
Recommendations

RECOMMENDATIONS
1. Our results suggest that an increase in LMVD is associated with a more favorable

prognosis in patients with endometrial carcinoma. Future studies must demonstrate
whether this can also be observed in other forms of human cancer. Possibly, future
therapeutic protocols aimed promoting lymphangiogenesis will be of benefit.

2. We speculated that in endometrial cancer, high LMVD promotes migration of
dendritic cells to lymphatic organs, resulting in more efficient antigen presentation,
resulting in an improved Tcell-mediated immune response against cancer cells.
Further studiesshould address this matter in detail.

3. We also speculated that the newly fomed intra or peritumoral lymphatics could be
functionless. Tumors may use their blood vasculature for lymphatic drainage
bypassing the intratumoral and peritumoral microvessels .Considering that, further
studies should concentrate on some molecules involved with the lymphatic vessel
function not only its quantitative nature.

108



Rcferences

REFERENCES
1. Jemal A, Siegel R, Ward E, Hao Y, XuJ, Thun MJ. Cancer Statistics. A Can] Clin

2009; 59 (4). 225-49.

2. Bonneau C, Perrin M, Koskas M, Genin AS, Rouzier R. Epidemiology and risk
factors for cancer of the utenus. Rev Prat 2014; 64(6)-774-9.

3. Leslie KK, Thiel KW, Goodheart M], De Geest K, Jia Y, Yang S. Endometrial
cancer. Obstet Gynecol Clin North Am 2012, 39(2): 25568.

4. emal A, Siegel R, XuJ, Ward E. Cancer Statistics, 2010. CA Cancer] Clin 2010;
60.277-300.

5. Prat J, Gallardo A, Cuatrecasas M, Catasus L. Endometrial carcinoma: pathology
and genetics. Pathology 2007; 39.1-7.

6. Ali AT Reproductive factors and the risk ofendometrial cancer. Int ]
Gynecol Cancer 2014; 2403) 384-93.

7. Creasman WT, Odicino F, Mausinneuve P, Ouinn MA, Beller U, Benedet JL, et al.
Carcinoma of the corpus uteri. FIGO Annual Report, Vol 26. Int] Gynaecol Obstet
2006; 95 (Suppl 1) S105-43.

8. Aamio M, Sankila R, Pukkala E. Cancer risk in mutation carriers of DNA
mismatch- repair genes. Int] Cancer 1999; 81:214-8.

9. Brandner P, Neis K]. Diagnosis of endometrial cancer and its precursors. Contrib
Gynecol Obstet 2000; 20.27-40.

10. Heard AR, Roder DM, Shorne L, Kenny B, Priest KR. Endometrial cells as a
predictor ofuterine cancer. AustN Z] Obstet Gynaecol 2007; 47(1):50-3.

11. Dijkhuizen FPH, Mol BW], Brolmann HAM, Heintz APM. The accuracy of
endometrial sampling in the diagnosis of patients with endometrial carcinoma and
hyperplasia. Cancer 2000; 89: 1765-72.

12. Kalampokas T, Sofoudis C, Anastasopoulos C, Boutas L Melloy S, Kondi-Pafiti A,
et al. Effect of tamoxifen on postmenopausal endometrium. Eur ] Gynaecol
Oncol 2013, 34(4).325-8.

13. Granberg S, Wikland M, Karlsson B. Endometrial thickness as measured by
endovaginal ultrasonography for identifying endometrial abnommality. Am ] Obstet
Gynecol 1991; 164.47-52.

14. Karlsson B, Granberg S, Wikland M, Ylbstalo P, Torvid K, Marsal K, et al.
Transvaginal ultrasonography of the endometrium in women with postmenopausal
bleeding: a Nordic multicenter study. Am ] Obstet Gynecol 1995; 172.1488-94.

15. Tabor A, Watt HC, Wald NJ. Endometrial thickness as a test for endometrial cancer
in women with postmenopausal vaginal bleeding. Obstet Gynecol 2002; 99:663-70.

109



Rcferences

16. Burke WM,Orr ],Leitao M, Salom E, Gehrig P, Olawaiye AB, et al.
Endometrial cancer. a review and current management strategies: part L Gynecol
Oncol 2014; 13402).385-92.

17. Munro MG. Investigation ofwomen with postmenopausal uterine bleeding: clinical
practice recommendations. Pem] 2014; 18(1)55-70.

18. Cavkaytar S, Kokanali MK, Ceran U, Topcu HO, Sirvan L, Doganay M. Roles of
sonography and hysteroscopy in the detection of premalignant and malignant polyps
in women presenting with postmenopausal bleeding and thickened endometrium.
Asian PacJ Cancer Prev 2014; 15(13):5355-8.

19. Clark T], Bakour SH, Gupta JK, Khan KS. Evaluation of outpatient hysteroscopy
and ultrasonography in the diagnosis of endometrial disease. Obstet Gynecol 2002;
99.1001-7.

20. Luterek K, Szymusik L, Bartkowiak R, Wielgos M. Sonohysterography in peri­
and postmenopausal women with abnormal uterine bleeding or abnormal
endometrial appearance. Neuro Endocrinol Lett 2014; 35(4).297-300.

21. Dueholm M, Holm JW, Rydbjerg S, Hansen ES, Ortof G. Two-dimensional and 3-
dimensional transvaginal ultrasound with addition of power Doppler angiography
and gel infusion sonography for diagnosis of endometrial malignancy. Ultrasound
Obstet Gynecol 2014; 80.280-9.

22. Connor JP, Andrews JL, Anderson B, Buller RE. Computed tomography in
endometrial carcinoma. Obstet Gynecol 2000; 95:692-6.

23. Zerbe MJ, Bristow R, Grumbine FC, Montz F]. Inability of preoperative computed
tomography scans to accurately detect the extent of myometrial invasion and
extracorporal spread in endometrial cancer. Gynecol Oncol 2000; 78:67-70.

24. Micco M, Sala E, Lakhman Y, Hricak H, Vargas HA. Role ofimaging in the
pretreatment evaluation of common gynecological cancers. Womens Health (Lond
Engl) 2014; 1003).299-321.

25. Chung HH, Kang SB, Cho IY, Kim JW, Park NH, Song YS, et al. Accuracy of MR
imaging for the prediction of myometrial invasion of endometrial carcinoma.
Gynecol Oncol 2007; 104.654-9.

26. Nagar H, Dodds S, McClelland HR, Price ], McCluggage WG, Grey A. The
diagnostic accuracy of magnetic resonance imaging in detecting cervical
involvement in endometrial cancer. Gynecol Oncol 2006; 103.:431-4.

27. Patsner B, Yim GW. Predictive value of preoperative serum CA-125 levels in
patients with uterine cancer: The Asian experience 2000 to 2012. Obstet Gynecol
Sci 2013, 56(5).281-8.

28. Pecorelli S. Revised FIGO staging for carcinoma of the wulva, cervix, and
endometrium. lnt ] Gynecol Obst 2009; 10502):103-4.

110



Rcferences

29. Boronow RC, Morrow CP, Creasman WT, DiSaia P], Silverberg SG, Miller A,
et al. Surgical staging in endometrial cancer: clinicopathologic findings of a
prospective study. Obstet Gynecol 1984; 63:825-32.

30. Creasman WT, Morrow CP, Bundy BN, Homesley HD, Graham JE, Heller PB.
Surgical pathologic spread pattemns of endometrial cancer. Cancer 1987; 60:2035-
41.

31. Bogani G, Dowdy SC, Cliby WA, Ghezzi F, Rossetti D, Mariani A. Role of pelvic
and para-aortic lymphadenectomy in endometrial cancer: current evidence. ] Obstet
Gynaecol Res 2014; 40(2).301-11.

32. Mariani A, Webb M], Keeney GL, Podratz KC. Routes of lymphatic spread: a study
of 112 consecutive patients with endometrial cancer. Gynecol Oncol 2001;
81():100-4.

33. Nakanishi T, lshikawa H, Suzuki Y, Inove T, Nakamura S, Kuzuya K. Association
between menopausal state and prognosis of endometrial cancer. Int ] Gynecol
Cancer 2001; 11:483-7.

34. Wilson TO, Podrat KC, Gaffey TA, Malkasian GD Jr, O'Brien PC, Naessens JM.
Evaluation of unfavorable histologic subtypes in endometrial adenocarcinoma. Am
] Obstet Gynecol 1990; 162:418-26.

35. Sakuragi N, Hareyama H, Todo Y, Yamada H, Yamamoto R, Fujino T. Prognostic
significance of serous and clear cell adenocarcinoma in surgically staged
endometrial carcinoma. Acta Obstet Gynecol Scand 2000; 79.311-6.

