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Kanser Yayilim Teorileri

Ortodoks Yaklasim: Sirali hastalik yayilimi (Halstead WS; 1907)
— Lokal

— Rejyonel TEZ

— Sistemik

Non-ortodoks Yaklasim: Baslangictan itibaren sistemik hastalik (Hellman S;

1994) .
— Metastaz baslangi¢ta da vardi ANTITEZ

Dialektik Yaklasim: Degisken hastalik suireci (Hellman-Weichselbaum-2005)

— Lokal hastalik

— Rejyonel yayilim
— Sistemik Yayilim SENTEZ
— Lokorejyonel hastalik

— Sistemik baslangig
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EDITORIAL

OligomEtaStases Samuel Hellman

Both the contiguous and systemic theories of cancer
pathogenesis are too restricting and do not consider what
is now known about tumor progression during clinical
evolution. A third paradigm, one that synthesizes the con-
tiguous-systemic dialectic, has been suggested by one of
us® to explain the natural history of breast cancer. This
thesis argues that cancer comprises a biologic spectrum
extending from a disease that remains localized to one
that is systemic when first detectable but with many inter-
mediate states, Metastases are a function of both tumor
size and tumor progression.

Ralph R. Weichselbaum
The University of Chicago
Chicago, IL

From considerations of these theories of cancer dissem-
ination, in the light of the emerging information on the
multistep nature of cancer progression, we propose the
existence of a clinical significant state 1:1
For certain tumors, the anatomy and physiology may [imait
or concentrate these metastases to a single or a limited
number of organs. The likelihood of the oligometastatic
state should correlate with the biology of tumor progres-
sion, rough clinical surrogates of which, for many tumors,
might be primary tumor size and grade. Metastasizing
cells may seed specific organs as a function of the seeding

tumor cell number and characteristics as well as the recep-
thlI}‘ of the host organ The 1mportance of “seed and

discussed further. Tumors early in the chain of progres-
sion may have metastases limited in number and location
because the facility for metastatic growth has not been

fully developed and the site for such growth is restricted
(this is in contrast to micrometastases, which, although
smail in size, are extensive in number). With further pro-




Oligometastaz

* Tm yaygin met hale gelmeden
once sinirli met olabilir (1-5)

v

FOOT-AND-MOUTH DISEASE. | SAD

* Oligometastaz lokalize hastalikla |

sinirli met hastalik arasinda bir e
. ‘
durumu temsil eder ‘@
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* Oligometastaz turleri
— Baslangicta oligometastatik
— induklenmis oligometastatik

— Relaps oligometastatik
(Oligorekirrens)

Oligomet ablate olursa potansiyel kiir mimkun olabilir




Oligometastaz insidansi Nedir ?

Net insidans ? Goruntulemedeki iyilesmeyle paralel artis +
MSKCC datasi: Sarkomlarda ilk niks yeri %19 izole AC

Gadd MA, Casper ES, Woodruff JM, et al: Development and treatment of pulmonary
metastases in adult patients with extremity soft tissue sarcoma. Ann Surg 218:705-712, 1993

Metastatik kolorektal ca: %46 izole KC, %38 1-3 met

Ksienski D, Woods R, Speers C, et al: Patterns of referral and resection among patients with liver-only
metastatic colorectal cancer (MCRC). Ann Surg Oncol 17:3085-3093, 2010

Evre I-1ll meme ca= %16 oligomet, ortalama 1.7 lezyon/hasta.
Ayrintili gérintulemede oran daha yuksek

Dorn P, Meriwether A, LeMieux M, et al: Patterns of distant failure and progression in breast cancer:
Implications for the treatment of oligometastatic disease. Int J Radiat Oncol 81:5643, 2011

PET/CT ile evre I-lll AC ca= %19 occult met +

MacManus MP, Hicks RJ, Matthews JP, et al: High rate of detection of unsuspected distant metastases
by PET in apparent stage lll non-small-cell lung cancer: Implications for radical radiation therapy. Int J
Radiat Oncol Biol Phys 50:287-293, 2001

Cogu hastada adrenal met +

Tanvetyanon T, Robinson LA, Schell MJ, et al: Outcomes of adrenalectomy for isolated synchronous
versus metachronous adrenal metastases in non—small-cell lung cancer: A systematic review and
pooled analysis. J Clin Oncol 26:1142-1147, 2008
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Barney JD, Churchill EJ

Adenocarcinoma of the kidney with metastasis

to the lung cured by nephrectomy and lobectomy
J Urol 42:269-276, 1939

[n 1939, Barney et al reported a case of renal adenocarcinoma met-

astatic to the lung, treated with pulmonary metastasectomy and ne-
phrectomy. The patient died 23 years later and demonstrated no

evidence of tumor recurrence.




GIRILMEZ!
Metastatik Kanserler




Rektum Kanseri Kanitlari

Rees M, Tekkis PP, Welsh FK, et al: Evaluation of long-term survival after

hepatic resection for metastatic colorectal cancer: A multifactorial model of 929
patients. Ann Surg 247:125-135, 2008
KC rezeksiyonu

Nordlinger B, Guiguet M, Vailant JC, et al: Surgical resection of colorectal
carcnoma metastases to the liver: A prognostic scaring system to Improve case »
selection, hased on 1568 patients—Association Francaise de Chirurgle. Cancer

17:1254-1262, 1936
| - - 5 yilhik OS %25-50
Pawlik TM, Scogains CR, Zorzi D, et al: Effect of surgical margin status on

survival and site of recurrence after hepatlc resection for colorectal metastases.

Ann Surg 241:715-722, 2005; discussion 722-124

Fong Y, Fortner J, Sun AL, et al: Clinical score for predicting recurrence
after hepatlc resection for metastatic colorectal cancer: Analysis of 1001 consec-

utive cases. Ann Surg 230:309-318, 1999; discussion 318-321

»

10-yil OS: %22
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Actual 10-Year Survival After Resection of Colorectal Liver
Metastases Defines Cure

James S. Tomlinson, William R. Jarnagin, Ronald P. DeMatteo, Yuman Fong, Peter Kornprat, Mithat Gonen,
Nancy Kemeny, Murray F. Brennan, Leslie H. Blumgart, and Michael D’Angelica
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Results
There were 612 consecutive patients identified with 10-year follow-up. Median DSS was 44

months. There were 102 actual 10-year survivors. Ninety-nine (37%) of the 102 were disease free
at last Tollow-up. Dnly one patent experienced a disease-speciiic death atter 10 years of survival.
In contrast, 34 % of the b-year survivors sutiered a cancer—related death. Previously identiiied poor
prognostic 1actors tound among the 102 actual 10-year survivors included /7% synchronous
disease, 36% disease-free interval less than 12 months, 25% bilobar metastases, 50% node-
positive primary, 39% more than one metastasis, and 35% tumor size more than 5 cm.




AC Metastazlari

THE ANNALS OF

THORACIC SURGERY

Cumuletive Proportion Surviving

Surgery for Pulmonary
Metastasis: A 20-Year Experience

mﬂvsma .;':3:31 \\\\\\ {N—E0)
Clifton F. Mountain, M.D., Marion J. McMurtrey, M.D., = T

and Kay E. Hermes, B.S. 0 35

24 36 48 60

Months Following First Pulmonary Resection
Fig 1. Cumulative proportion of patients surviving 5 years according

Ann Thorac Surg 1984;38:323-33( e

Site

Cumulative Percent Surviving 5 Years

ABSTRACT During a recent 20-year period, 556 patients
underwent operation for pulmonary metastasis at the Uni-

=0y T

versity of Texas M. D. Anderson Hospital and Tumor In- Colon-Rectum (N=51) i

stitute at Houston. The surgical mortality was 1.5% for 772
resections. A selection of 443 patients was made to evaluate
the contribution of operative intervention as a primary  Corpus of Uterus  (N=9)

Head & Neck (N=48)

O On OO SRR,
n e e e e e
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treatment, with selective adjunctive therapy when applica- Male Genital  (v=20) F

ble. The success of a surgical approach is dependent




THORACIC AND

The Journal ot

CARDIOVASCULAR SURGERY

LONG-TERM RESULTS OF LUNG METASTASECTOMY:
PROGNOSTIC ANALYSES BASED ON 5206 CASES

l The International Reoistrv of Lunc Metas.t:sestl MWritina Cnmmil‘l:ee:ill_]go Pastorino, MD, Marc Buyse, ScD,
Godehard Friedel, MDD, Robert J. Ginsberg, MDD, Philippe Girard, MDD, Peter Goldstraw, MD,
Michael Johnston, MDD, Patricia McCormack, MD, Harveyv Pass, MD, Joe B. Putnam, Jr., MD

Patients' features

Complete Incomplete Total
Type
Epithelial 1984 276 2260
Sarcoma 1917 256 2173
Germ cell 318 45 363
Melanoma 282 46 328
Other 70 11 81
Free interval
0 469 87 356
1-11 mo 915 132 1047
12-35 mo 1662 195 1857
36+ mo 1416 204 1620

SN pabents  deaths

complete 4512 0
incomplete 64 447

logrank chi2 = 245, (1)

== %22
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COMMENTS AND CONTROVERSIES

JOURNAL OF CLINICAL ONCOLOGY

Extracranial Oligometastases: A Subset of Metastases
Curable With Stereotactic Radiotherapy

Kimberly S. Corbin, Samuel Hellman, and Ralph R. Weichselbaum, University of Chicago Medical Center, Chicago, IL

Tabla 1. Summary of Surgical Metastasectory and SBRT for Metastasis Therapy to Multipla Sitas

surgical Series Year Mo, of Patients B-Year Survival (%) 10-Year Survival (%) Sita

Reoes et al {colorectal cancer) 2008 929 2" 23 Liver
Fong et al [colorectal cancer) 18049 1,001 a7 22 Liver
Pawlik et al (colorectal cancer) 2005 hh7 BB Mo 10wear follow-up Livar
Carpizo et al icolorectal cancar) 2009 1,369 Mo 10-year follow-up

