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A Clinical Study on Circumcision Combined with Alpha Receptor Blocker

in the Treatment of Chronic Prostatitis/chronic Pelvic Pain Syndrome*
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ABSTRACT Objective: To evaluate the efficacy of circumcision combined with alpha-blocker therapy in the treatment of chronic
prostatitis/chronic pelvic pain syndrome (CP/CPPS). Methods: 121 uncircumcised men age 18-50 years old with redundant prepuce and
CP/CPPS were selected in Shanghai general hospital from July 2016 to October 2017. Subjects assigned to the circumcision group were
given medications (alpha-blocker) and set for surgery the same period in each sites by study clinicians. Subjects assigned to the control
group were asked to only take the same medications and remain uncircumcised status. The changes of National Institutes of Health
Chronic Prostatitis Symptom Index (NIH-CPSI) were used to compare the therapeutic effect of two groups. Results: The primary outcome
was a reduction of at least 4 points in the score on the National Institutes of Health Chronic Prostatitis Symptom Index (NIH-CPSI). The
ratio of men with a decrease of at least 4 points in their total NIH-CPSI score from baseline to 12 weeks was 82.6% in the circumcision
group and 62.5% in the control group (P<0.001). The median of total NIH-CPSI score decreased significantly from 24.0+ 3.0 to 12.0%
8.0(P<0.001) in the circumcision group, and in the control group the change was from 24.0+ 3.0 to 15.0% 7.0(P<0.001), it could be ob-
served that there was significant difference between circumcision group and control group (P<0.001). Conclusions: Our findings shows
that circumcision plus alpha-blocker therapy results in improvement in the NIH-CPSI scores compared with the medications therapy
alone for CP/CPPS patients.
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Table 1 Summary of demographic characteristics and baseline characteristics by treatment group

Demographic characteristics Circum cision group Control group P value
Age(median £ interquartile range) 32.0+ 11.0 32.0% 12.0 0.91
NIH-CPSI score
Total score 24.0+ 4.0 24.0% 3.0 0.78
Pain score 10.0% 6.0 10.0+ 7.0 0.67
Voiding problems score 5.0+ 3.0 4.0+ 4.0 0.23
Quality-of-life score 10.0% 3.0 10.0% 4.0 0.68
Unmarried 31 29 0.73
Marital status
Married 27 23
High school and below 9 11 0.19
Education level College 38 32
Postgraduate and above 11 9
Never 1 2 0.98
Sometimes 15 13
Condom use
Most of the time 27 24
Every time 15 13
1-3 times / week 23 20 0.52
Frequency of sexual
. >3 times / week 17 15
tercourse
<I time / week 18 17
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Table 2 Comparison of the baseline and end point symptom scores of patients with CP/CPPS within and between treatment groups

Circumcision group

c | Circumcision group vs
ontrol grou
group control group(12 Weeks)

Baseline 12 Weeks P Value' Baseline 12 Weeks P Value' P Value?
Pain score(0-21) 10.0% 6.0 5.0+ 3.03 <.001 10.0+ 7.0 6.0+ 3.0 <.001 <.001
Voiding problems score(0-10) 5.0+ 3.0 2.0 2.0 <.001 4.0+ 4.0 3.0+ 2.0 <.001 <.001
Quality-of-life score(0-12) 10.0% 3.0 5.0+ 4.0 <.001 10.0+ 4.0 8.0+ 3.0 <.001 <.001
Total NIH-CPSI score(0-43) 24.0+ 4.0 12.0% 8.0 <.001 24.0+ 3.0 15.0% 7.0 <.001 <.001

Note: 1 Wilcoxon Rank Sum test,comparison of scores between baseline and week 12.

2 Repeated measure of analysis of variance ANOVA, comparison of change from baseline to week 12 for circumcision group and control group.

3 Data are median + interquartile range.

3 ¥tig

BAWFEA F2Z kI 1E CP/CPPS Stz KAy B
w55 Bpls F CP/CPPS Il R — 4R IR YT 25 AR HL Bk G A
IRUIAR AT LB & 03 NIH-CPSI 43, Z2fig CP/CPPS [tk o
A B RYIART DA st B3 R R, HEPRAEARFNAE 37 B 11
AR

