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ABSTRACT Objective: To study the shift of Th1/Th2 in patients with cervical cell carcinoma. Methods: The mRNA expression of
Th1/Th2 cytokines in 25 cervical cell carcinoma tissues were detected by RT-PCR using IL-2 and IFN-y as Th1 cytokine genes and IL-4
and IL-6 as Th2 cytokine genes. Results: The mRNA expression of Th1 cytokines were significantly lower in the IIIB phase than those in
the IB phase, IIA phase and IIB phase (P<0.05). The mRNA expression of Th2 cytokines were significantly higher in the IIIB phase than
those in the IB phase, IIA phase and IIB phase (P<0.05). Thl type cytokines were mainly expressed in the phase [ and Il cervical cell
carcinoma, in 25 cases of cervical cell carcinoma, 13 cases showed strong expression of Th1 type cytokines typical of 25 cases of cervical
carcinoma, 7 cases of type Th2, 5 cases of type ThO, the shift from Thl to Th2 with the stage increased (P<0.05). Conclusion: The Thl
state was the cytokine IB stage, IIA stage, IIB stage patients with cervical cancer tissues, IIIA was ThO, IIIB was Th2, the shift from Thl
to Th2 with the stage increased.
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Table 1 FIGO gynecological malignant tumor staging of 25 cases of cervical cell carcinoma
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Table 2 Primer sequences of Th1/Th2 related cytokines detected by RT-PCR

Cytokines Sequences Length (bp)
p-actin S'ATGTACAGGATGCAACTCCTGTCTT3' 456
S'GTTAGTGTTGAGATGATGCTTTGAC3'
i 5'GACGGATCCGCCCAGAGCAAGAATGTGTCAC3' 520
IFN-y 5'GAGGGATCCTGGATCAGAACCTAACTGCAGGGC3'
5'ATGGGTCTCACCTCCCAACTGCT3' 452
1L-4 5S'CGAACACTTTGAATATTTCTCTCTCTCAT3'
L6 5'ATGCCCCAAGCTGAGAACCAAGACCCA3' 248

S'GTTTCGTATCTTCATTGTCAT3'
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Table 3 Positive rate of the mRNA of Thl and Th2 types of cytokines in the different stages of cervical cancer

Stage n 1L-2 IFN-vy 1L-4 1L-6
IB 3 2/3% 2/3% 1/3* 1/3*
JIVN 2 2/2* 2/2* 0/2%* 1/2%*
1B 12 10/12* 8/12* 2/12%* 3/12*
A 3 1/3 0/3 2/3 2/3
1B 5 0/5 1/5 5/5 4/5
% 5 1B b4, P<0.05,
Note: compared with IIIB, P<0.05.
* 4 RE K EHEASL P Th/Th2 KRR
Table 4 Shift of Th1/Th2 cytokines in different stages of cervical cancer
Shfit n 1B 1B 1A 111B
Thl 13 2/3* 2/2% 8/12* 1/3* 0/5
ThO 5 1/3 2/12 1/3 1/5
Th2 7 0/3* 0/2* 2/12%* 1/3 4/5

% :* 5 B b2, P<0.05,
Note: compared with IIIB, P<0.05.

MM FEBIE T Ik 20 il (helper T cell, Th) 245 AEHE B B
AT Afb BT P Az 20 AR R A0 6 28 g 285 g — > LR
HFIk CD4 MMiAFik CD8, /& CDA+Th 4l FBIME T ik 4
MIAX RS BT 40 M , 16 B85S BL e Jed 19 fe 328 g 2 LA
KAEFFRPEICAZE RSB R, P A B T ke 40
43 AE s Thl Th2, i Thl ZE840 i [ 16245 IL-2 IFN-y
&, BN TN, B R AN M, R RE A AR R
HRBUSN ; Th2 240 I Ffa 46 IL-4 IL-6 IL-10 4%, FZT)He
JA SURBAE , A2 BHT BIBTARN, Thl A1 Th2 40 A7 4R
AR SR AR BN SO G N A AR B B L AR SR ALK
GoPE RGBSR T — WA RS, X Th 40k 2 1F R
BREAGINGE E B, M 55— W54k, T30 ThUTh2 A9
VA, FRSA ThU/Th2 WA . ThUTh2 WS -S1F 2 8mA
A KRR GRITAEAAE BT SE R, MURAR B AE AR R LR
HLABSZ L Thl /SR ANAE SeRe & #4485 E2A/EH, 24 Thl ) Th2
RS, DL AH IR Go e T RENE 32 2 BR 1, TR W S e 3 il ok
e kakt g 125, Thl fgF54oh Th2, {H Th2 REEEIER LN
Thl, #% ThO Y5043,

