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Abstract: Objective To evaluate the clinical characteristics and the outcomes of primary lung cancer in renal recipients.
Methods Between January, 1988 and April, 2015, a total of 2793 consecutive patients underwent renal transplantation at our

center. Fourteen (0.5%) patients subsequently developed lung cancer, for which 10 (71.4%) received surgical treatment. Results
The mean age of the 14 patients with post-transplant lung cancer was 50.2+8.3 years at transplantation, and 10 of them (71.4%)
were former smokers. In 9 (64.3% ) of 14 patients, the malignancies were detected incidentally and 5 patients were

symptomatic. The average interval from transplantation to cancer diagnosis was 65.7+20.1 months. Eleven patients died from

cancer metastasis or organ failure and 3 remained alive with functioning graft. The survival rates of the patients with lung

cancer in different stages were statistically different (P=0.001). The overall 5-year survival rate after diagnosis was 17.9% in
these 14 patients. Conclusion The risk of primary lung cancer might be higher in renal transplant recipients than in the general

Chinese population. Routine chest screening for lung cancer in renal transplant recipients may help in early detection and

treatment of the malignancy to improve the prognosis.
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INTRODUCTION

Renal transplantation is currently considered the best
option for treatment of terminal renal failure.
Malignancy is a well-recognized complication of renal
transplantation with an estimated 10-year incidence of
20% after renal transplantation'", and in some population,
post-transplant malignancies have even become the
third leading cause of death . Previous studies reported
that lung cancer accounted for only 3%-5% of all
malignancies after transplantation ', and skin
malignancies and lymphoma are the most common
malignancies in Western countries as compared with
urological tumors in Asian countries ™ > ¥, Due to its
rather low incidence, primary lung cancer has been
under-emphasized  in  patients  receiving  renal
transplantation. Nonetheless, as the post-transplant
survival of the recipients extends, the incidence of lung
cancer increases progressively 'Y, The goal of this
retrospective  study was to analyze the clinical
characteristics and the outcomes of primary lung cancer
in patients after receiving renal transplantation.

PATIENTS AND METHODS
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Ethical statement

This study was approved by the Ethics Committee of
309 Hospital of PLA and was performed in line with the
ethical guidelines of the 2000 Declaration of Helsinki as
well as the Declaration of Istanbul (2008). Because of
the retrospective nature of the study, the need for
informed patient consent was waived.

Study design and patients

Between January, 1988 and April, 2015, a total of 2793
conseculive patients underwent renal transplantation at
309 Hospital of PLA, among whom 14 (0.5%) patients
developed lung cancer after the transplantation. All
these patients with lung cancer were followed until
death or until April, 2015. The data of different
variables were collected from the 14 patients, including
the demographic data (age at transplantation and gender),
smoking  history, maintenance  immunosuppressive
treatment, tumor characteristics (histological results and
tumor stage), therapies of tumors (surgery, chemotherapy,
and radiotherapy), and outcomes of lung cancer.

Outcome analyses

The survival time of the patients in this context was
defined as the period of time between tumor diagnosis
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and death.
Statistical analyses

The probability of survival of the patients was estimated
with Kaplan-Meier method. In addition, survival was
analyzed in relation to the age at transplantation, the
pathological type of the tumor, tumor stage and the
lymph nodes status. The patients' survival according to
different modalities of these variables was assessed
using the log-rank test. A P value less than 0.05 was
considered to indicate a statistically significant
difference.

RESULTS
Study population

The 14 recipients included 10 men and 4 women with
an average age at transplantation of 50.2 years (range,
34-61 years). At the time of tumor diagnosis, 10 (71.4%)
of the 14 patients smoked cigarettes ranging from 20 to
90 pack-years (mean 48 pack-years). They were all
exposed to dialysis for 2 to 28 months (mean 8.2
months) prior to renal transplantation.

The protocols for maintenance immunosuppression
were cyclosporine, azathioprine and prednisone in 6
patients, tacrolimus, mycophenolate mofetil and
prednisone in 3 patients, cyclosporine, mycophenolate
mofetil and prednisone in 3 patients, sirolimus,
mycophenolate mofetil and prednisone in 1 patient, and
cyclosporine, mizoribine and prednisone in 1 patient.
The intensity of immunosuppressive therapy was
reduced individually at the time of lung cancer
diagnosis. Conversion from cyclosporine to sirolimus
was prescribed in 2 patients. Any interruption of the
immunosuppressive regimen was under nephrologic
surveillance.

