the peripheral blood PNI and AAPR of
the poor prognosis subgroup were lower than those of the good prognosis subgroup (#/P = 4. 697/0. 005, 5. 358/0. 001);
there were significant differences in tumor diameter, pathological stage, Fuhrman grade and metastasis between the two sub-

groups (XZ/P=28. 469/0. 000, 29. 191/0. 000, 22. 761/0. 000, 10. 756/0. 002); tumor diameter >3cm, pathological stage Il - IV,
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Fuhrman grade 3 -4, metastasis, PNI and AAPR decrease were independent risk factors affecting the poor prognosis of re-
nal cancer patients [ OR(©95% CI)=1.863(1234 —2.812), 1.997(1.282 - 3.110),2.851(1.529 — 5.317),2.971(1 413 - 6.245).2.673
(1473 —4.850).2.782(1 466 — 5281) ] ; the area under curve (AUC) for PNI to predict the poor prognosis of renal cancer pa-
tients was 0. 772 (95% CI 0. 675 — 0. 869), the Youden index was 0. 396; the AUC of AAPR was 0. 831 (95% CI 0. 752 -
0. 911), the Youden index was 0. 512; the AUC of combined detection of PNI and AAPR was 0. 906 (95% CI 0. 852-0. 962),
the Youden index was 0. 608. The AUC of combined detection was better than that of single detection. Conclusion De-

creased values of PNI and AAPR before operation are important risk factors for poor prognosis of renal cancer patients. The

combined detection of PNI and AAPR has certain clinical application value for the prognosis evaluation of renal cancer pa-

tients.
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[# ZE] BHH HESERIMUAFEFHEF-1 (HIF-1o) X =B FLIRE MDA-MB-231 41l fby7 i 25 K& Hoxl 4
PN A BE ML AR5 77‘;55' 2020 4 1—12 A Figra Mg EBE s T 95 . (1) MDA-MB-231 41 M 5 57 )5 B L5 R
3 41, 25 AR BRI AR iEATi6 4y pEGFP-HIF-10 41 .,pEGFP-C1 41, 53 5144 pEGFP-HIF-1o G4 M2 pEGFP-C1 25 i JBi ks i
P, RAZOGE B PCR 5 Western-blot #44 JJ5 HIF-1a\VEGF [¥) mRNA FIZE (431K, CCK-8 24 41
25 U 5 AN AR B, Annexin V-FITC/PL XSGR AGIANIR T, (2) 44 20 HUbfi ik BALB/c R ERRHHLEL 7 3%
%530 C1 41 F HIF-1o 21, 5540 10 H HIF-100 2H 4 BRUAE M) 2L B Ak 1 5 4% 44 pEGFP-HIF-1a 15 MDA-MB-231 4iififi, C1
ZHRR RUZC ML B AL VS % G pEGFP-C1 (¥ MDA-MB-231 Ziififd, 1 J&l 5 A4 BRUBUIRAR DG , T 4 J 5 A BERR L, SR 4
21 HE Yl 2 SR B4R, s gl Uk 2 e R Ki-67 5 VEGE (W3Rik, &R 525 (X B4l b4, pEGFP-
HIF-1o 2120 Erf HIF-1o mRNA R (A AHXT 2235 3 2 T (¢/P = 36.027/0. 000 ,25. 432/0. 000 ) , VEGF mRNA F1
T E AN s i B 2 TS (/P = 24. 551/0. 000 ,19. 876/0. 000 ) ; %A 1C,, A 53 1 Jin (P < 0. 05) , 40 4k #8355 73
72 .96 h JE 4 A KA 2 R R (P <0.05) A A T- 3 B E P& (¢/P =56.437/0.000) ; 5 C1 4%, HIF-1a 241
BLEZE 1.2 3 4 JEIH i (R F i 25488 (1/P =79. 987/0. 000 ,120. 547,/0. 000 .89. 152/0. 000 .80. 984,/0. 000) , Jif g7 41
2 R A O HES ) 5 R 9 4 Ki-67 \VEGF {14 PH e 3k 3 W 3B 44 i (+/ P = 83. 436/0. 000 ,67. 817/0.000) . #5it %
ik HIF-1o 23R MDA-MB-231 241 M X TR Py S0t , 490 1) 200 B 0 1, A AR BR = 910 e L M o A 8 A G, JCAL
AT e 523 VEGF ik H XK,
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HIF-1« participates in the regulation of triple-negative breast cancer MDA-MB-231 cell chemotherapy resistance and
the mechanism of in vitro and in vivo proliferation Wang Liang, Huang Yanjing, Lou Nana, Wu Huanliang. Department
of Radiotherapy, Hainan Cancer Hospital, Hainan Province, Haikou 570311 ,China
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[ Abstract] Objective To explore the effect of overexpression of hypoxia-inducible factor-1 (HIF-let) on chemo-
therapy resistance of triple-negative breast cancer MDA-MB-231 cells and its proliferation mechanisms in vivo and in
vitro. Method The experiment will be conducted in Hainan Cancer Hospital from January to December 2020. (1) MDA -MB-
231 cells were randomly divided into 3 groups after culture. The pEGFP HIF-1a plasmid (pEGFP HIF-1ee group) and pEGFP-
Cl empty vector plasmid (pEGFP-C1 group) were transfected into the cells. The blank control group cells were not transfect-
ed. Fluorescence quantitative PCR and Western blot were used to detect the mRNA and protein expression of HIF-la and
VEGF after transfection, CCK-8 method was used to detect cell drug sensitivity and cell growth inhibition rate, and Annexin
V FITC/PI double staining method was used to detect cell apoptosis. (2) Divide 20 female BALB/c nude mice into Cl group
and HIF-la group by random number table, with 10 mice in each group. HIF-1a group nude mice were injected with pEGFP
HIF-1a-transfected MDA-MB-231 cells on the left mammary pad, and Cl group nude mice were injected with pEGFP-C1
transfected MDA-MB-231 cells on the left mammary pad. One week later, the tumorigenesis status of nude mice was ob-

served, and the nude mice were sacrificed 4 weeks later. HE staining was used to detect tumor histopathological tissue
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changes, and immunohistochemical staining was used to detect the expression of Ki-67 and VEGF. Results Compared with
the blank control group, the relative expression of HIF-lae mRNA and protein in the cells of the pEGFP-HIF-1a group was
significantly increased (#/P =36. 027/0. 000, 25. 432/0. 000), and the relative expression of VEGF mRNA and protein in the cells
were significantly increased (#/P =24. 551/0. 000, 19. 876/0. 000). and the IC50 value of cisplatin was significantly increased
(P<0.05). After treatment and culture for 72 and 96 h, the cell growth inhibition rate was significantly decreased (P <0. 05),
the cell apoptosis rate was significantly reduced (z/P =56. 437/0. 000), Compared with the C1 group, the tumor volume of the
nude mice in the HIF-la group increased significantly at 1, 2, 3, and 4 weeks (z/P =79. 987/0. 000, 120. 547/0. 000, 89. 152/
0. 000, 80. 984/0. 000), and there were tumors in the tumor tissues. The cells are arranged densely, and the positive expres-
sion rate of Ki67 and VEGF increases significantly (¢/P=83. 436/0. 000, 67. 817/0. 000). Conclusion Overexpression of HIF-
la can reduce the sensitivity of MDA-MB-231 cells to chemotherapy drugs, inhibit cell apoptosis, and promote the growth

of triple-negative breast cancer tumor tissue in nude mice. The mechanism may be related to the promotion of VEGF

expression.
[ Key words]

Nude mice

R, FUIR VR S — Tl e Jie g 7 o gl i 2 2 B
OMERE, I A SR E R s kA . fERE,
FLIRIEAE Lo VE Nk i b B R dee s . S BAMEEL
95 (triple-negative breast cancer, TNBC) J&—Fp AL A5
o AR 2B R A L MR Y o SRR RS I Y 15% ~
209 , EHAT R S B ARG Ak s A A
02 % SR ROWUR A RAERRIED S 4 BRI L
TSRSy TNBC 8 25 L 400 11 6 30 P B 36 7 T 1%
o T Bk MEW R Z 1R (ER) AR Z 4k (PR) AN R
B A 324k 2 (HER2) P73 L P R8OR A, HL
FHT TNBC (477 24 W o) J 200 B 114 32 456 P R 0P 341G
TNBC 835 16 [ 2 A6 25 )5 257 A T 25 1
W, TR T TR 25 B AL ROV TE 23 1 BB AR T RE A
BhF TNBC HIIETT

&5 S A T-1o ( hypoxia inducible factor 1 al-
pha, HIF-1o ) J2& 40 M 7E B AEUIR S T 2R3k I T 4R A 45
FL S s R WESE R, HIF-1ae 259875 240 i
P opH AW T A AR K BB e A AR, O AT
TE5 SF 7KV P45 22 A PR 194 3308 DA 52 i) k2 240 e
Ak it 25 P60 7 BF 9T 3 a A = B 1k L AR O
MDA-MB-231 4 riich 3k HIF-1o WL I 2k
PERYFZNR , FF HHAR N AP 58 BV T SAE AL,
N = ISR IR TR LR A SEI A  HE IR .
1 #R5RE
L1 #RE (1) 3h¥) K20l : fg R (SPF 9% BALB/ ¢ i
PERRBL 20 H 4 ~6 Ja %, A& (20 £2) g, 14 A R
B2 e 92 0 s W b, AR 5 SYXK (35) 2019-
0008, sh¥) 1 F2 58 : T ( 22 +2) C, i 60% ,
12 h W/WEPRER, A HRE 510K s = B PR 40 i
Bk MDA-MB-231 Iy - 3¢ [& #t #8415 55 4 £ 6t o o0

Triple negative breast cancer; Hypoxia inducible factor 1o Chemotherapy sensitivity; Proliferation ;

(ATCC) ;pEGFP-HIF-1o Jivfr iy b A TAEMIAT BR A
B, (2) 2y ln] F R SR R4
i \DMEM 55575 (3£ 5 Hyclone A7) , CCK-8 157 &
(Z£[E Amresco A T]) , Annexin V-FITC/PI 40} T-#5
W) & Ak 22 ZOUI ECL (g 5t = RAEW A )
HE 36, 8000 (RO B T RATBRA 7) , Trivol
iR 7 £ .SYBR Green qPCR Mix &3] &5 ( H 7K Takara /v
&) ) , Lipofectamine 2000 37| &; ( 32 [E Thermo Fisher
), RIPA 24 (Lt RIEE A ) , Pt Ki-67 A
Pt VEGF BAR i F ALY BEbR 10 1L 505 1gG Pk (db
HPRZ B AEYRHCA IRAR]) o (3)AXAF B - 4
K2 4# (2 [E Thermo Reveo A ] ) 5 BERL R R G (£
B UVP A d]) ; MK3 FbRA (3¢ FE# A w]) ; FACS-
Canto B 4L (3£ BD A7) ; Olympus BX-50
JE AR ( H AR B AT .

1.2 SUgeTivk 2020 4F 1—12 A Tl Rg 4 R B Be
PATIE

1.2.1 YR RT IR 550 76 = [ 2L R 96 40 fa vk
MDA-MB-231 sl & 10% Ji& 4 13 | 75 2% 2 (100
U/ml) HEF R (100 wg/ml) () DMEM $5335krp 8 T
37°C 5% CO, HYAMIBEFRAE hIE R, R 40 MU BE A 4G
B2 ~3 d T e MILA AT 80% ~90% i,
FH Lipofectamine 2000 &7 #EF 755 4% . ¥ MDA-MB-231
MM PR R 2 x 10° A/ ml, R TF 6 FLACP K4
JREHLAY A 3 2H 25 (5T R4 pEGFP-C1 20 Al pEGFP-
HIF-1o 2H , # 18 Lipofectamine 2000 Vi B -FB#:/E, 25 A
X RECZH 20 A AT 5% G b 38, pEGFP-HIF-1a0 2H A1
pEGFP-C1 4143 %% Y pEGFP-HIF-1o 567 2 H: pEG-
FP-C1 73 3K JFokE , 3 448 F 37°C 5% CO, 41 i
FRFRAR TR R 48 h JR R AN .
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1.2.2 ZLAR AR BB A 2. 0 4 ~ 6 S i MfE Pk
BALB/c #REL 20 HBEALELF3R1E7EL50 4 C1 ZH A0 HIF-
lo 41, B4 10 H o, WS Y45 1) MDA-MB-231 4 jits,
Ve )G AJC LTS DMEM E 7741/ 100 pl, HIF-1 o 218
FUE S Yt pEGFP-HIF-1 () MDA-MB-231 4 g, C1
ZHAR B SE Y pEGFP-C1 1Y) MDA-MB-231 4iifffd, 7£
TCHE ST B MR 0.2 ml T 5 A L2 A 7L 44
b 1T JE UL BRI IR 5, I 00 A ) fieh 9 A=
B, T 4 J8 5 A FE AR B, IO 98 41 20 T FE TR A D
#H.