36. Hamilton CA, Cheung MK, Osann K, Chen L, Teng NN, Longacre TA, et al.
Uterine papillary serous and clear cell carcinomas predict for poorer survival
compared to grade 3 endometrioid corpus cancers. Brit] Cancer 2006; 94:642-6.

37. Winer L, Ahmed OF, Mert L, Bandyopadhyay S, Cote M, Munkarah AR, et al
Significance of lymphovascular space invasion in uterine serous carcinoma: what
matters more; extent or presence? Int] Gynecol Pathol 2015; 34(1):47-56.

38. Bogani G, Uccella S, Cromi A, Serati M, Casarin J, Donadello N,et al.
Primary squamous cell carcinoma of the endometrium in elderly women: a report of
four cases. Aging Clin Exp Res 2014; 26(5).543-5.

39. Urzal C, Sousa R, Baltar V, Correia P, Cruz E, Pereira da Silva D.
Factors predictive of retroperitoneal lymph node metastasis in endometrial cancer.
Acta Med Port 2014; 27(1).82-7.

40. Mariani A, Dowdy SC, Keeney GL, Haddock MG, Lesnick TG, Podratz KC.
Predictors of vaginal relapse in stage I endometrial cancer. Gynecol Oncol 2005;
97.820-7.

111



Rcferences

41. Cohn D, Horowitz N, Mutch D, Kim S, Manolitsas T, Fowler ]. Should the
presence of lymphvascular space involvement be used to assign patients to adjuvant
therapy following hysterectomy for unstaged endometrial cancer'? Gynecol Oncol
2002; 87.249-52.

42. Watari H, Todo Y, Takeda M, Ebina Y, Yamamoto R, Sakuragi N. Lymph-vascular
space invasion and number of positive paraaortic node groups predict survival in
node positive patients with endometrial cancer. Gynecol Oncol 2005; 96:651-7.

43. Gadducci A, Gavazzana A, Cosio S, Cristofano C, Tana R, Fanucchi AS, et al.
Lymph-vascular space involvement and outer one third myometrial invasion are
strong predictors of distant haematogenous failures in patients with stage l-I
endometroid type endometrial cancer. Anticancer Res 2009; 29(5)1715-20.

44. Binesh F, Akhavan A, Behniafard N, Zabihi S, Hosseinizadeh E. Prognostic value
of peritoneal washing cytology in gynecologic malignancies: a controversial issue.
Asian Pac J Cancer Prev 2014; 15021).9405-10.

45. Lurain JR. The significance of positive peritoneal cytology in endometrial cancer.
Gynecol Oncol 1992; 46:143-7.

46. Takeshima N, Nishida H, Tabata T Hirai Y, Hasumi K. Positive peritoneal
cytology in endometrial cancer. enhancement of other prognostic indicators.
Gynecol Oncol 2001; 82.470-3.

47. Kadar N, Homesley HD, Malfetano JH. Positie peritoneal cytology is an adverse
factor in endometrial carcinoma only if there is other evidence of extrauterine
disease. Gynecol Oncol 1992; 46: 145-50.

48. Trovik J, Wik E, Werner HM, Krakstad C, Helland H, Vandenput l, et al. Hommone
receptor loss in endometrial carcinoma curettage predicts lymph node metastasis
and poor outcome in prospective multicentre trial. Eur ] Cancer 2013; 49(16):
3431-41.

49. Mylonas 1. Prognostic significance and clinical importance of estrogen receptor
alpha and beta in human endometrioid adenocarcinomas. Oncol Rep 2010;
2402).385-93.

50. Huvila J, Talve L, Carpen O, Edqvist PH, Ponten F, Gremman S, et al. Progesterone
receptor negativity is an independent risk factor for relapse in patients with early stage
endometrioid endometrial adenocarcinoma. Gynecol Oncol 2013; 130(3).463-9.

51. Yamaguchi T,Kawahara A, Hattori S,Taira T,Abe H, Sanada S,et al.
Cytological nuclear atypia classification can predict prognosis in patients
with endometrial cancer. Cytopathology 2014; 45: 315-22.

52. Berretta R, Patrelli TS, Migliavacca C, Rolla M, Franchi L, Monica M,
et al. Assessment oftumor size as a useful marker for the surgical staging
of endometrial cancer. Oncol Rep 2014; 31(5).2407-12.

112



Rcferences

53. Gilani S, Anderson L, Fathallah L, Mazzara P. Factors predicting nodal metastasis
in endometrial cancer. Arch Gynecol Obstet 2014; 290(6):1187-93.

54. Mangili G, Montoli S, De Marzi P, Sassi 1, Aletti G, Aletti G, et al. The role of
DNA ploidy in postoperative management of stage l endometrial cancer. Ann
Oncol 2008;1907).1278-83.

55. Susini T, Amunni G, Molino C, Carriero C, Rapi S, Branconi F, et al. Ten-year
results of a prospective study on the prognostic role of ploidy in endometrial
carcinoma. Cancer 2007; 109.882-90.

56. Zaino R], Davis ATL, Ohlsson-Wilhelm BM, Brunetto VL. DNA content is an
independent prognostic indicator in endometrial adenocarcinoma. lnt ] Gynecol
Pathol 1998; 17.312-9.

57. Athanassiadou P, Athanassiades P, Grapsa D, Gonida M, Athanassiadou AM,
Stamati PN, et al. The prognostic value 0f PTEN, p53, and beta-catenin in
endometrial carcinoma: a prospective immunocytochemical study. Int ] Gynecol
Cancer 2007; 17.697-704.

58. DiNezza LA, Misajon A, Zhang J, Jobling T, Ouinn MA, Ostdr AG, et al. Presence
of active gelatinases in endometrial carcinoma and correlation of matrix
metalloproteinase expression with increasing tumor grade and invasion. Cancer
2002; 94:1466-75.

59. Appel ML, Edelweiss ML, Fleck J, Rivero LF, Rivoire WA, Monego HL, et al. P53
and BCL-2 as prognostic markers in endometrial carcinoma. Pathol Oncol
Res 2008; 1401).23-30.

60. Gottwald L, Kubiak R, Sek P, Piekarski ], Szwalski ], Pasz-Walczak G, et al. The
value ofKi-67 antigen expression in tissue microarray method in prediction
prognosis of patients with endometrioid endometrial cancer. Ginekol Pol 2013;
84(6):444-9.

61. Grigsby PW, Perez CA, Camel HM, Galakatos AE. Stage I carcinoma of the
endometrium: results of therapy and prognostic factors. Int ] Radiat Oncol Biol
Phys 1985; 11:1915-21.

62. Nahhas WA, Whitney CW, STryker JA, Curry SL, Chung CK, Mortel R. Stage I
endometrial carcinoma. Gynecol Oncol 1980; 10.303-11.

63. Keys HM, Roberts JA, Brunetto VL, Zaino R, Spirtos NM, Bloss JD, et al. A phase
I randomized trial of surgery with or without adjunctive external pelvic radiation
therapy in intemmediate risk endometrial adenocarcinoma: a gynecologic oncology
group study. Gynecol Oncol 2004; 92. 744-51.

64. Creutzberg CL, van Putten WLJ, Koper PCM, Lybeert MLM, Jobsen J], Warlam­
Rodenhuis CC, et al. Surgery and postoperative radiotherapy versus surgery alone
for patients with stage-1 endometrial carcinoma: multicentre randomised trial.
PORTEC Stdy Group. Post-Operative Radiation Therapy in Endometrial
Carcinoma. Lancet 2000; 355:1404-11.

113



Rcferences

65. Look K. Stage -I endometrial adenocarcinoma-evolution of therapeutic
paradigms: the role of surgery and adjuvant radiation. Int ] Gynecol Cancer 2002;
12. 237-49.

66. Zaino R, Whitney C, Brady MF, DeGeest K, Burger RA, Buller RE.
Simultaneously detected endometrial and ovarian carcinomas- a prospective
clinicopathologic study of 74 cases: a gynecologic oncology group study. Gynecol
Oncol 2001; 83.355-62.

67. Hacker NF, Friedlander M. Uterine cancer. In: Hacker NF. Berek JS (ed). Berek
and Hacker's Gynecologic Oncology. 5"ed. Vol. 10. Philadelphia: Lippincott
Williams and Wilkins; 2010. 396-414.

68. Franchi M, Ghezzi F, Melpignano M, Cherchi PL, Scarabelli C, Apolloni C, et al.
Clinical value of intraoperative gross examination in endometrial cancer. Gynecol
Onc01 2000; 76: 357-61.

69. WangX, Huang Z, Di W, Lin 0. Comparison of D&C and hysterectomy pathologic
findings in endometrial cancer patients. Arch Gynecol Obstet 2005; 272(2):136-41.