Characteristics of lung cancer in this population

Before renal transplantation, all the patients underwent
chest radiography, but regular postoperative chest
screening was not performed as a part of follow-up. The
recipients underwent chest computed tomography (CT)
only as indicated by clinical symptoms. In 9 of the
patients, lung cancer was detected incidentally, and the
remaining 5 patients all had clinical symptoms (Tab.1).
The mean time from transplantation to diagnosis was
65.7+20.1 months (range, 27-104 months). The methods
of pathological diagnosis were CT guided transthoracic
biopsy in 3 cases, bronchoscopic biopsy in 6 cases,
lymph node biopsy in 1 case and thoracotomy in 4 cases.
The most frequent pathological types of lung cancer
were squamous cell carcinoma (n=7, 50% ) and
adenocarcinoma (n=5, 35.7%); adenosquamous carcinoma
was detected in 1 case and small cell carcinoma in
another. The tumors were in stage IA in 2 cases, stage
IB in 1 case, stage IIA in 1 case, stage IIB in 3 cases,
stage II1A in 3 cases, stage IIIB in 2 cases, and stage 1V
in 2 cases.

Ten (71.4% ) of 14 patients were treated with
thoracic surgery. The surgical procedure was complete
resections in 9 cases (8 lobectomies and 1 bilobectomy
with complete mediastinal lymphadenectomy) and
palliative resection in another (the patient underwent
wedge resection for poor pulmonary function). No
patient died during the perioperative period. Two
patients developed bacterial pneumonia and recovered
uneventfully  after  improved  anti-inflammatory
treatment.

Survival analyses

All the 14 patients contributed data to the survival
analysis (Tab.2). The patients showed a survival time
ranging from 2 to 65 months after the diagnosis of lung
cancer. The survival time differed significantly among
patients with different tumor stages at diagnosis (P=
0.001) and with different lymph nodes status (P=0.02).
We observed a mean survival time of 47.4 months in
recipients with lung cancer in stage IIB or lower, 11
months in recipients with stage IIIA disease, and only
2.8 months in patients with stage I1IB or IV disease. The
patients with negative lymph nodes had significantly
longer mean survival time than those with positive
lymph nodes (53.3 months wvs 12.6 months).
Nevertheless, we found no association of age at
transplantation (P=0.68) or pathological types of the
tumors (P=0.11) with the survival time of the patients.

During the follow-up, 11 patients died from lung
cancer metastasis (n=8) or organ failure (n=3). The
remaining 3 patients were alive without tumor
recurrence at the time of this current report. The
patients showed a median survival time of 15 months,
with 2-year and 5-year survival rates of 35.7% and
17.9%, respectively.

DISCUSSION
Epidemiology and risk factors

In renal transplant recipients, the incidence of primary
lung cancer was rather low, ranging from 0.1% to 0.8%
in different reports " "** (Tab.3). According to findings
from National Central Cancer Registry (NCCR) in 2010,
the estimated rate of lung cancer was 46.08 per 100 000
in the general population in China ", much lower than
the incidence of 0.5% after renal transplantation we
report herein. We found a mean time from
transplantation to lung cancer diagnosis of 65.7 months,
similar to the previously published data "'*'"**,

The role of immunosuppression in lung cancer
development after renal transplantation remains
controversial, although it was found to clearly associate
with some primary neoplasms in transplant recipients "> **.
Genebes et al " presumed that immunosuppression may
induce lung cancer independent of a smoking history,
but Anyanwu et al * demonstrated that in heart
transplant recipients, immunosuppression was not a
causative factor while smoking and advanced age were
identified as the causative risks, which was consistent
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Tab.1 Tumor characteristics and survival data in each case

Case No. Symptom TNM Stage Histology Treatment (Smu:)\g\t/ha)l Current Status
1 Cough T3 N2 MO A Squamous cell carcinoma Biolobectomy 6 Deceased
2 Blood stained sputum T3 N2 MO INA Squamous cell carcinoma Wedge resection 10 Deceased
3 Asymptomatic Tla NO MO 1A Squamous cell carcinoma Lobectomy 36 Alive