NFL B B (HPV) 5 '8 30 1) kAR S R B YN oy 3
W, B HURYE HPV J5 <3 tH3 Thl 7] Th2 SR M4, 35 40
G SZ B , o5 ek e 4t P i o G 28 52 7, 24 e PRI A8 S g
PR Sl B M, IR EUE S B R AU, R,
Th1/Th2 -1 e 8 76 HPV 375 K& 5 3988 1) 3o R o e 25 O 4 1
Hi. Warrino SEPUF57 25 5t 2 B , 76 5 BUR Y R v,
TEYIBEME CDHAT 4 fu X PI~#i B HPV-16E7 (—Ff HPV Jiji&
EFDFEN AN, A7E Thl [7] Th2 528% . {H Pardo-Govea 252"
FIRIFSE & BIANIE HPV SR G R, SR AE B34 b Thl Gy
DA S . ARETFSE R, B ) Thl BI4N N FAY %
BB FELT 1B #A (A B \1IB HA, 177 Th2 FY40 R 19 28 i
F T 1B W UA 89 1B 1. T #3401 "5 %5iea LA Thl B4

R b 3 24U Th 2840 R 19 238 KT Bl i gg
IR TNM S3-H3 Bg E RE AR, P B 0 8 T BB R T Thi
A0S B, A0 S D REAS BEA RO L MR e e
JIFRE NI LR 22 LA 0 G388 A == Bt s f i i
IO, A5 e 200 A A A= RIS B

L LA BEAE E SR - IR BN, HEUR A7 AE Th 2840

JES PR ) Th2 SEA0 MR 5 EEA% o AR AESR BGHGAE Th2 )

Thl 3905 4 o iR B S e o7 4R A — R i 05 v, —Jr T

AN Thl BIARML N 5 BEAT 23697, I —J7 W T Th2

TZ0 i PR T AT LI L SR AL Y 0 B e e, St 20 M 1Y

B EIRE , % KERAR T R A, Do/ g e 7%, 4 Y SV Y

g e

£ % Lk (References)

[1] Saslow D, Solomon D, Lawson HW, et al. American Cancer Society,
American Society for Colposcopy and Cervical Pathology, and Ameri-
can Society for Clinical Pathology screening guidelines for the preven-
tion and early detection of cervical cancer [J]. CA Cancer J Clin, 2012,
62(3): 147-172

[2] Eide ML, Debaque H. HPV detection methods and genotyping techniq
-ues in screening for cervical cancer[J]. Ann Pathol, 2012, 32(6): el 5-
23

[3] Wiwanitkit V. Cervista HPV HR Test Kit in Cervical Cancer Screenin-
g[J]. J Low Genit Tract Dis, 2013, 17(1): 99

[4] Sasagawa T, Takagi H, Makinoda S. Immune responses against human
papillomavirus(HPV) infection and evasion of host defense in cervical
cancer[J]. J Infect Chemother, 2012, 18(6): 807-815

[5] Schwarz TF, Spaczynski M, Schneider A, et al. Persistence of immune
response to HPV-16/18 AS04-adjuvanted cervical cancer vaccine in
women aged 15-55 years[J]. Hum Vaccin, 2011, 7(9): 958-965

[6] Krohn M, Listing M, Tjahjono G, et al. Depression, mood, stress, and

Th1/Th2 immune balance in primary breast cancer patients under-



1360 -

REYES#HE www.shengwuyixue.com Progressin Modern Biomedicine Voll4 NO.7 MAR.2014

—
O
=

[10]

[11]

[12]

[13]