70. Petersen RW, Ouinlivan JA, Casper GR, Nicklin JL. Endometrial adenocarcinoma­
presenting pathology is a poor guide to surgical management. Aust N Z ] Obstet
Gynaecol 2000; 40: 191-4.

71. Neubauer NL, Lurain JR. The role of lymphadenectomy in surgical staging
ofendometrial cancer. Int] Surg Oncol 2011; 2011: 814649.

72. Chan JK, Urban R, Cheung MK, Shin JY, Husain A, Teng NN, et al.
Lymphadenectomy in endometrioid uterine cancer staging: how many nodes are
enough? A study of 11,443 patients. Cancer 2007; 109: 2454-60.

73. Lutman CV, Havrilesky L], Cragun JM, Secord AA, Calingaert B, Berchuck A,
et al. Pelvic lymph node count is an important prognostic variable for FIGO stage 1
and I endometrial carcinoma with high-risk histology. Gynecol Oncol 2006;
102.92-7.

74. Ryan M, Stainton C, Slaytor EK, Jaconelli C, Watts S, Mackenzie P. Aetiology and
prevalence of lower limb lymphoedema following treatment for gynaecological
cancer. AustN ZJ Obstet Gynaecol 2003; 143:148-51.

75. Mariani A, Dowdy SC, Cliby WA, Haddock MG, Keeney GL, Lesnick TG, et al.
Efficacy of systematic lymphadenectomy and adjuvant radiotherapy in node­
positive endometrial cancer patients. Gynecol Oncol 2006; 10.200-8.

76. Fujimoto T, Nanjyo H, Nakamura A, Yokoyama Y, Takano T, Shoji T, et al.
Paraaortic lymphadenectomy may improve disease related survival in patients with
multipositive pelvic lymph node stage IC endometrial cancer. Gynecol Oncol
2007; 107.253-9.

77. Zhang H, Zuo Z, Wang Y, Wang L, Zhu Z. A cohort study evaluating paraaortic
lymphadenectomy in endometrial cancer. Oncol Lett 2012; 4(6):1361-5.

114



Rcferences

78. ASTEC study group, Kitchener H, Swart AM, Oian 0, Amos C, Parmar MK.
Efficacy of systematic pelvic lymphadenectomy in endometrial cancer (MRC
ASTEC trial): a randomized study. Lancet 2009; 373: 125-36.

79. Perzyo K, Miotla P, Lis E, Rechberger T. Therapeutic and prognostic value of
lymphadenectomy in gynecological oncology. Ginekol Pol 2013; 84(7):630-6.

80. Saygili U, Kavaz S, Altunyurt S, Uslu T, Koyuncuoglu M, Erten O. Omentectomy,
peritoneal biopsy and appendectomy in patients with clinical stage l endometrial
carcinoma. lnt] Gynecol Cancer 2001; 11.471-4.

81. Moscarini M, Ricciardi E, Ouarto A, Maniglio P, Caserta DV. Vaginal treatment
of endometrial cancer: role in the elderly. World ] Surg Oncol 2011;9: 74.

82. Susini T, Massi G, AmunniG, Carriero C, Marchionni M, Toddei G, et al. Vaginal
hysterectomy and abdominal hysterectomy for treatment of endometrial cancer in
the elderly. Gynecol Oncol 2005; 96: 362-7.

83. Tinelli R,Litta P, Meir Y, Surico D, Leo L, Fusco A,et al. Advantages
of laparoscopy versus laparotomy in extremely obese women (BML>35) with early­
stage endometrial cancer: a multicenter study. Anticancer Res 2014; 34(5)2497-
502.

84. Malur S, Possover M, Wolfgang M, Schneider A. Laparoscopic-assisted vaginal
versus abdominal surgery in patients with endometrial cancer: a prospective
randomized trial. Gynecol Oncol 2001; 80.239-44.

85. Burke WM, Orr J, Leitao M, Salom E, Gehrig P, Olawaiye AB, et al. Endometrial
cancer: a review and current management strategies: part I. Gynecol Oncol 2014;
13402): 393-402.

86. Straughn JM Jr, Huh WK, Kelly F]. Conservative management of stage I
endometrioid carcinoma after surgical staging. Gynecol Oncol 2002; 84:194-200.

87. Poulsen HK, Jacobsen M, Bertelsen K, Andersen IE, Ahrons S, Bock ], et al.
Adjuvant radiation therapy is not necessary in the management of endometrial
carcinoma stage l, low-risk cases. Int] Gynecol Cancer 1996; 6:38-43.

88. Ackemman L, Malone S, Thomas G, Franssen E, Balogh J, Dembo A. Endometrial
carcinoma: relative effectiveness of adjuvant radiation vs therapy reserved for
relapse. Gynecol Oncol 1996; 60: 177-83.

89. Huh WK, Straughn JM Jr, Mariani A, Podrat KC, Havrilesky LJ, Alarez-Secord
A, et al. Salvage of isolated vaginal recurrences in women with surgical stage 1
endometrial cancer: a multiinstitutional experience. Int ] Gynecol Cancer 2007; 17:
886-9.

90. Lachance JA, Stukenborg G], Schneider BF, Rice LW, Jazaeri A. A cost-effective
analysis of adjuvant therapies for the treatment of stage I endometrial
adenocarcinoma. Gynecol Oncol 2008; 108: 77-83.

115



Rcferences

91. Anderson JM, Stea B, Hallum AV, Rogoff E, Childers J. High-dose-rate
postoperative vaginal cuff irradiation alone for stage IB and IC endometrial cancer.
Int ] Radiat Oncol Biol Phys 2000; 46: 34-9.

92. Alektiar KM, McKee A, Venkatraman E, McKee B, Zelefsky MJ, Mychalczak BR,
et al. Intravaginal high-dose-rate brachytherapy for stage IB (FIGO Grade 1,2)
endometrial cancer. lnt J Radiat Oncol Biol Phys 2002; 53.707-13.

93. Horowitz NS, Peters WA 3", Smith MR, Drescher CW, Atood M, Mate TP.
Adjuvant high-dose-rate vaginal brachytherapy as treatment of stage l and I
endometrial carcinoma. Obstet Gynecol 2002; 99: 235-40.

94. Scholten AN, van Putten WL, Beemman H, Smit VTH, Koper PCM, Lybeert MLM,
et al. Postoperative radiotherapy for stage l endometrial carcinoma: long term
outcome of the randomized PORTEC trial with central pathology review. Int ]
Radiation Oncol Biol Phys 2005; 63: 834-8.

95. Johnson N, Cornes P. Survival and recurrent disease after postoperative
radiotherapy for early endometrial cancer: systematic review and metaanalysis. Brit
J Obstet Gynaecol 2007; 114:1313-20.

96. Weiss MF, Connell PP, Waggoner S, Rotmensch J, Mundt A]. External pelvic
radiation therapy in stage IC endometrial carcinoma. Obstet Gynecol 1999; 93:599-
602.

97. Nomura H, Aoki D, Suzuki N, Susumu N, Suzuki A, Tamada Y, et al. Analysis of
clinicopathologic factors predicting paraaortic lymph node metastasis in
endometrial cancer. nt ] Gynecol Cancer 2006; 16.799-804.

98. McMeekin DS, Lashbrook D, Gold M, Scribner DR, Kamelle S, Tillmanns TD,
et al. Nodal distribution and its significance in FIGO stage IIC endometrial cancer.
Gynecol Oncol 2001; 82.375-9.

99. Aalders JG, Thomas G. Endometrial cancer, revisiting the importance of pelvic and
paraaortic lymph nodes. Gynecol Oncol 2007; 104: 222-31.

100. Randall ME, Filiaci VL, Muss H, Spirtos NM, Manuel RS, Fowley 1, et al. for the
Gynecologic Oncology Group Study. Randomized phase I trial of whole­
abdominal irradiation versus doxorubicin and cisplatin chemotherapy in advanced
endometrial carcinoma: a gynecologic oncology group study. J Clin Oncol 2006;
24: 36-44.

101. Sutton G, Axelrod JH, Bundy BN, Roy T, Homesley H, Malfetano JH, et al. Whole­
abdominal radiotherapy in the adjuvant treatment of patients with stage I and IV
endometrial cancer: a Gynecologic Oncology Group Study. Gynecol Oncol 2005;
97.755-63.

102. Alvarez Secord A, Havrilesky L], Bae-lump V, Chin ], Calingaert B, Bland A,
et al. The role of multimodality chemotherapy and radiation in women with
advanced stage endometrial cancer. Gynecol Oncol 2007; 107.285-91.

116



Rcferences

103. Dusenbery KE, Potish RA, Gold DG, Boente MP. Utility and limitations of
abdominal radiotherapy in the management of endometrial carcinomas. Gynecol
Oncol 2005; 96:635-42.