4 Asymptomatic T3 NO MO 1B Squamous cell carcinoma Lobectomy 38 Alive

5 Asymptomatic T2b N1 MO 115 Squamous cell carcinoma  Lobectomy+radiotherapy 15 Deceased
6 Asymptomatic T4 N2 MO 1B Small cell carcinoma Chemotherapy 3 Deceased
7 Asymptomatic T1b NO MO 1A Adenocarcinoma Lobectomy 53 Deceased
8 Asymptomatic T2b N1 MO 115} Adenocarcinoma Lobectomy+chemotherapy 22 Deceased
9 Asymptomatic T2a NOMO 1B Adenocarcinoma Lobectomy 65 Deceased
10 Fever T2b N1 Mla v Squamous cell carcinoma Palliative radiotherapy 3 Deceased
11 Asymptomatic T2a N1 MO A Adenocarcinoma Lobectomy+chemotherapy 41 Alive
12 Asymptomatic T1a N2 MO A Adenocarcinoma LObf:;?OTg;gzimo' 17 Deceased
13 Cough T3 N3MO 1B Ade(z:r;cr)iﬂté;n;ous Palliative radiotherapy 7 Deceased
14 Back pain T3 N1 M1b \% Squamous cell carcinoma None 2 Deceased

with the findings in others studies ****.

Prolonged duration of dialysis has been considered
as a potential risk for malignancy. Several studies'* ">
demonstrated that the increased time on dialysis was
significantly and independently associated with lung
cancer in renal transplant recipients. In this present
study, all the 14 recipients underwent dialysis before
transplantation. The cumulative exposure to toxins on
dialysis needs to be evaluated for its potential risk for
malignancies in renal transplant recipients.

Therapeutic procedures

For recipients with early-stage lung cancer (stage I-11),
complete resection is considered as the standard
surgical treatment, but in patients in stage 11IA, the role
of surgery is questionable. In our patients, 3 patients
with stage IIIA disease underwent operation, and their
mean survival time (11 months) was longer than that of
patients with stage IIIB-IV disease (mean 2.8 months).
For patients with stage [1IB-1V disease, the benefits of
chemotherapy and radiotherapy should be carefully
weighed against their severe adverse effects, which can
be potentially fatal in these patients.

Intense immunosuppression results in accelerated
disease progression and a lowered survival of the
patients " **". Reduction of immunosuppression reduction
appeared to have a positive effect on tumor progression

and on the prognosis. In our cases, we reduced the
immunosuppression to about half of the original dose in
patients with early-stage tumors. Mammalian target of
rapamycin (mTOR) inhibitors, such as sirolimus and
everolimus, are known to have both immunosuppressive
and anti-neoplastic activities " " *'. Several studies
demonstrated that mTOR inhibitor was associated with a
significantly lowered incidence of primary malignancies
including lung cancer ™ ***, In our patients, only 1
patient received sirolimus-based regimen in the
maintenance treatment with a duration of 6 years from
the transplantation to the diagnosis. Two patients had
conversion from cyclosporine to sirolimus for tumor
metastases, but their survival time was only 6 and 3
months. Due to the small sample size in this study, we
could not draw a definite conclusion regarding the
protective effect of sirolimus.

Prognosis

The cumulative intense immunosuppression disrupts the
antitumor  surveillance  and  accelerates  tumor
progression """ . Ahmed et al "” reported that 75%
of the renal transplant recipients with stage I1IB-IV lung
cancer had a mean survival of only 2 months, but the
early-stage patients had significantly better prognoses:
half of the patients with stage I-1I disease survived for a
mean of 47.4 months after radical resection. Early
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Tab.2 Survival analysis in the study population (estimated by

the Kaplan-Meier method)

Mean survival

Log-rank test

Characteristics n (MeanSD, month) (P value)
Histology
Squamous cell carcinoma 7 21.442.8 0.11
Adenocarcinoma 5 43.2+15.3
Other 2 5.05.4
Age group (yr)
34-49 6 43.7£12.5 0.68
50-61 8 27.8+10.0
Tumor stage
111 7 47.4+12.2 0.001
A 3 11.0+6.4
HiB-1v 4 2.8+1.0
N (lymph node) status
N- 4 53.3+0 0.02
N+ 10 12.6x2.5

diagnosis and surgical treatment may obtain favorable
prognosis in the recipients with early-stage lung cancer.

