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Introduction

Surgical staging: 4 Potential Benefits

 Disease assessment

 Prognostic indicators

 Adjuvant treatment determinant

 Potentially therapeutic

Controversies in Lymphadenectomy

 Who will really benefit from systematic LND?

 Routine or not routine?

 Should PALND be added to staging?



Introduction – History of Surgical staging

 GOG 33 (Creasman et al., 1987)

 Surgical staging is necessary to accurately detect the extent of 

disease.

 Specific Factors: depth of MMI, tumor grade, peritoneal spread

 Independent prognostic factors for LNM

 the foundation that led to a change from a clinically based protocol 

to surgical staging.

 General gynecologist referred patients to tertiary centers.



FIGO surgical staging for endometrial cancer

- Adopted in 1988

- Revised in 2009 

▶ IIIC: IIIC 1 (positive pelvic LNs)

IIIC 2 (positive para-aortic LNs)

- Pelvic and para-aortic LND – a“mandatory” part

 “Routine LND was not performed worldwide.”

Introduction - History of Surgical 

staging

(FIGO Committee, 2009; Creasman WT, 2009; Mariani A, 2009)

Pelvic Para-aortic

North America
Western Europe
Japan
Korea

54.2%
24.4%
72%
67%

?
?

20%
33%

(Maggino T, 1998; Watnabe, 2007; Kitchener H, 2006; Aalders JG, 2007, Lee TS 2009)

*Question: Do you perform routine LND in endometrial cancer?



Skipping common iliac node

22% LN(+) at-risk patients

 84% : pelvic nodes (+)

 67%:  Paraaortic nodes (+)

 71% : negative common iliac 

node

 60% : negative below IMA

 77%: Positive above IMA

 Direct spread through I-P ligament

Data favoring systematic LND

Mayo Clinic, Mariani et al., Gyn Oncol, 2008

 favoring necessity of systematic 

lymphadenectomy!



Criteria for Low risk group

Not indicated for Lymphadenectomy 

 Low risk: Treated w/ only TAH, BSO

 Endometrioid,  G1&2, < 2 cm, < 50% MMI

Treatment^                        Pt            % 5 yr OS

Hysterectomy only            59              100

Hyst + LND* +/or RT**      64              100

Total                                 123

Mayo Clinic , Mariani et al. Am J Ob Gyn 2000



Selective LND in Emca

Therefore, LND is…

 No benefit in the low risk group

 G1,2 and

 MMI <50% and, 

 PTD < 2cm

 PALND above IMA- mandatory

 High rate of lymph node metastasis  in the high risk group

Mariani et al., Gyn Oncol, 2008



LND vs. No LND - RCTs

Panici et al., JNCI, 2008



LND vs. No LND - RCTs

537 stage I pts
 67 recurrence

 53 deaths

Median f/u : 49 mon 

PALND: performed in 
26% in the LND arm

*LND improved 
surgical staging but 
did not improve 
survival. 

Panici et al., JNCI, 2008

No difference!



*Largest RCT that has ever 

been done in early EMca!

• 4 countries 

• UK

• South Africa

• Poland

• New Zealand.



ASTEC Schematic

Endometrial cancer, thought pre-operatively to be 

confined to the corpus

RANDOMISE

TAH/BSO TAH/BSO + LND

High risk pathology and no macroscopic disease

No external 

beam RT

External beam 

RT

RANDOMISE

Independent of 

lymph node status

ASTEC writing group Lancet, 2009



ASTEC - Design

1998-2005, 85 centers

1,408 pts

Preoperatively conifined to 

corpus : Low ~ High risk

Standard surgery (TAH,BSO) 

group

 LN palpation and sampling was 

allowed if enlarged 

PALND

 Surgeon’s discretion

ASTEC writing group Lancet, 2009



ASTEC - Results

OS DSS

No difference!

ASTEC writing group Lancet, 2009



Cochrane systematic reviews

 CENTRAL, EMBASE, 

MEDLINE . 1966~2009

 Inclusion: 

 Two RCTs:

 ASTEC, Panici’s

 Non-RCT : excluded

 Meta-analysis

 Total of 1841 patients

 HR for OS, PFS

 RR for adverse events

May K, et al. The cochrane library 2010, issue 1



Cochrane reviews – Survival

OS

DFS



Cochrane reviews -Morbidity in LND

Postoperative systemic morbidity

Lymphedema, Lymphocele

May K, et al. The cochrane library 2010, issue 1



After ASTEC… - critiques

Lancet

K. Podratz

I. Vergote
Panici PB

H. Kitchener



Major Critiques for ASTEC...