2 FE 37 A9 B (NTH)XH2PHERT S AR 2 42 i T BEIE &
FRIFE X I IR 32807 125, e ig M mi s iR 48 40 v ig i
AR PE R R 4 (L0 D) 1 IR 40 BT e T B0 AR 48 / Mt A sk
Jifi 45 A iF (LT Y : CP/CPPS) f JGHE IR 4 i 4 T 51 iR 46 (IV 7)),
CP/CPPS £ ERIAKMIN . RE M B AR AL,
FRg A A 3 N, PR AS [FRR B A HE PRI IR A T
RERENG, 7™ B 5 AR A TG R A RS, EE R TH
A RAE R, A9 51%00 B e — A i EA B Br A sz Hi
Wi, T2 gE Xt g Ok BR R R R T B E R R, LA
Axt CP/CPPS [ A TR Ao 25 SR LA B A, [ Y AR
HEBRRATE 9%-16%2 7], HHT LN 50 2 LIT 5 st
BT WRINEHTIZH FEFE K, 17 CP/CPPS Ak ML il 8 A B
W, 2T A TR R Z AR B E S 5/EH, £t
CP/CPPS {IRY T WAFAE K i B 4 DU ST

FE M WF5E h, CP/CPPS % N 24 40F 5% 32 24 v 8%
Yo PR A B Rpe B F 8L 5 R R, DLAE RO I
# ., —H LK, CP/CPPS [y B FFT K i A F R ME B B L & 2
MU IR, 2 2 25 W 3T o- ZARBHLIERS i E 22y
Wy AR SRS BT S 1B 0 24 17 K A ) SRR AR I R
BRI HERTFIR R, 60 FH 2 Wi YT R, B 4 2R 15 >
TRUNAE LA T B ST 2 AU R O A R RE S I
PREEA: 1] BB E DU A BRI FBL. HEATT AN ARA —
TR H TR HE 25 R I BOVE BT A BE A R A4 R
AR, 2B B A XSG PR AT IR AN PRATI PR 2 OAB JEIK |
A AT RE T B 0 TR A B A4 , TR 52 0
FEHOEEIR o FRATT A E5 R4 A VIR o A2 PR BELI 77 A BB A
TRYT AT LU A S AR NIH-CPSI 435k, SE47HYZ&f# CP/CPPS
HBAHREIR, AT RE R —FhErET B4 CP/CPPS S5 K 7497 5 20

YN — I E A I PRI 58 e IR K IR U AR AT RAR#AER 60%

HIV [REY JL5% B il 2 W98 3 A0 e R U0 AR [RI R 7T LA j
Ik HPVUO HSV-20MP) Ko 08 43 DR 4R BAT A B2, 177 33X 07 Ji {4
e ML 4 T AR S A, E AT RROR AR 2 1 TR S R
PR A7 A A AR SO 40 SRR 2 R AR A T 7k B 40 i 5
S SR I AT 2 AR T AS 2 FaT B A A s IR 4 1 A
PRAE FEARTSIAR . AT 5L M e CP/CPPS Hiie 2
o BN HZAE CP/CPPS Heii (1L 50 25 5 v, EPS IR
B0 PR T DI VR RITG 91) bt B I R Y40 B 5 75 18 B, 3 136
AR SR T BB AN 2 30 3 i 0 17 0 A T 870 R 42 PR 3 3
CP/CPPS 1) &M IR E A H A T IR b o 3R]
A Z BT A RIS 0 R PR A A BB I BAZE Sk — 2 5 A G
CP/CPPS F XUt btz 1Tt , 33 1ok A S Ml ok i st =2
200 R TS0 40 AR S R 200 6 17 F 2 8 1t % A= CP/CPPS 1)
FTREPETE A, BT JBE 0 LCs 1 DCs Wi ik 245 T 48
i, T A BRI, 388 2 S SR (AL £, & 2 CP/CPPS
B AT RE Pt sk ok

995 I Ao A W ok 0 B2 388 i CP/CPPS JXURS: AL H i3 13
A SRS BB R WEAERFSE 2 CP/CPPS ] fig & —Fh [
BB YRR, CDAT K EL 20 /e 18 1 1 91 i 2 2 40 3k
HZ U FHI AR E B A R B ST, A0 8 AR I R
(PAP)FIRIF BRAE S MEIR P B MR G % 5 CDA'T A & 2k G i
JIE U, [ B, — S 20 g PRl B T S A IL-20% TL-611
IL-82% IL-1020 TGF-o2 MCP-12!, #£iiij S5 CP/CPPS. A1
T — 45 0T RE S A A R AR 1) DCs H5 FL2L 405 . T
A5 R B4 J55 52 31 CD4'T 20 ™2, 9K I it i I A 34
WALE T 40 gk vl se SHrgI iR = E A LA B B R R
NP9, g CP/CPPS S S I & A= o A U, 9 R A bk A
B2 AR EAFAE R e AR US55, 51— R I GRE R, ¥
4 CP/CPPS # g 4 Bl B A4 1842 T 50 CP/CPPS A 1lfs FRIE IR o
AR TSR TS REF S AT S W B A AE IR, 4R
T, 0 A I A AL 34 5 20— 2 1 Atk S TR 5