Screening

Malignancies are reported to account for 18% of all
deaths in renal transplant recipients . Such
malignancies are found often incidentally in chest
examinations, as was the case in 9 (64.3% ) of our
patients. Most of the asymptomatic cancers might have
been detected by systematic surveillance of the chest
after renal transplantation.

So far no clear recommendations are available for
lung cancer surveillance in renal transplant recipients.
Screening with chest roentgenograms, as stated by
several investigators, is inadequate " ** * * Chest CT
markedly enhances the detection rate (especially for
lung nodules) “*. In the current study, 71.4% of the
patients reported tobacco use, and the nonsmokers
showed a longer interval before the diagnosis of lung
cancer (mean 86.5 months) than the smokers (mean 57.4
months). We thus recommend annual chest CT
examination for the recipients or biannual examination
for heavy former smokers.

Limitations

This study has several limitations. Firstly, the

Tab.3 Incidence of primary lung cancer reported in the literature

First author (Ref.)

Year of publication

Total renal transplant recipients

No. of patients  Incidence (%)

Zhang et al”®
Tessari et al'”’
Sampaio et al®®’
Engels et al**
Juetal®
Genebes et al"™”’
Padilla et al"**
Vegso et al'”
Webster et al*®
Ahmed et al*”
De Perrot et al"*®
Pedotti et al'”’
Birkeland et al"*”’
Delcambre et al'*®’
Kehinde et al’*”’
Barrett et al"™!

Current study

2014

2013

2012

2011

2011

2010

2009

2007

2007

2004

2003

2003

2000

1996

1994

1993

30632 28 0.09
3537 18 0.51
123380 608 0.49
102 654 517 0.5
2630 6 0.23
1993 10 0.5
1539 10 0.65
2852 15 0.53
15183 104 0.68
3750 8 0.21
1735 3 0.17
3521 7 0.2
1821 15 0.82
564 2 0.35
492 4 0.81
876 3 0.34
2793 14 0.5
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retrospective nature of the study may result in
underestimation of the actual incidence of primary lung
cancer in the renal recipients. Secondly, we did not
examine the possibility that lung cancer was derived
from the organ donors as previous studies suggested *.
Thirdly, due to the small sample size in this
single-center study, we could not perform a multivariate
analysis of the patients' survival to fully interpret the
survival differences.

Conclusion

The incidence of primary lung cancer might be much
higher in renal transplant recipients compared with the
general population in China. Lung cancer can develop
late in the post-transplant period and is often associated
with a poor prognosis. Nevertheless, early diagnosis and
surgeries may obtain more favorable outcomes in these
patients. We recommend annual chest CT monitoring of
the renal transplant recipients especially the heavy
smokers and those with dialysis prior to the
transplantation.

Acknowledgments

The authors thank LIU Lupeng in the Urologic Unit, 309
Hospital of PLA (Beijing, China) for collecting data and
cooperation in optimizing the renal grafts during the
perioperative period of thoracic surgery. The authors
also thank JIAO Zhanjiang, MD, for his help in
statistical analysis. The authors are grateful to the staff
nurses in the Thoracic Unit of 309 Hospital of PLA for

their contribution to this study.

REFERENCES:

[1] Kapoor A. Malignancy in kidney transplant recipients [J]. Drugs,
2008, 68(suppl 1): 11-9.

[2] Adams PL. Long-term patient survival: strategies to improve overall
health [J]. Am J Kidney Dis, 2006, 47(4 Suppl 2): S65-85.

[3] Zhang J, Ma L, Xie Z, et al. Epidemiology of post-transplant
malignancy in Chinese renal transplant recipients: a single-center
experience and literature review [J]. Med Oncol, 2014, 31: 32.

[4] Tessari G, Naldi L, Boschiero L, et al. Incidence of primary and
second cancers in renal transplant recipients: a multicenter cohort
study [J]. Am J Transplant, 2013, 13(1): 214-21.

[5] Sampaio MS, Cho YW, Qazi Y, et al. Post-transplant malignancies in
solid organ adult recipients: an analysis of the US National
Transplant Database [J]. Transplantation, 2012, 94(10): 990-8.

[6] Ju MK, Joo DJ, Kim SJ, et al. Chronologically different incidences of
post-transplant malignancies in renal transplant recipients: single
center experience [ ]]. Transpl Int, 2009, 22(6): 644-53.