104. Martinez AA, Weiner S, Podratz K, Armin AR, Stromberg JS, Stanhope R, et al.
Lmproved outcome at 10 years for serous papillary/clear cell or high-risk
endometrial cancer patients treated by adjuvant high-dose whole-abdominal pelvic
irradiation. Gynecol Oncol 2003; 90:537-46.

105. Martin-Hirsch PP, Bryant A, Keep SL, Kitchener HC, Lilford R. Adjuvant
progestagens for endometrial cancer. Cochrane Database Syst Rev 2011; (6):1040-5.

106. Mountzios G, Pectasides D, Bournakis E, Pectasides E, Bozas G, Dimopoulos MA,
et al. Developments in the systemic treatment ofendometrial cancer. Crit Rev
Oncol Hematol 2011; 79G3).278-92.

107. Krauss T, Huschmand H, Hinney B, Viereck V, Emons G. Hormonal therapy and
chemotherapy ofendometrial cancer. Zentralbl Gynakol 2002; 124(1):45-50.

108. Eichbaum MH, Sohn C. Adjuvant treatment of early-stage endometrial cancer
which patient can benefit from chemotherapy? Gynecol Oncol 2008; 109(3).434.

109. Sasumu N, Sagae S, Udagawa Y, Niwa K, Kuramoto H, Satoh S, et al. Randomized
phase Itrial of pelvic radiotherapy versus cisplatin-based combined chemotherapy
in patients with intermediate and high-risk endometrial cancer: a .Japanese
Gynecologic Oncology Group study. Gynecol Oncol 2008; 108.226-33.

110. Hogberg T, Rosenberg P, Kristensen G, de Oliveira CF, de Pont Christensen R,
Sorbe B, et al. A randomized phase I study on adjuvant treatment with radiation
(RT) ± chemotherapy (CT) in early-stage high-risk endometrial cancer. ] Clin
Oncol 2007; 25018S).5503.

111. Maggi R, Lissoni A, Spina F, Melpignano M, Zola P, Favalli G, et al. Adjuvant
chemotherapy vs radiotherapy in high-risk endometrial carcinoma: results of a
randomized trial. BrJ Cancer 2006; 95:266-71.

112. Sartori E, Gadducci A, Landoni F, Lissoni A, Maggino T, Zola P, et al. Clinical
behavior of 203 stage I endometrial cancer cases: the impact of primary surgical
approach and of adjuvant radiation therapy. Int] Gynecol Cancer 2001; 11:430-7.

113. Cohn DE, Woeste EM, Cacchio S, Zanagnolo VL, Havrilesky L], Mariani A, et al.
Clinical and pathologic correlates in surgical stage ll endometrial carcinoma. Obstet
Gynecol 2007; 109:1062-7.

114. Comnelison TL, Trimble EL, Kosary CL. SEER data, corpus uteri cancer: treatment
trends versus survival for FIGO stage I, 1988-1994. Gynecol Oncol 1999; 74.350-5.

115. Van Wijk FH, Van der Burg ME, Burger CW, Vergote L, van Doorn HC.
Management ofsurgical stage Il and IV endometrioid endometrial carcinoma: an
overview. Int] Gynecol Cancer 2009; 19(3).431-46.

١17



Rcferences

116. Shih KK, Yun E, Gardner GJ, Barakat RR, Chi DS, Leitao MM Jr.
Surgical cytoreduction in stage IV endometrioid endometrial carcinoma. Gynecol
Oncol 2011; 122(3):608-11.

117. Gauthier T, Siegerth F, Monteil ], Jammet 1, Saidi N, Tubiana-Mathieu N, et al.
Follow-up of endometrial cancer. Bull Cancer 2014; 101(7-8)٠741-7.

118. Salani R, Nagel CL, Drennen E, Bristow RE. Recurrence patterns and surveillance for
patients with early stage endometrial cancer. Gynecol Oncol 2011; 12302).205-7.

119. Salani R, Backes FJ, Fung MF, Holschneider CH, Parker LP, Bristow RE, et al.
Posttreatment surveillance and diagnosis of recurrence in women with gynecologic
malignancies: Society of Gynecologic Oncologists recommendations. Am ] Obstet
Gynecol 2011; 204(6).466-78.

120. Reddoch JM, Burke TW, Morris M, Tornos C, Levenback C, Gershenson DM.
Surveillance for recurrent endometrial carcinoma: development of a follow-up
scheme. Gynecol Oncol 1995; 59: 221-5.

121. Bristow RE, Purinton SC, Santillan A, Dias-Montes TP, Gardner G], Giuntoli RL
"4. Cost effectiveness of routine vaginal cytology for endometrial cancer
surveillance. Gynecol Oncol 2006; 103: 709-13.

122. Patsner B, Orr JW, Mann WJ. Use ofserum CA 125 measurement in post treatment
surveillance of early-stage endometrial carcinoma. Am ] Obstet Gynecol 1990;
162.427-9.

123. Rose PG, Summers RM, Reale FR. Serial serum CA 125 measurements for
evaluation of recurrence in patients with endometrial carcinoma. Obstet Gynecol
1994; 84:12-6.

124. Lin LL, Grigsby PW, Powell MA, Mutch DG. Definitive radiotherapy in the
management of isolated vaginal recurrences of endometrial cancer. Int ] Radiation
Oncol Biol Phys 2005; 63: 500-4.

125. Petignat P, Jolicoeur M, Alobaid A, Drouin P, Gauthier P, Provencher D, et al.
Salvage treatment with high-dose-rate brachytherapy for isolated vaginal
endometrial cancer recurrence. Gynecol Oncol 2006; 101:445-9.

126. Bristow RE, Santillan A, Zahurak ML, Gardner G], Giuntoli RL 2", Ammstrong
DK. Salvage cytoreductive surgery for recurrent endometrial cancer. Gynecol
Oncol 2006; 103.0281-7.

127. Awtrey CS, Cadungog MG, Leitao MM, Alektiar KM, Aghajanian C, Hummer A],
et al. Surgical resection of recurrent endometrial cancer. Gynecol Oncol 2006;
102.480-8.

128. Carlson MJ, Thiel KW, Leslie KK. Past, present, and future of hommonal therapy
in recurrent endometrial cancer. Int J Womens Health 2014; 6: 429-35.

118



Rcferences

129. Lee WL, Yen MS, Chao KC, Yuan CC, Ng HT, Chao HT, et al. Hormone therapy
for patients with advanced or recurrent endometrial cancer. ] Chin Med
Assoc 2014; 77(5).221-6.

130. Thigpen JT, Brady MF, Alvarez RD, Adelson MD, Homesley HD, Manetta A, et al.
Oral medroxyprogesterone acetate in the treatment of advanced or recurrent
endometrial carcinoma: a dose-response study by the Gynecologic Oncology
Group. ] Clin Oncol 1999; 17: 1736-44.

131. Thigpen T, Brady MF, Homesley HD, Soper JT, Bell • Tamoxifen in the treatment
of advanced or recurrent endometrial carcinoma: a Gynecologic Oncology Group
study. J Clin Oncol 2001; 1902).364-7.

132. McMeekin DS, Gordon A, Fowler J, Melemed A, Buller R, Burke T, et al. A phase
I trial of arzoxifene, a selective estrogen response modulator, in patients with
recurrent or advanced endometrial cancer. Gynecol Oncol 2003; 90: 64-9.

133. Elit L, Hirte H. Current status and future innovations of hormonal agents,
chemotherapy and inestigational agents in endometrial cancer. Curr Opin Obstet
Gynecol 2002; 14:67-73.

134. Levin DA, Hoskins W]. Update in the management of endometrial cancer. Cancer ]
2002; 8S: 31-40.

135. Sonoda Y. Optimal therapy and management of endometrial cancer. Expert Rev
Anticancer Ther 2003; 3: 37-47.

136. Carey MS, Gawlik C, Fung-Kee-Fung M, Chambers A, Oliver T. Systematic review
of systemic therapy for advanced or recurrent endometrial cancer. Gynecol Oncol
2006; 101:158-67.

137. Dietrich CS 3", Modesitt SC, De Priest PD, Ueland FR, Wilder J, Reedy MB, et al.
The efficiency of adjuvant platinum-based chemotherapy in stage l uterine papillary
serous carconoma (UPSC). Gynecol Oncol 2005; 99: 557-63.

138. Thigpen JT, Blessing JA, Ball H. Hexamethylmelanine in first-line therapy in the
treatment of advanced or recurrent carcinoma of the endometrium: a phase Il trial of
the Gynecologic Oncology Group. Gynecol Oncol 1988; 31:435-8.

139. Julius JM, Tanyi JL, Nogueras-Gonzalez GM, Watkins JL, Coleman RL, Wolf
JK, et al. Evaluation of pegylated liposomal doxorubicin dose on the adverse drug
event profile and outcomes in treatment of recurrent endometrial cancer. lnt ]
Gynecol Cancer 2013; 2302). 348-54.