41, CP/CPPS B4 MW AR 4> F 2B R N REHG: W
WA PF R TR A R PN AR P, S gk At SO o0 B A
B RIS SRR FR 53 CP/CPPS S35 114 A s Jit PR At S 4
Fad K o Rz K Sl 25 Sk FEAHURK, X T B 7E NIH-CPSI A%
JPEAFIPEDIRE PR B — @ AE R, 540 ZEHERGE AR b A

PDF SCHF# ] "pdfFactory Pro™ X RAG)E ww. Fineprint.cn



http://www.fineprint.cn

+ 660 -

IREYIES#HE biomed.cnjournals.com Progressin Modern Biomedicine Vol19 NO.4 FEB.2019

TERAT LS 1R PRI PR i S AT I, X3 1 ¥ T IR e 4 T

I3, BT BEAE RIS AR N TE BRI, 515 NIH-CPST HEFR AR AR

AR KA P P, A PR UIARAT AT 8 22 07 18 #8503 1Y

CP/CPPS SiEtK .

IR BRATIFTEAAT H TR 5 SR B o 55—, Bl Tt 11U
—LREGY) o SRR RVE X R, SR PR B AR DIR TEk R
FAMBTAANE g g B 5 1t ELIE LR 258167 /8 g BREBR AT LAXE
HH R B 55, RATBE TR 3 A H LA DIAR
X CP/CPPS IS M T5 SR (B A AR SRR 17, 1 02 0 ) 5l
s SRS TS T o

& % 37 ik ( References )

[1] Lee KC, Cho IR. Chronic prostatitis/chronic pelvic pain syndrome in
adolescents compared with that in young adults[J]. Investig Clin Urol,
2017, 58(4): 267-270

[2] Wagenlehner FM, van Till JW, Magri V, et al. National Institutes of
Health Chronic Prostatitis Symptom Index (NIH-CPSI) symptom eval-
uation in multinational cohorts of patients with chronic prostati-
tis/chronic pelvic pain syndrome[J]. Eur Urol, 2013, 63(5): 953-959

[3] Zhao YY, Xu DL, Zhao FJ, et al. Redundant prepuce increases the
odds of chronic prostatitis/chronic pelvic pain syndrome (CP/CPPS)
[J]. Asian journal of andrology, 2014, 16(5): 774-777

[4] Nickel JC, Shoskes DA, Wagenlehner FM. Management of chronic
prostatitis/chronic pelvic pain syndrome (CP/CPPS): the studies, the
evidence, and the impact [J]. World journal of urology, 2013, 31(4):
747-753

[5] Polackwich AS, Shoskes DA. Chronic prostatitis/chronic pelvic pain
syndrome: a review of evaluation and therapy[J]. Prostate Cancer Pro-
static Dis, 2016, 19(2): 132-138

[6] Thakkinstian A, Attia J, Anothaisintawee T, et al. alpha-blockers, an-
tibiotics and anti-inflammatories have a role in the management of
chronic prostatitis/chronic pelvic pain syndrome[J]. BJU international,
2012, 110(7): 1014-1022

[7] Zhang M, Li H, Ji Z, Dong D, et al. Clinical study of duloxetine hy-
drochloride combined with doxazosin for the treatment of pain disor-
der in chronic prostatitis/chronic pelvic pain syndrome: An observa-
tional study[J]. Medicine (Baltimore) , 2017, 96(10): ¢6243

[8] Fei X, Jin W, Hua S, et al. Prospective Study on Association of Pro-
static Calcifications with Clinical Symptoms and Results of Treat-
ment in Men with type III prostatitis[J]. Sci Rep, 2017, 7(1): 5234

[9] Shoskes DA, Nickel JC. Classification and treatment of men with
chronic prostatitis/chronic pelvic pain syndrome using the UPOINT
system[J]. World journal of urology, 2013, 31(4): 755-760

[10] Obiri-Yeboah D, Akakpo PK, Mutocheluh M,et al. Epidemiology of
cervical human papillomavirus(HPV) infection and squamous intraep-
ithelial lesions (SIL) among a cohort of HIV-infected and uninfected
Ghanaian women[J]. BMC Cancer, 2017, 17(1): 688

[11] Westercamp N, Mehta SD, Jaoko W, et al. Penile coital injuries in
men decline after circumcision: Results from a prospective study of
recently circumcised and uncircumcised men in western Kenya[J].
PloS one, 2017, 12(10): 0185917

