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Definition

* Adjuvant treatment Is defined as the treatment
Imparted after the main treatment

* Adjuvant Treatment: A compulsion
* Avold If possible

* But do not hesitate, If there IS a need



Why Adjuvant Treatment ?

Despite curative resection, some pts actually have remaining

viable tumor cells

These cells, if not treated, will grow & lead to clinical

recurrence later
Rx of clinical recurrence is mostly difficult

Effectiveness of adjuvant Rx like RT is inversely related to

tumor burden (more effective when tumor IS microscopic)



Aim of adjuvant treatment

* Reduction in the recurrence rate
* Improvement in survival
* Improved quality of life



General principles of Adjuvant Rx

* Significant risk of recurrence (>10-15%)

* Salvage probability

* Rx should be effective

* Toxicity should be within acceptable limits
* Team approach



Adjuvant RT in Endometrial cancer

e Stage | : Role of adjuvant RT Is debatable

* Stage Il onwards : Not controversial

* Why debatable in Stage | ?

* Overtreatment (toxicity) vs under-treatment (Rec)

* Therefore adjuvant therapy should have balance
between local control and associated toxicity




Adjuvant RT in Stage | : Surgeon’s Perspective

* Additional treatment will lead to higher toxicity
* Literature does not show survival gain
* Local recurrences are salvageable

* Confidence



Adjuvant RT in Stage | :

Radiation Oncologist’s Perspective

* Consistent reduction in local recurrence: robust
literature

* Toxicity within acceptable limits
* Local recurrences are hardly salvageable

* Comfort



Adjuvant RT Endometrial Carcinoma :
other Issues

* Nature & extent of surgery

* Lymph node Sampling/dissection
* Adequacy of lymph node removal
* Appropriate no. of L nodes

* Emerging role of chemotherapy



Current Protocol

Gl Gl G I
|JA | Observation | Observation |Observation or IVBT*
IB |IVBT EBRT+ IVBT |EBRT+ IVBT
1 EBRT + IVBT

EBRT + IVBT + Chemotherapy

*Adverse risk Factors [Myoinvasion, Age >60 years, LVSI]
** Stage 1V: Palliative RT/ Chemotherapy
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STUDY DESIGN

Multicenter RCT involvingl9 institutions of Netherlands
715 patients of FIGO stage | EC recruited from 1990 to 1997
354 patients were randomly assigned to EBRT & 361 to NAT

5 yr and 10 yr results published in 2000(Lancet) and
2005(1JROBP)

Median FU= 13.3 years

EBRT-46Gy/23#/4.5 weeks delivered by AP-PA parallel
opposed fields (30%), 3-field (18%) or 4-field techniques
(52%)
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LOCOREGIONAL RELAPSE

Locoregional relapse - all Locoregional relapse - HIR

Treatment arm Treatment arm
N F
RT 354 15 RT
no RT 360 50 no RT
Logrank P <001 Logrank
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Fig. 1. Probability of locoregional (vaginal and/or pelvic) relapse for patients assigned to postoperative radiotherapy (RT)
or no additional treatment (NAT) for the total group (left) and for patients with high-intermediate-risk (HIR) features
(right).
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FAILURE FREE SURVIVAL

Failure free survival - all
Treatment arm
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Fig. 2. Probability of failure-free survival for patients assigned to postoperative radiotherapy (RT) or no additional treat-
ment (NAT) for the total group (left) and for patients with high-intermediate-risk (HIR) features (right).




STUDY FINDINGS

No difference in overall survival with EBRT

Reduction in locoregional recurrence in HIR group receiving
EBRT

No significant difference in LRR in LIR group receiving
adjuvant radiation
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* 392 patients with stage IB, IC, or lIA, all grades (surgical LN-
)

* TAH+BSO and selective lymph node dissection
* Adjuvant EBRT vs observation
e 2yr recurrence =2 3% vs 12% in favour of EBRT (p< 0.01)

Vag recurrence 1
Distant failure 5.3
4yr OS 92

2yr recurrence (HIR) 6

Key et al. Gynecol Oncol 2004; 92: 744-751
17



THE LANCET

PORTEC-II TRIAL

* 427 patients of EC (age>60yrs, IBG3/ IC G1-2)
* After TAH+BSO pts randomized to VBT vs. pelvic EBRT
* Median FU-> 3.75 years