140. Miller DS, Blessing JA, Lentz SS. A phase I trial of topotecan in patients with
advanced, persistent, or recurrent endometrial carcinoma: a Gynecologic Oncology
Group study. Gyneocol Oncol 2002; 87: 247-51.

141. Wadler S, Levy DE, Lincoln ST. Topotecan is an active agent in first line treatment
of metastatic or recurrent endometrial carcinoma: eastern oncol cooperative group
study E3E93. I Clin Onc0l 2003; 21.2110-4.

119



Rcferences

142. Thigpen JT, Brady MF, Homesley HD. Phase II trial of doxorubicin with or
without cisplatin in advanced endometrial carcinoma: a gynecologic oncology
group study. J Clin Oncol 2004; 22.: 3902-7.

143. Aapro MS, van Wijk FH, Bolis G. Doxorubicin versus doxonubicin and cisplatin in
endometrial carcinoma: definitive results of a randomized study by the EORTC
Gynecologic Cancer Group. Ann Oncol 2003; 14: 441-8.

144. Burke TW, Stringer CA, Morris M, Freedman RS, Gershenson DM, Kavanagh J],
et al. Prospective treatment of advanced or recurrent endometrioid carcinoma with
cisplatin, doxorubicin, and cyclophosphamide. Gynecol Oncol 1991; 40:264-7.

145. Dimopoulos MP, Papadimitriou CA, Georgoulias V. Paclitaxel and cisplatin in
advanced or recurrent carcinoma of the endometrium: long-term results of a phase
I multicenter study. Gynecol Oncol 2000; 78.52-7.

146. Fleming GF, Brunetto VL, Cella D, Look KY, Reid GC, Munkarah AR, et al. Phase
II trial of doxorubicin plus cisplatin with or without paclitaxel plus filgrastim in
advanced endometrial carcinoma: a Gynecologic Oncology Group study. ] Clin
Onc0l 2004; 22: 2159-66.

147. Lincoln S, Blessing JA, Lee RB, Rocereto TF. Activity of paclitaxel as second-line
chemotherapy in endometrial carcinoma: a gynecologic oncology group study.
Gynecol Oncol 2003; 88: 277-81.

148. Weber B, Mayer F, Bougnous P. What is the best chemotherapy regimen in
advanced or recurrent endometrial carcinoma? Preliminary results. Proc Am Soc
Clin Oncol 2003; 22.:453.

149. Sorbe B, Andersson H, Boman K, Rosenberg P, Kalling M. Treatment of primary
advanced and recurrent endometrial carcinoma with a combination of carboplatin
and paclitaxel-long-temm follow-up. Int] Gynecol Cancer 2008; 18: 803-8.

150. Hoskins P], Swenerton KD, Pike JA, Wong F, Lim P, Acquino-Parsons C, et al.
Paclitaxel and carboplatin alone or with irradiation, in advanced or recurrent
endometrial cancer: a phase I study J Clin Oncol 2001; 19: 4048-53.

151. Humber CE, Tierney JF, Symonds RP, Collingwood M, Kirwan J, Williams C,
et al. Chemotherapy for advanced, recurrent or metastatic endometrial cancer. a
systematic review of the Cochrane collaboration. Ann Oncol 2007; 18.409-20.

152. Fleming GF. Systemic chemotherapy for uterine carcinoma: metastatic and
adjuvant. ] Clin Oncol 2007; 25: 2983-90.

153. Sleeman JP. The lymph node as a bridgehead in the metastatic dissemination of
tumors. Recent Results Cancer Res 2000; 157.55-81.

154. Stacker SA, Achen MG, Jussila L, Baldwin ME, Alitalo K. Lymphangiogenesis and
cancer metastasis. Nat Rev Cancer 2002; 2: 573-83.

120



Rcferences

155. Van Trappen PO, Gyselman VG, Lowe DG, Ryan A, Oram DH, Bosze P, et al.
Molecular quantification and mapping of lymph node micrometastases in cervical
cancer. Lancet 2001; 357: 15-20.

156. Van Trappen PO, Pepper MS. Lymphatic dissemination of tumor cells and the
formation of tumor micrometastases. Lancet Oncol 2002; 3: 4452.

157. Clarijs R, Ruiter D.], de Waal RM. Lymphangiogenesis in malignant tumours: does
it occur?. ] Pathol 2001; 193:143- 6.

158. Pepper MS. Lymphangiogenesis and tumommetastasis: myth or reality?. Clin
Cancer Res 2001; 7: 462-8.

159. Dimova L, Popivanov G, Djonov V. Angiogenesis in cancer - general pathways and
their therapeutic implications. J BUON 2014; 19(1):15-21.

160. Thanapprapasr D, Hu W, Sood AK, Coleman RL. Moving beyond VEGF for anti­
angiogenesis strategies in gynecologic cancer. Curr Pharm Des 2012; 18(19)2713-
9.

161. Baeriswyl V, Christofori G. The angiogenic switch in carcinogenesis. Semin Cancer
Biol 2009; 19(5): 329-37.

162. Ellis LM, Fidler I]. Angiogenesis and metastasis. EurJ Cancer 1996; 32A.2451-60.

163. Obermair A, Preyer 0, Leodolter S. Angiogenesis in gynecological oncology. Eur ]
Cancer 1999, 111: 26277.

164. Zhou D, Cheng S0, Ji HF, Wang JS, Xu HT, Zhang G0, et al. Evaluation of
protein pigment epithelium-derived factor (PEDF) and microvessel density (MVD)
as prognosticindicators in breast cancer. ] Cancer Res Clin Oncol 2010;
136011).1719-27.

165. Van der Auwera 1, Ca0 Y, Tille JC, Pepper MS, Jackson DG, Fox SB, et al. First
international consensus on the methodology of lymphangiogenesis quantification in
solid human tumours. Br Cancer 2006, 95:1611-25.

166. Cao Y. Opinion: emerging mechanisms of tumour lymphangiogenesis and
lymphatic metastasis. Nat Rev Cancer 2005; 5: 735-43.

167. Maula SM, Luukkaa M, Grenman R, Jackson D, Jalkanen S, Ristam&ki R.
lntratumoral lymphatics are essential for the metastatic spread and prognosis in
squamous cell carcinomas of the head and neck region. Cancer Res 2003; 63:1920-
6.

168. Beasley NJ, Prevo R, Banerji S, Leek RD, Moore ], van Trappen P, et al.
lntratumoral lymphangiogenesis and lymph node metastases in head and neck
cancer. Cancer Res 2002; 62:1315-20.

169. Saad RS, Kordunsky L, Liu YL, Denning KL, Kandil HA, Silvemman JF. Lymphatic
microvessel density as prognostic marker in colorectal cancer. Mod Pathol 2006;
19.1317-23.

121



Rcferences

170. Van Netten JP, Cann SA, Maxwell CA, Finegan RP. Lymphagenesis and cancer
metastasis. BrJ Cancer 1998; 78.277.

171. Partanen TA, Paavonen K. Lymphatic versus blood vascular endothelial growth
factors and receptors in humans. Microsc Res Tech 2001; 55(2):108-21.

172. Eichten A, Hyun WC, Coussens LM. Distinctive features of angiogenesis and
lymphangiogenesis detemmine their functionality during de novo tumor
development. Cancer Res 2007; 67(11): 5211-20.

173. Parums DV, Cordell JL, Micklem K, Heryet AR, Gatter KC, Mason DY. JC70: a
new monoclonal antibody that detects vascular endothelium associated antigen on
routinely processed tissue sections. J Clin Pathol 1990; 43:752-7.

174. Koukourakis ML, Giatromanolaki A, Sivridis E, Simopoulos C, Gatter KC, Harris
AL, et al. LYVE-1 immunohistochemical assessment of lymphangiogenesis in
endometrial and lung cancer. ] Clin Pathol 2005; 58.202-6.

175. Dadras SS, Paul T, Bertoncini ]. Tumor lymphangiogenesis: a novel prognostic
indicator for cutaneous melanoma metastasis and survival. Am ] Pathol 2003;
162.1951-60.

176. Straume O, Jackson DG, Akslen LA. lndependent prognostic impact of lymphatic
vessel density and presence of low-grade lymphangiogenesis in cutaneous
melanoma. Clin Cancer Res 2003; 9: 250-6.

177. Kurahara H, Takao S, Maemura K, Shinchi H, Natsugoe S, Aikou T. lmpact of
vascular endothelial growth factor-C and -D expression in human pancreatic cancer:
its relationship to lymph node metastasis. Clin Cancer Res 2004; 10.8413-20.

