Advances in Clinical Medicine Iii/REE23£3 /&, 2021, 11(3), 1241-1249 Hans )0
Published Online March 2021 in Hans. http://www.hanspub.org/journal/acm
https://doi.org/10.12677/acm.2021.113179

ST EEFREAREERETESSGE
HPVHFE R II& R 7 B R e LR IE M

£ R, HE%, EEHFE, KBA ANFE

HERFMET BTN E)LEER, WR F5
Email: '553643526@qq.com

Wehks HiH: 202142 H17H; FHBE®: 202143 A5H; &4 H: 202143 H25H

H E

HE: B AMAAAER REAREEE SR (L F)IET RAEE AT LR E (HPV) R 82R G IR RT3 &
RIEBE. Tk HE20194E53~20204E5 B F B HAL ) LEE LA K804 B Hi R & B HP VR 42/
TBEERNT AR, BV R AT R, F4H406]. HRAMALRIET, WMRAMHE
HATHRa2bFHIEHSE F (&5 B)BREREFRET. HRFWABRENHPVERR, RITEXE. B
ITRTESMNE ML KPR FIEERR A AR E F AR EFRUEA R RN RERR. &7 R
HIGRIBIT B A RENT6.92%, XTHEH47.37%, ERFLHITER (P <0.05). HAHABEN HPVHE
F#61.54%, XEE31.58%, ERELIHEE (P <0.05). HHIEIT/ECD4*T. CD4+/CD8*HI¥{EY
A, BBITRIERASITERE (P <0.05), H EAERFHAHABERTTHRYA, ZRERITERL(P
< 0.05), MCD8*TIRITRIEHABEWLHEER(P > 0.05). WAIRIT/SHEELEBFIL-2. IFN-y.
TNF-adREHFE, IL-OREHRFK, BURTHERFRITEEN(P <0.05), HHFFH EREFZNY
BERTHEYA, ERELRTFEN(P < 0.05); MIL-6. IL-108TRIEHABRENEHEZRP >
0.05). HARITHRRETENARARRM. £if: S ETANRE SR APV RGBT
E, AT ETRBEZNEREETIRE, EXHERNRKM.
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Abstract

Objective: To explore the clinical efficacy and immune effect of Nocardia rubra Cell Wall Skeleton
for External Use (Nr-CWS) in the treatment of high-risk human papillomavirus (HPV) persistent
infection. Methods: From May 2019 to May 2020, 80 patients with high-risk HPV persistent cervic-
al infection who were diagnosed and treated at Qingdao Women and Children's Hospital were col-
lected, and they were randomly divided into a study group and a control group with 40 cases in
each group. The study group was treated with Nr-CWS, and the control group was treated with re-
combinant human interferon a2b vaginal effervescent tablets combined with Baofukangshuan.
We compared the HPV conversion rate and effective rate of treatment in the two groups. We also
analyze the changes of immune cell levels in peripheral blood and immune factor concentrations
in vaginal lavage fluid, and the occurrence of adverse reactions. Results: The total effective rate
was 76.92% in the study group and 47.37% in the control group, and the difference was statisti-
cally significant (P < 0.05). The HPV conversion rate was 61.54% in the study group and 31.58% in
the control group, and the difference was statistically significant (P < 0.05). After treatment, the
values of CD4*T and CD4*/CD8* increased in both groups, with statistically significant difference
compared with before treatment (P < 0.05), and the degree of increase in the research group was
significantly higher than that in the control group (P < 0.05), while there was no significant differ-
ence in the two groups before and after CD8+T treatment (P > 0.05). After treatment, the concen-
trations of IL-2, IFN-y and TNF-¢ in vaginal lavage fluid in both groups were increased, while the
concentrations of IL-4 were decreased, with statistical significance compared with before treat-
ment (P < 0.05). The changes of the above indexes in the study group were significantly higher
than those in the control group, with statistical significance (P < 0.05). There was no significant
difference between the two groups before and after the treatment of IL-6 and IL-10 (P > 0.05). No
serious adverse reactions occurred in the two groups, and they have high security. Conclusions:
Nr-CWS can effectively improve the negative conversion rate of patients with high-risk HPV per-
sistent infection of the cervix, and can regulate the local and even the body’s immune function, and
there are no obvious adverse reactions.
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1. 518