Livar onky 1,242 49 Liver

Limited EHD 127 26 Liver and EHD®
[& Haas et al (colorectal cancer] 2008 Liver

RO resection 234 61 43

R1 resaction 202 LTy a7
Elias et al (colorectal cancer] 1958 269 247 Mo 10-year follow-up Liver
Elias et al imoncolorectal onlyl 1958 147 36 Mo 10-year follow-up Liver
Scheels et 2l (colorectal cancear) 1995 380 303 236 Liver
de Jong et al (colorectal cancer) 2009 1,669 473 Mo 10wear follow-up Livar
Pastorino et al (many primary tumors)© 1847 4 572 36 26 Lung
Choong et al (soft tissue sarcomal 1995 274 40 Mo 10-year follow-up Lung
Casiraghi et al {many primary tumors)® 201 575 46 Mo 10-year follow-up Lung
Pfannschmidt et al {renal cell carcinoma) 2002 191 286 Mo 10-year follow-up Lung
Pfannschmidt et al {colorectal cancer) 2003 167 324 10-year follow-up Lung
Kanemitsu et al (colorectal cancer) 2002 N3 383 Mo 10-year follow-up Lung
Patersen ot al Imelanomal 2007 Mo 10-year follow-up Lung

Complete resection 249 |

Incomplata rasaction &9 12
Saito ot al (colorectal cancer) 2002 165 306 372 Lung
Kim et al {multiple primary tumors)® 1808 37 24 Mo 10-year follow-up Adrenal
Porte et al (NSCLC) 2001 43 11° Mo 10-year follow-up Adrenal
Mercier et al (NSCLC) 2005 23 23 Mo 10-year follow-up Adrenal
Burt et al (NSCLC) 1852 185 12 r Brain
Bonnette ot al (NSCLC) 2001 103 11 Mo 10-year follow-up Brain
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JOURNAL OF CLINICAL ONCOLOGY COMMENTS AND CONTROVERSIES

Extracranial Oligometastases: A Subset of Metastases
Curable With Stereotactic Radiotherapy

Kimbetly S. Corhin. Samuel Hellman_ and Raloh R. Weichselbaum. Unmversity of Chhcano Madical Canter. Chicaoo. IL

MNo.

Radiztion Series Year Patiants Lesions Local Control {%) Survival (%) Sita
Elomgren et al 1985 31 47 BOD Mot reported Liver, lung, and retroparitonaumm
Wulf et al 2004 41 51 20 238 Lumg
Hoyer et al {colorectal cancer) 2008 64 141 Bee 389 13" Lung, liver, and adremal
Heof et al 2007 &1 Ea g2 478 Lung
Rusthoven et al 2008 47 B2 azs 20= Livar
Rusthoven et al 2008 28 62 oge 288 Lumg
Kang et al [colorectal cancer) 2010 59 78 66 44! Multiple
Okunieff et al 20086 49 125 ga' 25! Lung
Katz et al 2007 174 LT 24lm Liver
Les ot al 20039 70 143 ™ a7 Liver
Milano et al 2011 121 Multiple®

Braast cancer 29 gre 748 47°

All others B2 65" 398 97
Salama et al 201 61 111 GG T84 BE.78 Multiple
Bae et al colorectal cancer) 2012 41 &0 84" 57" B4, agn Lumg, liver, and lymph node
Morihisa et al 2008 34 aps B4.38 Lumg

* 5-y |lokal kontrol %63-96 (%80)

e 5-y OS (30-94)




YAYGIN EVRE KUCUK HUCRELI
AKCIGER KANSERINDE (KHAK) KURATIF
RADYOTERAPI

e PCI
* TRT
* Met. RT



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Prophylactic Cranial Irradiation
in Extensive Small-Cell Lung Cancer

Ben Slotman, M.D., Ph.D., Corinne Faivre-Finn, M.D., Ph.D., Gijs Kramer, M.D.*
Elaine Rankin, M.D., Michael Snee, D.M., Matthew Hatton, FR.CR,
Pieter Postmus, M.D., Ph.D., Laurence Collette, Ph.D., Elena Musat, M.D.,
and Suresh Senan, Ph.D., F.R.C.R,, for the EORTC Radiation Oncology Group
and Lung Cancer Groupt

ABSTRACT

BACECROUND
We conducted a randomized wrial of prophy!actic cranial irradiacion in patients with
extensive small-cell lung cancer who had had a response w0 chemotherapy.

METHODS

Parients between the ages of 18 and 75 years with extensive small-ce!l lung cancer
were randomly assigned o undergo prophy!acdc cranial irradiacion (irradiacion group)
or receive no furcher therapy (conerol group). The primary end poine was che tme
o symptomatic brain metaseases. Computed tomography or magnetic resonance imag-
ing of the brain was performed when any predefined key sympeom suggestive of brain
MEetastases wWas present

RESULTS

The two groups (each with 143 patiencs) were well ba'anced regarding basel ine char-
aceeristics. Patients in the irradiadon group had a lower risk of sympromatic brain
metaseases (hazard racio, 0.27; 95% confidence ineerval [CI], 0.16 to 0.44; P<0001), The
cumulative risk of brain metastases within 1 year was 14.6% in the irradiation
group (95% CI, £.3 w 20.9) and 40.4% in the conero! group (95% CIL 321 o 48.6).
Irradiarion was associated with an increase in median disease-free survival from 12.0
weeks to 14.7 weeks and in median overall survival from 5.4 monchs to 6.7 months
after randomization. The l-vear survival rate was 27.1% (95% CI, 19.4 to 35.5) in the
irradiation group and 13.3% (95% CI, £.1 w0 19.9) in the concrol group. [rradiation
hiad side effects but did not have a clinically significant effect on global health seats.

CONCLUSIONS

Prophylactic cranial irradiation reduces the incidence of symptomatic brain me-
tastases and prolongs disease-free and overall survival. [ClinicalTria!s.gov number,
HCTOM016211.)

Table 1. Characteristics of the Patients.*

Prophylactic Cranial
Irradiation

Variable (N=143)
Median age — yr (range) 62 (37-75)
Median time after diagnosis — mo 42
Sex— no. (%)

Male 97 (67.8)

Female 46 (32.2)
WHO performance score — no. (%)

0 52 (36.4)

1 80 (55.9)

2 11(7.7)
Persistent disease — no. (%)

Primary 108 (75.5)

Distant 99 (69.2)

Control
(N=143)

63 (39-75)
42

82 (57.3)
61 (42.7)

52 (36.4)
76 (53.1)
15 (10.5)

110 (76.9)
104 (72.7)

* There were no significant differences between patients in the irradiation group

and those in the control group in any category.

| Higher scores on the World Health Organization (WHO) scale indicate poorer

performance status.
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Mo. at Risk
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Figure 1. Cumulative Incidence of Symptomatic Brain Metastases.

The difference in the cumulative incidence of brain metastases between the
irradiation group and the control group was significant (P=0.001, by Gray's
method).

Diseasefree Survival (%)

Irradiation
T — 1
18 21 24
Mo. at Risk
Control 143 62 20 8 1 1 o o
Irradiation 143 79 30 13 [ 3 3 2

Figure 2. Disease-free Survival.

Patients in the irradiation group had a longer median period of disease-free
survival (14.7 weeks) than did those in the control group (12.0 weeks)
(P=0.02 by log-rank test; hazard ratie, 0.76; 95% Cl, 0.59 to 0.96).

E3

=

=

2

=

i

E
Mo. at Risk
Control 143 115 58 36 15 3 z 1
Irradiation 143 119 &7 44 26 17 11 6

Figure 3. Owerall Survival.

Patients in the irradiation group had a longer median overall survival (6.7
months) than did those in the control group (5.4 months) (P=0.003; haz-
ard ratio, 0.68; 95% CI, 0.52 to 0.88).

* PCl ile mikrometastaz
tedavisi mimkun

« RT ile metastaz gelisimi
engellenebilir
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Thirty years of prophylactic cranial irradiation
in patients with small cell lung cancer:
a meta-analysis of randomized clinical trials*®

Gustavo Arruda Viani, Andre Campiolo Boin, Veridiana Yuri lkeda,
Bruno Silveira Vianna, Rondinelli Salvador Silva, Fernando Santanella

J Bras Pneumol. 2012;38(3):372-381

* Son 30 yilda yapilmis 16 RCT
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Horrid Bt e
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Viani meta analizi A neumologia

Study or Weight, 0o Peto OR Pecto Odds Ratio

subgroup (9503 C1) Pcto, Fixed, 9506 Cl
Alsner 1.10 2.05[0.20-21.36) S
Armagada 9.40 1.43 [0.65-3.14) i -
Beiler 210 0.49 (0.09-2.57) N
Cao 410 0.61 (0.18-2.00) —_—
Kristjansen 2.40 0.76 (0.16-3.64) —
Eagan 1.10 2.05[0.20-21.36) —_— T
Gregor 16.20 0.53 (0.29-0.98) ]
Hansen 3.80 0.36 (0.10-1.24 —
Jackson 1.40 0.35 (0.04-2.81) —
Laplanche 11.70 0.72 [(0.36-1.47) =
Maurer 9.50 0.97 (0.44-2.13) 1
Nitranen 1.80 0.62 (0.10-3.86) L
Ohonoshi 1.40 1.00 (0.13-7.60) T
Scydeu 20.80 0.95 [0.56-1.61)
Slotman 11.80 0.43 (0.21-0.87) o
Wagner 1.70 0.73 (0.57-0.93) T
Total 100.00 0.73 (0.57-0.93) ¢
Total number of events , , , |
Heterogeneity: chi-sguare = 11.02; degrees of freedom = 15 [p = 0.75); I[],[]m r,]_l1 1||:| mm.
' = 00 Favours experimental  Favours control

Test for overall effect: Z = 2.53|lp = 0.01)

Figure 1 - Overall mortality. J Bras Pneumol. 2012;38(3):372-381
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Viani meta analizi &)