1.3 WSS bR 57k

1.3.1 qRT-PCR ;] MDA-MB-231 4 fifg v HIF-1a
MW AR 7 (VEGF) mRNA ik . TRIzol 242
B J5 40 fifL 2 RNA, Nanodrop {22 42 B ) RNA (i
JEFIMREE . # BR cDNA & Jl i 7] & 47 00 5 SR ik 15
cDNA, LIA BT cDNA SR #E 17 gRT-PCR A5 )
mRNA Fik , BAREAVES % SYBR Green qPCR Mas-
ter Mix I & 6HH 45, UL B-actin NS HLH , th 1 ifg
ETAYARAF A NS Y, HIF-la L5190 5° -
GTTACAGTATTCCAGCAGA-3" , FiiFa|#: 5’ -GTAT-
GTGGGTAGGAGATG-3’ ; VEGF 35|49 5’ -CGAGC
TTCAGGACAATGCTGGTG -3, Fi5|4: 5 -GCAG-
GAAGGTCAACCACTCAC-3’ ; B-actin ¢8| 4): 5 -
CCCTGGCACCCAGCACGCTTC-3” |, FiEa|¥: 5° - GC-
CGATCCACACGGAGTAC-3" , ¥ H4FLF .95 °C Fis
£ 5 min(1 MEH) ;95 CAPE30 s, 55 CiB A 15 s,
72 CHEM 30 s (40 MEFR) o SR 27T H 45 3k
mRNA FFHXT IR K,

1.3.2  Western-blot ¥l MDA-MB-231 4 it tf* HIF-
loa VEGF 13655  TEFE YL J5 4 v fin A RIPA 224 fig
22 WP TN Y 5 2K 1, Bradford 557 204G I B TR
PR . BS0 weg A IELT 10% SDS-PAGE
GBI R B R A — M LG (PVDE) | 78 5% JiitAg
Wik & 2 b i NRE R —$T HIF-1a (1:200) |
VEGF(1:200) .GAPDH(1:1 000)7E4 °C FHF&E % .
UCH KEERIE ] TBST ¥ W% , S8 I 1 B i 4 Ak ) g
Fric il Edufe 1gG(1:2 000) 3, &= EMFF 1 h, TBST
VBRS8N SR 1% ECL A2 Rk 6 (Lot
B AR R G AN IR, i 4 Tmage-Pro Plus F4FX) 2% 4 11
AT

1.3.3 CCK-8 7: 4 MDA-MB-231 41 jits 25 ¥ il %
P 5 YL 5 ) MDA-MB-231 4Ll 5 x 10* 4~/ml %
FEBAP T 96 FLAR L, BEFLINA 100 pl, & T 37 C 5%
CO, MZBREIEFRAa T EEFR 72 h, Bl N AL E N 2.

4.8.16 .32 pg/ml ARG, 35 5% 24 h JRfLMA
10 pl CCK-8, & 2 h J5 , RHEEFR N E 450 nm &b
B EE(E (OD) 25 Bl B2 (1Cs, ) o ¥ %%
YUJ5 A MDA-MB-231 41 LA 5 x 10" A4/ml 55 J5F 5% il
F96 fLAR I, BEFLMA 100 pl, §53% 24 h J5inA &
7 g/ ml JEA R IE TR G SR, 0 5T 0.24 (48 .72 .96 h
BALINA CCK-8 5] 10 pl, 05346 NFE 1 h
J& , R BRI E 450 nm £ OD {8, 155 40 ff 2
KA,

1.3.4  Annexin V-FITC/PI ¥4t 46 MDA-MB-231
YHMOIE T WCAE RS YL JS () MDA-MB-231 4 i 347 7 1k
B, IF I A MY, i FH Annexin V-FITC/PI 4l jfl
PR ARG ARG A T4, Jin A 1 x binding buffer
HE A i 500 pl,ﬁgﬂiﬂ@%{%@ibﬂ/\ Annexin V-FITC 5
pl, 225 A 10 pl 9 PLIRA) 5 = R OCIEF 15
min , >R FH U 2 20 BELASCRG I 25 28 48 M ) 9 T2 1 L o
1.3.5 HE e g U8 2 27 o8 H R 11 4 1)
Ji g ZH 2L A T BB K , A A U R 4 um JRBE
M5 47 HE Je 40, G AR 448 5 min, Ji K bt ) , B
gyt e ta 3 min, AR S BENK, —H R TE
WAL (o R i e 3t R, 7R s T SR g
HAY) R IFRER F .

1.3.6 el 4Ub2= 7 Al Ki-67 fil VEGF ik .
51 2 AR AR SR 2E 2 S U0 R R R e
CBERRAK R 0. 3% 3ot % AL & (H,0,) 43 30 min,
IR R Z YU o SR A L il = iR
& 1 h, Y K5 Ki-67(1:100) \VEGF(1: 100) $i{k
TE4 CHFE R, I H PBS Y& MYk )5, in — 40 2 1R 03
A 1 h, i DAB B, FRAKPEE, TR AR R G,
THZEEN, th R R B, T AU T R R
I,

1.4 Zeit2gdrik N SPSS 17.0 B4 k17 52 56 4k
G hTe M5 A IEA AT TR L 8L + frifi 22
(x £5)F7N,2 ALAVECE BRI AIGTREAR « K56, 2
ZH B LU AR AR R 5 2200, P <0.05 225
fgitEE L,

2 8% R

2.1 3 41400 HIF-1a mRNA FIfE (I 525
X B 2 H %, pEGFP-HIF-1oe ZH 40 i p HIF-1a mR-
NA AR H AT RB R B E TS, ZR AR
(t/P = 36.027/0.000,25. 432/0. 000) ; pEGFP-C1 41
4 HIF-1a mRNA FIER (AR X R Gk 1 5 25 1 0 IR
A 27 K HE it = L (/P = 0. 759/0. 106,
0.802/0.101) . UtHIFE YR, WA 1,
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AL 28 X4 ; B. pEGFP-C1 £ ; C. pEGFP-HIF-1a 2, 525 (4 % B8
HIE, P <0.05
1 341 MDA-MB-231 4§ HIF-1o mRNA 5% [k L5

2.2 3440 VEGF mRNA I (I #RELE 5
25 [ %) BB 40 [ AR, pEGFP-HIF-1 41 41 ffg T VEGF
mRNAFIHE A X 2R 35 1 34 I 3 e (1/P =24, 551/
0.000,19.876/000) ; pEGFP-C1 4141 ffi-f VEGF mRNA
Iy PO E STy e A = DU R4S N =2 s e g e
X (1/P =0.988/0.071,0.875/0.103) , UL 2.,

2.3 3 AR NEA 1Cs, A0 A A= 4 0 ] 26 He B
2 FX IR 8L, pEGFP-C1 4 MDA-MB-231 4l iy
A B ITER 1C, 22 5 g it X (P >
0.05), 1 pEGFP-HIF-l1o #H 11 1Cy, & 35 Fh i (P <
0.05) . X MDA-MB-231 2 Jfd () A= < 41 1] 25 B Fsf
(BB 0, AR 3% 0,24 48 h PG EF X 4% 2H 240 M 1
ARIMEIRZE RIS T #E X (P>0.05) ; 7EEFF

W4 a 20¢ 5 i _
ﬂ% ”ﬂgj W 4 . @g{l.o a
7 3 ® LSt ® 51 R O08
=51 = 0t - Zoor
{0 2t il

% b % i 04T __
£ 10 s O]
] 1 (D "
2, SN [l g, 220 |1

A B A B C A B C A B c

WAL ZS X IR 5 B. pEGFP-C1 4 ; C. pEGFP-HIF-1o 41, 545 1 XF R
HH#, P <0.05

B2 341 MDA-MB-231 4ijf VEGF mRNA F17%& 135 R

72 .96 h pEGFP-HIF-1o 41 40 Jfa A 441 i) 2%t (% T
2 FXTHRZE (P <0.05), 1] pEGFP-C1 21 4ff g A K 1
Hil 35 25 O IR TR 22 A e ge it i (P >
0.05), %1,

2.4 3T R S5as A R4, pEG-
FP-HIF-1o 040 g I8 T 2% 1 & P& AKX (¢/P = 56. 437/
0.000) , 1M pEGFP-C1 21 5 %5 % 40 L 45 22 |/ o5
g (/P =1.560/0.052) , UL 3,

2.5 24HMRMEALERK LR 2 AHRET
FFp MDA-MB-231 4iififd 1 JEJS , # B T 5998 b Al
B, RIZR R 100% ;%% Y pEGFP-HIF-1a ) MDA-MB-

231 AP RR R 1 SRS, AR R A RO e A
1.2 3 4 JEinf, HORh R 2 SUAR R 0 25 K T 4% % pEGFP-

#1340 MDAMB231 QU 1C, (0 SAIME KIMVBIRILE:  (x20)
4 K 1% (%
w . 1Cyy (/) A A I R (% )
0h 24 h 48 h 72 h 96 h F/P 18
Y= popiea| 3 4.72 £0.64 0.81 +0.10 10.22+1.04  19.18+1.72 30.89 +£3.14 39.10+3.81 53.715/0.000
pEGFP-CI 2 3 4.74 £0.61 0.76 £0.09 10.83 +1.11 19.09 +1.61  31.18 +3.45 39.21 £3.84  49.042/0.000
pEGFP-HIF-1a 2 4 6.16 +0.85" 0.78 £0.11 10.98 £1.03 19.66 £1.87 24,25 £2.66" 27.24 £2.76* 44.835/0.000
F/P {4 36.214/0.000 1.345/0.067  0.945/0.072 1.113/0.070  25.809/0.000 46.332/0.000
i 528 A HRAL LA, P <0. 05
- = = = 30
;] 02 02| 1ot 02
0 104 498 119 808 —1
. % 25 T
104 1044
s 20
<r - < ‘F\E' a
=107 & 210 i T
=
=
F; 10
) 03 03 104 03
0376. = 730 126 03840 ; 5.89 5
0 10° 108 ¢ 1 0 107 109 (G (V] 0 10 10° 0t 10
Comp—Alexa Flour 647-A::Annexin V Alexa Flour 647-A::Annexin V Comp—Alexa Flour 647-A::Annexin V 0 T T T
A B C

23 IR

pEGFP-C141

pEGFP-HIF-1 o 21

AL 25 AN HREH ; B. pEGFP-C1 4 ;C. pEGFP-HIF-1 2H . 525 FIxt BE4H L, * P <0. 05
YN AA I 3 44 MDA-MB-231 4018 T Fb 4%

&3
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Cl B9#E B (/P = 79. 987/0. 000, 120. 547/0. 000 ,
89.152/0.000,80.984/0.000) , VLK 4,

S AEA (one)

0 L 1

2 3

FHE R
.5 CL 4 e, P <0.05

B4 2 A#EMEARSERBERE

2.6 2 HM B AH LIRS S HE YL (gl
WEIR,2 AR R A IR Y e, B HIF-1o 4444
R e 2H 20 v ek g 40 e L C1 ZH 8 BRUHED T % 4,
K5,

5 2 RRBUMREALZ A0 M 3 4R LA (HE 3@, x 100)

2.7 2 AMBEMIEAL Ki-67 5 VEGF RikbiL
PELH AL YL o 25 5 R, pEGFP-C1 4l i vh Ki-67 BHE
FIRFN (13.56 £1.34) % ik T pEGFP-HIF-1a 4 )
(67.23 +6.77)% (/P =83.436/0.000) ; VEGF [H
2615 % pEGFP-C1 204 (10.22 +0.97) % ,{& T pEG-
FP-HIF-1o 21 % (45. 87 = 4.36)% (/P = 67. 817/
0.000) , WL 6,
33 i

L AR g 2 A T S Lo PRI A DG AE T 1 5 K
,INBC 7EAF I B of 40 % i i 3 UL, 5
TN K FLIRIEA L, HR R PEREE RS R AR s

ki-67

6 2 R4 LT Ki-67 5 VEGF
Fk e (g by, x 100)

Hy Tl = 5 S A B A RN B B I TR IR YT B, LA
FARST 25t 200k 0 p A 3 T A LSRR IT T I
KA AR TNBC B35 (1 3 Rk A 7%, X ffi 15 TNBC
BITAAE R KPR o MR R4 22 28 R IE 1Y) H L
FRAE, JtHUEA% 4 TNBC 253 7k Mhsshe ™ . 7EIR A &%
PETF, B 0 B Tis TU AR A 18 LA 1 i Je 0 e 1
YA BT 2450 . K EWFFEIESE , HIF-1a /K SF-TF
5 TS 2 T 24 1 8 0 =2 ) A A R B 4 A O
PEHIF-1o 38 33 SR 4 Treg 4H A A0 ] 33 12 00 1 T
2 i Sfe AR A G S 400 A PR OB, I A, HIF-1 o0 348 38 23
SEAR e AH O 5 240 Jf ( TAM) 56 A 410 11 40 A ( MD-
SC) B A 10 X R HIF-la A/ g — 288
J IR YA T B R

A5 D) S T i) 335 HIF-1a 9 MDA-MB-
231 40, i 3k HIF-1a @400 H %A 1C50 {H B 2
T, i ELAH B 08 T FR R AR, AR AL B R 15 SR 72 h
96 h J5 , it # ik HIF-1a [ MDA-MB-231 40 ik &
PR R R, B eIk HIF-1a 598055 T — K1
PEFLAR S MDA-MB-231 4t i %o T 40 i AU

VEGF J& A\ &3 i v i) 38 22 1 45 28 i 7, i %
A TE IR B AR K R N B ol 2 R A I A
T IR, Wk R SR L VEGF 7k
SR G T R R, HL VEGE K5 i s
HAEIT AR XA T oA BRI R, e B A
TGk R R i B, VEGF Zeakie '™ o 75 7L
FHSCHWEFE b, ] VEGF {5538 fif ] 410 i L AR g 40 g
BB, I35 A R T, AT 80 9 e 20 L ) A K A
W PG AR SE SRR, £ MDA-MB-231
A HIF-1o 7R 3F VEGF [k, 5145 4% pEG-



- 1002 -

SEMER 2 ik 2021 4F 10 56 20 %5 10 ] Chin J Diffic and Compl Cas, October 2021, Vol. 20 No. 10

FP-HIF-1« ik MDA-MB-231 20 ffd () #5542 i
AR BRI, H g 414k VEGF F2ak34n, i bt
B HIF-1o A] GEVATE VEGE {538 B M 1M fi2 2 4 Py 41
R s A AR . BT, $E ) VEGF fy$T i 48 A8 BT
ROk 2R R ) R YT RIS 2 —

Zi I, HIF-1a 3 35 250055 1R 1 15 57 MDA-MB-
231 4 4 MU e e, 0 o) 200 L A T, AR AR P i R
HIF-1 o A A E =SP4 LR I8 e 8 2 i ‘?élzt:o

(3. RitEBESFEAME 3 At
B2 AE 2 0T 2 3 P AR AR A9 HE B))
T 28 0 32 2 T A VR P B A 5 np 2
152 Sk A B

R WM TR B OURE
BT S BB 5 22 s - ST S S R, 11
PSR 18 S %
S %3k

[1] Mehmaz G, Fateme H, Soudeh KF, et al.