B R WA AREEEMR 2 —, HORW AR M RIZE LTS, 7 E R0 R A TR K SO
e, AN IS E A 2 2 dE . ANFUIRIR R (HPV) 1 25l PE R AT A 4R [1], AT 1K
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B A

FE BRI fE A, RS AR S BURSON GBEAR R W AR (LSIL) Je R AR 05 MimfallZ S
RPN GEIR R AR (HSIL) R 2 (2], b el HPV 16, 18 Bn] SE(£4 70%01) & 3 & AE[3]
[4]c [EIFPIEZY HPV SRR 1 4 K UL ERRAFFELERGY, G R 7838 B G HPV J5 90%(1) &3 re i it
H & G R NG BRR AN HPV, UH /D5 HPV S Rpa g et — 0 S 8 UA R A B R R R AR [5], FF
ARERE— B R B RN B R A, HEEE. ENAMTRSRY: Sal HPV SR S5
BAENIRE. RERERNFEEES] [7]. Hik, REEIIRIGIT HPV EY K = SRR, &
7 R PEAR B 2008 AT SR KOG . HPV IR 2 5 ARG ThREFRIRE O, 0 FEBE M4 R Bl 4 & S etk
A FERERFA[8].  H BTG R b 22 38l e & ] 1 bk 2 4 i LUABL K% JR3 30 S 28 TR (R 7KF T A B8 1R R
BB G RGN S0 ER HPV FEakBe s, IRR R EHN TR PAhn Lsiar %2
R, AHZ AR AVEIT IR[9], HPV IEBRCR R, B S Ra T 77 ik M S g2 SOR TN D
LR N —FpARRE T B R R, AT R R R A B s RAUREIRER, Bk, AKEFRE
FERT LR IG T B i fa Y HPV RIS YL (I PR 2808 o R -

2. AMERE
2.1 —RRFER

HEHL 2018 4 9 H~2019 4F 11 H & B A LEERARHZIR R 80 5 Him Gl HPV &L
YENTE AN G, BENLECT- RV H o it R AR HEZH, B4 40 19, B FR2ien T40 RiGyr, WTHRZHZG T
S EHEGIRAFMIBIT . IAbRHE: BE T I EEE HPV ARSI 145, A FLRI800 25 I S
R AR 19 5 VEAG I (HPVEGET) B 12, 401 RF i 3k 41 i 22 46 25 (TCT) 32 7 3k ot AL SR 240 it 70 SCAS B ff
(ASC-US) kA& WL 578, #4647 BAIE B # i BVE AR 45 AR B HAE; i 25~50 %, H A MEATE 5
NALHT 6 AN F WA #2 AT B 80 AR A OCVR YT s RAS A R O B R NAR IR T . FERRAR it 4F
ORI S et B METE RS S A AIE LN EAUERRER . SRR A AR R
AT SRR L R R B FEOIR R v A At G s R G SR s BT P A L A R K [
B S e IR B, TR B . BREAGE M R AR R E R TS 2 ROE s
M S R AR B LRSI 25~46 %, T14(33.72 £4.53)%; “FH#442(2.74 + 1.33)I%, 77(1.33 £
0.70)IK%, IEGsrm fa i HPV WifE(15.54 + 2.91) H ; 40 ] 3% 7 11 (27.50%) 1515 HPV 16 A4, 7 (17.50%)
%25 HPV 18/45 RU&KYL, 9 (22.50%)%1 8 HPV HAth s fa B Yy, 15 (37.50%) 51 2 B @y, X R4 8%
ERYTUI 26~49 ¥, “F1J(33.97 £ 4.76)%; T144(2.66 + 1.36)7, 74(1.29 + 0.73)Ik, YL G HPV
JRFE(16.05 + 2.82) H; 40 i35 8 (20.00%) 11> HPV 16 BY/ELs, 9 (22.50%)%i% HPV 18/45 Rj& 4,
10 (25.00%) 8 HPV FHoAth =y fa B SL, 13 (32.50%) 518 2 BUEYL . P4 B IAERS . 227~ Ik Jx HPV &
Git o) Fo e HPV BRI S5 — Rl b, Z R E4uit5a (P > 0.05), HA ALk, I 78 1 BT &
HEAF R CERE BB AEREY, HETERE A Z 72 d .