Study or subgroup Weight, Ob Peto OR, (95% CI) Pcto Odds Ratio
Complete response to chemotherapy Peto, fixed, 9500 CI

Aisner 1.10 2.05 (0.20-21.38)
Arriagada 9.40 1.43 (0.65-3.14) =
Cao 4.10 0.61 (0.18-2.00) I
Kristjansen 2.40 0.76 (0.16-3.64) N
Gregor 16.20 0.53 (0.29-0.98) T
Laplanche 11.70 0.72 (0.36-1.47) :_ ° °
Ohonoshi 140 1.00 (0.13-7.60) PCI ||e morta I |te
Slotman 11.80 0.43 (0.21-0.87) .
Wagner 1.70 0.73(0.11-4.78)

Subtotal 59.60 0.68 (0.50-0,93) $ - %4 . 4 a Za I Ir

Total number of events

Heterogeneity: chi-square = 6.67; degrees of frecdom [df] = 8
[p=057); 1° = 000

Test for overa ct: Z2=24p= .
e s i Etki evreden

Beiler 2.10 0.49 [0.09-2.57) - |

Eagan 1.10 2.05 (0.20-21.36) pd
Hﬁiacn 3.80 0.36 (0.10-1.24) - bagl mS|Zd Ir
Jackson 1.40 0.35 (0.04-2.81) I

Maurer 9.50 0.97 (0.44-2.21) -

Niiranen 1.80 0.62 (0.10-3.86)

Seydeu 2080 0.95 (0.56-1.61) z_

Subtotal 40,40 0.81 (0.56-1.19)

Total number of cvents

Heterogeneity: chi-square = 3.84; df = 6 (p = 0.70); 1* = 00%

Test for overall effect: Z=1.06 [p = 0.29)

Total 100.00 0.73 (0.57-0.93) ¢

Total number of cvents : : : :

Heterogeneity: chi-square = 1|po2ydf= 0.75); 1* = 004 001 01 1 10 100

Eamours experimental  Favours control

Test for overall effect- Z = 2.54 [p = 0.01)
Test for subgroup differences: chi-square = 0.51; df = §(p = 0.48); 1I* =og

- Mortali d ch h 3
Flgure 2 - Mortality and chemotherapy responac J Bras Pneumol. 2012:38(3)-372-381
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Konsolidasyon TRT

Medyan 0S:10 ay

5-y OS: %0-2

Multiajan KT ile sonuc¢ degismiyor

KT'ye cevap genellikle iyi ama kalici degil

En sik ndks yeri: Primer hastalik bolgesi

Toraks nuksul, uzak metastaz ve 6lim kacinilmaz

Konsolidasyon TRT: KT ile elde edilen cevap kalici hale
getirilebilir mi?

Tedaviye cevap tm yuku ile siklikla dogru orantili
Tercihen CR, PR belki de SD hastalarda denenebilir mi?
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Role of Radiation Therapy

in the Combined-Modality

Treatment of Patients With Extensive Disease
Small-Cell Lung Cancer: A Randomized Study

By Branislav Jeremic, Yuta Shibamoto, Nebojsa Nikolic, Biljana Milicic, Slobodan Milisavljevic, Aleksandar Dagovic,
Jasna Aleksandrovic, and Gordana Radosavljevic-Asic

Purpose: To investigate the efficacy and toxicity of
cisplatin/etoposide (PE) chemotherapy (CHT) with or
without accelerated hyperfractionated radiation therapy
(ACC HFX RT) and concurrent daily carboplatin/etopo-
side (CE) in patients with extensive-disease small-cell
lung cancer.

Patients and Methods: A total of 210 patients were
treated with three cycles of standard PE. Patients with a
complete response (CR) at both the local and distant
levels (CR/CR) or a partial response (PR) at the local level
and CR at the distant level (PR/CR) received either
thoracic ACC HFX RT with 54 Gy in 36 fractions over 18
treatment days in combination with CE followed by two
cycles of PE (group 1, n = 55) or an additional four
cycles of PE (group 2, n = 54). Patients who experi-
enced less response were treated nonrandomly (groups
3, 4, and 5). All patients with a CR at the distant level
received prophylactic cranial irradiation.

Results: For 206 assessable patients, the median
survival time (MST) was 9 months and the 5-year sur-
vival rate was 3.4%. Patients in group 1 had signifi-
cantly better survival rates than those in group 2 (MST,
17 v 11 months; 5-year survival rate, 9.1% v 3.7%,
respectively; P = .041). Local control was also better in
group 1, but the difference was only marginally not
significant (P = .062). There was no difference in distant
metastasis-free survival between groups 1 and 2. Acute
high-grade toxicity was higher in group 2 than in
group 1.

Conclusion: The addition of ACC HFX RT to the treat-
ment of the most favorable subset of patients led to
improved survival over that obtained with CHT alone.

J Clin Oncol 17:2092-2099. © 1999 by American
>ociety of Clinical Uncology.




Role of Radiation Therapy

in the Combined-Modality
Treatment of Patients With Extensive Disease
Small-Cell Lung Cancer: A Randomized Study

By Branislav Jeremic, Yuta Shibamoto, Nebojsa Nikolic, Biljana Milicic, Slobodan Milisavljevic, Aleksandar Dagovic,

Jasna Aleksandrovic, and Gordana Radosavljevic-Asic

Table 1. Patient Characteristics

Total

Group

of All
Characteristic Patients 1 2 3 4 5 P
Sex
Male 124 33 32 21 17 21
Female g2 22 22 13 11 14 99
Age, years
Median 59 59 59 58 60 59 99
Range 38-71 38-70 38-71 41-70 44-68 41-69
KPS score
70 31 a8 a8 7 4 4 99
80 37 10 10 5 5 7
90 80 20 23 12 13 12
100 58 17 13 10 6 12
Weight loss
=5% 85 25 23 16 12 19 .85
< b% 111 30 31 18 16 16
No. of metastatic sites

87 23 25 18 14 17 9

L R = B L

87 27 23 12 11 14
17 4 5 3 2 3
4 1 1 1 0 1
1 0 0 0 1 0

Abbreviation: KPS, Karnofsky performance status.
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Fig 1. Treatment schema. VP-16, etoposide.
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100 MTLR % Local recurrence-free MTFR % Relapse-free
Group (manths) 1yr 2yr 3yr 4yr 5yr Group (months) 1yr 2yr 3yr dyr Syr
0] 1 30 B0 68 43 28 20 1 13 56 35 20 13 9.1
o 2 22 60 49 30 24 8 2 9 41 22 93 56 1.9
= 3 12 59 25 13 - - 3 6 26590 0 0
3 4 12 852 - - - 4 5 180 0 0 0
5
B
3 50
g8 |
-
P 1
.2 1
P e OO 2
Msojl,'iisfls 5 57.5 115
Months
Fig 3. LRFS in group 1 (——), group 2 (- - - - - ), group 3 (- - - - -) , and
group 4 (- - -- ). Fig 5. First relapse-free survival in group 1 (——), group 2 (- - - - - ),
group 3 (- - - - -] ), and group 4 (- - - - - - -] ).
Table 3. Acute High-Grade Toxicity Mausea and
Grade 3 Grade 4 Grade 5 REEI
1 2 4 B 5 - 1v2 .0038
. No. of No. of No. of 2 m 20 8 14 — Al 0076
Toxicity/Group Patients % Patients % Patiens % P
3 3 9 1 3 -
Leukopenia 4 1 94 1 4 —
1 17 3N 7 13 — 1v2 .18 5 7 20 1 3 -
2 22 40 11 20 — Al .33 Alopecia
3 12 36 4 12 — 1 5 99 2 4 — 1v2 .000003
4 10 36 4 14 —_ 2 20 3% 12 22 — All .000003
5 11 31 1 31 — 3 4 12 1 [ —
Thrombocytopenia 4 2 7 1 4 —
1 9 18 6 11 — 1v2 .23 5 Soel i e =
2 15 27 8 14 — Al 81 Kidney
3 6 18 3 ) o 1 — — — 1v2 .0010
4 5 18 3 1 o ; 2 20 _1 2 : All .000019
5 9 26 4 11 — 4 _ _ _
Anemia 5 _ _ _
1 3 5 3 5 — 1v2 .39 Esophageal
z COE T A2 1 nmo o220 4 71 — 1v2 00020
- 2 6 2 6 — 2 — — — Al 00023
4 il 4 1 4 — 3 g 24 2 6 —
5 7 20 1 6 — 4 6 21 1 4 —
Infection 5 — — —_
1 7 13 5 e] 1 2 1v2 B4 Bronchopulmonary
2 11 20 5 g 2 4 Al .048 1 3 5 — — Tv2 082
3 4 12 2 6 1 B 2 — — — Al .28
4 5 18 1 4 1 4 3 2 - J— —
5 il 3 — 53 17 4 1 — =
Nausea and 5 = = =




Role of Radiation Therapy in the Combined-Modality
Treatment of Patients With Extensive Disease
Small-Cell Lung Cancer: A Randomized Study

By Branislav Jeremic, Yuta Shibamoto, Nebojsa Nikolic, Biljana Milicic, Slobodan Milisavljevic, Aleksandar Dagovic,
Jasna Aleksandrovic, and Gordana Radosavljevic-Asic

100 7

MST % Alive
Group (months) 1yr 2yr 3yr dyr Syr
1 17 65 38 22 13 91
2 11 46 28 13 586 3.7
3 8 35 BB 29 0 O
4
5

MTDM % Distant metastasis-free
Group (months} 1yr 2yr 3yr 4yr 5yr
1 14 58 39 2¢¥ 27 27
2 16 55 35 21 14 14
3 8 3 15 0 0 O
4 6 31 0 0 0 O

—
(@]
.

6 21 3680 0 0O
3 0 0 0 0 0O

Distant metastasis-free

Medyan 0S: 17 vs. 11 ay

5-y0S5: %9.1vs. %3.7




Yeni Konsolidasyon TRT Calismalari
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Original article

Mediastinal radiotherapy after multii
irradiation in patients with SCLC - tri
and literature overview

ABSTRACT

Introduction. - Curative therapy for patients w
chemotherapy combinations and radiotherapy.
evaluate the efficacy and toxicity of sequential «
irradiation (PCT).