A SRR TS R, 4y
TR R R

Development of a novel
liposomal nanoparticle formulation of cisplatin to breast cancer thera-
py[J]. J Cell Biochem, 2020, 121 (7). 3584-3592. DOI. 10.
1002/jcb. 29651.

[2] Torre LA, Islami F, Siegel RL, et al. Global cancer in women: bur-
den and trends[ J]. Cancer Epidemiol Biomarkers Prev, 2017, 26
(4) :444457. DOI. 10.1158/1055-9965. EPI1-16-0858.

[3] Guiu S, Mollevi C, Charon-Barra C, et al. Prognostic value of andro-
gen receptor and FOXA1 co-expression in non-metastatic triple nega-
tive breast cancer and correlation with other biomarkers[J]. Br J
Cancer, 2018, 119(1) :76-79. DOI. 10.1038/s41416-018-0142-6.

[4] Garrido-Castro AC, Lin NU, Polyak K. Insights into molecular clas-
sifications of triple-negative breast cancer:
tion for treatment[ J]. Cancer Discov, 2019, 9(2) :176-198. DOI.
10. 1158/2159-8290. CD-18-1177.

[5] Byun WS, Kim WK, Yoon JS, et al. Antiproliferative and antimi-

improving patient selec-

gration activities of fluoro-neplanocin a via inhibition of histone H3

methylation in triple-negative breast cancer [ J ]. Biomolecules,
2020, 10(4) :530-545. DOIL; 10.3390/biom10040530.

[6] Abe H, Semba H, Takeda N. The roles of hypoxia signaling in the
pathogenesis of cardiovascular diseases[ J]. J Atheroscler Thromb,
2017, 24(9) :884-894. DOI. 10.5551/jat. RV17009.

[7] Tang JH, Ma ZX, Huang GH, et al. Downregulation of HIF-1 sen-
sitizes U251 glioma cells to the temozolomide (TMZ) treatment[ J].
Exp Cell Res, 2016, 343 (2).148-158. DOL: 10. 1016/]. yexcr.
2016.04.011.

(8] ik, XUI/INE, BRaZHE, 45, HIF-lo HI ARNT 76 MO8 55
iy 25 VE A RIF T 6 R [T ] [ bR A i 2% = ik, 2019,42(3) .
311-315. DOI:; 10.3760/cma. j. issn. 1673-4394.2019.03.016.

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

Schito L, Rey S, Konopleva M. Integration of hypoxic HIF-alpha
signaling in blood cancers[ J]. Oncogene, 2017, 36 (38):5331-
5340. DOI: 10.1038/0nc.2017.119.

Semenza GL. The hypoxic tumor microenvironment: a driving force
for breast cancer progression [ J]. Biochim Biophys Acta, 2016,
1863 (3):382-391. DOI: 10.1016/j. bbamer. 2015.05. 036.
Ward C, Langdon SP, Mullen P, et al. New strategies for targeting
the hypoxic tumour microenvironment in breast cancer[ J]. Cancer
Treat Rev, 2013, 39 (2):171-179. DOI; 10. 1016/j. ctrv. 2012.
08.004.

Ding J, Jia W, Cui Y, et al. Anti-angiogenic effect of a chemically
sulfated polysaccharide from Phellinus ribis by inhibiting VEGF/
VEGFR pathway [ J]. Int J Biol Macromol, 2020, 154 72-81.
DOI: 10. 1016/j. ijbiomac. 2020. 03. 068.

SN, B BB L A KR T S LI B T B
[T]. w1 PR 5 3 &, 2020, 27 (12)  1533-1536. DOI; 10.
13455/j. enki. cjeor. 2020. 12.32.

i, e, EEE, 45 M08 PR A I IR T T AR A A R
T-1 BRI AL AE A B2 A 58 A% R TR SR [T ] 22
[£25,2019,23(9) : 1784-1789. DOI: 10. 3969/j. issn. 1009-6469.
2019.09.021.

XIRBE. FLE 3 0 IR 220 VEGE IL-17 By3RIE K 5
I RTUR B AR S MR T [T]. B2 2 B8 5 901, 2020, 33 (9)
1501-1503. DOI; 10.19381/j. issn. 1001-7585.2020. 09. 064.
R, SKAR, AR A, A5 IR A 5 EL I 40 CD163 7 FL R 21

EPE’J%%L)SUT%LH?J AR A AR R R [ ] B M 2%
#%,2020,19(3) :292-297. DOI:10. 3969/j. issn. 1671-6450. 2020.
03.016.

JalRESE, IR AR, A, S B B ALY + TARXAR R 437 Y
FUBRIE TS MmN R A BT L] BT 27,2019, 18(8) :821-
826. DOI:10.3969/]. issn. 1671-6450.2019. 08.016.
Chen MC, Lee CF, Huang WH, et al. Magnolol suppresses hypoxi-
a-induced angiogenesis via inhibition of HIF-1alpha/VEGF signaling
pathway in human bladder cancer cells [ J]. Biochem Pharmacol,
2013, 85 (9): 1278-1287. DOI: 10.1016/j. bep. 2013. 02. 009.
Sadia A, Aisha S, Saleema MA, et al. Association analysis of the
VEGF gene variants with breast cancer susceptibility and tumor char-
acteristics in an indigenous population: A pilot study [ J]. Gene
Rep, 2019,16:100447. DOI: 10. 1016/]. genrep. 2019. 100447.
Eun JS, Deok-Beom J, HyoJung L, et al. CNOT2 promotes prolifer-
ation and angiogenesis via VEGF signaling in MDA-MB-231 breast
cancer cells[ J]. Cancer Lett, 2018, 412.88-98. DOI. 10.1016/j.
canlet. 2017.09. 052.
BERR, FL2 T, BT FLARE B D-XUI AR AR 11 %3k 5 R Ar i
Y1 CEA Il CALS3 G R YW RIF L [T]. BEMERG 2% 75,2019, 18
(2) :164-166. DOI:10.3969/j. issn. 1671-6450.2019. 02. 014.
(ks H#.2021 -04 - 14)



BEMER 24 ik 2021 4F 10 55 20 %5 10 3] Chin J Diffic and Compl Cas, October 2021, Vol. 20 No. 10 - 1003 -

[DOI] 10.3969 / j. issn. 1671-6450. 2021. 10. 007 wE - ImIR

& P i i 8 I CXCLL  CXCR2
FIR IR Kl R T X

RepA TRE, LFER AR, FERA, XA

EATH : PU)I4E BRI RGE - 55 H (S17049)
VEZ BT 635000 U145 T M Tl7 oo B2 e B I A0S B (TR IS R R ST L M R il T VR )
WAEIEE : BRiL, E-mail ;799957665@ qq. com

[# ZE] HH i CXC L FEA 1(CXCL) kP F32 0k 2(CXCR2) 78 [ & HEN H 1 (SICH ) &34 1fil
IR AT RIGIRE L, FE BEE2019 4E 5 F—2020 4F 10 A 3677 e 2 B i A5 R A 2 N RHBGE 1Y
SICH B35 125 Bl F o 4, IR HH 126 B = 6 1A A (e 1 2 130 5] O f B o HR A o WSO FB S — A 0 ), g 16 s 3 R A4
(ELISA) kil fir A 32303 1l i CXCL1 ,CXCR2 7K, X SICH B35 H BE 90 d J5 #E1T R 15, FEAR P52 B Rankin 3
(mRS) PEARK 3o R HiUE AR R4 47 ), 5 MAF .20 78 4], Logistic [81U3 34520 SICH 3 T A K0 1E B
N2 5 Z ik TARRRE f 2k (ROC) 43H7 1ML i CXCLL ,CXCR2 7Kt SICH BE BUR A RN, ER SR
B4 g, SICH 4LIM07% CXCL1 ,CXCR2 7K i 2 F4 55 (/P =34.105/0. 000 ,27. 349/0. 000 ) . i 25 i 25 T B St 75 ir
G H Ifi = 28 i, SICH 88 3% 1M 3% CXCL1 , CXCR2 /K= 4K ¥k Ft 5 ( CXCLL : F/P =112. 201/0. 000, 135. 823/0. 000;
CXCR2:F/P =48.927/0.000.,52. 139/0.000) ; i 5 A~ K P41 SICH f 34 1L CXCL1 ,CXCR2 /K- 35 5 T 15 B4
2 (/P =13.072/0.000.9.350/0.000) , SICH H 3 IfiL3F CXCLI 15 CXCR2 /KR IEA (/P =0.714/0.000) . Logis-
tic 22 K22 B 05 2 A 45 SR 2 I, I 1 1l 55 K A I CXCL1 ,CXCR2 FH 5/ SICH @ & fE A R Wfaf R & (P <0.05),
i3 CXCL1 ,CXCR2 /K-l SICH /5 A K A28 F AL (AUC) 4351 2 0. 712(95% CI 0. 610 ~0.815) 0. 714(95%
CI0.619 ~0.809) , —FBEA T SICH HWi/5 A B [ AUC 4 0.823(95% CI0.718 ~0.917) ,fEFHAph M . 456 I
i CXCL1 ,CXCR2 /K755 SICH B35 # S D RE SRR EE it 1l 2 X U546 G, BT RER I IR - 10 SICH )5 0w 7e 4

YikrEd o
[RgiA] A &PER i CXCBALE TR 15 CXC AR 73244 2 I R 2 S TR
(HESES] R743.34 [ XHkFRiRaG] A

Expression levels and clinical significance of CXCL1 and CXCR?2 in serum of patients with spontaneous intracerebral
hemorrhage Zhang Haochun, Chen Zhong, Wen Zexian, et al. Department of cerebrovascular disease, Dazhou Central Hos-
pital, Dazhow, Sichuan 635000
Corresponding author; Chen Zhong, E-mail:799957665@ qq. com