PALND: not included
 cf> 2/3 of LN mets  PALN (+) 

# of resected LNs - Insufficient
 Median #: 12 

 35% of pts; <9  Not systematic

Many Patients with Low risk 
 44% stage Ia-Ib,Gr1-2.

 Surgical overtreatment

 Subgroup analysis with high risk group?

Too small No. to detect OS difference

Short f/u period (less than 3yr)

 Suspicious nodes could be sampled in no LND group

Low rate (9%) of LN mets

Karl Podratz , Ignace Vergote, Aoun Hakmi et al., 2009, Lancet



PLND vs. PLND +PALND : SEPAL

Todo et al., Lancet. 2010



PLND vs. PLND +PALND – SEPAL study

407 patients enrolled

LN (+) : 16% of entire cohort

Survival

 Low risk  - Not different

 Int~high risk

 HR: 0.44 in PALND group

 27% of LN (+)  benefit from PALND

Todo et al., Lancet. 2010

OS

DFS

Low risk

Intermediate~High

Intermediate~High

Low risk



Korean multi-center study

758 ealry stage EM ca from 8 institutes.

 547(72.2%)- systematic LND vs. 211(27.8%)- no LND

 Median f/u 35month

 Adjuvant RT; 207 (27.3%)

Overall survival

 No difference in all patients (p=0.448)

 Better in high risk group (p=0.001)

No MMI with Gr 1or 2 – minimal risk for LNM.

Lee JM et al., 2010,  J Gynecol Oncol, in press



How exactly can we predict low risk 
disease?

 MRI for Myometrial invasion

N Sensitivity 

(%)

Specificity 

(%)

Nakao (2006) 116 81 85

Sanjuan (2006) 180 79 82

Chung (2006) 120 50.6 89.2

 Current sensitivity is insuffcient to abandon lymphadenectomy!



Predition of Low risk group –
Histologic Grade

 EM biopsy vs. hysterectomy specimen

Pipelle D&C

Discrepant (%) Upgrade (%) Discrepant (%) Upgrade (%)

Daniel (1988) 29 11 31 11

Zorlu 

(1994)

13 4 7 4

Larson 

(1995)

46 31 24 14

Frumovitz 

(2004)

38 26 27 23

Frumovitz et al., 2004, Gynecol Oncol

 Approximately 25% showed discrepancy or upgraded!

 Not sufficient to exclude candidates for LND



Risk of PALNM in presumed Grade 1 

(Preoperative G1, endometrioid type, confined to the 
corpus)

Yoon JH et al., 2010 Ann Surg Oncol



PALND in Grade 1 patients?

Results 

 130 patients presumed to have low risk disease

 PALN metastasis: 4.6%

 high-risk non-endometrioid histology: 5.4%

 upgraded disease on final pathology: 6.8%

 advanced stage (stage II, III, IV): 13.0%

 Deep MMI, increased CA-125 (>31U/ml)

 Independent risk factor for LNM

 PALND should be considered in preoperative Gr 1 

patients if increased CA-125, deep MMI is suspected.

Yoon JH et al., 2010 Ann Surg Oncol



Chemo > RT in advanced EMca

GOG122

Randall et al., J Clin Oncol 2006;24:36-44

 LND- guide to tailoring  optimal adjuvant treatment



Elements for future RCT

First, focus on patients at high risk group. 

Second, the status of lymph nodes should be 
used to direct postoperative treatment. 

- If not, morbidity  , without improvements of 

outcome

Third, patients assigned to lymphadenectomy 
should receive a systematic PLND and PALND.



Future trials - GOG

UC0904: A prospective randomized trial of hysterectomy 

BSO with and without aortic and pelvic lymphadenectomy 

in patients with stage IA (Grade 1,2,3) and 1B (Grade 1,2)

endometrial cancer  (PI: Spirtos)

UC1015: Randomized phase III trial of lymphadenectomy 

in high risk patients with endometrial cancer (LYTEC) 

(PI: Sean C Dowdy)

 These will answer the question on who will ultimately benefit 

from lymphadenectomy!



Summary (1)

Therapeutic significance of combined pelvic and 

para-aortic LND is a matter of great debate.

Recent two RCTs showed no benefit of LND in 

survival, however, we cannot say that these two trials 

solved the debate because of several serious 

deficiencies in study design.

Recent well designed non-randomized trials support 

the necessity of adding PALND to the high risk 

group in the surgical staging procedure.



Summary (2)

Current data consistently support that the low risk 

group does not benefit from LND. However, 

preoperative prediction rate is still not enough to 

abandon  LND.

Future trials should be focused on high risk group

and include systematic pelvic and paraaortic LND. 



Thank you for attention!.