5yr vaginal recurrence
oyr LRR

Isolated pelvic recurrence

Distant metastasis

5yr overall survival
Nout RA et al. Lancet 2010 ;375:816-23.
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Table 1. Summary of classic landmark trals on c::|'rumn’r treatment of shoge | and |l endometna cancer

Histalogy Lymph nede Lot oreglonal recurrandcs  Survival
Risk groups i ss.ec l on Study arms
PORTEC 1 End corenricyid Inderrend iobe risk: hat requind EBRT ws. EBRT improved owr EBFT & qurvalent io
Cmar ool Grade 1, =50% myomatrial CaDSanre Fhe onseranfion at 5 pears ODSEreation of
P oy semus i I froormediate risk - 4 5 years for overal
Grade 2, amy sryomatnia we, Va3, Foo QUDOT] surwirenl [B1 ws.
17CHS W HIE = 5wz 18%, B5%, F=0.31]
Grode 3, <50% sryomatrial P O.00T)
Sy

Hig h-inserme dbate misk:
Age =480 yaars, gmde 1 ar Z,
5% mvpoeaisal ivnasi on
Age =80 pears, gmda 3,
o= 50 mvpomran al el on

pela ety Endomefricid  Indermedicte risk: any grode, sogs  Comprehensiva EBRT ws. EBET improved owr EBET aquivalant io
I8, I=, or ooult Ik or BE° G R dbseraafion at 2 years obsereation of
Hig v irermn i te risk: fal = 3w 12%, F 4 yoors for overdl
Age <50 paars with feae msk 0UDDF) HIE = & ws. surwiranl |92 ws.
fodoms 28%, F«< 0U001) B&%, F=0.55]
Age 50-49 paars with fwo risk
focom

Age >7 0 with ona risk focior

Risk foctom: grade 2 or 3,
+lVH, owter 1/3 svyomaisal
irrosiion [sioge )

ASTEC/EM.5 Endomesricid Inder e i ik : Hai requind EBRT ws. EBET improved owar EHNT aquivalant io
Cwar ool Endomainoid, soge LA or 1B, T e T abserafion at 5 pears I BT T O
Papd oy semus grada 3 VBT allowad for izolated wagina 5 years for overal
Erdomatioid, stoge IC or IAZ, for both arms mcwrenca |3.2 vs. sorviea| |B4 ws.
grode 1 or 2 5.1%, P=0.02) B4, F =N
High ris:
Endomatnoid, siage IC and IAS,
grade 3

Endomainoid, sioge NE®

Caar ool oF popary-senos

nista bagy

PORTEC2 Endometrioid  Intermedicie risk: Mot requied EBRT ws. VBT EBRT equivalent io VBT ai  EBET equivalend fo VBT
Endomammioid, sage A or 1§, 5 yoars for isclased at 5 years for
grada 3 waginal recurenas | 1.4 oweral sl
Endomatioid, soge I or LAY, w. 1.8%, P=0.74) and 9.6 ws. B4 BN,
grode 1 or 2 ol beoregiond P—0.57]

meouancs |21 ws.

5.1%, F=0.17)




Current Protocol

Observation or IVBT*

EBRT+ VBT =134 8011




Radiotherapy options

Intra-vaginal Brachytherapy : IVBT alone
Pelvic EBRT +/- IVBT

Extended field RT : Pelvis + PA nodes
Whole abdominal RT : WART

Interstitial Brachytherapy

IMRT, IGRT



Dose Practices

Brachytherapy alone
**HDR
7 Gy (at 0.5 cm from surface of applicator ) X 3 sessions, each
1 week apart.

Brachytherapy in Combination with EBRT
**HDR
6 Gy (at 0.5 cm from surface of applicator ) X 2 sessions 1
week apart

EBRT doses
** 45 Gray in 25# over 5 weeks (stage I)
**50.4 Gray in 28# over 5.5 weeks (stage 11-111)

Chemotherapy (Stage 111)

*** Sandwich/Sequential 6 cycles of chemotherapy
(Paclitaxel/Carboplatin)




IVBT alone

Vagina Is a potential site of recurrence
Pelvic node rec. is negligible

About 10-15% risk (Intermediate risk group)
Common site of recurrence in both trials
Pelvic RT may be effective but sign. toxicity

Vaginal RT alone may be of same efficacy, more
convenient, less toxic

Various trials have shown the risk reduction from 12-15%
to <6%
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