[ Abstract] Objective To investigate the expression levels and clinical significance of CXC chemokine ligand 1
(CXCL1) and CXC chemokine receptor 2 (CXCR2) in serum of patients with spontaneous intracerebral hemorrhage (SICH).
Methods 125 patients with SICH in department of cerebrovascular disease and department of neurology Dazhou Central
Hospital from May 2019 to October 2020 were selected as the research objects, and 130 healthy people in our hospital were
selected as the control group. The general data of the patients were collected, and the levels of serum CXCLI and CXCR2
was detected by enzyme-linked immunosorbent assay (ELISA). The patients were followed up 90 days after discharge and
divided into poor prognosis subgroup (47 cases) and good prognosis subgroup (78 cases) according to modified Rankin
scale(mRS) score. Logistic regression analysis was used to analyze the risk factors of poor prognosis in SICH patients; re-
ceiver operating characteristic(ROC) curve was used to analyze the predictive value of serum CXCLI and CXCR2 levels for
poor prognosis in patients with SICH.Results Compared with the control group, the levels of serum CXCLI and CXCR2 in
SICH group was significantly increased (#/P=34. 105/0. 000, 27. 349/0. 000). The levels of serum CXCLI and CXCR2 in SICH
patients increased significantly with the increases of neurological deficit and cerebral hemorrhage (¢/P = 6. 219/0. 000, 4. 766/
0. 000, 9. 460/0. 000, 5. 529/0. 000, 7. 679/0. 000, 5. 622/0. 000, 8. 973/0. 000, 4. 544/0. 000); the levels of serum CXCLI and CX-
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CR2 in poor prognosis subgroup were significantly higher than those in good prognosis subgroup (#/P = 13. 072/0. 000,
9. 350/0. 000). The expression of serum CXCLI and CXCR2 was positively correlated in SICH patients (#/P = 0. 714/0. 000).
Logistic regression analysis showed that cerebral hemorrhage volume, serum CXCLI and CXCR2 were risk factors for poor
prognosis of SICH patients (P <0. 05). The area under the curve (AUC) of serum CXCLI and CXCR2 levels in predicting
poor prognosis of SICH was 0. 712 95% CI: 0. 610 ~ 0. 815) and 0. 714 (95% CI: 0. 619 ~ 0. 809), respectively, the AUC of
combining CXCLI and CXCR2 levels in predicting poor prognosis of SICH was 0. 823 (95% CI: 0. 718 ~ 0. 917),which was
better than that of single prediction of poor prognosis of SICH.Conclusion The expression of CXCL] and CXCR2 in serum

of SICH patients related to the degree of neurological deficit, the amount of cerebral hemorrhage and prognosis, which may

be potential biomarkers to predict the prognosis of SICH.
[ Key words)
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Analysis of the correlation between ADP-induced platelet-fibrin clot strength, P-selectin and recurrence in patients
with acute cerebral infarction and its predictive value Xuan Honglei, Chuat Hongfei, Li Shanshan, Zhang Ningning, Wu
Bing ,Hao Xinbin. Department of Neurology, Liaoyang Central Hospital, Liaoning Province ,Shenyang 111000, China
Corresponding author : Hao Xinbin , E-mail ; lyzxyyhxb@ 163. com

Funding program; Liaoning Science and Technology Research and Development Plan Project(20171062)

[ Abstract] Objective To analyze the correlation and predictive value of ADP-induced platelet-fibrin clot strength
(MA ,pp), P-selectin and recurrence in patients with acute cerebral infarction.Methods 282 patients with acute cerebral in-
farction admitted to Department of Neurology, Liaoyang Central Hospital from October 2018 to June 2020 were selected,di-
vided into recurrence group and non-recurrence group according to whether the patients had recurrence within 6 months.
The recurrence rate of all patients with acute cerebral infarction was counted, the factors affecting the recurrence of acute
cerebral infarction patients were analyzed by single factor and multivariate, and the predictive value of MA ,,, and P-selectin
in patients with acute cerebral infarction was analyzed.Results According to statistics, 30 of the 282 patients with acute
cerebral infarction relapsed within 6 months, the disease recurrence rate was 10. 64% (30/282).The proportion of diabetes, the
proportion of atrial fibrillation history in the recurrence group were higher than those in the non-recurrence group (x*/P =
4. 345/0. 037A. 715/0. 030),and the levels of MA ,,, and P-selectin in the recurrence group were higher than those in the non-
recurrence group (t/P =6. 629/0. 000,6. 303/0. 000). ROC analysis showed that the area under the curve of MA ,, and P-se-
lectin for predicting the recurrence of acute cerebral infarction patients were 0. 819 and 0. 796, respectively, and the predic-
tive value of the two can be further improved after the combined application (AUC was 0. 847).Diabetes, atrial fibrillation,
and high levels of MA ,,, and P-selectin were risk factors for recurrence in patients with acute cerebral infarction [ OR(95%
CI) =2.067 (1.206 - 3.543),3.736(1.424 - 9.799) 2. 790 ( 1. 394 - 5.584) 2. 633(1. 131 - 6. 127) ].Conclusion MA ,,,

and P-selectin are closely related to the recurrence of patients with acute cerebral infarction. The combined application of
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the two can better assist the clinical prediction of the risk of recurrence in patients, and has certain clinical application

value.
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Study on the mechanism of iron homeostasis disorder in mediating anemia in COPD patients with type [ respiratory
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[ Abstract] Objective To observe the mechanism of iron homeostasis in mediating the occurrence of anemia in
COPD patients with type Il respiratory failure and the effect of anemia on the prognosis of patients. Methods From Sep-
tember 2019 to September 2020, 70 patients with COPD and type Il respiratory failure were admitted to the Department of Re-
spiratory Medicine, Second Affiliated Hospital of Hainan Medical College. According to whether patients have anemia, they
are divided into anemia group (n =22) and non-anemia group (r» =48). The clinical data and inflammatory factors, anemia-re-
lated indicators and iron homeostasis indicators (hepcidin) were compared between the two groups of patients when they
were admitted to the hospital, and the correlation between hepcidin and inflammatory factors was analyzed. Multivariate lo-
gistic regression analysis of the risk factors of anemia in patients. The difference between the acute onset of chronic ob-
structive pulmonary disease (AECOPD) and survival during the 90-day follow-up period of the two groups was analyzed.
Results The age, course of disease, IL-1, IL-6, TNF-a, and ironmodulin levels in the anemia group were higher than those
in the non-anemia group (¢#/P =3. 881/ <0. 001, 2. 221/0. 032, 2. 313/0. 026, 4. 242/ <0. 001, 2. 442/0. 021, 5. 746/ <0. 001), the
level of Alb is lower than the non-anemia group (/P =4. 055/ <0. 001). The incidence and frequency of AECOPD during the
follow-up period in the anemia group were significantly higher than those in the non-anemia group (x’/P=4. 635/0. 034, t/P
=9. 321/ <0. 001). IL-6, TNF-ae and hepcidin were positively correlated (#/P = 0. 309/0. 008, 0. 294/0. 011), but there was no
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significant correlation between IL-1 and hepcidin (#/P =0. 026/0. 821). Old age, high IL6, and methordrin are independent risk
factors for anemia in patients [ OR (95% CI)=1. 401 (1. 063 — 1. 843), 1. 164 (1. 079 —2. 976), 1. 555 (1. 089 —2. 221)], high Alb

is Independent protective factors for anemia in patients [ OR(95% CI) = 0. 491 (0. 276 — 0. 873)]. Conclusion

In patients

with COPD with type Il respiratory failure and anemia, there is an imbalance of iron homeostasis in the body, which may be

caused by inflammatory response factors. Anemia can increase the risk of AECOPD in patients with COPD and type II re-

spiratory failure for 90 days in hospital
[ Key words)
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Study on the effect of Fuzhenghuoxuehuatan method combined with antibiotics on pulmonary function in the elderly
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[ Abstract] Objective To investigate the effect of Fuzhenghuoxuehuatan method combined with antibiotics on pul-
monary function in elderly patients with pneumonia. Methods A total of 84 elderly patients with pneumonia admitted to
Langfang People's Hospital from March 2018 to September 2019 were collected and divided into 2 groups according to the
random number table. The control group was given routine antibiotic treatment according to the guideline of treatment and
guidance. The observation group was treated with the combination of strengthening the vital blood, activating blood and re-
solving phlegm on the basis of antibiotics. After 2 weeks of treatment, the clinical efficacy and cough disappeared in the 2
groups. The recovery time of clinical symptoms such as normal body temperature, disappearance of pulmonary rales and av-
erage hospitalization were measured, and the levels of serum C-reactive protein (CRP), interleukin-6 (IL-6) and tumor necrosis
factor-a (TNF- «) After treatment, the forced expiratory volume (FEV,), the ratio of expiratory volume in the first second to
vital capacity (FEV,/FVC) and other pulmonary function indexes, arterial partial pressure of oxygen (PaO,) and arterial partial
pressure of carbon dioxide (PaCO,) were examined.Results  After 2 weeks of treatment, the clinical efficacy of the observa-
tion group was significantly higher than that of the control group (92.82% vs. 76.19%, x°/P=5.591 / 0.027). The recovery
time and hospitalization time of clinical symptoms such as disappearance of cough, recovery of body temperature and disap-

pearance of pulmonary rales in the observation group were shorter than those in the control group (P <0.05) Serum CRP,
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IL-6 and TNF-« in 2 groups were edcreased significantly (P <0.01),the observation group were better than control group
(13.551/0.000, 13.624/0.000 and 13257/0.000).The levels of FEV,, FEV,/FVC and PaO, in the observation group increased and
PaCO, decreased significantly, and the improvement of the observation group was better than that in the control group
(14.655/0.000, 14.352/0.000, 14.036/0.000, 11.252/0.000). The improvement of quality of life score in the observation group is al-

so better than that in the control group (P<0.01). Conclusion Fuzhenghuoxuehuatan method combined with antibiotics in

the treatment of elderly patients with pneumonia can improve the clinical efficacy, clinical symptoms, serum inflammatory fac-

tor level, pulmonary function index and blood gas index, and improve the quality of life.

[ Key words)
Inflammatory factors; Quality of life
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Diagnostic value of six kinds of interleukins in peripheral blood for sepsis-related thrombocytopenia Li Ming, Zhou
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[ Abstract] Objective To explore the value of six interleukins in peripheral blood in the early diagnosis of patients
with sepsis-related thrombocytopenia.Methods 169 patients with sepsis diagnosed in the intensive care unit of the First
People's Hospital of Shanghai Jiaotong University from July 2017 to June 2020 were selected as the research ob-
jects. According to whether the number of platelets on the first day of diagnosis was greater than 100 x 10°/L, they were di-
vided into thrombocytopenia group (» =76) and normal platelet group (» =93). The baseline data of patients were collected,
and the levels of 6 interleukins (interleukin-1, interleukin-2R, interleukin-6, interleukin-8, interleukin-10, and TNF-e) in the pe-
ripheral blood of the two groups were compared, and their correlation with sepsis-related thrombocytopenia was ana-
lyzed. Results Compared with the normal platelet group, the SOFA score, APACHE I score of the thrombocytopenia
group had higher respiratory infections, bloodstream infections, and mortality rates, and the differences were statistically sig-
nificant (Z/x’/P=2. 275/0. 000, 4. 237 /0. 023, 4. 803/0. 028, 8. 197/0. 004, 7. 623/0. 006). In patients with thrombocytopenia, in-
terleukin-2R, interleukin-6, interleukin-10 and TNF-a were all significantly increased (Z/P =2. 996/0. 003, 3. 567/0. 000, 3. 812/
0. 000, 2. 383/0. 017). ROC curve analysis found that interleukin-2R, interleukin-6, interleukin-10 and TNF-a have certain pre-
dictive value for sepsis-related thrombocytopenia [ A UC (95% CI) = 0. 634 (0. 549 — 0. 719), 0. 660 (0. 576 — 0. 743), 0. 669
(0. 585 = 0. 754), 0. 607 (0. 519 — 0. 695)] . Multivariate Logistic analysis found that elevated SOFA score and interleukin-6
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were independent risk factors for sepsis-related thrombocytopenia [ OR (95% CI) = 1.254 (1. 072 — 1. 468), 1. 001 (1. 000 —

1. 002)]. Based on multivariate analysis As a result, the multi-parameter model constructed with SOFA score and interleukin-

6 predicts the AUC of sepsis-related thrombocytopenia is 0. 732, the best cut-off value is 0. 394, the sensitivity is 0. 684, and

the specificity is 0.710. Conclusion The multi-parameter model constructed by interleukin-6 and SOFA score has good pre-

dictive value for the occurrence of sepsis-related thrombocytopenia.
Sepsis; Thrombocytopenia; Interleukins; SOFA score
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Observation on the curative effect of Xialiqi capsules combined with tamsulosin hydrochloride sustained-release cap-
sules on type [l[ B prostatitis with sexual dysfunction Zuo Yan, Ma Zhigiang, Zhang Yi, Liang Libin, Xu Zhili, Liu
Wei. The Third Hospital of Shijiazhuang City, Hebei Province,Shijiazhuang 050011, China
Corresponding author: Zhang Yi,E-mail;18003311239@ 163. com
Funding program Shijiazhuang Science and Technology Research and Development Guidance Plan (12146493 )

[ Abstract] Objective To observe the therapeutic effect of Xialigi capsules combined with tamsulosin hydrochlo-
ride capsules on patients with type [l B prostatitis with sexual dysfunction. Methods From June 2019 to October 2020, 80
patients with type IlIB prostatitis and sexual dysfunction were diagnosed and treated in the Department of Urology, Third
Hospital of Shijiazhuang City. Random number table method was divided into 40 cases in the experimental group and 40 ca-
ses in the control group. The experimental group was treated with Xialigi capsules combined with tamsulosin hydrochloride
sustained-release capsules. The control group was only treated with tamsulosin hydrochloride sustained-release cap-
sules. Observe the clinical efficacy of the two groups, testosterone and estradiol levels before and after treatment, clinical
symptoms and sexual function scores, and the occurrence of adverse reactions. Results  The total effective rate of the ex-
perimental group was higher than that of the control group (92. 5% vs 77. 5%, x°/ P =4. 120/0. 021). After 4 weeks of treat-
ment, testosterone (T) in the test group was higher than that in the control group, and estradiol (E,) and estradiol/testoster-
one ratio (E,/T) were lower than those in the control group (z/P=4. 110/0. 000, 2. 635/0. 010, 3. 085/0. 003). After 4 weeks of
treatment, the test group's chronic prostatitis symptom index (NIH-CPS) scores (including urination, quality of life, pain) and
premature ejaculation diagnostic table scores were lower than those of the control group (z/P =15. 509/0. 000, 9. 438/0. 000,
8. 562/0. 000, 14. 984/0. 000), and the International Erectile Function Index (IIEF-5) was higher than the control group (#/P=
4. 270/0. 000). There was no significant difference in the incidence of adverse drug reactions between the two groups (P>