178. Breiteneder-Geleff S, Matsui K, Soleiman A, Meraner P, Poczewski H, Kalt R,
et al. Podoplanin, a novel 43-kd membrane protein of glomerular epithelial cells, is
downregulated in puromycin nephrosis. Am ] Pathol 1997; 151:1141-52.

179. Breiteneder-Geleff S, Soleiman A, Kowalski H, Horvat R, Amann G, Kriehuber E,
et al. Angiosarcomas express mixed endothelial phenotypes of blood and lymphatic
capillaries: podoplanin as a specific marker or lymphatic endothelium. Am ] Pathol
1999; 154. 2123.

180. Franchi A, Gallo O, Massi D, Baroni G, Santucci M. Tumor lymphangiogenesis
inhead and neck squamouscell carcinoma: a morphometric study with clinical
correlations. Cancer 2004; 101973-8.

181. Marks A, Sutherland DR, Bailey D. Characterizationand distribution of an oncofetal
antigen (M2Aantigen)expressed on testicular gemm cell tumours. Br] Cancer 1999;
80: 569-78.

182. Schacht V, Dadras SS, Johnson LA, Jackson DG, Hong YK, Detmar M. Up­
regulation of the lymphatic/marker podoplanin, a mucin-type transmembrane
glycoprotein,in human squamous cell carcinomas and gemm cell tumors. Am ]
Pathol 2005; 166.913-21.

122



Rcferences

183. Kahn H], Marks A. A new monoclonal antibody, D2-40, for detection of lymphatic
invasion in primary tumors. Lab Invest 2002; 82.1255-7.

184. Kahn H], Bailey D, Marks A. Monoclonal antibody, D2-40: A new marker of
lmphatic endothelium, reacts with Kaposi's sarcoma and a subset of
angiosarcomas. Mod Pathol 2002; 15:434-40.

185. Vandenput L, Vanhove T, Calster BV, Gorp TV, Moemman P, Verbist G, et al. The
use of lymph vessel markers to predict endometrial cancer outcome. lnt ] Gynecol
Cancer 2010; 20.363-7.

186. Stefansson IM, Salvesen HB, Akslen LA. Vascular proliferation is important for
clinical progress of endometrial cancer. Cancer Res 2006; 66: 3303-9.

187. Weber G, Merz E, Bahlmann F, Mitze M, Weikel W, Knapstein PG. Assessment of
myometrial infiltration and preoperative staging by transvaginal ultrasound in
patients with endometrial carcinoma. Ultrasound Obstet Gynecol 1995; 6: 362-7.

188. Alcazar JL, Jurado M, LOpez-Garcia G. Comparative study of transvaginal
ultrasonography and CA 125 in the preoperative evaluation of myometrial invasion
in endometrial carcinoma. Ultrasound Obstet Gynecol 1999; 14(3): 210-4.

189. Pothuri B, Poynor EA. Laparotomy staging procedures. In: Levine DA, Barakat RR,
Hoskins W] (ed). Atlas of procedures in gynecologic oncology. Vol. 1. Florence,
USA: Taylor and Francis; 2004. 3-18.

190. Hall FT, Freeman IL, Asa SL, Jackson DG, Beasley NJ. Intratumoral lymphatics
and lymph node metastases in papillary thyroid carcinoma. Arch Otolaryngol Head
Neck Surg 2003; 129.716-9.

191. Colombo N, Preti E, Landoni F, Carinelli S, Colombo A, Marini C,
et al. Endometrial cancer: ESMO clinical practice guidelines for diagnosis,
treatment and follow-up. Ann Oncol 2013; 24 (Suppl 6): vi33-8.

192. Kotz S, Balakrishnan N, Read CB, Vidakovic B. Encyclopedia of statistical
sciences. 2"ed. Hoboken, New .Jersey: Wiley-Interscience; 2006.

193. Kirkpatrick LA, Feeney BC. A simple guide to IBM SPSS statistics for version
20.0. Student ed. Belmont, Califonia: Wadsworth, Cengage Learning, 2013.

194. Gombos Z, Xu X, Chu CS, Zhang P], Acs G. Peritumoral lymphatic vessel density
and vascular endothelial growth factor C expression in early stage squamous cell
carcinoma of the uterine cervix, Clin Cancer Res 2005; 11(23): 8367-71.

195. Raica M, Cimpean AM, Ribatti D. The role of podoplanin in tumor progression and
metastasis. Anticancer Res 2008; 28(5B): 2997-3006.

196. Yin XH, Jia HY, Xue XR, Yang SZ, Wang ZO. Clinical analysis of endometrial
cancer patients with obesity, diabetes, and hypertension. Int ] Clin Exp Med
2014,703).736-43.

123



Rcferences

197. Hirasawa A, Makita K, Akahane T, Yokota M, Yamagami W, Banno K,
et al. Hypertriglyceridemia is Frequent in Endometrial Cancer Survivors. Jpn ] Clin
Oncol 2013, 43(11)1087-92.

198. Musonda P, Burbos N, Duncan TJ, Crocker SG, Morris EP, Nieto JJ. Comparing
the performance of to clinical models in estimating the risk of endometrial cancer
in symptomatic postmenopausal women. Eur ] Obstet Gynecol Reprod Biol 2011;
195(10). 33-8.

199. Park JY, Cho JH, Min JY, Kim DY, Kim JH, Kim YM, et al. lmpact of body mass
index on the prognosis of Korean women with endometrioid adenocarcinoma of the
uterus: A cohort stdy. Obstet Gynecol Sci 2014; 5702):115-20.

200. Hemminki K, Bemmejo JL, Granstrbm C. Endometrial cancer: population
attributable risks from reproductive, familial and socioeconomic factors. Eur ]
Cancer 2005; 41(14).2155-9.

201. Hinkula M, Pukkala E, Kyyronen P, Kauppila A. Grand multiparity and incidence
of endometrial cancer. a population-based study in Finland. Int ] Cancer 2002;
98(6).912-5.

202. Lazcano-Ponce E, Salazar-Martinez E, Hernandez-Avila M. Case-control
epidemiological studies: theoretical bases, variants and applications. Salud Publica
Mex 2001; 4302).135-50.

203. Wllis SF, Barton D, Ind TE. Laparoscopic hysterectomy with or without pelvic
lymphadenectomy or sampling in a high risk series of patients with endometrial
cancer. Int Semin Surg Oncol 2006; 3:28.

204. Shaw JE, Sicree RA, Zimmet PZ. Global estimates of the prevalence of diabetes for
2010 and 2030. Diabetes Res Clin Pract 2010; 87(1).4-14.

205. Kearney PM, Whelton M, Reynolds K, Muntner P, Whelton PK, He ]. Global burden
ofhypertension: analysis ofworldwide data. Lancet 2005; 36509455).217-23.

206. Antonsen SL, Jensen LN, Loft A, Berthelsen AK, Costa J, Tabor A, et al. MRL,
PET/CT and ultrasound in the preoperative staging ofendometrial cancer-a
multicenter prospective comparative study. Gynecol Oncol 2013; 128(2): 300-8.

207. Ivanov S. Methods for preoperative and intraoperative evaluation of the tumour
infiltration and lymph node metastases in endometrial cancer (summarized own and
foreign experience). Akush Ginekol (Sofiia) 2010; 49(4):21-4.

208. Miklos P, Klacko M, Babala P, Masak L, Ondrus D, Waczulikova 1. Transvaginal
ultrasound examination of myometrial infiltration by endometrial cancer. Bratisl
Lek Listy 2014;11501.14-8.

209. Rossard L, Rua C, Duquesne M, Vilde A, Marret H, Body G, et al. Reliability of
imaging modalities for preoperative assessment of patients with endometrial
carcinoma. Gynecol Obstet Fertil 2013;41(11): 641-7.

124



Rcferences

210. Galvan R, Merce L, Jurado M, Minguez ].A. three -dimentional power Doppler
angiography in endometrial cancer: correlation with tumor characteristics.
Ultrasound Obstet Gynecol 2010; 35: 723-9.

211. Kanat-Pektas M, Gungor T, Mollamahmutoglu L. The evaluation of endometrial
tumors by transvaginal and Doppler ultrasonography. Arch Gynecol Obstet 2008;
277(6). 495-9.

212. Eitan R, Saenz CC, Venkatraman ES, Hann L, Bach A, Gretz E, et al. Pilot study
prospectively evaluating the use of the measurement of preoperative sonographic
endometrial thickness in postmenopausal patients with endometrial cancer.
Menopause 2005; 12(1).27-30.

213. Kawamura L, Carvalho FM, Alves BG, Bacchi CE, Goes JC, Calil MA, et al.
Association between intratumoral lymphatic microvessel density (LMVD) and
clinicopathologic features in endometrial cancer: a retrospective cohort study.
World J Surg Oncol 2010; 8: 89.