22. A&

YR B T & S ECG RIOFRRIRTT, A S T8 3 RITWEHY, 4T IRIEERE
Ko WFEEYZWARAR, EZkks. Z46020058]HE B 2590 £ JERAL, 1 AR, BEHAANTFINE
o2b WIHEVME R K. YRR R AR AR B2 S20120019]F1iEHZ), BEK 1K,
50 3 IUMR, JL9R; WERZEHZ . KR B4 740 R (E 257 S20030009)597, H&T#EH=
RIFEE, 60 ugl/3Z, 2 3R, FRR—IK, 10 O— N7 HE: RZGRISEIEERANIT . BIIE B S, /s
B T 0 K S I S A T (RS IR ZS), 1 mL 5 8O IR R 5 300, TR 4 2~3
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mm, % 13Z0RA 1 mL AR KIS 4 2 U8 (AN 1 om)HEZS, B R EHUE N
WELGMTE, MR A TE A 2P e S AT E SR 26 2 5225 DL 2 mL AR SRR, R
BRUGHUCZ, RERIARR A, KEM eSS, SEESURme, Mmekd it R&MmmAED, 15
2yJ5 BT 15~20 Bl /Ay, i RERMRERTEAR A DR B 24 /i Ja 588 BAT G BT AT o ZER T4 22 40
ATFiRYT, By A LA, AR A B SUR ARG YT . WALEEIRIT T AIRIT A 3
AE BRI R AR & (TCT) AL KSR BRI A% PR A% IR A K e VEAS TN (HPV E6ET), 1A B 44T
FRIE B s SUm BEER: JF T AT 1A A IR IR A A kil S0 ik A0 RE . SREAEBIIEREVER
M G A7, R TR AT BB T

2.3. MEIGFHFIENIRE

2.3.1. HPV ;&7 BME

HEARRIT EE A HPV E6E7 ¥, TCT JT#bRE, JRERE HPV #EH%,; FHEHRTEREA
HPV AEFAE R LR HPV HBRGFhIg/b, TCT Kbk, #1200 18 5 2 5 BAG5 AR WL i 570 0 23
MBI RE . oA 1RITIE R A HPV E6E7 KM, =t TCT i#ff@ v ASC-US. LSIL. =2l Btk bR P
AZ(HSIL), 2 P1aE5e i B A5 SRR 7S B itk b e s AR L 28 E i

2.3.2. ATTRIRSNE I % B A A (L 7k S

BITHTRARIT G 3 H 3 AT H &5 L N ICR 8 B & T iR 2 R K I 5 mL, T35 20°C~25°C
FHHTHRAE, RS : BD FACSCanto NS LR REASBEAT 46 (G 1ML 24 /NIFRAPY), A& 4k
Jil 1l CD4'T, CD8'T, CDA4*ICD8", FtHify7 i fG LA Lyein B hIk i

2.3.3. JATrEiRfREER AP R REFEWL

YBITHTRARIT G 3 H vl T H &% 1 I AUSCEE B TE #E B, F 5 mL AR BE 3R 7K s B ke 50 391 % 913
B TRECHEVEME LA 1500 B4l 10 3Bl B EIEARFE T-T0°C &, HUE SIS CABRI G
BRERID T HAEAR P AR -2 (IL-2). AN E-4 (IL-4). FAE-6 (IL-6). F/%-10 (IL-10). FHEIRIE
Kl F-a (TNF-a). FHLE-y (IFN-p) R .

234 FEEENTIRRM

BEVT 1T BB GIT IR TC R B, LB KR, A5 TR I8 I I &% 3 4 i i %2 I ik,
BHLEANH KGR R, FIEEMEESAE, A RN L. FrEe K e i .
24. GirERE

KH SPSS 26.0 Giit 23k -t AT 5 0 b, THECTERLER FH AR H 20 Lb (%) KRR, = TR E +
FRUEZE(X £ s)Rn. THEUREER IR, PN AT TG EL B8R X REAS t 4656, P 4H a] Eb ek
FHMSTREA t #5568, LLP<0.05 NERHASITFE L.

