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Background




* What Is the prognostic meaning
of local recurrence

* What Is the prognostic meaning
of positive surgical margins




* What Is the prognostic meaning
of local recurrence
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L.ocal Recurrence in Soft Tissue Sarcoma: More About the
Tumor, Less About the Surgeon

Murray F. Brennan, MD
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Long-Term Results of a Prospective Randomized Trial
of Adjuvant Brachytherapy in Soft Tissue Sarcoma

By Peter W.T. Pisters, Louis B. Horrison, Denis H.Y. Leung, James M. Woodruff, Ephraim 5. Casper,
and Murray F. Brennan

Journal of Clinical Gncs.llﬂgy, Vol 14, No 3 [March), 1994; pp B59-8648
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Randomized Prospective Study of the Benefit of Adjuvant
Radiation Therapy in the Treatment of Soft Tissue
Sarcomas of the Extremity

By Jame: L. Yang, Alfred E. l:.'h:;mgI Alan B, Boker, William F Sindelor, Dovid M. Danforth, Suzonne L. lopalian,
Thomas Delaney, Eli Glatstein, Set M. Sweinberg, Marin J. Merino, and Steven 4. Rosenberg

Journal of Clinical Oncology, Vol 16, No 1 (January), 1998: pp 197-203
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LR seems
not to be able to kill the patient




LR is a marker of tumor
aggressiveness




Is there any difference whether it
follows adequate or inadequate

surgery ?
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Extremity Solt Tissue Sarcoma: Adding to the Prognostic
Meaning ol Local Failure

Alessandro Gronchi. MD.' Rosalba Miceli. PhD.” Marco Fiore. MD.! Paola Collini. MD.?

Risk of death
3.7 for LR after optimal surgery

1.8 for LR after suboptimal surgery
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What is the prognostic meaning of
inadequate surgery (+ margins)

» Does inadequate surgery kills any
patients ?

* |If so, how does it happen ?
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Surgical margins, local recurrence and metastasis in soft tissue
sarcomas: 559 surgically-treated patients [rom the Scandinavian
Sarcoma Group Register

C.S. Trovik®*, HLC.F. Bauver". T.A. Alvegard . H. Anderson®, C. Blomgvist®©,
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Analysis of the Prognostic Significance of
Microscopic Margins in 2,084 Localized Primary
Adult Soft Tissue Sarcomas

Alaxander Stogjadinovic, MO Demis H. Y. Leung, PAD.T Axel Hoos, MD, PhC," Cavid P. Jagques, MD,
Jonathar J, Lewes, MU PRD. and © Muray F, Brenran, KD®
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Status of Surgical Margins and Prognosis in Adult Soft
Tissue Sarcomas of the Extremities: A Series of Patients
Treated at a Single Institution
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Prognostic Factors for Patients with Localized Soft-
Tissue Sarcoma Treated with Conservation Surgery
and Radiation Therapy
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Inadequate surgery may be
associated to a poorer prognosis

« How could it happen... ?




Extremity Soft Tissue Sarcoma in a Series of Patients Treated at a
Single Institution

The Local Control Directly Impacts Survival
Alessanadro Gronehi, MDD * Salvatore Lo Vullo, BSc, ¥ Chiara Colombo, MD,* Paala Collimi, MD. T
Nilvia Stacchiaiti, MG Langt Mariani, A 1)+ Marco Fiore, MD. ¥ and Paolo Giovanni Casali, Mg

(Ann Surg 2010:251: 512-517)
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FIGURE 1. Disease specific mortality {panel A), crude cumulative incidence of local recurrence (panel B), crude cumulative in
cidence of distant metastases (panel C) according to margin status (R0, BT neqgative, R1 positive).




Why a better surgery (negative
microscopic margins) translated into a
survival benefit ?

« 20% of the R1 patients who died of disease, did so for
loco-regional recurrence without any distant disease.




+ margins ===p | R =mmp Death

Indeed it fortunately
happens not so often in
ESTS




Why a better surgery (negative
microscopic margins) translated into
a survival benefit ?

* was inadequate surgery able to give

rise to local recurrence that eventually
gave rise to distant metastases and
killed the patient ?




Distant metastases, by Margine (RO / R1- /R1+)

C

>
=
)

©
2
o
S
o




+ marginS mmmp LR =mmp DN =mmdp Death

Positive margins have a higher risk
of death also through the distant
spread occurred after an otherwise
avoidable LR




We further explored this finding even in another
very recent retrospective analysis carried out at
our institution on...




1987 - 2007

1094 pts

1987-1991
1992-1997
1998-2002
2003-2007




excluding...
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Localized Extremity Soft Tissue Sarcoma: Improved Knowledge
With Unchanged Survival Over Time

By Jirgen Weitz, Christira B. Anfonescu, and Murmray F. Brennan

Table 8. Summary of Multivariate Analysis of Prognostic Factors

Di stant Local Relapsa- Disease-

RE‘CUFTE‘”L‘E' EE".-.UTTEFI':E' Frﬁ' SFIF_.I'_lﬁl:

Factor Free Survival Free Survival Survival Survival
Age > 50 years - - — —
Recurrent sarcoma - - - -
Size > 5om = = = =
Deep location - -
High grade - - -

Proximal positien -
Histology

Fibrosarcoma -

Leiomyosarcoma
Positive microscopic margin - = = =
Time period of treatment

MNOTE. Minus s.;.rmb-:-ls. indicate an int:lEpEndEnr adverse prognostic factor, and
blank fields indicate a mnindependen# prognostic factor.

J Clin Oncol 21:2719-2725. © 2003



Similarities of prognostic factors in the
4 time periods

* Age and gender distribution

* Median size

* Site of origin

* Histological subtype




Differences of prognostic factors in the
4 time periods

Depth (higher rate of deep tumors in the first 2 periods)
Grade (higher rate of grade lll tumors in the 1° period)
N° of amputation (decreased from the 1° to 4° period)

+ margins (decreased from 1° to 4° period)

Administration of CT-RT (both as independent procedure but
mostly as combined preop treatment, never given before the 4°
period)




1094 Primary ESTS
Sarcoma specific mortality

Gray test p=0.0012
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Sarcoma specific mortality — only Gl

_ Gray test p=0.09
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1094 Primary STS
CCIl for Local Recurrence

Gray test p<0.0001
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1094 Primary STS
CCI for Distant Metastasis

Gray test p=0.4991
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Metastases free survival
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An improvement in local control —
whatever has made it — was
associated to an improvement in

distant recurrence (7%) and
survival







Local recurrence is bad.

If it occurs after adequate surgery, it reflects tumor biology.
It is associated to a high risk of death (at least 3 times the
original one), but a causative effect on metastatic spread is
very unlikely to be in place.

If it occurs after inadequate surgery, it may both be caused
by it or reflect tumor biology. It is associated to a less high
risk of death (not more than 1.5-2 times the original one),

but the effect on survival could be in place also through the
occurrence of

— inoperable locoregional recurrence in critical sites

— distant spread after local recurrence, that could have
been avoided if local recurrence had not occurred

Every effort should be made to keep the local control in the
90% range, mantaining a very low amputation rate,
through multidisciplinary approaches...
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