Methods. - From 1995-2005, 96 patients with £
median age &1 years [range 39-79]) were trea
imens and sequential mediastinal radiotherag
chemotherapy). Afterwards, 15 patients with |
after local treatment received PCI (30 Gy).
Results. - After a median follow-up of 78.6 moi
time 132 months). The 2-/5-year overall surviv,
control rates were 30.3% and 24.5%, respectively
Cerebral metastasis ocourred in 67% and 272
Only tumaor stage showed a statistically sigmifi
in multivariate analysis. Radiotherapy was wel
Prognosis of patients with SCLC remains poor. A
in the incidence of cerebral metastases. Alternat
and techniques should be the substance of futu
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Clinical mmal of post-chemotherapy consolidation thoracic radiotherapy
[or extensive-stage small cell lung cancer
Me Yo ** Charles Burte® Anthany Beman®, Anil Jay ® Michasl Smglies®, David Feamn®, Ouney Chn ®,
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preumaonitis. Consolidaive TAT is well toloratad in sclocte
Oijectives: To delesming tha rales of iooo-egional (LR tallum &
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ducied on SCLEC pationts reated from Jamsry S0 o July 20001
=300y wane identfed. Sios of disaass falure, bowclty Commor
Incidanca, and cause of reaimant dolays and wial sl s wo d
wiarn caloulrled. Prograssion-fea ancl ovarall surdvals (05 wara d
Fundred Hhirty-si paSants wer idensfied with 2 disgnosss of 5
[pationts wore idonSed a5 eoshing =300y consolidative THT. OF
s fo B2 yoors) and e madan follos-up was 12 monbhs R
ADG'TS fractions jn = 18, 45530 factions dollvend twica dal
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8 was 14 months. Tha 1-yoar and 2-year OF was 583 and
pnaumanits requinng eatmant. Conclsions: Conmidatie TH

anuig iowcky, though dstant il ramained a sigriicant probia

Clinical Lung Canoar, Vol 12, Mo, &, 375006

' Dpr e of Kedfaton Oresdogry; V0 et e of deed by Oreologyy, O Coer deatitde, Sdnoném, Camd ;' Dt off Mid ! Deoloey, 9 fobn Regiom | Ho peided,
Tanads; @ Depertmen af Orcobay, O G e o, Edmonion, Canada

ABSTEACT

Background and purpose: To define the rate of development of symptomatic chest failures in extensive
stage small cell ung cancer (ES-500LC) after undergoing post-chemotherapy chest radiothempy (RTL
Materials and methods: Patients had ES-SCLC, attained an objective msponse to chemotherapy and signed
study consent. Target accrual was 33 patients. Patients were of fered prophylactic cranial irradiation (PC1)
as per department policy. PO (25 Gy 10 fractions) and chest RT (40 Gy 15 fractions ) were given simulta-
neously 4-8 weeks after chemothempy completion. Thomcic target volume was the post-chemotherapy
residual chest diseaze plus margin. Patients were evaluated for RT toxicities, local control, disease-free
and overall survival.
Resulrs Thirty-bwo patients were evaluable. Twenty-nine patients completed RT without delay. There
were 4 complete responses and 28 partial responses to chemotherapy. All study patients received PCL
Maximal acute RT towicity was grade X esophagitis (18 patients). There were no RT-related deaths. Med-
ian time to disease progression and overall survival were 42 and 83 months, respectvely (median
fallowr-up = 218 months ). OF 16 chest recurrences, 7were in the irmdiated region and 5 were symptom-
atc.
Conclusions Post-chematherapy consolidation chest RT for ES-SCLC patients on this trial was well toler-
ated and associated with symptomatic chest recurrences in only 532 treated patients.

@ 2011 Elsevier Ireland Ltd All rights reserved. Radiothempy and Oncology 102 (2012) 234-238
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Sonuclari Beklenen Grup Calismalari

RTOG 0937

Randomized Phase I| Study Comparing Prophylactic Cranial [rradiation Alone
to Prophylactic Cranial Irradiation and Consolidative Extra-Cranial Irradiation
for Extensive Disease Small Cell Lung Cancer (ED-SCLC)

Chest
Radiotherapy

.. CREST Trial

Randomized trial on chest irradiation in extensive

disease small cell lung cancer

SCHEMA (10121111)
§ | Response to Treatment R | Arm1: Prophylactic Cranial Irradiation
T | 1. Complete Response (CR) A 25 Gy perfraction for a total of 26 Gy
R | 2 Partial Response (PR) N
A D | Arm 2 Prophylactic Cranial Irradiation
T 0 25 Gy per fraction for a total of 26 Gy
|| Number of Metastatic Lesions | M and
Fli | Consolidative Radiation to
Y214 l Locoregional and Residual Metastatic Disease
E 45 Gy at 3 Gy per fraction’
"Acceptable altemative regimens: 3040 Gy in 10 fraction

ED-SCLC without brain metastases or pleural
involvement
Any response to 4-6 cvcles chemotherapy

RANDOMIZE
Thoracic No
radiotherapy Thoracic
(10x3Gy) radiotherapy

All patients will receive PCI




KHDAK Oligometastaz ve Oligonukslerinde
Kuratif RT




KHDAK Oligometastaz ve Oligonukslerinde RT

lyi performans: Palyatif kemoterapi ve/veya RT
Kotlu performans: Destekleyici tedavi
0S: 8-12 ay
insidans: %20 ve gorintiilemede iyilesmeyle artiyor
Sikhikla oligomet/niiks hastalar yaygin met hastalarla benzer tedaviler aliyor
Potansiyel ablatif tedavilerle LRPFS, DFS, CSS ve/veya OS uzayabilir mi?
Ablatif tedavilerin amaclari
— Oligomet baska met yok Ablate edilirse kiir mimkun olabilir
— Oligomet met odagi. Ablate edilirse baska met gelismeyebilir

— Kuguk tm yUksek kemoterapi etkisi: Ablate olmasa bile kiicllurse etki artar

(Norton-Smith Hipotezi-1986)

Potansiyel ablatif tedaviler %25-30 hastada 5-y OS ile sonuclaniyor




Destekleyici Kanitlar Var mi?

The Joumal of the
American Medical Association

JAMA

Original Contributions

Postoperative Radiotherapy |

November 4, 1998, Vol 280, No. 17

Location of Recurrence of Metastatic
Cancer in the Brain

No. (%)

. . Observation Radiation
In the Treatment of Single Metastases Group Group
to the Bl‘aln Recurrence (n = 46) (n=49)
None 14 (30) 40 (82)
A Randomized Trial Original only* 15 (33) 2 (4)
Roy A. Patchell, MD; Phillip A. Tibbs, MD; William F. Regine, MD; D.riginal and diStantT oil3) 2 1]
Robert J. Demc;sey,lMD; Mohammed Mohiuddin, MD; Richard J. Kryscio, PhD; Distant only 11 (24) 4(8)
William R. Markesbery, MD; Kennetn A. Foon, MD; Byron Young, MD ]
Eligible Patients 100w
g{N =146) 90 E'i?%""_
| 3 Medyan TTBF
Patients Not Randomized 80 1 : .
=20 I 220 hafta Beyin met.
Patients Randomized 5,_.3} 60 - ::
/(N:%) \K\ '{8' ol % P<0.001 haStaIarda 15 hf
560 KHDA S
Radiotherapy Group Observation Group &3_; 407 .:-_._ OS b u ra d a 40
(Nn=49) (Nn=486) 30 =
| | N } Medyan TTBF haftaya cikmis
Withdrew Withdrew -
(n=0) (n=0) 104 26 hafta
| |
Completed Trial Completed Trial 0 50 100 150 200 250
(n=49) (n=46) Survival Time, wk




Adrenal met. rezeksiyonu veya SBRT

KHDAK: Otopsi serilerinde %40+
Genellikle diger uzak met+
Retroperitoneal lenfatik akimla gelebilir (Rejyonel hastalik)

Twomey ve ark-1982-JAMA
— Large cell KHDAK, 2 hastada adrenalektomi sonrasi 6 ve 14 yil DFS

VOLUME 26 - MUMEBER 7 - MARCH 1 2008

Outcomes of Adrenalectomy for Isolated Synchronous
Versus Metachronous Adrenal Metastases in Non—Small-

Cell Lung Cancer: A Systematic Review and Pooled Analysis

Tawee Tanvetyanon, Lary A. Robinson, Michael J. Schell, Vivian E. Strong, Rachna Kapoor, Daniel G. Coit,
and Gerold Bepler
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Outcomes of Adrenalectomy for Isolated Synchronous
Versus Metachronous Adrenal Metastases in Non—-Small-
Cell Lung Cancer: A Systematic Review and Pooled Analysis

Tawee Tanvetyanon, Lary A. Robinson, Michael J. Schell, Vivian E. Strong, Rachna Kapoor, Daniel G. Coit,
and Gerold Bepler

A B 5§ TRATCT

Purpose
Several small studies have reported that an adrenalectomy for isclated adrenal metastasis in

non-small-cell lung cancer (NSCLC), along with a surgical resection for the primary lung cancer,
can be curative. However, some suggest that the survival outcome among patients with a
synchronous matastasis is poor. It remains unclear whether this treatment approach is warranted
among those with synchronous metastasis.

Methods
A search for publications on adrenalectomy for NSCLC was performed via the MEDLINE database.

Studies reporting on survival outcomes and containing at least four analyzable patients who had
surgery for primary lung cancer were included. Those not allowing separation of outcomes
between synchronous and metachronous metastases were excluded. Synchronous metastasis
was defined as a dizease-free interval (DFI) of 6 months or less.