3. R

AU 3 80 3, WA 1 FIEF(HPV 16 PV ARHE R 5 Ay fRva T, M4 TA 1
B B (21 HPV [ ) R IR BV AT, 1 651 H3 (HPV 18/45 BH%) 6T [N H4T AR Zy, PLE=1f7H
FI G AT . HAr . BT St 30 B, wHRLH L 38 4, 4B R 5 AT E DT I RRGR .

3.1 FAEE HPV HIPEFATEME
I RIGIT B R TN 76.92%, WTREZHN 47.37%, HPV #H R 4 N 61.54%, YRR N

DOI: 10.12677/acm.2021.113179 1244 I IR = =23t e


https://doi.org/10.12677/acm.2021.113179

e
"
4

31.58%, PIHRRAIGITS Z=-2.834, P=0.005, Z#5A4 2= X (P<0.05), W% 1.

Table 1. Comparison of cervical HPV infection between the two groups after treatment
F 1 RARERTEEEET HPV HRLLE

(7 HE SR T BRAERE BePIE B AR (%)
Fgedl 39 24 6 9 1~39 32.46 1266 76.927
XA 38 12 6 20 40~77 45.71 1737 47.37

T RN SN R LB S B AT G (P < 0.05).

3.2. MABEIBITRIESMNE M B4R Ir B LR

WA IR YT AT fa W2 B3 4 I CDA'T. CD8'T M CD4'/CDS MEUE AT 4t it 04, Likfebsinir e
WEVRIT A 2208, N ZAE 3T 8RR 2). ¥a97 AT, PR DL BIBbR L, =R gt
B X(P>0.05). JITIEM4LEH CDA'T ik & CD4'/CD8 MBI E AT T, HERASGI#E X P
<0.05), 1fi CD8'T 4 thify7 /il J5 Z = L 4uih 2% (P > 0.05). ¥6¥7 )5, WFFi4l CD4A'T (41t % CD4*/CD8"
HBAETHE R R s TR, 2R gt = (P < 0.05) (7.3 2).

Table 2. Comparison of changes of CD4'T, CD8'T and CD4'/CD8" between the two groups before and after treatment

(Xxs, %)
5 2. FRLAEREATTAEIG CDA'T & CD8'T. CD4*/CDS*Z{LELE(X £5, %)

451 f51% CD4'T CD8'T CD4*/CD8"
YRTTHT 30.94 +2.85 30.50 + 2,51 1.02£0.11
bebid = 40.04 £2.41 30.71+2.08 1.31+0.15

HF5Ea 39 7l 9.10+2.35 021+1.74 0.29 +0.10
t -24.187 -0.761 -18.821
P 0.000 0.451 0.000
BITHT 31.18 +3.39 31.37+2.70 1.00+0.12
BT e 36.46 + 3.74 30.86 + 2.60 1.18+0.13
it A 38 P 5.28 + 3.40 -0.51+0.71 0.19+0.11
t -9.568 1.844 -10.632
P 0.000 0.073 0.000
t 5.750 1.838 4533
ZH B E
P 0.000 0.070 0.000

33. MABERTAIRAEERARREEFELRR

WCAE VAT R G W 2L B D E R P IL-20 1L-4. IL-6. IL-10. IFN-p. TNF-o WREEREAT S50 0H s
FRFEFRIGTT S IR 2B TT RIS tHZE A, N ZE (AT AR A B (L€ 3). VRITHT, PAZEIEEE DL EdR AR ELEL,
EZRTG R X (P >0.05). JAITJEPIHEE IL-2. IFN-yn TNF-a ST, IL-4 IREXIEK, #57
Y1 gt 2 (P < 0.05), MiEI7 RGP IL-6+ 1L-10 WK JE 2 F BTS2 (P > 0.05); V&IT7 )G, W
FA IL-22 IFN-y. TNF-o 3K THE ORLEE I B X IR, IL-4 ¥R PR RE T I B i TR A, =5
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Ziit2f i (P < 0.05) (P 3).