[12] Grabowski MK, Serwadda DM, Gray RH, et al. HIV Prevention Ef-

forts and Incidence of HIV in Uganda[J]. The New England journal of
medicine, 2017, 377(22): 2154-2166

[13] Liu A, Yang Y, Liu L, et al. Differential compartmentalization of
HIV-targeting immune cells in inner and outer foreskin tissue[J]. PloS
one, 2014, 9(1): e85176

[14] Ihsan AU, Khan FU, Nawaz W, et al. Establishment of a rat model of
chronic Prostatitis/Chronic Pelvic Pain Syndrome (CP/CPPS) induced
by immunization with a novel peptide T2 [J]. Biomed Pharmacother,
2017, 91: 687-692

[15] Ye C, Xiao G, Xu J, et al. Differential expression of immune factor
between patients with chronic prostatitis/chronic pelvic pain syn-
drome and the healthy volunteers [J]. Int Urol Nephrol, 2018, 50(3):
395-399

[16] Ugor E, Prenek L, Pap R, et al. Glucocorticoid hormone treatment en-
hances the cytokine production of regulatory T cells by upregulation
of Foxp3 expression[J]. Immunobiology, 2018, 223(4-5): 422-431

[17] Wagenlehner FM, Schneider H, Ludwig M, et al. A pollen extract
(Cernilton) in patients with inflammatory chronic prostatitis-chronic
pelvic pain syndrome: a multicentre, randomised, prospective, dou-
ble-blind, placebo-controlled phase 3 study [J]. European urology,
2009, 56(3): 544-551

[18] Junghans RP, Ma Q, Rathore R, et al. Phase I Trial of Anti-PSMA
Designer CAR-T Cells in Prostate Cancer: Possible Role for Interact-
ing Interleukin 2-T Cell Pharmacodynamics as a Determinant of Clin-
ical Response[J]. Prostate, 2016, 76(14): 1257-1270

[19] Jiang Y, Wang X, Guo Y, et al. Expression of Heat Shock Protein 27
in Benign Prostatic Hyperplasia with Chronic Inflammation [J]. Med
Sci Monit, 2015, 21: 2976-2985

[20] Kim SS, Kim JH, Han IH, et al. Inflammatory Responses in a Benign
Prostatic Hyperplasia Epithelial Cell Line (BPH-1) Infected with Tri-
chomonas vaginalis[J]. Korean J Parasitol, 2016, 54(2): 123-132

[21] Han P, Lai YJ, Chen J, et al. Protective potential of the methanol ex-
tract of Macrothelypteris oligophlebia rhizomes for chronic non-bac-
terial prostatitis in rats[J]. Pak J Pharm Sci, 2016, 29(4): 1217-1221

[22] Dos Santos Gomes FO, Oliveira AC, Ribeiro EL, et al. Intraurethral
injection with LPS: an effective experimental model of prostatic in-
flammation[J]. Inflamm Res, 2018, 67(1): 43-55

[23] Liu X, Fan S, Zheng M, et al. The mediation of interleukin-17 and
chemokine ligand 2 in pelvic pain of experimental autoimmune pro-
statitis[J]. Exp Ther Med, 2017, 14(1): 51-58

[24] Cunningham AL, Carbone F, Geijtenbeek TB. Langerhans cells and
viral immunity [J]. European journal of immunology, 2008, 38(9):
2377-2385

[25] Hayashi Y, Kohri K. Circumcision related to urinary tract infections,
sexually transmitted infections, human immunodeficiency virus infec-
tions, and penileand cervical cancer [J]. International journal ofurology:
official journal of the Japanese Urological Association, 2013, 20(8):
769-7175

[26] Bai J, Wang S, Liu J, et al. Characterization of circulating
CD4'CD25high regulatory T cells in men with chronic prostati-
tis/chronic pelvic pain syndrome[J]. Urology, 2010, 75(4): 938-942

(85 695 TT)

PDF SCH# 4] "pdfFactory Pro™ X RAG)E www. Fineprint.cn



http://www.fineprint.cn

IREYES#HE biomed.cnjournals.com Progressin Modern Biomedicine Vol19 NO.4 FEB.2019

+ 695 -

stress response pathway on insulin-mediated ER stress and hepatic
and peripheral glucose metabolism [J]. Journal of Biological Chem-
istry, 2011, 286(42): 36163-36170

[13] Ke PY, Chen SSL. Activation of the unfolded protein response and
autophagy after hepatitis C virus infection suppresses innate antiviral
immunity in vitro [J]. The Journal of clinical investigation, 2011, 121
(1):37-56