0. 05). Conclusion  Xialigi capsules combined with tamsulosin hydrochloride capsules can safely and effectively improve
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the clinical symptoms and sexual dysfunction of patients with type IlIB prostatitis by regulating endocrine imbalance.
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Therapeutic effect analysis of self-made Bushenhuoxue decoction combined with recombinant human granulocyte
stimulating factor on immune recurrent abortion Xie Chunhong, Liang Songyue, Qian Ping, Peng Yanli, Xie Li-
cen. Department of Traditional Chinese Medicine and Gynecology, Hunan Maternity and Child Health Hospital, Hunan Prov-
ince , Changsha 410000, China

Funding program . Hunan Natural Science Foundation Project (2016]]J4048) ; Research Project of Hunan Provincial Scientific
Research Plan of Traditional Chinese Medicine (201918)

[ Abstract] Objective To explore the efficacy of self~-made Bushenhuoxue decoction combined with recombinant
human granulocyte stimulating factor in the treatment of immune recurrent abortion (RSA). Methods A total of 96 patients
with immune RSA admitted to the outpatient Department of Traditional Chinese Medicine of Hunan Matemity and Child
Health Hospital from March 2017 to March 2020 were selected. According to the random number table, they were divided in-
to control group and observation group, each with 48 cases. The control group received subcutaneous injection of recombi-
nant human granulocyte stimulating factor 1 d, 2 d before ovulation and the day of ovulation, and oral drogestrolone tablets
after pregnancy until 12 weeks of gestation. The observation group added self-made Bushenhuoxue decoction treatment on
the basis of the control group, from the time of enrollment to the discovery of the end of pregnancy. The efficacy and ad-
verse reactions of the two groups were compared, and the differences in TCM syndrome scores, cellular immunity and in-
flammatory factors before and after treatment were compared. Results The effective rate of treatment in the observation
group was higher than that in the control group (89. 58% vs. 70. 83%, x* =5. 315, P<0. 05). After treatment, the knees of
the two groups were sore, dizzy, tinnitus, frequent nocturia, and fatigue scores were lower than before treatment (P <0. 01),
and the observation group was lower than the control group (r =17. 578, 6. 317, 18. 428, 12. 131, both P <0. 01). The propor-
tions of CD3 " T cells, CD4" T cells, CD3 CD56 " NK cells, CD56bright NK cells, and CD56dimNK cells in the two groups

were higher than those before treatment (P <0.05), and the above indicators in the observation group were higher than
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those in the control group (r =2. 526, 2. 441, 2. 601, 3. 924, 5. 592, P<0. 05). The levels of serum TNF-qa, IL-13, and CRP in

the two groups were lower than before treatment (P <0.01), and the serum inflammatory factor levels in the observation

group were lower than those in the control group (¢ = 15. 204, 2. 958, 7. 363, all P <0. 01). Conclusion Bushenhuoxue de-

coction combined with recombinant human granulocyte stimulating factor in the treatment of immune RSA can help improve

cellular immune function, reduce the level of inflammatory response, and improve the effect of fetal protection.

[ Key words] Bushenhuoxue decoction;Recombinant human granulocyte stimulator; Recurrent abortion
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The value of cervical elastography combined with vaginal ultrasound in predicting premature delivery in pregnant
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[ Abstract] Objective To analyze the value of Ecervix cervical elastography technology combined with vaginal ul-
trasound in predicting premature delivery in pregnant women with cervical insufficiency. Methods From January to Decenr
ber 2020, 85 cases of pregnant women with cervical insufficiency were admitted to the Department of Obstetrics and Gyne-
cology, Maternal and Child Health Hospital of Panzhihua City, Sichuan Province. All of them underwent E cervix cervical
elastography combined with vaginal ultrasound at 20-24 weeks of gestation to obtain the length of the cervix and the cervix
of the pregnant women. Tissue ultrasound elastography parameters were divided into preterm group and non-premature
group according to whether the pregnant women had premature delivery. The general data, cervical length (CL) and ultra-
sound elastography parameters of the two groups were compared, and ROC curve analysis was used to analyze the value of
elastography combined with vaginal ultrasound in predicting premature delivery in pregnant women with cervical insufficien-
cy. Results Among the 85 pregnant women with cervical insufficiency, 40 cases (47.06% ) occurred prematurely. There
was no statistically significant difference in the baseline data of the two groups of pregnant women's age, BMI, pregnancy
times, and previous cervical surgery history (P>0. 05). The CL of the preterm group was shorter than that of the preterm
group, the elasticity comparison index (ECI), the strain rate of the external cervical os (ES), and the strain rate of the internal
cervix (IS) were higher than those of the preterm group, and the differences were statistically significant (¢ =3. 527, 5. 259,
5.001, 6. 103, all P<0. 01). ROC results showed that the area under the curve (AUC) of CL predicting premature delivery in
pregnant women with cervical insufficiency was 0. 673, and the AUC of cervical tissue ultrasound elastography ECI, ES, and

IS predicting premature delivery in pregnant women with cervical insufficiency were 0. 782, 0. 766, and 0. 805, respective-
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ly. Conclusion E cervix cervical elastography technology combined with vaginal ultrasound can effectively feed back the

elasticity of the cervical tissue, and has a certain predictive value for the risk of premature birth in pregnant women with cer-

vical insufficiency.
[ Key words)
technology
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%28 B g AL B 1LY Hepeidin s-P T NP
s-HIV 7CF 5w 3 i 50 &

BN TRE TR, RS

FRUH -« WA DA AR H (18A201177)
TEH AL STO311 g1, i B2 B 2 — MR BB i R
BEVES . RE ¥, E-mail: wuchangxinl966@ 163. com

(# E] BH HASEERENEE MY E (Hepeidin) | T B[ kR SLmRTIK (s-P T NP) W] #
BRRZE R EA (s-HIV) KPS ERERN X R, FiE  HEE2018 45 9 H—2020 4F 12 H 5 B= 2% e 55 Rt 1 B
‘BRHOA A2 G R R 196 ], o & A E 4T 113 6 (i 3mdL) R A A B 4T 83 Bl (3T d) , A AR F
BEGEI 1SRN i 4 28 5 A A2 B SRR Lok 92 9 JJy %o MR ZH o R EB6 G 738 WK B 48 A6 1 1l 375 Hepeidin s-P T NP s-HJV
IR, WLRE X 2B AN e e i-d vy NEAME (L, _ BT CIEMESS () B 31, 2 R B B & . T iiE Hepei-
din s-P T NP s-HJV 5% & [0 I, Logistic [B1 0543 BT 46 28 )5 - G B b B AT i s e PR 28, 320 T VR HRAE i &
(ROC) 43#7 IfiL i Hepeidin s-P T NP s-HJV T 4848 )5 B FUg A B E H M. &R I Hepeidin /K KA &
oy JEME BRI A IR B LR, BT AL < oA < XHIR4 (F/P =98.210/0. 000 ,26. 520/0. 000 ,13. 380/
0.000,60.210/0. 000 ,63. 540/0. 000 ,154. 061/0. 000) ; fiL. 7% s-P I NP s-HJV /K b5, 474 > TE e > SR A
(F/P =113.063/0.000,142.968/0. 000 ) ; Ifi. /% Hepeidin 5 7% it bty FEAME e B 50, = R B %5 B IEAH G (P
7 <0.01) , 7% s-P I NP s-HIV 5E8E i JEAE BB 30, 2 R B % 2 0K (P # <0.01) . & IEHEE%
B R A % S /KT Hepeidin 248 28 )5 BB A B T OR3P R 2 [ OR (95% CI) = 0.655(0.535 ~0.802) .
0.720(0.597 ~ 0. 867) .0. 649 (0. 509 ~0.828) ], i /KF S-P I NP, S-HJV 2 H G K ZE[OR(95% CI) = 1. 664
(1.122 ~2.467) 1.956(1.281 ~2.987) ] ; [fiL##§ Hepcidin s-P 1 NP s-HJV Tl 48 28 J5 1 BT g A% B 37 1 ith 4 & wi AR 43
H1°40. 698 0. 658 .0. 704 ,3 I FEHREEA TN A I 267 HALR 0. 932, & T B kG ( Z/P = 2. 412/0. 012 2. 569/0. 010
2.306/0.016) , &1 % )5 B BB BT R I Hepcidin 7K EFEAE, s-P 1 NP s-HIV /K F F+ & , Hepeidin = F1
s-P I NP s-HIV ¥4I 58 % BN A ¢, = F v EN 4L )5 B BT B8 S i Bl Fa4r .

[XEER]  BREBIT A2 Ba 3 T a0 R &L i ik ; T BB R T

[FE#S%S] R681;R711.51 [ STEk#RIEFE] A

The relationship between serum levels of Hepcidin, s-P [ NP, s-HJV and fractures in postmenopausal patients with
osteoporosis  Gao Weisong, Chen Rong, Wang Longhui, Wu Changxin. Department of Orthopedics, The Second Affiliated
Hospital of Hainan Medical College, Haikou 570311, China

Corresponding author: Wu Changxin, E-mail: wuchangxin1966@ 163. com

Funding program Scientific Research Project of Health and Family Planning Indusiry in Hainan Province (184201177)

[ Abstract] Objective To explore the relationship between the levels of serum hepcidin (Hepcidin), type I procol-
lagen N-terminal propeptide (sP- I NP), soluble hepcidin (s-HJV) and fracture occurrence in postmenopausal patients with
osteoporosis. Methods From September 2018 to December 2020, 196 patients with postmenopausal osteoporosis were ad-
mitted to the Department of Orthopedics, the Second Affiliated Hospital of Hainan Medical College, of which 113 cases
(fracture group) and 83 cases without fracture (no fracture group), during the same period 92 postmenopausal women who
did not develop osteoporosis in the outpatient physical examination of the hospital served as the control group. Enzyme-
linked immunosorbent assay was used to detect serum levels of Hepcidin, s-P I NP, and sHJV, and dual-energy X-ray bone
densitometer was used to determine the bone mineral density of the distal radius, lumbar spine (L1-4 anteroposterior lumbar
spine average), femoral neck, total hip, and tibia. The influencing factors of serum Hepcidin, sPINP, sHJV and bone mineral

density in postmenopausal osteoporotic fractures were analyzed. Receiver operating characteristic curve (ROC) was used to
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analyze the value of serum Hepcidin, sPINP, sHJV in predicting fractures in postmenopausal osteoporotic patients. Results

Serum Hepcidin level, bone mineral density comparison of distal radius, lumbar vertebrae, femoral neck, total hip, tibia,
fracture group <no fracture group < control group (F/P = 98. 210/0. 000, 26. 520/0. 000, 13. 380/0. 000, 60. 210/0. 000, 63. 540/
0. 000, 154. 061/0. 000), serum s-P [ NP, s-HJV level fracture group >no fracture group > control group(F/P = 113. 063/0. 000,
142. 968/0. 000). Serum Hepcidin was positively correlated with the bone mineral density of the distal radius, lumbar verte-
brae, femoral neck, total hip, and tibia (all P <0.01). Serum s-P I NP and s-HJV were negatively correlated with the bone
mineral density of the distal radius, lumbar spine, femoral neck, total hip, and tibia (P <0. 01). High lumbar bone density, high
total hip bone density, and high levels of Hepcidin are protective factors for postmenopausal osteoporotic fractures [ OR
(95% CI) = 0. 655 (0. 535 — 0. 802), 0. 720 (0. 597 — 0. 867), 0. 649 (0. 509 — 0. 828)], high levels of S-P I NP and s-HJV are the
risk factors [ OR(95% CI) =1. 664 (1. 122 — 2. 467), 1. 956(1. 281 —2. 987)]. The area under the curve of serum Hepcidin, s-P [
NP, and s-HJV predicting postmenopausal osteoporotic fractures are 0. 698, 0. 658, and 0. 704, respectively. The area under
the curve predicted by the combined three indicators is 0. 932, which is higher than that of a single test (Z/P=2. 412/0. 012,
2. 569/0. 010, 2. 306/0. 016). Conclusion Serum Hepcidin levels in postmenopausal osteoporotic fracture patients decreased,
and s-P I NP and s-HJV levels increased. Hepcidin deficiency and increased s-P I NP and s-HJV were related to decreased
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bone mineral density. The three can be used as predictors of fractures in postmenopausal osteoporotic patients.