Results

There were 10 publications contributing 114 patients; 42% of patients had synchronous metas-
tases and 58% had metachronous metastases. The median DFls were 0 and 12 months,
respectively. Patients in the synchronous group were younger than those in the metachronous
group (median age b4 v 68 years). Complications from adrenalectomy were infrequent. Median
overall survival was shorter for patients with synchronous metastasis than those with metachro-
nous metastasis (12 months v 31 months, generalized Wilcoxon P value = .02). However, the
B-year survival estimates were eguivalent at 26% and 25%, respectively.

Conclusion

For an isclated adrenal metastasis from NSCLC, patients with a synchronous metastasis who
underwent adrenzalectomy had a shorter median overall survival than those with a metachronous
metastasis. Howsver, a durable long-term survival is achieved in approximately 25% in
both groups.

J Clin Oncol 26:1742-1147. @ 2008 by American Society of Clinical Oncology

1.0
Synchronous
_|_|_|_ Metachronous
0.6
‘@
=
= 0.4
3
175
0.7 | f==-}}
0 12 24 36 48 60 72 84 95 108 120 132
Time {(months)
Number of patients at risk
Synchronous 48 21 L1} [+
Metachronous 66 47 Fitl T

Izole adrenal met eksizyonu
sonrasi 5-y OS

%25




SBRT kanitlari

whle F Main characteristics of CP—— y

Int, J. Radiation Oncalogy Biol. Phys., Vol. 2, No. 2, pp. 919-923, 2012 Table 2. Main ‘-h‘ﬂ__‘i‘-“:_“-“"-:” of 48 patients treated at
Copyright © 2012 Elsevier Inc. University of Florence

Printed in the USA. All rights reserved

0360-30164/'F - see front matter

ELSEVIER doiz 10.1016/j.ijrobp.2010.11.060 Feature No. of patients (%)
Gender
Male 30 (62.5)
CLINICAL INVESTIGATION Genitourinary Cancer Female 18 (37.5)
Age (y)
STEREOTACTIC RADIOTHERAPY FOR ADRENAL GLAND METASTASES: Mean 627
UNIVERSITY OF FLORENCE EXPERIENCE Range 4377
Pnmary site
Franco Casamassima, M.D., PuD.,* Lorenzo Livi, M.D.," Sterano Mascrurro, M.D.* Lung 24 (50,0
Cravupia MeNicHELLL, M.D..* Laura Mast, PH.D..* Icro Meartvi, M.D..," Ivano Bonuccr, M.D..* Colon T2 (2510
BeNEDETTA AGRESTL, M.D.," GABRIELE SMoNTACCHT, M.D.," AND RAFEAELA Doro, Pu.D.* Melanoma 4(8.4)
Breast 3(6.3)
#Clinical Radiobiological Institute and |Dcpu.rtmcn[ul' Radiation-Oncology. University of Florence, Florence, Italy Kidl'H:} 3 fﬁ_H:l
Pu To evaluat t tive single-instituti t fter hypofractionated stereotactic body radi Uterns 1(Z.0)
rpose: 10 evaluale a relrospecuve single-ins ution oulcome aller ny poractona stereotacie body radio- -
therapy (SBRT) for adrenal metastases. Unknown 1 (2.0}
Methods and Materials: Between February 2002 and December 2009, we treated 48 patients with SBRT for adre- Interval from praimary diagnosis
nal metastases. The median age of the patient population was 62.7 years (range, 43-77 years). In the majority of to adrenal metastases (mo)
patients, the preseription dose was 36 Gy in 3 fractions (71 wdose, 17.14 Gy per raction at the isocenter). Eight Median ) ) 3772

patients were treated with single-Iraction stereotactic radiosurgery and forty patients with multi-fraction stereo-
tactic radiotherapy. R,u.l.‘.lgi: 0-132
Results: Overall, the series of patients was followed up for a median of 16.2 months (range, 3-63 months). At the Unilateral adrenal metastasis

Lime of analysis, 20 patients were alive and 28 patients were dead. The 1- and 2-year actuarial overall survival rates

were 3.7 % and 14.5%, respectively. We recorded 48 distant failures and 2 loeal failures, with a median interval to RIJL:'_hr- 2?‘_5 I:-'-]-H_{}:I
local failure of 4.9 months. The actuarial 1-year disease control rate was 9% the actuarial 1- and 2-year local Left 15¢31.2)
control rate was 90 %. Bilateral metastasis 10 (20.8)

Conclusion: Our retrospective study indicated that SERT for the treatment of adrenal metastases represents a safe

100- _ 100
1-and 2-year LC =90%

l-year0s=39.7%
2-year 05=14.5%

Local Control
Overall Survival

Months Months
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Review and Uses of Stereotactic Body Radiation Therapy for
Oligometastases

FILIPPO ALONGL® STEFANO ARCANGELL® ANDREA RicCArRDO FiL1PPL” UMBERTO RICARDL"
MARTA SCORSETTI™

Table 4. Summary of published trials of stereotactic body radiation therapy for adrenal metastases

n of Median dose/n of Median (range)
Study patients  fractions follow-up. mos  Local control rate  Owerall survival Toxicity
Casamassima et al. [26] 48 36 Gy/3 16.2 (3—63) 1-2 yrs, 90% 1-yr, 39.7%:; 2-yr, 1 case of grade 11
14.5% adrenal
mnsufficiency
Chawla et al. [24] 30 40 Gy/10 0.8(3.2-28.3) l-yr, 55% l-yr, 44%; 2-yr. 25%  Mild grade 1 fatigue
and nausea,
“common™
Oshiro et al. [25] 19 45 Gy/10 11.5(5.4-87.8) Objective response  1-yr, 56%; 2-yr, 33%: 1 grade 2 duodenal
rate, 68% 3-yr. 22% ulcer
Holy et al. [54] 18 20 Gy/5 or 40 Gy/8 21 Objective response  Median, 23 mos -
rate, 77%
Torok et al. [55] 7 16 Gy/1 or 27/3 14 (1-60) l-yr, 63% Median, 8 mos -

* Cerrahi SBRT’den daha iyi gériiniiyor. ilk tercih cerrahi olmali
* SBRT:2-y LC: %55-90
* SBRT:2-Y OS: %25-40

Cerrahi: 5-y sonuclar benzer




AC oligomet/oligonikslerinde SBRT
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Table 1. Outcomes of stereotactic body radiation therapy for lung metastases from selected trials
n of Median dose/n of  Median (range) Owverall
Study patients  fractions follow-up. mos  Local control rate survival Toxicity
Onimaru et al. [5] 45 48 Gy/8: 60 Gy/8 18 (2—44) 3-yr, 69.6% for 48 Gy, 100% 2-yr, 47.1% Grade 5, 1 (2.2%)
for 60 Gy
Wulf et al. [32] 27 30 Gy/3: 36 Gy/3 13-17 2-yr, T1% 1-yr, 48% Grade 3, 1 (3.7%)

Cerrahi hastalar secilmis vakalardan olussa da SBRT ile
sonuclar benzer

Yeterli SBRT dozlarinda (>52 Gy) 2-3 y LC: %70-100
SBRT: 2-y OS: %21-84

IO oy F YA ST

Ricardi et al. [17] 61 45 Gy/3; 26 Gy/l 204 (3-77) 2-yr, B0% 2-yr, 66.5 Grade 3, 1 (1.6%)




KHDAK ve KC met

Siklikla AC, meme, GIS kokenli

Yaygin met bir parcasi

Tek met organi olabilir

Kolorektal ca haric genellikle palyatif KT

Rezeksiyon, SBRT, RFA vs ile bazi
hastalarda uzun streli tm kontrold,

yasam ve kiir mimkun

Cerrahi vs. gozlem RCT yok




KHDAK ve KC met

EORTC 40004-COCC Faz Il calismasi

— Kemo+RFA vs. kemo
— DFS: 17 VS. 10 ay

ASCO Derlemesi
— RFA: 5-y OS 14-55%
Cok merkezli Fransiz calismasi: N=1452 non-CRC, non-NE hasta
— 5-y OS: %36
— 10-y OS: %23
SBRT
— 1-y LC: %70-100, 2-y LC: %60-90
— Doz ve etkinlik paralellik gbsteriyor
— 48-52 Gy/3 ile >%90 LC mimkiin
— Medyan 0OS: 10-34 ay
— 2-y 0S: %30-83




KHDAK ve KC met

 Unrezektabl (%80-90) KC met SBRT %60-90 LC ile imit verici

 KT+SBRT+ Hedefe yonelik ajanlarla daha iyi sonuclar alinabilme
potansiyeli yuksek

 PMH Calismasi: SBRT +Sorafenib
e MDACC Ytrium-90 radyoembolizasyon + kemoterapi
e RAS-Trial (SBRT vs. RFA): ilk kafa-kafaya calisma

ClinicalTrials.gov Soarch fo sudios:
A service of the U.S. National Institut . . Example: "Heart attack” AND "Los Angeles”
ClinicalTrials.gov Search fo studies:
Find Studies About Clinic Aservice of the U.S. National Insfitutes of Health Advanced Search | Help = Studies by Topic
. . . Example: "Heart attaci
Home > Find Studies > Study Recc ~ Find Studies amoout« Clin lCﬂlTI‘lﬂlS.gOV Search for studies:
Home > Find Studies > Study A service of the U.S. National Institutes of Health Advanced Search
Sorafenib-RT Treatment fc
Yitrium Microspheres Find Studies About Clinical Studies Submit Studies Resources About This Site
This study is ongoing, but not Home > Find Studies > Study Record Detail

This study has been with

S : .
ponsoer (Stow Accrual and withdrawr/e. Radiofrequency Ablation Versus Stereotactic Radiotherapy in Colorectal Liver Metastases (RAS01)

University Health Netwark, Ton

Sponsor:
Information provided by (Respon:  M.D. Anderson Cancer C  This study is currently recruiting participants. ClinicalTrials.gov Identifier:
University Health Network, Toront Collaborator: Verified June 2012 by University of Aarhus NCT01233544

Sirtex Medical First received: November 2, 2010

Sponsor:
Information provided by (Re University of Aarhus
M.D. Anderson Cancer Cenf