[14

=

[15]

going classical massage therapy[J]. Support Care Cancer, 2011, 19(9):
1303-1311
Matsuda A, Furukawa K, Suzuki H, et al. Does impaired TH1/TH2
balance cause postoperative infectious complications in colorectal ca-
ncer surgery[J]. J Surg Res, 2007, 139(1): 15-21
Xu'Y, Gao J, Su Z, et al. Downregulation of Hlx Closely Related to the
Decreased Expressions of T-bet and Runx3 in Patients with Gastric
Cancer May Be Associated with a Pathological Event Leading to the
Imbalance of Th1/Th2[J]. Clin Dev Immunol, 2012, 2012: 949821
Diaconu CC, Neagu Al, Lungu R, et al. Plasticity of regulatory T cells
under cytokine pressure[J]. Roum Arch Microbiol Immunol, 2010, 69
(4): 190-196
Mosmann TR, Kobie JJ, Lee FE, et al. T helper cytokine patterns: de-
fined subsets, random expression, and external modulation[J]. Immu-
nol Res, 2009, 45(2-3): 173-184
Netea MG, Van der Meer JW, Sutmuller RP, et al. From the
Th1/Th2 paradigm towards a Toll-like receptor/T-helper bias [J].
Antimicrob Agents Chemother, 2005, 49(10): 3991-3996
Lu K, Feng X, Deng Q, et al. Prognostic role of serum cytokines in
patients with nasopharyngeal carcinoma [J]. Onkologie, 2012, 35(9):
494-498
Hetland G, Johnson E, Lyberg T, et al. The Mushroom Agaricus
blazei Murill Elicits Medicinal Effects on Tumor, Infection, Allergy,
and Inflammation through Its Modulation of Innate Immunity and
Amelioration of Th1/Th2 Imbalance and Inflammation [J]. Adv
Pharmacol Sci, 2011, 2011: 157015
Wassink L, Vieira PL, Smits HH, et al. ICOS expression by activated
human Th cells is enhanced by IL-12 and IL-23: increased ICOS exp-
ression enhances the effector function of both Th1 and Th2 cells[J]. J
Immunol, 2004, 173(3): 1779-1786
Tazaki T, Minoguchi K, Yokoe T, et al. Allergen rush immunotherap-
y increases interleukin (IL)-12 production and IL-12 receptor beta2 c-

hain expression in patients with allergic asthma [J]. Cell Immunol,

[16

[17

[18

[19

[20

21

[22

[23

[}

—

=

—

=

]

—

[}

2004, 228(1): 20-26

Haesebaert J, Lutringer-Magnin D, Kalecinski J, et al. French women-
's knowledge of and attitudes towards cervical cancer prevention and
the acceptability of HPV vaccination among those with 14-18 year
old daughters: a quantitative-qualitative study[J]. BMC Public Health,
2012, 12: 1034

Ogilvie GS, Krajden M, van Niekerk DJ, et al. Primary cervical canc-
er screening with HPV testing compared with liquid-based cytology:
results of round 1 of a randomised controlled trial - the HPV FOCAL
Study[J]. Br J Cancer, 2012, 107(12): 1917-1924

Lee BN, Follen M, Shen DY, et al. Depressed type 1 cytokine
synthesis by superantigen-activated CD4" T cells of women with hu-
man papillomavirus-related high-grade squamous intraepithelial lesi-
ons[J]. Clin Diagn Lab Immunol, 2004, 11(2): 239-244

Bais AG, Beckmann I, Lindemans J, et al. A shift to a peripheral
Th2-type cytokine pattern during the carcinogenesis of cervical canc-
er becomes manifest in CIN III lesions [J]. J Clin Pathol, 2005, 58(10):
1096-1100

Warrino DE, Olson WC, Knapp WT, et al. Disease-stage variance in
functional CD4" T-cell responses against novel pan-human leukocyte
antigen-D region presented human papillomavirus-16 E7 epitopes[J].
Clin Cancer Res, 2004, 10(10): 3301-3308

Pardo-Govea T, Callejas D, NU ez-Troconis J, et al. Gamma interfer-
on (IFN-gamma), tumor necrosis factor alpha (TNF-alpha) and interl-
eukins 2, 4 and 6 (IL-2, IL-4, IL-6) in cervical-uterine cells of intrae-
pithelial neoplasia: a preliminary report [J]. Invest Clin, 2005, 46(1):5
-13

Indrova M, Bieblova J, Bubenik J, et al. IL-12 immunotherapy of
minimal residual disease in murine models of HPV16-associated tu-
mours: induction of immune responses, cytokine production and kin-
etics of immune cell subsets[J]. Int J Oncol, 2008, 32(2): 499-507
Carpentier AF. Cancer immunotherapy with CpG-ODN [J]. MedSci
(Paris), 2005, 21(73): 77