[ Key words]

hemojuvelin

B BB R T BN WA B, DL D, B
HEAEAITIR, 5 & AR ME VB T W Ak, i B,
TR LV 4 2 05 5B P BB ROl 34, 25% ~
39.20% ", RHATR A RBAA I R R, 0TS EUR
HATE BT R AR IR T, BN S e 1 A0, #E 9 IR
JEYRURY o B R B v B PR , 7
FENTEEAT R U RN A, DA AR 4 XU, Bk
2 (Hepceidin ) 244 PN I8 5 2R AR 9 OC B R , TRk 3
S P R T ZAE I, Hepeidin it = w] 8 a1 40
PG AR (B W i, 5 s AT R
IR Z JH5 8 H (soluble hemojuvelin,s-HJV) 2B &
% "7 H ( bone morphogenetic protein, BMP) 5724, 171 1
P9 Hepeidin 635", T 75 Aif Ji J5 48 3 3 Aif Ik ( N-
terminal propeptide of type [ procollagen,s-P [ NP) [z
ke A A L5 S R D A BE T, 2 T R A S
HUBAE bR, 58 RS B B YIMIE . AR
SEIE I A W 4 28 F5 R BT A AR ML VE Hepeidin |
s-P I NP s-HJV 7K, 3830 H 58 B A i 3 & A= /Y
KA, U I RISIR SR HE A 4 BT .

1 #EREFE

1.1 mR%RE RHL 2018 4 9 A —2020 4= 12 A ¥
P BB o ) B B B RHBOIR 4 28 5 i g A A
196 f51], Horb & Az 4 113 {51 CEAT2H) |, 349 2 i REEAfE 1
AAVEEAT, AR 61 ~75(68. 12 £6.12) ¥/ {522 [} [A]
5~13(9.21 £3.02) 4 R A H w4 83 #il (L&
) A 60 ~74(68.01 £5.07) % {F 20} ] 4 ~ 15
(9.32 £2.89) 4F; [Al M T BE Be I 12 AR K i 48 28 5 oK &

Osteoporosis; Fracture; Menopause; Hepcidin; N terminal propeptide of type I procollagen; Soluble

A B BBRAN PR 92 il R %t R 2, B AR ek, B
BRI HE R B s, T = - 1.0, TMetEir s,
AEHE 60 ~ 73 (67.99 +4.21) %, {E=40E 5 ~ 14
(9.02 £3.42)4F, 3 Ay 52 m ] LA 25 7 04
R (P >0.05) , BA A ek, AHFIE 315 B B
RERSHEAE (i 4iE45-:2019-12-003 ) , &9 321X K
JE R R 2 B i TRl 2 15

1.2 JREEEARHE (1) AR 28 2017 JR
RN TR MME S TS B AR 25 A I AR IR
(SS9 =5 BR AR AR 5 %
aE TR 2 AR R K A S5 5012 B AL s T
H<-2.58(-2.5<TMH < - 1.0 {HEAHtEaEIr;
®u ettt (2) HEBRARE : DA I Ho AP 73 I 90
WTHR 25 B s M R0 B L R s @ R k2%
WIBIETT 4 ; QA I B B B IR 2 &P B
@R 5 s QBRI R T EeE s .
1.3 WFEbR-5 vk

1.3.1 i35 Hepcidin s-P T NP s-HJV #0: 5238 %
A G R4 25 @ ki 3 ml B0 (F5 38 3 000 +/
min, BL.0F42 10 em, BLOETE] 15 min) 5 M T
BUKGIN ., i JD-SY96S 4 [ S B bR A% ( 1l 4% 5% 3 Ot
MR A R |, 85 ID-SY96S ) K it 25 H i i 71
&, DATRIDE G0 2 W B 0 22 1L 7% Hepceidin s-P T NP |s-

HJV /K,
1.3.2  EE R . 32485 9 T A2 IR, f ] Prod-

igy AAE X k5 % A (£ [E GE 2], A1 Prodigy,
HL I3 243 W, A5 HL R 76 KV, 45 HLI% 0. 15 ~3.00 mA)
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I Ao s v AR (L, T 57 AR RS 8) I 351
2 R E R

L4 GEitsedrik SR SPSS 22. 0 B k17 848 o1
Mro IERDARTEFRLL (2 +5) FR, 241 HECR
FHEAIR 2R J7 22 30T, WO L3R B LSD- ¢ 46 5 5 Pear-
son A& Hr 1L Hepcidin  s-PINP s-HJV 55 % EF 2
[E)#H OGP , —JC Logistic [0 43 M 48 28 J5 5 BB 1 B
Privfake B &, 2 323 TAERHE 2 (ROC) , 43
MrifiiiF Hepcidin, s-P T NP s-HJV 1 48 25 J5 & 52 Bi
PR E IR E, 2 T AL (AUC) 1Y 22 7 L BCR
M Z Kk, P<0.05 hESAGIHFE L.

2 % R

2.1 3 474 Hepcidin, s-P [ NP s-HJV 7K A%
I3 Hepeidin 7KF LW, B4 4l < TogPrdl < %I
H, 2R A5 FE (P <0.01) ;L7 s-PINP s-
HIV ACE B, i 9rdd > Toadrdd > M4, 2R B A
it (P <0.01) , WL 1,

F 1 3 HZiAE MG Hepeidin s-P [ NP
s-HJV JKF LA (x +5,ng/ml)
HoH FIsk Hepcidin s-P [ NP s-HJV

X HE 21 92 120.28 £32.07 30.15+9.56  53.26 +10.51
B4 83 98.32x21.16 45.12+12.05 80.21 +16.35
BT 113 72.15+19.35 58.12+16.31  92.31 +20.45
F 14 98.210 113.063 142.968
Py 0.000 0.000 0. 000

1 : Hepeidin. £k 28 ;s-P T NP, T 250 i i J5 40 36 3 i K 5 s-HI V. A
TRIARIA 21 R
2.2 3AHEmELRK FEmm AR E S 4

H
W BB R, BT < BT <X, 22
SRAGIFE X (P ¥ <0.01) &2,

2.3 I} Hepcidin s-P [ NP s-HJV 55 %5 B A0 )G

I3 Hepeidin 55 4% 72 v | WEAME B 20, 2 1%
HHEHBEEZEIEMHIE(P<0.01),s-P I NP s-HJV 58
oy JEEME BRI s R AR (P <
0.01),L33,
2.4 MAJEETEAAEEITEmE RS A
LR NN TN o N o = R D 1
Hepcidin s-P I NP \s-HJV (JEZEPES H R IME) 4 A
A, A28 J5 B T g A PR B A o PR AR B (IR . 0 =
7,1 =), #57 Logistic [n] 5457  ENTER 2% HEFR TG
RAR G G5 IR e A B B A Rk
V- Hepcidin 246 28 f5 i BUg A VE B 00 OR3P R 3=, 5
IR s-P T NP 57K s-HIV S 46 28 5 B o g A 7 1
Prifaki R (P <0.05) , W& 4,
2.5 [} Hepeidin s-P T NP s-HJV Tl 45 28 J5 5 ot
BN EPTRIME ST ROC 4341 7, 1% Hepeidin
s-P T NP s-HJV [ =35 BR5 P 48 28 )5 i B i A B 37
H AUC 43514 0. 698 0. 658 .0.704 0. 932, =HEL4
T s TR O, 25 R A G R R L (Z =2. 412,
2.569 2.306,P =0.012.0.010.0.016) , WL 1 .35,
K B

40 22 J UP BL RS , MEVECER 43I B 2R T R E

PRI B B A0 M P U RS , S SO 1 A L 7, B
AR T, i A R, e AT R RO,
MR . BT PR LAREAR B e T N
ZWE BT AA R | B2 E AR A I Wiy 1 1 R R
B, T BB A2 W 5 T B B e 7, Z2 Lg%
< -2.5 NIBWHE AN AR E IR
AGENS  FERHS B8 R E R W > 2. S Al
RE A A ME PR 4, L v % B I 12 7 e i S PR SO, )

R2 3 HAZAIKE BT o JEAE JBE S 2 M E B EE I (ves,g/em®)

41 5l %% s I JEEHE W 30 oy} Ji& &
gl 92 0.54 £0.15 1.02£0.32 0.89 £0.20 1.19 £0.21 0.69 0. 12
TR 83 0.49 £0.12 0.93 +0.26 0.72£0.19 1.03 +0.16 0.52£0.11
B4l 113 0.42 £0.06 0.82£0.25 0.63 £0.12 0.92£0. 14 0.43 £0.09
F Y 26.520 13.380 60.210 63.540 154.061
P Y 0.000 0.000 0.000 0.000 0.000

R 3 I Hepcidin ,s-P I NP s-HIV 588 EMEHT (/P)

EER 2 T L S A i gl RS Es
113 Hepeidin 0.741/0.000 0.752/0.000 0.801/0. 000 0.739/0. 000 0.740/0. 000
113 s-PINP ~0.752/0.000 ~0.762/0.000 ~0.749/0. 000 ~0.762/0.000 ~0.752/0.000
liL i s-HJV ~0.782/0.000 ~0.815/0.000 ~0.832/0. 000 ~0.782/0.000 ~0.753/0.000

1E : Hepeidin. BRI Z ;5-P I NP. T BUATR R T Ik s-HIV. 0] BRI 3R I 1 2R 1
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F4 WAL E FRHAAEEITH Logistic [IH 57
15 FF Bl SE & Wald 14 P14 OR(95% CI)
TR 2 ity 2 -0.201 0.163 1.521 0.659 0.818(0.594 ~1.126)
R S e -0.195 0.146 1.784 0.620 0.823(0.618 ~1.095)
mﬂé%ﬁ’?ﬁlﬁ -0.235 0.178 1.743 0.635 0.791(0.558 ~1.121)
e N A -0.423 0.103 16. 866 0.006 0.655(0.535 ~0.802)
%‘é%ﬁ’ﬂ%‘;r}f -0.329 0.095 11.993 0.003 0.720(0.597 ~0.867)
i Hepeidin -0.432 0.124 12.137 0.020 0.649(0.509 ~0.828)
I3 s-P T NP 0.509 0.201 6.412 0.005 1.664(1.122 ~2.467)
LG s-HIV 0.671 0.216 9.650 0.012 1.956(1.281 ~2.987)
¥ : Hepeidin. k83 ;s-P [ NP. T AR E LG AT ; s-HIV. ] A8 207 8
5 17 Hepeidin s-P I NP s-HJV T4 28 J5 8 0 A B 37 3 RE 4347
ity cut — off {H (ng/ml) AUC(95% CI) P1H R TS IR EL
1fiL¥% Hepeidin 82.13 0.698(0.618 ~0.772) 0.000 0.717 0.699 0.416
7% s-PINP 52.13 0.658(0.580 ~0.736) 0.000 0.646 0.675 0.321
1% s-HJV 71.49 0.704(0.629 ~0.780) 0.000 0.681 0.711 0.392
=EWE - 0.932(0.893 ~0.970) 0.000 0.920 0.916 0.836
10 P———— SR LR RALE T . AFIEAE R E W], M3 Hep-
] cidin, s-HIV 526 22 5 B BB AL K25 TR A B 97 9
08 F ! i N
] o X, /KF Hepeidin | 57K s-HIV & 46 28 J5 5 BTG A
el PEFAT I SR 3 Liu %5 g, Hepeidin /K P
2 | FEAGE FECE RS cH B BRI FEZEERE, Sato
Tt f K 24 S 5% Hepeidin 7K -5 28 JAME X 17 46 2
£ — FIER I R IEAGC. HEM Hepeidin 2 5482 /5 1%
o2 e TREUAR AT HIHLEI A - (1) Hepeidin it Z i, 41481
/ B B-i#E I H ( B-catenin) 5 X3k & 03a( FOX03a) 454,
0.0 ()I.z 014 016 0.‘8 1.0 jﬂ]ﬁ“jj B-catemn 5 Wnt %%{L.% TCF4 / TCF712 E/‘J,p
15

7 : Hepeidin. 89822 5s-P T NP. T BRI B HE3 1K 5 s-HIV. 7]
R Z T EA
1 Il Hepeidin  s-PINP  s-HJV 1500 24 25 J5 5 o g A B 97
) ROC £k

FRERCR o PRI Al i 4% - R AR s D00 B o g v S HCAH
KAEITRYFERR , BT B 10 TAE , R Ir  A 4%
BT PP BR A ZH 21, BB 200 R a4
JRLAH B A A T A 6 B 98 B 2 2L, e AT AR
E TERRE AT 20T, B WO A BT o,
FoR I R Hepeidin J i 25 R R ALK
A SR IR, P A& 5 I sl Ak 67 A SR BT 7 2
TRAGER UL P 4% B , Hepeidin 7K S AR 2 5 B080 2%
L0 28 0 B0 19 B BRI s-HIV 2 Hepeidin
(8 b 30 VA9 PR, JE e B PR AT Hepeidin 00 1 i 38 2%
WAL, 20 41 P 2k 37 1, s-HIV/ Hepeidin A1 5. P8 4 45
PUABFAR . B G B, 2698 VE 2% 1l
Hepcidin &£ ik, s-HIV £ ik, s-HJV/Hepcidin 2