[7] Végso G,Toéth M, Hidvégi M, et al. Malignancies after renal
transplantation during 33 years at a single center []J]. Pathol Oncol
Res, 2007, 13(1): 63-9.

[8] Webster AC, Craig JC, Simpson JM, et al. Identifying high risk groups
and quantifying absolute risk of cancer after kidney transplantation: a
cohort study of 15, 183 recipients [J].Am J Transplant, 2007, 7(9):
2140-51.

[9] Pedotti P, Cardillo M, Rossini G, et al. Incidence of cancer after
kidney transplant: results from the North Italy transplant program [J].
Transplantation, 2003, 76(10): 1448-51.

[10]Birkeland SA, Lgkkegaard H, Storm HH. Cancer risk in patients on
dialysis and after renal transplantation [J]. Lancet, 2000, 355(9218):
1886-7.

[11]Barrett WL, First MR, Aron BS, et al. Clinical course of malignancies in
renal transplant recipients [J]. Cancer, 1993, 72(7): 2186-9.

[12] Hao JW, Song H, Chang Z. Clinical study of 39 patients with
malignant tumor after renal transplantation [J]. Cancer Res Clin,
2012, 24(1): 38-40.

[ 13]Gutierrez-Dalmau A, Campistol JM. Immunosuppressive therapy and
malignancy in organ transplant recipients: a systematic review [J].
Drugs, 2007, 67(8): 1167-98.

[14]Engels EA, Pfeiffer RM, Fraumeni JF Jr, et al. Spectrum of cancer
risk among US solid organ transplant recipients [J]. JAMA, 2011, 306
(17): 1891-901.

[15] Génébes C1, Brouchet L, Kamar N, et al. Characteristics of thoracic
malignancies that occur after solid-organ transplantation [J]. J
Thorac Oncol, 2010, 5(11): 1789-95.

[16] Padilla J, Cerén J, Pefialver JC, et al. Bronchogenic carcinoma in
patients undergoing solid organ transplant. The role of surgery [J].
CIR Esp, 2009, 86(2): 101-4.

[17] Ahmed Z, Marshall MB, Kucharczuk JC, et al. Lung cancer in
transplant recipients. A single-institution experience [J]. Arch Surg,
2004, 139(8): 902-6.

[18]De Perrot M, Wigle DA, Pierre AF, et al. Bronchogenic carcinoma
after solid organ transplantation [J]. Ann Thoracic Surg, 2003, 75(2):
367-71.

[19] Delcambre F, Pruvot FR, Ramon P, et al. Primary bronchogenic
carcinoma in transplant recipients [J]. Transplant Proc, 1996, 28(5):
2884-5.

[20] Kehinde EO, Petermann A, Morgan JD, et al. Triple therapy and
incidence of de novo cancer in renal transplant recipients [J].BrJ
Surg, 1994, 81(7): 985-6.

[21]Zhou C. Lung cancer molecular epidemiology in China: recent trends
[J]. Transl Lung Cancer Res, 2014, 3(5): 270-9.

[22]Bagan P, Assouad J, Berna P, et al. Immediate and long-term survival
after surgery for lung cancer in heart transplant recipients [J]. Ann
Thoracic Surg, 2005, 79(2): 438-42.

[23]Dharnidharka VR, Sullivan EK, Stablein DM, et al. Risk factors for
posttransplant lymphoproliferative disorder (PTLD) in pediatric
kidney transplantation: a report of the north american pediatric renal
transplant cooperative study (NAPRTCS) [J]. Transplantation, 2001,
71(8): 1065-8.

[24]Penn 1. Post-transplant malignancies [7]. Transplant Proc, 1999, 31
(1-2): 1260-6.

[25]Anyanwu AC, Townsend ER, Banner NR, et al. Primary lung carcinoma
after heart or lung transplantation: management and outcome [J]. J
Thorac Cardiovasc Surg, 2002, 124(6): 1190-7.

[26] Collins J, Kazerooni EA, Lacomis J, et al. Bronchogenic carcinoma
after lung transplantation: frequency, clinical characteristics, and
imaging findings [J]. Radiology, 2002, 224(1): 131-8.

[27] Van Leeuwen MT, Webster AC, McCredie MR, et al. Effect of
reduced immunosuppression after kidney transplant failure on risk of
cancer: population based retrospective cohort study [J]. BMJ, 2010,
340: ¢570.