[14] Merquiol E, Uzi D, Mueller T, et al. HCV causes chronic endoplasmic
reticulum stress leading to adaptation and interference with the un-
folded protein response[J]. PLoS one, 2011, 6(9): 24660

[15] Zha BS, Zhou H. ER stress and lipid metabolism in adipocytes[J].
Biochemistry research international, 2012, 2012

[16] Nagy G, Kardon T, Wunderlich L, et al. Acetaminophen induces ER
dependent signaling in mouse liver [J]. Archives of biochemistry and
biophysics, 2007, 459(2): 273-279

[17] Ji C. Dissection of endoplasmic reticulum stress signaling in alco-
holic and non-alcoholic liver injury [J]. Journal of gastroenterology
and hepatology, 2008, 23(s1)

[18] Adachi Y, Yamamoto K, Okada T, et al. ATF6 is a transcription factor
specializing in the regulation of quality control proteins in the endo-
plasmic reticulum[J]. Cell structure and function, 2008, 33(1): 75-89

[19] Chua PK, Wang RYL, Lin MH, et al. Reduced secretion of virions
and hepatitis B virus (HBV) surface antigen of a naturally occurring
HBYV variant correlates with the accumulation of the small S envelope
protein in the endoplasmic reticulum and Golgi apparatus [J]. Journal
of virology, 2005, 79(21): 13483-13496

[20] Wang HC, Wu HC, Chen CF, et al. Different types of ground glass

hepatocytes in chronic hepatitis B virus infection contain specific
pre-S mutants that may induce endoplasmic reticulum stress [J]. The
American journal of pathology, 2003, 163(6): 2441-2449

[21] Fan HL, Yang PS, Chen HW, et al. Predictors of the outcomes of
acute-on-chronic hepatitis B liver failure [J]. World Journal of Gas-
troenterology: WIJG, 2012, 18(36): 5078

[22] PHEFLEEREFERRE IS HRFLE, RERITX
By b 7 0], P AR RES% 22 &, 2000, 8: 324-329

[23] Nassal M. Hepatitis B viruses: reverse transcription a different way
[J]. Virus research, 2008, 134(1-2): 235-249

[24] 4F Z 2, Ahphid. WUR R g5 I 474 AT 2 R[], IR A6 AT AL
% &, 2010, 18: 1021-1025

[25] Christen V, Treves S, Duong FHT, et al. Activation of endoplasmic
reticulum stress response by hepatitis viruses up-regulates protein
phosphatase 2A[J]. Hepatology, 2007, 46(2): 558-565

[26] Jager R, Bertrand M J, Gorman A M, et al. The unfolded protein re-
sponse at the crossroads of cellular life and death during endoplasmic
reticulum stress[J]. Biology of the Cell, 2012, 104(5): 259-270

[27] Hetz C, Martinon F, Rodriguez D, et al. The unfolded protein re-
sponse: integrating stress signals through the stress sensor IRE1a[J].
Physiological reviews, 2011, 91(4): 1219-1243

[28] Tsang KY, Chan D, Bateman JF, et al. In vivo cellular adaptation to
ER stress: survival strategies with double-edged consequences [J]. J
Cell Sci, 2010, 123(13): 2145-2154

[29] Wagner M, Moore D D. Endoplasmic reticulum stress and glucose
homeostasis [J]. Curr Opin Clin Nutr Metab Care, 2011, 14 (4):

367-373

(E#5 660 TT)

[27] Liu CM, Hungate BA, Tobian AA, et al. Male circumcision signifi-
cantly reduces prevalence and load of genital anaerobic bacteria[J].
mBio, 2013, 4(2): €00076

[28] Dellabella M, Milanese G, Sigala S, et al. The role of the prostatic
stroma in chronic prostatitis/chronic pelvic pain syndrome [J]. In-
flamm Res, 2009, 58(12): 829-836

[29] Shen X, Ming A, Li X, et al. Nanobacteria: a possible etiology for

type 111 prostatitis[J]. The Journal of urology, 2010, 184(1): 364-369
[30] Dennis LK, Lynch CF, Torner JC. Epidemiologic association be-
tween prostatitis and prostate cancer[J]. Urology, 2002, 60(1): 78-83
[31] Zhao Z, Zhang J, He J, et al Clinical utility of the UPOINT phenotype
system in Chinese males with chronic prostatitis/chronic pelvic pain
syndrome (CP/CPPS): a prospective study [J]. PloS one, 2013, 8(1):
€52044

PDF SCHF# ] "pdfFactory Pro™ X RAG)E ww. Fineprint.cn



http://www.fineprint.cn