214. Kashimura M, Sugihara K, Toki N, Matsuura Y, Kawagoe T, Kamura T, et al. The
significance of peritoneal cytology in uterine cervix and endometrial cancer.
Gynecol Oncol 1997; 67(3) 28590.

215. Havrilesky L], Cragun JM, Calingaert B, Alvarez-Secord A, Valea FA, Clarke­
Pearson DL, et al. The prognostic significance of positive peritoneal cytology and
adnexal/serosal metastasis in stage IlA endometrial cancer. Gynecol Oncol 2007;
104(2).401-5.

216. Kennedy AW, Peterson GL, Becker SN, Nunez C, Webster KD. Experience with
pelvic washings in stage l and Il endometrial carcinoma. Gynecol Oncol 1987;
2801): 50.

217. Garg G1, Gao F, Wright JD, Hagemann AR, Mutch DG, Powell MA. Positive
Peritoneal cytology is an independent risk-factor in early stage endometrial cancer.
Gynecol Onc01 2013; 128(1).77-82.

218. Preyer O, Obemmair A, Fommann E, Schmid W, Perrin LC, Ward BG, et al. The impact of
positive peritoneal washings and serosal and adnexal involvement on survival in patients
with stage IlA uterine cancer. Gynecol Oncol 2002; 86(3).26973.

219. Gao Y, LiZ, Gao F, Meng XY. High density of peritmoral lymphatic vessels is a
potential prognostic marker of endometrial carcinoma: a clinical
immunohistochemical method study. BMC Cancer 2010, 10:131.

220. Maghraby HK, Elsarha Al, Saad RS. Peritumoral lymphatic vessel density as a
prognostic parameter in endometrial carcinoma: An immunohistochemical study.
Indian J Pathol Microbiol 2010; 53(3):465-9.

221. Hahn HS, Lee IH, Kim T, Lee KH, Shim JU, Kim JW, et al. Lymphovascular
space invasion is highly associated with lymph node metastasis and recurrence
in endometrial cancer. Aust N Z] Obstet Gynaecol 2013; 5303).293-7.

125



Rcferences

222. Weinberg LE, Kunos CA, Zanotti KM. Lymphovascular space invasion (LVSI) is
an isolated poor prognostic factor for recurrence and survival among women with
intermediate- to high-risk early-stage endometrioid endometrial cancer. Int ]
Gynecol Cancer 2013; 23(8).1438-45.

223. Uharcek P. Prognostic factors in endometrial carcinoma. ] Obstet Gynaecol
Res 2008; 34(5)-776-83.

224. A Hilli MM, Mariani A, Bakkum-Gamez JN, Dowdy SC, Weaver AL,
Peethambaram PP, et al. Risk-scoring models for individualized prediction of
overall survival in low-grade and high-grade endometrial cancer. Gynecol Oncol
2014; 133(3): 485-93.

225. Dewdney SB, Jia0 Z, Roma AA, Gao F, Rimel B], Thaker PH, et al. The prognostie
significance of lymphovascular space invasion in laparoscopic versus abdominal
hysterectomy for endometrioid endometrial cancer. Eur ] Gynaecol Oncol 2014;
35(1): 7-10.

226. Dogan Altunpulluk M, Kir G, Topal CS, Cetiner H, Gocmen A. The association of
the microcystic, elongated and fiagmented (MELF) invasion pattern in
endometrialcarcinomas with deep myometrial invasion, lymphovascular space
invasion and lymph node metastasis. ] Obstet Gynaecol 2014;0:1-6.

227. Koskas M, Genin AS, Graesslin O, Barranger E, Haddad B, Darai E, et al.
Evaluation of a method of predicting lymph node metastasis in endometrial cancer
based on five pre-operative characteristics. Eur J Obstet Gynecol Reprod Biol 2014;
172.115-9.

228. Koskas M, Chereau E, Ballester M, Dubemnard G, Lecuru F, Heitz D, et al.
Accuracy of a nomogram for prediction of lymph-node metastasis detected with
conventional histopathology and ultrastaging in endometrial cancer. Br ] Cancer.
2013, 108(6).1267-72.

229. Sorbe B, Juresta C, Ahlin C. Natural history of recurrences in endometrial
carcinoma. Oncol Lett 2014; 8(4): 18006.

230. Thang GY, Wu LY, Li B, Huang MN, Zhang R, Li XG. Retrospective analysis
of prognostic variables and clinical outcomes in surgically staged intermediate risk
endometrial carcinoma. EurJ Obstet Gynecol Reprod Biol 2013;169(2).309-16.

231. Misirlioglu S, Guzel AB, Gulec UK, Gumurdulu D, Vardar MA. Prognostic factors
determining recurrence in early stage endometrial cancer. Eur ] Gynaecol Oncol
2012, 33(6).610-4.

232. Williams CS, Leek RD, Robson AM, Banerji S, Prevo R, Harris AL, et al. Absence
of lymphangiogenesis and intratumoural lymph vessels in human metastatic breast
cancer. ] Pathol 2003; 200.195-206.

233. Ha0 S, Yang Y, Liu Y, Yang S, Wang G, Xiao ], et al. JAM-C promotes
lmphangiogenesis and nodal metastasis in non-small cell lung cancer. Tumour
Biol 2014; 35(6): 5675-87.

126



Rcferences

234. Ca0 F, Hu YW, Li P, Liu Y, Wang K, Ma L, et al. Lymphangiogenic and
angiogenic microvessel density in chinese patients with gastric carcinoma:
correlation with clinicopathologic parameters and prognosis. Asian Pac ] Cancer
Prev 2013, 14(8): 4549-52.

235. Ciobanu M, Eremia IA, Craitoiu S, Margaritescu CL, Stepan A, Patrascu V, et al.
Lymphatic microvessels density, VEGF-C, and VEGFR-3 expression in 25 cases of
breast invasive lobular carcinoma. RomJ Morphol Embryol 2013; 54(4).925-34.

236. LiC, Fan J, Song X, Zhang B, Chen Y, Li C, et al. Expression of angiopoietin-2
and vascular endothelial growth factor receptor-3 correlates with
lymphangiogenesis and angiogenesis and affects survival of oral squamous cell
carcinoma. PLoS One 2013; 8(9):e75388.

237. Chen Y, Yan J, Wang Z, Yu S, Yuan Z, Yang C, et al. A meta-analysis of the
relationship between lymphatic microvessel density and the survival of patient with
colorectal cancer. Lymphology 2013; 46(1):42-51.

238. Saptefiati L, Cimpean AM, Ciomnii A, Ceausu R, Esanu N, Raica M. ldentification
of lymphatic vessels and prognostic value of lymphatic microvessel density in
lesions of the uterine cervix. RomJ Morphol Embryol 2009; 50(4):589-94.

239. Zhang S0, Yu H, Zhang LL. Clinical implications of increased lymph vessel
density in the lymphatic metastasis of early-stage invasive cervical carcinoma: a
clinical immunohistochemical method study. BMC Cancer 2009; 9: 64.

240. Birner P, Schindl M, Obermair A, Breitenecker G, Kowalski H, Oberhuber G.
Lymphatic microvessel density as a novel prognostic factor in early-stage invasive
cervical cancer. Int] Cancer 2001; 95: 29-33.

241. Donoghue JF, Ledemman FL, Susil B], Rogers PA. Lymphangiogenesis of nommal
endometrium and endometrial adenocarcinoma. Hum Reprod 2007, 22.1705-13.

242. Giatromanolaki A, Koukourakis ML, Sivridis E, O'Byrne K, Gatter KC, Harris AL.
lnvading edge vs. inner(edvin) patterns of vascularisation: an interplay between
angiogenic and vascular survival factors defines clinical behavior of non-small cell
lung cancer. J Pathol 2000; 192:1409.

243. Hartveit F. Attenuated cells in breast stroma: the missing lymphatic system of the
breast. Histopathology 199016:533- 43.

244. de Waal RM, van Altena MC, Erhard H, Weidle UH, Nooiien PT, Ruiter D]. Lack
of lymphangiogenesis in human primary cutaneous melanoma. Consequences for
the mechanism oflymphatic dissemination. AmJ Pathol 1997; 150: 1951-7.

245. Kuroyama S, Kobayashi N, Ohbu M, Ohtani Y, Okayasu 1, Kakita A. Enzyme
histochemical analysis of lymphatic vessels in colon carcinoma: Occurrence of
lymphangiogenesis within the tumor. Hepatogastroenterology 2005; 52: 1057-61.

246. Li X, Liang P. Lmmunotherapy for hepatocellular carcinoma following themmal
ablation. J BUON 2014; 19(4): 867-71.

127



Rcferences

247. Datta J, Terhune JH, Lowenfeld L, Cintolo JA, X S, Roses RE, et al. Optimizing
Dendritic Cell-Based Approaches for Cancer Immunotherapy. Yale J Biol Med.
2014;87(4).491-518.