Table 3. Comparison of changes of IL-2, IL-4, IL-6. IL-10. IFN-yand TNF-a before and after treatment between the two
groups (X £s, ng/l)
%2 3. MEERERITHTG IL-2. IL-4. IL-6. IL-10\ IFN-y» TNF-a TLEEER(X +5s, ng/l)

EiEp ARy IL-2 IL-4 IL-6 IL-10 IFN-y TNF-a
BIT T 88.16 + 4.58 17.27+2.23 1.71+0.43 8.21+1.38 29.29 +2.57 26.32 +3.01
WHIT A 97.00 +4.25 12.79+2.19 1.69 +0.38 8.00 +1.06 36.68 + 3.22 32.35+3.02
L ki
(39 1) ZH 8.84 +3.37 —4.48 +2.39 -0.016 £+ 0.41 -0.21+1.16 7.54 + 3.53 6.02 +2.83
t -16.394 11.674 0.24 1.142 —14.648 -13.297
P 0.000 0.000 0.812 0.261 0.000 0.000
VRIT T 87.49 521 17.24£2.23 1.70 £ 0.47 8.21+1.52 29.17 +2.27 26.17 +2.55
RIT G 92.15 +5.04 14,52 +2.05 1.69 + 0.40 7.90 +1.30 33.23+2.32 28.78 £ 2.36
T HE 4 .
gswﬁ ZE 4.66 +3.78 —2.71+1.72 -0.002 +0.43 -0.31+1.11 4,06 + 2.06 2.61+242
t —7.064 9.727 0.034 1.730 -12.153 —6.650
P 0.000 0.000 0.973 0.092 0.000 0.000
t 5.117 —-3.704 -0.141 0.381 5.290 5.682
20 [ %) b
P 0.000 0.000 0.888 0.704 0.000 0.000

34. RABEFRRNZEHAR

BT, WAHBELRNHEARRN, SEME, 4R EESSHARARFGRIRIT B3 HPV
FrE R Q) R B 2 k.
4. ¥7ig

HPV & —FiXUHE DNA 8, G NG 24 FE I B LR & 2115 T 40 DNA H[10] [11], M55 E2
FERRRIE, E2 EAXRBED EREET HPV E6E7 JEK ik miMHI/E[12], 1 E6E7 i fE &Kk,
& SEE HPV IR 1240 i 0 BRI 5 B 295 28 [2] [13] [14]. HPV B NAK S, R4 5t G2 40 o (035
RN, BRI MR ) B N, P AE A RIS TR SRR IR B R 5 SRE R
T IHBEE F AR FEINK) A AR AN A S e 4 [15] . Z JE WK T R G Bt HPV R A2, 4o S s
EEFEA, MRAMTIRC HPV P, FKH 5706 245 CD8'T 4Hffufl CDA™T 4Hfu, CD8'T 4tiff s>
W AEEE T A0 IS BR A0 A (Y HPV, T CDA™T 40 704k J9 i =5 8L T 44 20 j 5 T 40 i35 1 [16]
IEFEOUR, HUAR CD4'/ICD8™ A T FHPIRES, MEHIZ . MRG0 E 3 EE AR P s 8 EE N
JAR R E I, AME L CDA'T 4t 2 #is /01 CD8'T 4iMl AR BHHE 2, Ak T kB
R ZRELFE B AN, CD4™ICD8™ Y EU A 2 I H T T B L 22 18] B 1) 35 17] [18], X —HLR 2 ML
A 44 D 2% 1 358 ) B b A [19]

CLRAE N —FRARRE R M S B ), SRR O MBE R BRT i Af b FLIR AR R (K SR b 55, H—T
T A LA 2 G 4 i 234k ML B, Jd e Ry R P G IR S B HPV JB[20]; — Tl e gk JRi i &2
Bod CDA'T 4iiffe, CDA™T ZEB IS0 /a AT /- Ao ad Bh v T 40 1 (Th) Avdd Bh P4 2 (Th2), Thl 4HjE
FHRKIE TNF-a. IL-2 A1 IFN-y, LS5, Th2 FEKIL IL-10. IL-6 AT IL-4, ESAEm%RE, 3t
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B A