Last updated: June 18, 2012
Last verified: June 2012
Collaborator: History of Changes

Danish Center for Interventional Research in Radiation Oncology (CIRRO)

Information provided by (Responsible Party):
University of Aarhus



KHDAK ve spinal met

THE LANCET Oncolagy

Stereotactic body radiotherapy for oligometastases

Alison CTree, Vincent S Khoo, Rosalind A Eeles, Merina Ahmed, David P Dearnaley, Maria A Hawkins, Robert A Huddart, (I

= Peter | Ostler, Nicholas | van As Review
Studyyear Number of patients Dose Primary site Treated site(s)  Treated metastasis control Teecicitu
(number of lesions) Lancet Oncol 2013; 14: 22837
Muacevic et al¥ 2011 40 (64) 20 Gy in 1 fraction Prostate Bone 2-year control 95-5% Mo grade 3 or higher
(median) (34/64 spine)
Wang et al®* 2012 149 (166) 27-30 Gy in 3 fractions  Mixed (32% renal) Spine 72% (median follow-up 7% grade 3 (non-cardiac
15-9 months) chest pain, other pain,
nausea, fatigue)
Yamada et al** 2008 93 (103) 18-24 Gy in 1 fraction  Mixed (high Vertebrae 90% at 15 months 1 acute grade 3 (1%), 1 late
proportion of grade 3 (1%)
renal-cell carcinoma)
Gerstzen et al™ 2007 393 (500) Mean maximumdose  Mixed Vertebrae 88% at median follow-up Mo significant neurclogical
20 Gy in 1 fraction 21 months {100% for breast and effects recorded
lung primaries, 75% for melanoma)
Zelefsky et al? 2011 105 (105) Varied, but mostly Renal-cell carcinoma  99% bone 3-year local control 44%, but 88% 1 grade 4 skin (1%),
24 Gy in 1 fraction or metastases for 24 Gy in 1 fraction 4 fractures (not graded)
30 Gy in’& fractions
Nguyen et aF™ 2010 48 (55) 24 Gy in 1 fraction, Renal-cell carcinoma  Spine (one or 82% 1-year spine progression-free 2% pain, 2% anaemia

27 Gy in 3 fractions, or
30 Gy in 5 fractions

* Percentage of patients with oligometastatic disease is not known for these studies.

two sites)

survival

Table 3: Stereotactic body radiotherapy for treatment of spinal metastases




The

nCOIOgiSt Radiation Oncology

Review and Uses of Stereotactic Body Radiation Therapy for

Oligometastases

FILIPPO ALONGL® STEFANO ARCANGELL® ANDREA RiccArDO FiLippr,” UMBERTO RICARDL"

MARTA SCORSETTI"

Table 5. Summary of published trials of stereotactic body radiation therapy for spinal metastases

Study

n of Median dose/ Median
patients n of fractions follow-up, mos Local control rate

Yamada et al. [73]
Ryu et al. [74]
Sahgal et al. [56]

MNguyen et al. [75]

Tsai et al. [76]

Chang et al. [58]

Gibbs et al. [77]
Gerstzen et al. [78]

Pain response

93

P SBRT ]

14 ain)
Wl © Uzun sureli LC: %72-100 &
™ * Agri kontrolu: %85 5

63

74 vyl l— L M

393 20 Gy/l 21 88% (1imaging)

NS
85%
NS

Improved pain

control, 88%

MNarcotic use declined
H0% to 367

Clinical benefit, 84%
Clinical benefit, 86%

| Abbreviation: NS. not sionificant.
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Long term disease-free survival resulting from combined
modality management of patients presenting with
oligometastatic, non-small cell lung carcinoma (NSCLC)

Atif J. Khan®, Par 5. Mehta®, Thomas W. Zusag®, Philip D. Bonomi®,
L. Penfield Faber®, Susan Shott®, Ross A. Abrams™®”

*Department of Radiation Oncalogy, "Department of Internal Medicine, Section of Medical Oncology, and “Department of Surgery,
Rush University Medical Center, Chicago, IL, USA

Abstract

We report outcomes on 23 patients with oligometastastic (1 or 2 sites) NSCLC treated with aggressive local, regional,
and systemic treatment. The results suggest that this is a favorable subset of patients who may benefit from such an
approach, with a 22% rate of long-term survival. This treatment strategy is a departure from the usual practice of
palliative-only therapy for all NSCLC patients presenting with metastatic disease.
© 2006 Elsevier Ireland Ltd. All rights reserved. Radiotherapy and Oncology 81 (2006) 163-167.

Keywords: Lung cancer; NSCLC; Oligometastasis; Oligometastases

Table 1

Patient characterstics

Age =65 13
=65 10

Gender Male 10
Female 13

ECOG 0 11

ps* 1 12

Weight loss =10% YW 1/22

Metastatic sites Brain 14
Intrapulmaonary i
Adrenals 2
Bone 2
Celiac node 1
Soft tissue 1

T stage T 1
T1 5
T2 10
T3 5
T4 2

N stage 0 3
1 3
2 13
3 4

Chest only stage IASIB 141
A/ 1IB 0/3
HIA /B 12/6

* Abbreviations: ECOG PS5, = Eeastermn Cooperative Oncology
Group performance status.
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We report outcomes on 23 patients with oligometastastic (1 or 2 sites) NSCLC treated with aggressive local, regional,
and systemic treatment. The results suggest that this is a favorable subset of patients who may benefit from such an
approach, with a 22% rate of long-term survival. This treatment strategy is a departure from the usual practice of
palliative-only therapy for all NSCLC patients presenting with metastatic disease.
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Clinical Investigation: Metastases

Oligometastases Treated With Stereotactic Body
Radiotherapy: Long-Term Follow-Up of Prospective Study

Michael T. Milano, M.D., Ph.D.,* Alan W. Katz, M.D., M.P.H.,”
Hong Zhang, Ph.D., M.D.,* and Paul Okunieff, M.D.*!

*Department of Radiation Oncology, University of Rochester Medical Center, Rochester, NY; and 'Department of
Radiation Oncology, University of Florida, Gainesville, FL

Purpose: To analyze the long-term survival and tumor control outcomes after stereotactic body
radiotherapy (SBRT) for metastases limited in number and extent.

Methods and Materials: We prospectively analyzed the long-term overall survival (OS) and
cancer control outcomes of 121 patients with five or fewer clinically detectable metastases, from
any primary site, metastatic to one to three organ sites, and treated with SBRT. Freedom from
widespread distant metastasis (FFDM) was defined as metastatic disease not amenable to local
therapy (i.e., resection or SBRT). Prognostic variables were assessed using log—rank and Cox
regression analyses.
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Clinical Investigation: Thoracic Cancer

Prognostic Impact of Radiation Therapy to the Primary
Tumor in Patients With Non-small Cell Lung Cancer
and Oligometastasis at Diagnosis

Jose Luis Lopez Guerra, MD,**" Daniel Gomez, MD,* Yan Zhuang, MD,*
David S. Hong, BA,* John V. Heymach, MD, PhD," Stephen G. Swisher, MD,'
Steven H. Lin, MD, PhD,* Ritsuko Komaki, MD,* James D. Cox, MD,*

and Zhongxing Liao, MD*

Departments of *Rodiation Oncology, "Medical Oncology, and *Thoracic Surgery, The University of Texas MD Andersor
Cancer Center, Houston, Texas; and ‘Department of Radiaton Oncology, Institute Madrilersio de Oncologia/ Grupo IMO,

Madrid, Spain

Received Moy 22, 2011, and in revised fiorm Feb &, 2012, Accepied for publication Feb 24, 2012

Summary

We investigated prognostic
factors associated with over-
all survival in patients with
oligome lastatic non-small
cell lung cancer, mcluding
local treatment Lo the
primary umor site. We
found that patients receiving
a higher mdiation dose to the
primary tumor (=63 Gy,
having a lower gross tumor
volume (GTV <124 cm™), or
having better Karnofslky
performance scores (KPS
=>80) had better outcomes,

Purpose: We investigated prognostic factors asociated with survival in patients with non-zmall
cell lung cancer { NSCLC) and oligometastatic disease at diagnosis, particulady the influence of
loszal treatment to the primary site on prog nosis.

Methods and Materials: From January 2000 through June 2011, 78 consecutive patients with
aligometastatic NSCLC (<5 metstases) at diagnosis underwent definitive chemoradiation
therapy (=45 Gy) o the primary site. Forty-four of these patients also received definitive local
treatment for the oligometastases, Survival outcomes wene estimated using the Kaplan-Meier
methad, and risk factors were identified by univariate and multivariate analyses.

Results: Univariate Cox proportional hazand analysis revealsd betier overall survival (08) for
thase patients who received at least 63 Gy of radiation to the primary site (P = 002), received
definitive local treatment for oligometastasis (P = 041), had a Kamofsky performance status
(KP5) scare =80 (P=_T), had a gross tumor volume <124 em’® (P=.002), had adenocarci-
noma histology (P= 002), or had no history of respiratory disease (P =_016). On multivariate
analysis, mdiation dose, performance states, and tumor volume retained significance (P= 004,
P=_006, and P=001, respectively). The radiation dose ako maintained significance when
patients with and without brain metastases were analyzed separately.