£, T Wnt /B-catenin {5538 # 5 R B Bk
(2) Hepeidin 7] 3@ i 5 JE & & 4 8 1 2 (BMP2) /
Smad {12 732 J5U S F O (MAPK) /- P38 1|:|75‘L
AL A 3L, Hepeidin {2 1051 4
LG b i R R R R A BT (3)H€P0i'
din s-HJV M EAE AR IUA R, s-HIV 2 3Rk i
il Hepeidin & h¥ , T BOHLAE BRI 9% 2 2R3 i, 24 8k
DURR T 2 4 5 5 SR A I IS B, B S A i T 40
G ZE B A PR T S T AR
TEHE DN B R SO B A A e o0 A A A,
AR S I TS B B OB A0 M ) e R 4, i
ALIART , PR B AR TR s e T TN B B s A
PrUs o T B 2 R o ) 2 B8 A o, R
TGS B RSy P T NP 1P 1 CP, IR ATE
., 5 P1CP HLH, P INP HEFARE , HOK-PF A2 IR
PRI, g P L NP AP 1 ] T LR 2
R AR BB A B 3T BT BT AT RO AL
SRR Y & B, 4 2 U B A R I 3
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s-P T NPyK V- 508 B a v ML L JBC 390 4 e B i
FRERAASC, DA E s il , A4 5 5 s
FAL PRI s-P 1 NP ZKF- 5 g X R4, P T NP /K
-G R G, S AR A — 5 . BRE
PR MG s-P 1 NP P T w85 09 J5 R 24 8 o i b
KA B R E S R, T AR SR A
PR 3G, DR e R SO R R R B AR I3 K F 3
. AHESTSE S R, I3 Hepeidin , s-P T NP s-
HJV W0 46 28 )5 8 B i A B P ¥ BAT — @ firfd (B2
PR FE B TN AL RE K 6% B4R, Hepeidin, s-P T NP | s-
HIV &5 3 T8 HRIGEA Rl mT $12 2 % 46 28 )5 B o b i
P T RLHE , 7T Al R AR AR S A 1 15 8 o

Zi I, 1L iE Hepeidin §t = Fl s-P 1 NP s-HJV 34 i1
5 Y 28 I B BB A S T E A B AT B R AR A G
= HAVER AL S5 B A B E P e AR . A
W5 )R B 2 Ak 78 T R W52 55 P B 0T i A AR 3 v
Hepcidin s-P [ NP s-HJV 7K, =& g br 2 5 2 P
FR M M ANRERG S , 76 UG DR 58 h 75 10— 2 H S AR

T AT LAESE o
) 3 5 AT 11 7 G A i i
fEE STmk A A

Btk SR BT LB IR IR SR O R, LT R I R, 4
Pk g s , AT GE 27 00T IR DU 5 R R | £ 145 BORHE
BRI X B # R SCH A RSB
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The protective effect and mechanism of gynostemma pentaphyllum extract on IL-1-induced chondrocyte damage by
regulating IncRNA PICSAR Liu Wenbin, Li Yanbing, Zhou Yantao. Department of Spine Surgery, Central Hospital of Enshi
Twjia and Miao Autonomous Prefecture, Hubei Province ,Enshi 445000, China

Corresponding author ; Lin Wenbin , E-mail ;. lwb1968 @ yeah. net

Funding program: Scientific Research Project of Hubei Provincial Health and Family Planning Commission( JX6B36)

[ Abstract] Objective To explore the effect of Gynostemma pentaphyllum extract on interleukin 1 (IL1B)-induced
chondrocyte damage and its molecular mechanism Methods From October 2020 to April 2021, experiments were conducted
at the Central Hospital of Enshi Tujia and Miao Autonomous Prefecture, Hubei Province, and articular chondrocytes were
randomly divided into control (NC) group, IL-1f3 group, gynostemma pentaphyllum extract low, medium and high dose
group, IL-1f3 The +sicon group, IL-13 +si IncRNA PICSAR group, pcDNA con + high-dose group, and pcDNA IncRNA
PICSAR + high-dose group were treated with intervention levels. Cell counting kit 8 (CCK-8) was used to detect cell viabili-
ty, flow cytometry was used to detect cell apoptosis, and Western blot was used to detect the expression level of cleaved
Cleave caspase 3 (Cleave caspase-3) protein. Enzyme-linked immunosorbent assay (ELISA) detects malondialdehyde (MDA)
levels and superoxide dismutase (SOD) and catalase (CAT) activities. Real-time fluorescent quantitative PCR (RT-qPCR) de-
tects the expression level of IncRNA PICSAR. Results Compared with IL-13 group, gynostemma pentaphyllum extract low,
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medium and high dose group, chondrocyte viability,SOD and CAT activities increased (£/P = 119. 735/0. 000,5. 289/0. 002,
334. 948/0. 000), apoptosis rate, Cleave caspase3 expression level, MDA level, IncRNA PICSAR expression level decreased
sequentially (F/P =1430. 551/0. 000, 137. 513/0. 000, 383. 769/0. 000, 254. 805/0. 000). Compared with the IL-13 + si con group,
the IL-1B + IncRNA PICSAR group showed increased chondrocyte viability, decreased Cleave caspase-3 expression level,
decreased cell apoptosis rate, decreased MDA level, and increased SOD and CAT activities (#/P = 18. 317/0. 000, 14. 884/
0. 000, 27. 691/0. 000, 29. 684/0. 000, 25. 008/0. 000, 28. 737/0. 000). Compared with the pcDNA con + high-dose group, the
pcDNA IncRNA PICSAR + high-dose group IncRNA PICSAR expression level increased, chondrocyte viability decreased,
Cleave caspase3 expression level increased, cell apoptosis rate increased, MDA level increased, SOD and CAT activities de-
creased (#/P = 13. 349/0. 000, 14. 969/0. 000, 27. 871/0. 000, 20. 234/0. 000, 24. 811/0. 000, 23. 971/0. 000). Conclusion  Gynos-
temma extract inhibits IL1 B-induced chondrocyte apoptosis and oxidative stress by down-regulating IncRNA PICSAR, and

reduces IL1B-induced chondrocyte damage.
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1 18.341 18.317 14.884 27.691 29.684 25.008 28.737
Pl 0.000 0.000 0.000 0.000 0. 000 0.000 0.000

7 OA. ‘B35 & ; IncRNA PICSAR. (4% RNA PICSAR ; Cleave-caspase-3. 24 19 2 Dt & 8 K& & FR 45 F -3 ; MDA, 74 % ; SOD. #8 41k Wy i1k

ity ; CAT. i e L Sl

F4 3K IncRNA PICSAR e B S Yy Xt IL-18 375 T (19 OA BB A RIS 1 AR T S AL MR (25,0 =9)

A5l IncRNA PICSAR 4iiJfd7% /7 (A {E) Cleave-caspase-3 U1K (% ) MDA(umol/g) SOD(U/mg) CAT(U/mg)
pcDNA-con + B4 1.00 +0.09 0.893 +0.08 0.41 £0.03 8.47 +0.36 18.19 £1.06 14.38 +0.82 11.27 +0.73
pcDNA-IncRNA PICSAR + &5flHE4H 1.87 +0.13 0.495 +0.04 0.79 £0.07 21.54 +£1.36 20.82+1.36 6.94+0.37 5.13+0.24
t{H 16.507 13.349 14.969 27.871 20.234 24.811 23.971
P{a 0.000 0. 000 0.000 0.000 0. 000 0. 000

7 OA. B35 % ; IncRNA PICSAR. 4% RNA PICSAR ; Cleave-caspase-3. Z4fif 1921 bt 2 iz K & H IR A -3 ; MDA, 5 8% ; SOD. # &1k ¥y i1k

fif}; CAT. s 4 AL A
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[ Abstract ]

and then affect blood circulation and blood perfusion. Abnormal blood flow perfusion can increase the incidence of coro-

Vascular endothelial damage can cause atherosclerosis, thrombosis, vascular occlusion and stenosis,

nary atherosclerotic heart disease, so coronary heart disease is closely related to vascular endothelial damage. Percutaneous
coronary intervention (PCI) is an effective method for clinical treatment of arterial stenosis or embolism. However, PCI is
traumatic and may affect the final therapeutic effect, which needs to be improved and prevented. In recent years, there are
many reports about the effect of percutaneous coronary intervention on endothelial function. This paper analyzes the rele-

vant clinical literature, expounds the improvement methods of interventional therapy, and provides reference for reducing en-

dothelial function damage.

[ Key words]
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[ Abstract]

its most important complication. Skeletal muscle lesions affect the progression and prognosis of patients with heart failure. In

Chronic heart failure is one of the most common cardiovascular diseases and skeletal muscle atrophy is

this paper, the pathological characteristics, pathogenesis and treatment of skeletal muscle atrophy were reviewed in order to

provide evidence and ideas for the clinical treatment of chronic heart failure combined with skeletal muscle atrophy, likewise

the development of new drugs.
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[ Abstract]  Paraquat is a highly effective and widely used herbicide that produces superoxide anions and other fiee
radicals, leading to severe toxicity. Paraquat poisoning is a life-threatening disease that can involve multiple organs and lead
to multiple organ failure, among which lung is the main target organ. At present, there is no effective treatment and the
pathogenesis has not been fully elucidated. This article reviews the recent progress in the pathogenesis of paraquat poison-
ing by non-coding RNA.
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[ Abstract]

poor survival. Although high-dose methotrexate-based immunochemotherapy approaches are effective at inducingresponses,

Primary central nervous system lymphoma (PCNSL) is an aggressive malignant tumor associated with-

few patients experience long-term durable remissions.Recently, novel insights from high-throughput molecular and genome
analysis into the biology of thisunique disease have been elucidated and have paved the way for the investigation of ra-
tional approaches. Unregulated pro-proliferation signaling pathways, such as nuclear factor (NF)-kB pathway, janus-related
kinase/signal converter, and transcription activator (JAK/STAT) pathway, may become potential therapeutic targets, may be-
come potential therapeutic targets.

[ Key words] Central nervous systemlymphoma molecular targeted therapy
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[ Abstract)

technology is combined with the pathophysiology concept of severe patients to achieve the purpose of multiple organ

Bedside ultrasound is widely used in emergency and intensive care unit. The ultrasound visualization

scanning evaluation and rapid diagnosis, so as to complete the diagnosis of trauma, infection, shock, dyspnea and multiple
organ injury efficiently and accurately, and win the opportunity for the rescue. Based on the pathophysiology of acute and

severe diseases, combined with bedside ultrasound visualization technology, this paper reviews the diagnosis and evalua-

tion methods of multiple organ diseases such as heart, lung, kidney, blood vessels, gastrointestinal and so on.
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[ Abstract] Noonan syndrome (NS) is a genetically heterogeneous disease. About 80% of the pathogenesis of NS is
related to gene mutations related to the mitogen-activated protein kinase signaling pathway (RAS MAPK). However, nearly
20% of individuals with NS The underlying genetic etiology has not been explained, and the pathogenic mechanism of each
gene is still unclear. At present, there is no effective treatment plan for NS, only symptomatic treatment is the mainstay. An

in-depth understanding of the pathogenic mechanism of NS genes and related genotype-phenotype will help to find poten-

tial therapeutic targets. This article reviews the pathogenesis of NS and provides more research directions for treatment.

[ Key words)

Noonan %i 41 ( Noonan syndrome, NS) J&—Ff 2
N2 RGN s 5 BTTEGRNA , 22 J8 T Je A i 1k gt
fl AHA D HOR B2 gtk bk At e
LR RN (4 ~10) /77 BH > T2 W AR
J I R T S A AR, R 2 80% ) NS it
52 BLFIE AL MR 5 1% 538 #% (RAS-mito-
gen-activated protein kinase, RAS-MAPK ) Z& [ %€ 75
Ko IR, 10% ~20% 1) 8 I RIS W A 13 2 71
SRS, HAETIAH, NS EZEHRRAE 2 B A R/ REIR T
B VKBRS RN , HAbE A5 BER ST i
WA Ba s A RBE MLBRFE b B B IR &R 5 F
LAY JLRE U s o H b e RO R
VLl 3 ke sk 78 ( pulmonary valvar stenosis, PVS) | 57 [H]
PR Ek45i (atrial septal defect, ASD) K B JE L0 L (hy-
pertrophic cardiomyopahy, HCM ) £ W, H i i Jo A 5%
1RYT NS I 58, LIXHIEIR YT 0 320 IR BE A A i 2L

Noonan syndrome;Pathogenesis; Genotype-phenotype

T NS 2555 B0 B0 HIL 1 B A G 1 56 P AL — 3R A
PETHR BN AE IR 5 . PR, AR SR NS & %
ML — T ELLRR , iRy T $R LS8 Z ST 7 17 o
1 Z&EHLE