[28] Chapman J, Webster A. Australia and New Zealand dialysis and
immutransplant registry: the 27th Annual Report [J]. 2004, Chapter
10, Cancer report [online]. http://ww-w.anzdata.org.au/ [Accessed
2006 Jul 1].

[29] Wu MJ, Lian JD, Yang CR, et al. High cumulative incidence of
urinary tract transitional cell carcinoma after kidney transplantation
in Taiwan [J]. AmJ Kidney Dis, 2004, 43(6): 1091-7

[30] Maluccio M, Sharma V, Lagman M, et al. Tacrolimus enhances
transforming growth factorbetal expression and promotes tumor
progression [J]. Transplantation, 2003, 76(3): 597-602.

[31] Webster AC, Lee VW, Chapman JR, et al. Target of rapamycin
inhibitors (sirolimus and everolimus) for primary immunosuppression
of kidney transplant recipients: a systematic review and
meta-analysis of randomized trials [J]. Transplantation, 2006, 81(9):
1234-48.

[32] Kauffman HM, Cherikh WS, Cheng Y, et al. Maintenance
immunosuppression with target-of-rapamycin inhibitors is associated
with a reduced incidence of de mnovo malignancies [J].
Transplantation, 2005, 80(7): 883-9.

[33] Kahan BD, Yakupoglu YK, Schoenberg L, et al. Low incidence of
malignancy among sirolimus/cyclosporine-treated renal transplant
recipients [J . Transplantation, 2005, 80(6): 749-58.

[34] Suthanthiran M, Hojo M, Maluccio M, et al. Post-transplantation
malignancy: a cell autonomous mechanism with implications for
therapy [J]. Trans Am Clin Climatol Assoc, 2009, 120: 369-88.

[35]Boffa DJ, Luan F, Thomas D, et al. Rapamycin inhibits the growth
and metastatic progression of non-small cell lung cancer [J]. Clin

Cancer Res, 2004, 10(1 Pt 1): 293-300.



- 720 - J South Med Univ, 2017, 37(6): 715-720

http://www.j-smu.com

[36]Buck E, Eyzaguirre A, Brown E, et al. Rapamycin synergizes with the
epidermal growth factor receptor inhibitor erlotinib in non-small-cell
lung, pancreatic, colon, and breast tumors [J]. Mol Cancer Ther,
2006, 5(11): 2676-84.

[37] Farrugia D, Mahboob S, Cheshire J, et al. Malignancy-related mortality
following kidney transplantation is common [1l. Kidney Int, 2014, 85
(6): 1395-403.

RpH, X e

[38]Henschke CI, Yankelevitz DF, Smith JP, et al. CT screening for lung
cancer: assessing a regimen's diagnostic performance [J]. Clin
Imaging, 2004, 28(5): 317-21.

[39]Nanni Costa A, Grossi P, Gianelli Castiglione A, et al. Quality and
safety in the Italian donor evaluation process [J]. Transplantation,

2008, 85(8 Suppl): S52-6.

VWA E % 300 B B A S, b 100091 ;% Ak F B B B A SR, bR 100853

T B RIS B AR G R PR A I RS S R TG . ok H 19884F 1 H~20154F 4 A i), 2793 (il & 7E B e
2 BT AR, 1441(0.5%) B b5 & e Ml , Forb 1061 (71.4%) 252 T FARAIT . R BRI B 4 1% 0
50.2+8.3% . 14 {lilifes s v, 10 (71.4%) A W AH S . 9451 (64.3% ) AESR A B, A HERE A A 5101, WASHLFAR 2 i 2
Wi -3 (R E] B A 65.7+20.1 N H o Geit2E SR s , AN i 2 s AN i 2B A2 By a2 22 5 (P=0.001) » B A IE] 47 11
BB P RS ol i B il , 3G o RS B BARAEAE R R 17.9% ., 4518 FAS RIS SR A& it 1) fes B ek Pl e v
T A, B RAEARR B FRR AT AT ) A PR A Mg , 4 B Fitid T AR MGE TR R A 2,

KRR : M s B A SR Sl s U

75 H #7:2016-04-11
VEE I 945, IR, E-mail: 1250739535@qq.com

BIEEE X PH, LB, 0%, 114 S0, Hi5 :010-66938013, E-mail: 3197583805@qg.com