7] 2 5 G e R AN N [21] [22], I RE e PR A2 SOSIIE BR HPV IRy, /A% B 3 b R e 4 . 417
H1l B SR R IR L R R AR R R AR, ek HPV IR i 33 5 S IE 5 4201, TG R IE DR
BEMPE . 25 AN 40 #l mifa il HPV YL E (FE > 6 H)4h TR R (LRI & HPV # 1]
Ik 87.5% [23], MARBEFLH, 201697 5 ¥ B8 ERB Fi WS, % ErT RS B 8E el HPV &g
PIRFLSEIF IR 58, AR FCIIA HPV IR S 1 MR, R R, o S0 AR A e
HPV Ji5 bk 2k R 3, 7% B R 80 25 BT . AIRLL-RIAITAMAE Il CDA'T i bk J CD4'/CD8 Lt AE 4 1
Tty H AT L0 AR A 1 e 2 40 B 0 A AT 5 R = I RS EDAIE . AR URBIE FE LT RV T 11 JE A I 2
Ve IL-2. IFN-p. TNF-o B2 BT, IL-4 RIS, 5O RRIAHIRIFE[23] [24]485RAHZERCR, %
& P ZELE BT I8 P ARG 30 A 7R B A A AN ], AN B A b 3 2 S g s, (H R ZELRE A R LR FE R ) R A
AR —B, FIRIRIE T 4RI S 3R 8 g D ee iR e .

SEPEN—MEMATIER, MR, — 5T e S B 5 G gui, a0 T k40
EMRA . AR aip, o> B, R NE AR, ORI B E U R R IPER, —
AT SA0HME ER TR AL G, BOSPURTERORERMRIA, B FF7AEE MRNA SEMHE 2
FREE A i, PHIT HPV R [25], i fRIE R 2 K A SRAAS R4l s h 24541750, BA L.
ITAMIEIIR, KT BB HPV BRI RUFIRITBUR[26]. HIBRSE AN 90 ] HPV IR E 45 T IR G
PRIERERIRYTT, FZh 3 A0 Koy—FH) G HPV #4BH % 1A 52.85% [22], B &M T AWK 7t 31.58%
1) HPV ¥ [12e, 85 2T FEFR S A 0%, RSCIESE XS T 42 B 5 350 HPV B AT IR R AR RS
HHAANTIME a-2b BEIGIT, CDA'T Jhi, 1M CD8'T 5 CD4'/CD8* & W AR, gk B 5 AR 7T
FH—EL[27]. RO, SFFH A TR IE AR AT 38 S JTE S IL-20 IFN-y. TNF-a FIKEE, FEK IL-4 1
WEE, BeB R aZThae, X—2iEa3E O R AR S 7T 45 R K8 —2[28] [29] [30] [31].

KU TR, LL-RIBTT BB G HPV FraR B 5 B 238 S R 38 R s T & 87 S G IR 1A R
HIGYT, WIRMGYT TR S8 IL-2. IFN-y. TNF-a /KF, FBK IL-4 KF, B R sisthae, Hpa
RRCRE N EE . PGS AT IR E AN E LR CDA'T ik, 4R IEEE 0 CD4YICD8 A,
HGE T HUARBAR G ThRE, S8 EBcA IR0 BT T CD4AT/CD8 A8 A4 WL AR, 0 R D2 3 Je 3
F 25 AR IE B BN RS B R TIREMIRCR, Rk, 2 RIATT i CGE AR AR S e ThRE R R B o B3
PIRGIT Y BA BN, MFEEITITREELE, A-REIT SR B S & S A (R0 AR o AR S . BhaT
ZEXHEE NI FE[32] . 36 ] 4l HPV IR LB 245 T 2L RIGIT LITHE, 4 HJRIRIT A % 48.57%,
8 HIGIRITH 2R 65.71%, R RIGITIEAKIZ, AT BRI PR &, R BT 8 Koz (Bt 1
JE LS AR AR IR 7 B T I EEROE . AL, A RIBT IR SR SR RIE R R, SR HPV
R FVRIT T RINIERE; BRIEA RGBT TR ERIT, RS E R M T &R RIRTT,
AU FELE. 1A 553 S PR AR R R B v T 7 TR H AR T 9

5. &g

R EPTR: 2R R T S a tRIOE IR T B AT (R BEFF SRR AL B Sl e HPV BB, B2 R
TPy CDA'T 4l b, JRREL 2 W L1k CDATICDS”, BB ML J i 4L 28 4 B S e e IO BE A, 7E
PR E, R & AR RE LA 20 R IRIT IR fE R HPV FRa @ e B4, & SR A RIARRRTT 2 —
P RIE . BT ARBE AR H AR, ST 2R AT 1 FIIE 7 2 i R R i 36AIE 5 S .
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