Conclusions: Tumaor volume, KPS, and receipt of at least 63 Gy © the primary tumor ane asso-
ciated with improved 0S5 in patients with oligometastatic NSCLC at diagnosiz, Our results
suggest that a suhset of suwch patients may benefit from  definitive local therapy.
& 201 2 Elsevier Inc.
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Prognostic Impact of Radiation Therapy to the Primary
Tumor in Patients With Non-small Cell Lung Cancer
and Oligometastasis at Diagnosis

Jose Luis Lopez Guerra, MD,** Daniel Gomez, MD,* Yan Zhuang, MD,*

Table 3 Factors associated with overall survival and local
tumor control in multivariate analyses

LRC inside

Owerall LRC inside + outside the
survival the field field
Variables HR P value HR P value HR P value
T category
T1 or T2 - - - - 1.00 -
T3 or T4 - - - - 4.61 008
Karnofsky performance status
<80 1.00 - - - - -
=80 038 |.006 | - - - -
Gross tumor volume (cm?)
<124 1.00) - - - - -
=124 274 4.001 - - - -
Radiation total dose
<63 Gy or GyE 1.00 - 1.00 - - -
004

=63 Gy or GyE 0.44 [0.24 033 - -

Abbreviations: GyE = cobalt-Gray equvalent; HR = hazard ratio;
LRC = local-regional control.
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RESEARCH

Open Access

Hypofractionated radiotherapy for primary or
secondary oligometastatic lung cancer using

Tomotherapy

Heng-Jui Chang', HuiFling Ko', Cheng-Yen Lee’', Ren-Hong Wu', Yu-Wung Yeh?, Jiunn-5ong .iang'-'.

Shang-ivh Kao® and KwanHwa Chi'™

Variable Distribution Numbers
Sex Male 24
Fernale 9
Age (years) Range 31-82
Median 68
Performance Status 0 20
1 10
2 3
Primary tumor site Lung 24
Mesothelioma 1
Head and neck 1
Colorectum 3
Esophagus 1
Stomach 1
Liver 1
Sarcoma 1
Prirnary lung cancer Stage [V 24
Extrapulmonary disease No 18
Yes 15
Mo of total RT targets 1 20
2 6
3 3
4 1
5 3
Concurrent systemic therapy MNo 10
Yes 23
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Figure 1 (A) Overall survival in oligometastatic primary lung
cancer patients (n =24). The median survival was 32.1 months. (B}
Overmll survival in secondary lung cancer patients (n =2 Median
survival was not reached.
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Figure 3 Overall survival difference of 2 and 3 total
oligometastatic lesions in all 33 patients. Median survival were

undefined and 26 months separately (p = 0.085).
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RESEARCH Open Access

Comparison of outcomes in patients with stage IlI
versus limited stage IV non-small cell lung cancer

Praveena Cheruvu’, Su K Metcalfe’, Justin Metcalfe', Yuhchyau Chen', Paul Okunieff® and Michael T Milano™

Abstract

Background: Standard therapy for metastatic non small cell lung cancer (NSCLO) includes palliative systermic
chemotherapy and/or radiotherapy. Recent studies of patients with limited metastases treated with curative-intent
stereptactic body radiation therapy (SBERT) have shown encouraging survival. We hypothesized that patients treated
with SBRT for limited metastases have comparable outcomes with those treated with curative-intent radiation for
Stage Il NSCLC

Methods: We retrospectively reviewed the records of NSCLC patients treated with curative-intent radiotherapy at
the University of Rochester from 2000-2008. We identified 3 groups of patients with NSCLC: stage lll, stage IV, and
recurrent stage IV (initial stage I-ll). All stage IV NSCLC patients treated with SBRT had = 8 lesions.

Results: Of 146 patients, 88% had KPS = 809%, 30% had > 5% weight loss, and 95% were smokers. The S-year O5
from date of NSCLC diagnosis for stage |ll, initial stage IV and recurrent stage IV was 79, 14%, and 27%
respectively. The S-year 05 from date of metastatic diagnosis was significantly (p < 0.00001) superior among those
with limited metastases (< 8 lesions) versus stage lll patients who developed extensive metastases not amenable
to SBRT (14% vs. 0%).

Conclusion: Stage IV NSCLC is a heterogeneous patient population, with a selected cohort apparently faring better
than Stage lll patients. Though patients with limited metastases are favorably selected by virtue of maore indolent
disease and/or less bulky disease burden, perhaps staging these patients differently is appropriate for prognostic
and treatment characterization. Aggressive local therapy may be indicated in these patients, though prospective
clinical studies are needed.

Keywords: Stereotactic Body Radiotherapy, Oligometastases, Non-Small Cell Lung Cancer
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CLINICAL INVESTIGATION Lung

PROSPECTIVE STUDY OF EPIDERMAL GROWTH FACTOR RECEPTOR TYROSINE
KINASE INHIBITORS CONCURRENT WITH INDIVIDUALIZED RADIOTHERAPY FOR
PATIENTS WITH LOCALLY ADVANCED OR METASTATIC NON-SMALL-CELL
LUNG CANCER

Jing Wang, M.D., PH.D., TinGg-Y1 X1a, M.D., PH.D., YiNG-JIE WanG, M.D., Hong-Q1 L1, M.D._,
Ping L1, M.D., Ji-DoNng Wang, M.D., DonGg-SHU CHanNG, M.D., Liv-Yuan Lo, M.D.,
Yu-PenG D1, M.D.. Xuan WanGg, M.D.., anD WEI-ZHANG WU, PH.D.

Tabie 1. Patient charactenstics and previous treatment

Variable " = Vanahle " %

Age (¥) Distant metastatic site

Median 56 . Lung 10 4%

Range W0-84 Plcural 6 29
Gender Brain 6 29

Made 1 42 Bone 3 14
- TRENS 15 58 Adrenal gland 2 10
.\uh‘\hng Liver | 5

Yes 7 37 ; :

No 19 73 Skin | 5
ECOG PS scores Previous treatment

0 1 4 Untreated 9 35

1 22 8S Radiation alone 3 12

2 3 1 Chemaotherapy alone 9 35
AXCL- saage " Combined modality 5 18

:::Q 2 ": Previous chemotherapy

IV 21 81 e ko
Histology » 0 12 46

Adenocarcinoma 19 73 | 8 30

Squamous cell cancer 4 15 2 3 12

(Others 3 12 =3 3 12
No of metastatic organs No, of chemotherapy

0 ] 35 C)‘dt.\

' o =” oz 0 12 46

2 2 8 1-4 7 27

3 4 15 o4 - 37




CLINICAL INVESTIGATION Lung

PROSPECTIVE STUDY OF EPIDERMAL GROWTH FACTOR RECEPTOR TYROSINE
KINASE INHIBITORS CONCURRENT WITH INDIVIDUALIZED RADIOTHERAPY FOR
PATIENTS WITH LOCALLY ADVANCED OR METASTATIC NON-SMALL-CELL
LUNG CANCER

Jing WanGg, M.D., PH.D., Ting-Y1 X1a, M.D., PH.D., YIinG-JIE Wanc, M.D., HonG-Q1 L1, M.D .,
Ping L1, M.D.. Ji-Dong WanG, M.D.. DoNnGg-SHU CHANG, M.D.. Liv-YuaN Liu, M.D..
Yu-PenG D1, M.D.. XuaNn WaANG, M.D.., AND WEI-ZHANG WU, PH.D.

Table 2. Selective adverse events for EGFR-TKIs

concurrent with individualized radiation in patients with 100
Stage IIVIV NSCLC
Grade 1/2  Grade 3  Grade4  Total 80
Toxicities n % n % n % n %
. . | q
Acne-like 20 77 2 8 0 - 22 85 g 60 .
rashes = == Overall survival
Pruritus 0 38 1 4 0 - 9 42 £
Esophagitis 6 23 1 4 0 - 7 27 E ok bt ot b i
Dysphagia 5 19 0 - 0 - 519 @
Pneumonitis 9 35 I 4 0 - 10 39 ———————t
Lung fibrosis 3 2 0 - 0 - 3 12
Diarrhea 4 54 1 4 0 - 15 58 ) o =+ Progression-free survival
Anorexia 1142 2 8 0 - 13 50
Nausea 14 54 - 0 - 14 54
Vomiting 702710 - 0 - 1 27 0 l | l |
Fatigue 17 65 4 0 - 18 69 0 12 4 16 48
Neutropenia 6 23 0 - I 4 127 .
Anemia § 3 2 8 0 - 1038 Time (months)
Thrombocytopenia 1 4 1 4 2 8 4 15
Elevated 2 8 0 - 0 - 2 8 Fig. 1. Overall survival and progression-free survival for all pa-

transaminase tients.
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Upfront gefitinib/erlotinib treatment followed by concomitant radiotherapy for
advanced lung cancer: A mono-institutional experience

Chih-Chia Chang?, Kwan-Hwa Chi2:"*, Shang-Jyh Kao¢, Pei-Sung Hsu¢, Yuk-Wah Tsang?,
Heng-Jui Chang?, Yu-Wung Yeh¢, Yei-San Hsiehd, Jiunn-Song Jiang©

Characteristics Mo. of patients (n=25]) % Toxicity No. of patients {” - 25]
Sex
Male 8 32,0 Crade 1-2 Grade3 Graded Grade5s
Fermnale 17 68.0
Age (years) Dermatology (rash, acne, paronychia) 14 1 0 0
et © Gitrac
Performance status Anorexia 9 0 0 0
1 25 100 Mausea/vomiting 4 0 0 0
Histology Diarrhea 9 1 0 0
Adenocarcinoma 21 84.0 .
MNon-squamous cell carcinoma 4 16.0 Mucositis 4 0 0 0
Metastatic sites Esophagitis ] 1 ] ]
Lung to !ung 2] 36.0 Hem EITD'DE‘_I.I'
Mediastinal LNs 17 68.0 Anemia 7 1 0 0
Brain 3 12.0
Pleural cavity 5 20.0 MNeutropenia 2 2 0 0
gﬂl:'E ;‘3' ;‘;-g Thrombocytopenia 10 2 0 0
STEJ;:TS ' Constitutional symptoms
1i1b 2 8.0 Myalgia (arthralgia) 3 0 0 0
v 23 920 Fatigue 23 a 0 0
Initial TKI I
£ 10 A0 Pulmonary
G 15 60.0 Pneumonitis 18 1 0 2

TKl, tyrosine kinase inhibitor; E, erlotinib; G, gefitinib; SCF, supraclavicular; LN,
Iymph node.
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A) Progression-free survival for all patients. The median PFS was 16 months.

B) Overall survival for all patients. The 1-year, 2-year, and 3-year survival rates were 92.0%,
82.5%, and 62.5%, respectively.