RAS-MAPK & 2% —Fp S NN A At 9 {5 -5-1%
FIBR, EHET A SRR (AN R AR IR R AR K
) BME S, BRI e AN A A b ke A= 5G 53%, iT& 5 41
MR35 A3 AL AR AR . RAS 7824 40 56, il
T MAPK 2B (9 I3 38005 , 3% = 7K SF- (1) 38 il ( RAF
MEK 1 ERK) 7£— Z 5 R Ak 5 e 20 3 s SAB 1 7=
AEHAEH ., BE R 20 5 NS AR RN, AR 4
ClinGen & PR 5 501 HE 48 5 Kl 114 1 3k PR —5¢ o G B 43
2 BUBK A5G KRAS(14) \NRAS(13.5) ,PTPN11
(13.5) .RAF1(13.5) .RIT1(13.5) .SOS1(12.5) , %
LHOK - HE LZTRL (12), o %5 K F {2 5 BRAF
(10.5) .S0S82(9.5) , 47 BR K A1 55 MAP2K1 (3.5) .
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MAP2K2(1) . LZTR1 ( AR) (8. 75) . MRAS (4. 5) .
RASA2(2) \RRAS (3.25), HA 4L fy J& A2MLI |
RASA1 SHOC2, ¥& A7 ik 4 1) /& HRAS ( - ) . PPP1CB
(=) PSR AT =) 2 5 RAS-MAPK {5 5538
(%S, i NS &9 5l 5 5 LIRAR G, FRLZTRI
JED P EY NS A RE N B e (R Btk ALt Hifth 3y
ok e RN TR G ST Y
2 NSHHXEHR
2.1 AUAK A
2.1.1 KRAS: KRAS & EA GTP G RAS &
(& T—HK55% S GTP i, HAE 5 GTP Fil GDP 454
IR Z RGN ) , KRAS 5878 J& NS 55 — e i 5
I HBINT 5% . Srr BT 14 Y
451 2 WL 5 HE e B W UL KRAS 58748 2 —, HA KRAS
ZRAZIY NS f8 35 R 30 T ™ R 004 I R 2 3 RN TA A ik
f4, 2 85% NS . JLEA PVS HCM  ASD 250 iE % &
T IE B AR R B R RS . K-Ras
V141 /N O IS AR 30O i 15 32 3h ko 5
A B LR MR
2.1.2 NRAS: NRAS J& RAS B AKX BN S — R 5,
TER /DB NS AR & BT NRAS 845, NRAS [#)
Switch 11 X3y sl b3 & B0 T 28748, o TR T
GTP fig iy i fig, 58 42 Al 3 MEK F1 ERK B [i2 {k 3
BT, X4t NRAS 2878 1 #0200 5 28 B AR R A Y
L7 Noonan HFF " |
2.1.3 PTPN11: PTPN11 Jj2& NS %5 —/ gk & 90 H i
WL RIBORIEIN 2 & BT B 50% Y, SHP2 2
PTPNIL1 ({35 174, & —Fh RS2 R 1 I 2 R TR Tl
(PTP) ,f1 N il C ¥ SH2 S8 F1— M4k PTP 320 1.
PTPNI11 HiR 24051 NS (45 LR E £ S N-
SH2 il PTP &5 #5352 (0] A BAE A sk L. %
IR 2 ARBEIR T SHP2 JCAEAL 6 M B 2 i e e 1k
HI 55 1 26 10T DT T G e A8 R R T MR 4 11 g
IH- G2 RAS-MAPK 3@ 1015 515 FH ™

SHP2 Z: 5ifi#% RAS-MAPK {5538 i 5 — R 54
PR 7 AL PR 45 5 2 A O, AR KR RS R
AL K R 1 2T 2 0 2 PR 7 45, AT S5 380 NS
BILERKRBZMEHFHEELMIGIREZR, X
PTPNI11 J KB /N R EAT ORI 5E W, PTPNTT 4
() SHP2 2 (X TR OIERIK I A B 2 X EHE, 5
4k PTPN 2848 7Y 8 25 4 L, PTPN11 2845 3% B 2 i
TR, BA A NS FpikmZs, PVS ASD | &
MB/IN BERRTE (B2 25 S 0 A ) R AR 3R

N-H JE-D- K T4 2 % (NMDA ) 57 f& ( NMDARs )

XFF o fph vl S PR 24 2] 5id 4 2 CFEE, GluN2 W7 3t
1Y 1% A R W R 1L 477 NMDAR JfE. NS AHOCH) SHP2
fifi GluN2B LR fk, AT 15 NMDAR ZjgE, 58 NS
INHITIRERERS " PTPNI1 S48 156 NS #9355 1%
=7 b 7 KU SCAR AR B 0 3 A RR s 2>, 385 - DX 3k 17 2% T
TR /D DX Sl P R o JEE B3 m, i b 1 i 2 DX
P B2 T JEE B, A 4 1 ] B v o AN AT S 2 254, DA

SR IEAE B NI 0 7 3 S ez o, B i
RS 5 3hid R S R R R e

7E NS 3% v PTPN11 RAE W AETE 5 A5 5

WYIAHOC, SHP2 fEAL IS T3S N T /MR A B, 3%
U hy R I B, PTPNTL 0% 5 28 76 T 41l 3R
B A S0A s VR R 8] 78 5T T/ #H 40 M R HH 41
fiy PTPN1L 28748, 33 CC #&fkH+F CCL3 & ™
Az R A B 20 L 5 3] I T 200 B i A Y X
B, R, 3 i 4 A gk 1L-18 FAT E B S A% 4 A
Az A A EC S A M DR - B O, S BT A M R AR S
JLEE I 81 B & 8 358 A= 4 B 988 ( myeloproliferative neo-
plasm , MPN) il & M R 41 i R U5 1) MPN, A7 i 5 48
/N T EBEEREE TR PTPNLL 5828 7E [ 1L % AE v i O
HAE, e CCL3 24 NS [ i i f st
NS 2K FIALG T 20 A RIS AR IR A
2.1.4 RAFL. 7£ NS B % 1 ,8% [y s H 174 RAF1 %
A%, RAF1 JERRINL T4 3 S e AR [ 4t 648 422k
PR 10 22 28 12/ 93 24 R B [ VR , S22 R Ui Ras ELEERIRIN
TZ—o 5 NS H KM KZE RAF] RASHRELE 2
AN DRI PRSF X 2 (5259 Al ) A fR T X 8 3 (il g
PO R B ) o B AR B RAFL (AN [F DI RE , R R 5%
3 S259 F1 S621 HMERA 1k 11 7 RAF1 93 5. RAF1
FEPR 5748 55 N IR O U R T BB L B b R N A
FEBFLRBAENT NS KR IR ( 2 & PE2E B | ofi v ¢ 55
FE 2 RMERE) o I 90% 1Y RAFL 571X I, 2 278 1)
NS g 2% B0 7™ 5 A9 AR R 0 L, S B S Y
ERKS5 Fil MEK1/2 {554 S firg , MEK1/2 )1 B 0
SHEURL 4k 250, ERKS 15 5384 5.0 W40 i e
K, AW MEKL/2 R DLk 3% 75 5 0 22 58 4l it ok U5 19
Lo LA L P LS 2L, i 41 ) MEKS/ERKS 7] DL %
OB R AZFAL, RAFL () L613V S8 AR i Hz 57 it fif 28
i S AR MR I, 2 > s A 5
2.1.5 RITL; RIT1 545 5 NS #5569 5% ~9% ",
RIT1 25 RAS 7 KW AH (147N GTP i, 5 2 #L iy
RAS GTP fifi (KRAS .HRAS NRAS) A 50% [))% %1 [ i
P, I H LR GTP BERG : , v] 8 55 4 i A7 16 K,
RIT1 7RI FUSAR B B il A7 fE 4235 . B8R RIT1
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TEIEH B9 RAS-ERK 38 [ 8% b il B 32 34 1,
{HSEAR (Y RIT 2557 e R 7 5 P 240 i b i ek 38 hn 17
MAPK-ERK 3# & (199854095 5% ELK 19 5 305 , s 73
REFRIRRUN , JFitE— 20 S HF T RITL 7E NS AR HL]
AEGRER Y . BAT RITL 878 MR UL T 7 il 5
R S8, L4 3R 4 B G LK B s R
YL IBE B AN S A o B ) o0 2 A 5 5 (AR JE AR
WU s ] ol e A1 50 Jk e 2 ) RNk B4 4% S 3, 1
=2 p AN A E N s S e I PN Y = g o N
DL RS S TRl it AKT A R85 S
M2 IR, SOOI R B R
KM HCM A (AEE <2 %) B FEEFERLL %
HRERE ) £ TS 4525 , MEK #1580 n] 330 5% RIT1 58
AR NS G R ERLL LR

2.1.6 SOS1. SOS1 A2 ik B Y 15% , SOS1 %
W= RAS HE S (4 1 N4 A% T IR S 3 R 7 1% 2K
P T 1 RAS AAEWE 1 GDP 4541 255 2% g i 1k
GTP 55, SOSI J&—Fh HAT 245t 1l i) 52 42
EH, 5T ASMS . oA il 2 FE 0 5% L 0T 58 i br
H I, S BSOS . SOST KL H 25 Y NS M
T A B A XY R i S A SR B R B R % T 5 R T
(ECRWHE LG T ) HReb e JR R (MAfbat B JE
BB EREEIER) O NEERE Ol s bRk 7 |
J () g it R 2= ) B S50 ) L bR L8 0, 17T B b 0N |
B ARSI B9 R AR R 6T PT-
PN11 i B, H & B RS, B O —T—H ik
CEATERENY B2 Wk | B & oA i B 5 1E A, N % TR AT
SOSI FER AR i . MEK 00 351 i S5 88 Je fig 16T
SOSI Z7AE KA NS F# 0 ™ bk B >

2.2 SRUKSFIEN AR AR R SR IN T L
(LZTR1) 22—~ BE ARSI JE R, Higm s 85 1Y N i
4 6 4> Kelch L5, C 3645 2 /> BTB/POZ Z5#y58, 7F
NS Wl & AR R mik 8% . LZTRI J&: 1F H 40 g J&1 311
AR B R T, R E IR . LZTRI Bk B2
RAS 17 ZALFE 5 5 S 0 AR SF IR WA Ao
LZTRI 5848 G807 # Ye (o fA vk & Bk 844 Noon-
an ZEGAE, Rk NS AHICHY LZTR 45 5878 38 1o Jin ok
LZTRI [ e o S5 5 1010 200 i 57 10 1] 735 4 82 00 2 11 SR
ige, Jf-7F RAS-MAPK {5515 5 F RI MUy aE ek %
A% Ak AL NS MISE A9 LZTRI 58 A8 45 5 1k b 52 i
Kelch 5 #4358 715 531 2 11 - 15 58 RAS-MAPK {5 %5,
et LZTRI 5845 (9 NS H 3% R BUH SV NS 11 45
i IR O M A BB A . LZTR1 I RE A 32
2 P EUMAE DI RERERG , PU M P B2 2R K T AT RE SRR

JT LZTR1 5875 1) NS H 3 H LB i 77
2.3 KRR
2.3.1 BRAF: BRAF &I & R—22 H R &E H IR
BRI — 54, TRk RAS B0 5 il MAPK ASHR (1) | i
Yo LD T YA Ta34 X, HLAEARH o —
T — R R B AE A5G . BRAF 33 B (14 % 42 I 104 e 0
fR3E T RAS-MAPK {55 2% I 119 2% 41, 41 400 Jia 43 - 2k
A5 T2 5 0 A NS (9 & 2E o R AE P T 3
HMIRIZ B BRAF 28758 1) 3 B2 PRAFAE , 2 B A 8
A LA A IRER RN, S AR/, Sk B0 58 | T
FRAEIA ., 22 S MR R UR (0 28 BT, 0 31 op B A DA A
i, B H LK FIRRAR, JoO— i — B k28 A fE R
FHICHY Bz I S L K Z FAR R LR
2.3.2 S0S2: SOS2 \ZEHFNTIHE 15 SOSI Z5fl, 8
I 578 5 W3 T Dbl [RIUR &5 #3013 AP sr ikt
2 NEHES SR SOS2 H B4 09> T N4
A4, BUwRn S0S2 ARE i T S0S2 i GEF Djfig
B3 5E , T2 RAS Fil RAF-MEK-ERK 2% B /9 {55 5 34
5., S50 NS [ SOS1 248 #H, 5 SOS2 i AH ¢
FIFRRURHE A K 2 B I, 1 B AMNRE Z B
SRR IR ZAE Y . 1 SOS2 G AR i NS FEHITHE 4l &
PRATR 1 ]2 W] N SR, 15 SOST AR A
[F] 2, SOS2 28U FR T DH X3,
3 INEERE
NS J&—Ffay Yo o st (& s, iiF o8 & B, K2
80% 1) NS J Ll 5 RAS-MAPK {5553 f%AH 5C 1)
R Ko, [ A R NS kAR R R FE bl
REV S BN I HEAT T 5T, Sl 4 X NS gl 455 2 )i
JFHAEL O L 57 LT 750 5 L 8 5 9 55 U1, oA NS IR YT 12
BETHEZMBFFE T o (HJE NS IR R IE J4 b=
FRLRYT 7%, T B R B 0 s 10150 A 2 B R A
HEATVEAS , FI W 7™ L FE I R OB AT o SR,
Il R _EATSIE— 80 A RIRIT I 46 B0 T NS &L
WGBS, 7 B 1 IR B2 D4R R W AR A S0 i6 97
Mo I, RWIERAESE NS K R R B p £ 36 A
ZRAR 1 I WL ) B R G i) 36 PR AL — A, X NS 936
I B EE MR SR, (H R IR 5T o SR IRT
A R A FH A 75 ZEAR K IR B] A4
B 308k
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