248. Ferreira GB, Mathieu C, Overbergh L. Understanding dendritic cell biology and
its role in immunological disorders through proteomic profiling. Proteomics Clin
Appl 2010; 402):190-203.

249. Steinmann R. The dendritic cell system and its role in immunogenicity. Annu Rev
Lmmunol 1991;9: 271-96.

250. Wright-Browne V, McClain KL, Talpaz M, Ordonez N, Estrov Z. Physiology and
pathophysiology of dendritic cells. Hum Pathol 1997; 8: 563-79.

251. Weinlich G, Heine M, Stossel H, Zanella M, Stoitzner P, Ortner U, et al. Entry into
afferent lymphatics and maturation in situ of migrating murine cutaneous dendritic
cells. J Invest Demmatol 1998; 110; 441- 8.

252. Bethwaite PB, Holloway L], Thomnton A, Delahunt B. Infiltration by
immunocompetent cells in early stage invasie carcinoma of the uterine cervix: a
prognostic study. Pathology 1996; 28: 321-7.

253. Manickam A, Sivanandham M, Tourkova IL. Immunological role ofdendritic
cells in cervical cancer. Adv Exp Med Biol 2007; 601:155-62.

254. Santin AD, Bellone S, Palmieri M, Bossini B, Roman JJ, Cannon Ml, et al.
lnduction of tumor-specific cytotoxicity in tumor infiltrating lymphocytes by
HPV16 and HPV18 E7-pulsed autologous dendritic cells in patients with cancer of
the uterine cervix. Gynecol Oncol 2003; 8902):271-80.

255. Kochmann S, Bernard ]. Antitumor immune response and cancer vaccination: the
critical role of dendritic cells. Curr Med Res Opin 1999; 15: 321- 6.

256. Wang X, Zhao HY, Zhang FC, Sun Y,Xiong ZY, Jiang XB. Dendritic cell­
based vaccine for the treatment of malignant glioma: a systematic review.
Cancer Invest 2014; 32(9):451-7.

257. Vasaturo A, Verdoes M, de Vries ], Torensma R, Figdor CG. Restoring
immunosurveillance by dendritic cell vaccines and manipulation of the tumor
microenvironment. lmmunobiology 2014; 220(2): 243-8.

258. Mody N, Dubey S, Sharma R, Agrawal U, Vyas SP. Dendritic cell-based vaccine
research against cancer. Expert Rev Clin lmmunol 2014; 0:1-20.

128



 العربى الملخص

 العربى الملخص
 المقدمة.

 العوامل من الأنثوي. التناسلي الجهاز سرطانات بين شيوعا الأكثر النوع هو الرحم بطانة سرطان يعد
 الليمفاوية،عمق العقد وضع مرحلته، النسيجي، نوعه هي الرحم بطانة سرطان خطورة درجة لتحديد المنذرة

(PR) (ER) البروجسترون هرمون ومستقبلات  الاستروجين هرمون مستقبلات حالة الزحم، بجدار تغلله
 للورم.(DNA) الصبغية الصيغة ،وحالة

 طريق عن السرطانية الخلايا انتقال أن الي السرطانات من لكثير والمرضية السريرية الملاحظات تشير
 السرطان انتشار كان إذا ما الواضح غير من .ولكن المرض لانتشار الشائعة الطرق احد من هو اللمفاوية الأوعية

 شكلت التي تلك أو مسبقا موجودة ليمفاوية أوعية الي سرطان خلية لتسل نتيجة يحدث الليمفاوية الغدد طريق عن
 الليمفاوية الشعيرات كثافة بشأن المتوفرة بها.المعلومات المحيطة الطبيعية الأنسجة تك عن تنشا والتي حديثا

 لعدم نتيجة قليلة خطورته درجة لتحدد كوسيلة واستخدامها الرحم ببطانة سرطانى ورم حول و بداخل الدقيقة
 الأجسام أهم من يعد(D2-40) ان حديثا التقارير أفادت ولقد اللمفاوية. البطانة لتحديد دقيقة مضادة أجسام وجود

 والأورام. الطبيعية الأنسجة في اللمفاوية البطانة لتحديد المضادة

(LMVD)  سرطانى ورم حول و بداخل الدقيقة الليمفاوية الشعيرات كثافة البحث:.تقييم من الهدف
(LN)  الليمفاوية العقد انبثاث الكلاسيكية،وخطورة المرضية العوامل مع ارتباطهما من والتحقيق الرحم ببطانة

 الأخرى المنذرة بالعلامات وعلاقتهما

 على بالإسكندرية الجامعي الشاطبي مستشفى في الاستطلاعية الدراسة البحث:.أجريت وطريقة المرضى
 الدراسة في الواردة الحالات جميع إخضاع تم الرحم، بطانة سرطان من يعانون الذين المرضى من حالة ستين
 حول و بداخل الدقيقة الليمفاوية الشعيرات كثافة احتساب للأنسجة، باثولوجي فحص كامل، جراحي انطلاق إلي

 ضد المضادة الأجسام باستخدام المناعى التلطيخ حددها التي(LMVD) الرحم ببطانة السرطانى الورم
(podoplanin)للمرض. الأخرى المنذرة وبالعلامات الكلاسيكية الإكلينيكية بالعوامل ارتباطهم في والتحقيق 

 الاحصائي. التحليل اجراء في المتخصصة الالي الحاسب برامج باستخدام تم الاحصائي: التحليل

 الإكلينيكية العوامل سوء مع(LMVD) كثافة انخفاض ارتباط تبين الاحصائي التحليل عمل بعد النتائج:
 لعنق وصوله الرحم، بجدار تغلله للورم، المرحلي التقدم مثل الأخزى المنذرة والعلامات الكلاسيكية المرضية و

 بالمرض. اصابتها المتكررة الحالات عدد زيادة الأنبوبتين، و المبيضين و الرحم

 خطورة درجة بانخفاض ارتبط(LMVD) زيادة أن إلى النتائج أشارت والتوصيات: الاستنتاجات
 الرحم. بطانة سرطان



 الإسكندرية جامعة
 الطب كلية

 النساء وأمراض التوليد قسم

 كوسيلة الرحم ببطانة سرطانى ورم بداخل الدقيقة الليمفاوية الشعيرات كثافة
 خطورته درجة لتحديد

 مقدمة رسالة

 الإسكندرية جامعة الطب كلية النساء وأمراض التوليد لقسم
 درجة متطلبات ضمن

 الدكتوراة

 فى

 النساء وأمراض التوليد

 من

 حسن محمد عيد نهى
 والجراحة الطب بكالوريوس

 النساء وأمراض التوليد ماجستير
 النساء أمراض و التوليد بقسم مساعد مدرس

 الإسكندرية جامعة الطب، كلية
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 الإسكندرية جامعة
 الطب كلية

 النساء وأمراض التوليد قسم

 كوسيلة الرحم ببطانة سرطانى ورم بداخل الدقيقة الليمفاوية الشعيرات كثافة
 خطورته درجة لتحديد

 من مقدمة رسالة

 حسن محمد عيد نهى

 درجة على للحصول

 الدكتوراة

 فى

 النساء وأمراض التوليد

// التاريخ

 الرسالة على والحكم المناقشة لجنة التوقيع

 توفيق السلام عبد توفيق أ.د/
 النساء وأمراض التوليد استاذ
 النساء وأمراض التولد قسم
 الطب كلية

 الإسكندرية جامعة

 شاهين عبدالفتاح كرم أ.د/
 النساء وأمراض التولد أستاذ
 النساء وأمراض التولد قسم
 الطب كلية

 طنطا جامعة

 نجاتى عدالمجد محمد احمد أد/
 النساء وأمراض التولد أستاذ
 النساء وأمراض التولد قسم
 الطب كلية

 الإسكندرية جامعة



 الإشراف لجنة موافقون

 كامل المنعم عبد مصطفى أ.د/

 النساء وأمراض التوليد أستاذ
 النساء وأمراض التوليد قسم
 الطب كلية

 الإسكندرية جامعة

 نجاتي المجيد عبد محمد أحمد أً,د/

 النساء وأمراض التوليد أستاذ
 النساء وأمراض التوليد قسم
 الطب كلية

 الإسكندرية جامعة

 العينين أبو مصطفى وفاء أد/
 النساء وأمراض التوليد أستاذ
 النساء وأمراض التوليد قسم
 الطب كلية

 الإسكندرية جامعة

 السبع طنطاوى محمد بسمة د/

 الباثولوجيا مساعد أستاذ
 الباثولوجيا قسم
 الطب كلية

 الإسكندرية جامعة