C) Overall survival for patients with PFS more than and less than 10 months.
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Univariate analysis for overall survival.

HR 95% Cl P
RT response to primary 0.238 0.042-1.342 0.104
GTV (=PR vs. <PR)
Stage (Illb vs. IV) 2.170 0.258-18.258 0.476
TKI(E vs. G) 3.791 0.734-19.587 0.112
Time interval from TKI 0.135 0.016-1.126 0.064
to RT (<3 months vs.
>3 months)
Sex (female vs. male) 0.549 0.122-2.464 0.434
Bone (yes vs. no) 0.158 0.019-1.320 0.088
Pleural (yes vs. no) 2.281 0.507-10.272 0.283
Lung (yes vs. no) 1.638 0.359-7.466 0.524

PR, partial response; TKI, tyrosine kinase inhibitor; E, erlotinib; G, gefitinib; RT,
radiotherapy.
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Ocak 2007- Aralik 2011 (retrospektif

analiz)
1197 potansiyel kir olabilir KHDAK

103 beyin soliter oligomet olgu (18-70
yas)
Toraks CT, Beyin MRG, PET/CT +

84 potansiyel kiiratif TRT (60-66 Gy/ 2Gy
fr) + Eszamanh KT

Beyin RT
Primer sonlanim: OS

Sekonder sonlanim: Prognostik faktorler

(’$‘) Baskent Un. Rad Onkol A.D. Deneyimi

N=84
Soliter beyin met.

WBRT +
Boost RT

TRT + 1-2x Eszamanli KT

2-4 x Adjuvan KT
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Ablatif tedaviler WBRT+ EBRT boost tedaviden anlamli tstun
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Stage (12vs. 3A/B) -,568

Weight loss (- vs. +) ,814 ,292 7,757 1 2,257 ,005
Brain tx (SRS/Sx vs. Boost) -1,191 ,326 13,331 1 , 304 <,001
T-stage ( 1,2 vs. 3,4) 1,126 , 353 10,173 1 3,083 |,001
N-stage (0,1 vs. 2,3) 1,175 ,544 4,672 1 2,181 ,012
ECOG (0,1 vs. 2) ,780 ,2310 6,334 1 1,580 |,034
Anemia(- vs. +) -1,628 ,400 16,520 1 ,196 <,001




Overall Survival (%)

<

Baskent Un. Rad Onkol A.D. Deneyimi

BASKENT UNIVERSITESI
1,07 Stage 1,07 Weight 1.07 Brain
12 loss management
_M13AB - Absent ~IMBoost
~I"1Present -I1SRSISx
0,8 0,8 0,87
£ 067 8 06 2 067
< g <
3 3
© ™ E
2 04 2 0 2 047
o (=] [=]
0,2 0.2 0,27
P=0.11 P=0.002 P=0.002
T T T T T T T T T T 1 I 1 | 1 T
0 12,0 24,0 36,0 48,0 60,0 0 12,0 240 36,0 48,0 60,0 0 10,0 20,0 30,0 40,0 50,0 60,0
Time (months) Time (months) Time (months)
1,0 T-stage 1,0 1,0 ECOG 1,0 Anemia
T2 N-Stage performance I Present
T34 -0 o4 7 Absent
k 1123 2
0,89 0,81 0,8 0,8
06 T 06 g 067 '_g 0,6
> o -
a @ a
3 T E
i L o - 9 -
04 g 0,4 2 0.4 3 04
0,21 021 0,2 0,27
P<0.001 P=0.004 P<0.001 P<0.001
T T T T T T 0,0 T T T T T ! ! ! I T T T T T T
1] 10,0 20,0 30,0 40,0 50,0 60,0 "0 120 240 36,0 180 60,0 0 12,0 2,0 36,0 48,0 60,0 0 12,0 24,0 36,0 48,0 60,0

Time (months)

Time (months)

Time (meonths)

Time (months)




Aieta et al. Radiation Oncology 2011, &165
https s ro-jourmnal com content/s/1 /166 RA Dll‘ﬂ\ [ I ON
ONCOLOGY
RESEARCH Open Access Table 1 Baseline characteristics of patients and disease
. . . . Median age (years) 57+ 111
Long-term survival in patients with non-small cell  GenerFena 17 5679
I d h brai ' -
ung cancer and synchronous brain metastasis ; -
i i i 1 19 (63.3%
treated with whole-brain radiotherapy and ! o
thoracic chemoradiation Comorbidiies
EPOC 4 (13.3%)
Oscar Arrieta', Cynthia Villarreal-Garza®, Jes(is Zamora', Ménika Blake-Cerda®, Maria D de la Mata'?, Diabetes 3 (10%)
Diego G Zavala®, 5aé Mufiz-Herndndez” and Jaime de la Garz' Hypertension 3 (10%)
Histology
i Abstract Adenocarcinoma 24 (80%)
Squamaous 4 (13.3%)
Background: Brain metastases occur in 30-50% of Nonesmall cell lung cancer (MSCLC) patients and confer a warse Other 2 (67%)
prognosis and quality of life. These patients are wsually treated with Whole-brain redicthermpy (WERT) followed by i
systemic therapy. Few studies have evaluated the role of chemodictherapy to the primary tumor after WBRT as Smoking history
definitive treatment in the management of these patients. Yes 23 (76.7%)
Methods: We reviewed the outcome of 30 patients with primary NSCLC and braln metastasks at diagnosks without Mo 7 (233%)
evidence of other metastatic sites. Patlents were treated with WBRT and after induction chemaotherapy with Nodal status
paclitaxel and cisplatin for two cycles. In the absence of progression, conaurrent chemordiotherapy for the
primary tumar with weely paclitaxel and carboplatin was indicated, with a total effective dose of 60 Gy, If disease N0-1 (n) 16 (53.3%)
progression was ruled out, four chemotherapy cycles followed. N 2-3 (n) 14 (46.7%)
Results: Median Progression-free survival (PFS) and Owverall survival (05) were 843 + 15 and 318 + 158 months, RPA dass 2 30 (100%)
respectively. PFS was 395% at 1 year and 247% at 2 years. The 1- and 2-year 05 rates were 71.1 and 60.2%, Median brain metastatic lesions 342

respectively. Three-year 05 was significantly superar for patients with NO-N1 stage disease ws. N2-M3 (80 vs. 24%,
respectively; Response rate [RR], 003 p= 0038).

Conclusions: Fatients with NSCLC and brain metastasis might benefit from treatment with WBRT and concument
thorclc chemoradiotherapy. The subgroup of NO-N1 patients appears to achleve the greatest benefit The result of
this study wamants a prospective trial to confim the benefit of this treatment.

Keywords NSCLC brain metastases, chemordiotherapy, sunvival

ECOG: Eastern Cooperative of Gynecologists; RPA: Radiation Therapy Oncology

Group Recursive partitioning analysis (RPA).
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Long-term survival in patients with non-small cell
lung cancer and synchronous brain metastasis
treated with whole-brain radiotherapy and
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Bunyamin Hocamizin
muhtemel soylemleri
neler olacak?




Bu hastalar secilmis hastalar mi?

Blinyamin Hocamiz der ki?

e Hastalar cok iyi secilmis

* Prognozu standart tedaviyle de iyi olurdu

|~ earbas
SU ARMUTLAR
| 6UZEL.

BU.ADAMIN\‘
SECTiGi ARMUTLAR
HEP GUZEL CIKIYO.
NERDEN BiLiYO Ki
ARMUDUN iYiSiNi?

Alo? Petsop mu? Basra Apartman
vedi numaraya bir kutu bakk yemi
isﬁgorum. Minimum siparis miktar
20 Lira mu? O zaman iki tane de
disi japon bakd, tesekkarier.




Guideline 6nerisi yok?

BlUnyamin Hocamiz der ki?

* Guideline dnerisi yok, bu
tur yaklasimlar deneysel
olmaktan 6teye gecemez


//upload.wikimedia.org/wikipedia/commons/3/35/Attic-roof-DE-0a.jpg

Guideline dnerisi yok

“ Absence of evidence is not

&N
\ 2

Martin John Rees, Baron Rees of Ludlow eVi d ence Of 3 bse N Ce”

The difference between evidence that
something is absent (e.g. an observation that
suggests there were no dragons here today)
and a simple absence of evidence (e.g. no
careful research has been done) can be
nuanced. Indeed, scientists will often debate
whether an experiment's result should be
considered evidence of absence, or if it
remains absence of evidence. The debate is
whether the experiment would have detected
the phenomenon of interest if it was there.

Kanit yoklugu yoklugun kaniti olamaz



http://en.wikipedia.org/wiki/Argument_from_ignorance
//upload.wikimedia.org/wikipedia/commons/9/9c/Martin_Rees_at_Jodrell_Bank_in_2007.jpg

Kanitlari kim bulacak?

* Metastaz sayisi, ortaya cikis zamani ile tutulu organ(lar)in
onemi ve tedavi edilebilirligi g6z 6nline alinmadan batun
metastatik AC ca tanili hastalarin ayni sekilde palyatif

tedavilerle idame edilmeleri akil disidir

- Genel durumu iyi, gorece sinirli sayida metastazi olan hastalarin
bilimin ve teknolojinin getirdigi yeniliklerden yararlanma sansi
taninmali ve metastazlari ablate edilmis bir grup hastanin erken
evre hastalara benzer sagkalim gosterebilecegi unutulmamalidir

* En yuksek faydayi gorecek hastalari ile en iyi “hasta ve hastaliga”

0zgu tedaviler icin gerekli kanitlari bulacak olan bizleriz




Kanitlari kim bulacak?

* Kanit yok diyerek vazgecmek de akil disidir

HAYDi ESEK BiZi
BREMEN'E GOTUR!

yoL USTUNDEK:

"HER L

TAKIM CALISMASINA

BiR ESEK SART
TAB:




° 5 Sinirlar
kafanda sen
Giziyorsun.

Multidisipliner ve onyargisiz yaklasimlarla
basarisiz olma sansimiz yok!
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