a9¢! {¢IeTY
[T Y

wOb! [ | «/ w9
|t { ¢! ]! wbLDbb5]! /
{ AU 2 NBdrrhhk Metastazektomi Lokalb N |

A~
<>

t N2 T Kupgimbayl NJP &

P O1SYl «yYAODBSNBAOGSAA
Adana Dr. Turgutloyan
'@ 3dzA I Y S ' NP OGPNXYI aS|

mc ! NIt Pl HAmy
Antalya



ABD verileri

Al SN éPf cp OAY @SVYA w
A%20H p U metaBRIKRHK
A%3Co p wb & 2 yiNdtadtdkREHK 1 A L.

SiegeRL,Miller KDJemalA. CancelStatistics 2018.
CACancerClin 2018;68(1):230.



THE JOURNAL

UROLOGY

OFFICIAL ORGAN OF THE
AMERICAN UROLOGICAL ASSOCIATION

Exzourive Edrrorial CoMuirres
Wiiuiax F, BraascH Harry A. FowLzr
Hexry G. Buosen Wiriax C. Quiney
AND
Hucu Haurron Youne, Editor

WirtLtam A. FroNTZ, Associale Edstor

VOLUME XX

BALTIMORE
THE WILLIAMS & WILKINS COMPANY
1928




59y, E hasta
7*6 cmrenal kitle
I N>} £ P Z

THE APPARENT DISAPPEARANCE OF PULMONARY
METASTASIS IN A CASE OF HYPERNEPHROMA
FOLLOWING NEPHRECTOMY!

HERMON C, BUMPUS, J&.
Seclion on Urology, Mage Clinie, Rochester, Minnesola

A patient on whom C. H. Mayo performed left nephrectomy
for hypernephroma in December, 1917, presented himsell at the
Mayo Clinie for obzervation at irregular intervals for nearly six
yvears. The kidney, with a large hvpernephroma in the center,
wag about three times normal size. A portion of the tumor had
extended through the renal vein and projected into the vena
cava, which was eclosed with great diffieulty. Until shortly
before the patient’s death in November, 1923, it was not possible
to discover any evidence of metastasis.  In faet, his death from
“stroke’ could as easily be attributed to a vaseular lesion as to
cerebral metastagiz, That there should have been hypernephro-
matous tissue in the vena eava without subsequent metastasis

M goe¢in@ unlifelyy [Keyser and Foulds, who studied Mayo Clinie

specimens of hypernephroma, said:

As a rule the hypernephroma enters the venules and grows forward
into venous lumina.  In the extension it exhibits little tendeney to
invade or perforate the venous wall whieh, however, loses its endothe-
I and becomes thinned in places from the pressure atrophy produeced
by the growing mass. 11 is easily understood how minute emboll may
break off from time to time and be carried by the venous stream to the
lungs.  Here the cells are arrested or pass on through the venous stream
to the more distant parts.

Therefore, on the patient’s subsequent visits to the Clinie roent-
cenograms of the chest, spine, and pelvis were made repeatedly.

! Read before the American Asscciation of Genito-Trinary Surgeons, Wash-
ington, 1. O April 30 to Mayv 2, 1928,
185



FIG. 1.

Fig. 1. ArrarenT MeTazrasis v Lowas

Nephreetomy had been performed for hypernephroma
fourteen months previously.



the patient that as so little could be done to mend matters he had
best try to forget his condition and go home and ecarry on. This
he did so well that five months later (September, 1925) while
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Fig. 1. ArrarenT MeTazrasis v Lowas

Nephreetomy had been performed for hypernephroma

. All evidence of metastasis has disappeared
fourteen months previously.
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main tumor.” He refers to 8 cases which he congiders authen-
tie in which recovery followed partial removal of the tumeor,
metastasis or extensions remaining. Peterson says with regard
to chorio-epithelioma:

In the majority of cases death occurs within six months . . . . nev-
ertheless, cases are reported in which recovery occurred after curetting
or hysterectomy and in a few cases even after the appearance of metas-
tasis in other organs. It is assumed that the body produced antibodies
(syncytioly=in) to render inert or destroy invading chorionic cells.
When during labor or pregnancy chorionie eells or portions of villi gain
entrance to the maternal blood and are transported to other parts of
the body they are destroyed under normal conditions by the syneytiol-
ysin. Such an assumption would explain the occurrence of henign
metastasis or the disappearance of metastatic growths after the remowval
by operation of the primary growth. The cases reported of apparent
spontaneous recovery would also be explained. Under conditions in
which there is an excessive production of metastasis of chorionic ele-
ments the syneytiolytic power of the organism may become exhausted
and a malignant probferation may then occur. After removal of a
primary focus by operation or through neerosis the antibodies may
again be formed in sufficient quantity to overcome the invading cells
and to destroy the metastatic foci.

Some such hypothesis would seem mnecessary to explain the
disappearance of what appeared to be metastatic areas in the lung
in my case, and to account for the present perfect health in the
8 cases 1 which hypernephromatous tissue had extended into
the renal veins., In reporting the foregoing ease T am supported
by various roentgenologists who examined the films, including
the late Dr. Carman, who agreed that no other interpretation is
possible,



L Barney, J. 1. and Churehill, I2. J.: Adenocar-
cinomsa of the kidney with meiastasis to the lung:

Cured by nephrectomy and lobectomy. J. Urol.,
42: 269, 1939,
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TasLE 4. Regression of melasiases from renal cell carcinoma; reﬂrffd CO8ES

_ Biopsy
Author Sex Site of Metastazes proof of Survival Outcome
Metastasis

Bumpus? ML Lungs (15 mos. No 5 yIs, Alive at last report

after nephrec-
tomy}

Beer® ? Lungs (some Nao A mos. Alive at last report

months after ne-
phrectomy)

Mann$ M Lungs No 18 yrs. Alive at last report

Hallahan® M Lungs Na 214 yrs. Died, no metastases at
autopsy

Jenlkins? M Lungs No 12 yrs. Died, autopsy showed small
lung metastases, extensive
loeal recurrence

Ljunggren and M Lungs (regressed Yes 1}4 yrs. Died, sutopsy showed one

assoeiatest before nephree- metastasis in lung, one in
tomy} node, two in other kidney,
one in cerebellum

Liunggren and M Lungs Nao 4 mos. Alive, pulmonary densities

associates? regressing

Samellas and M Lungs No 4 yrs, Sudden death, no autopsy

Marks®

Arcomano and M Lungs Nao 4 yrs. Died of cerebro-vasc. acci-

associatestt dent

Kesseltt NI Tungs No 5 yrs. Alive at last report

Nicholls and M Lungs No 215 yrs. Died, autopsy showed bone

Siddons® metastases, no lung metas-
tases

Prentiss and F Lungs No 15 yrs. Alive at last report

agsociates!?

Sakulal® M Lungs No 4 mos, Neo nephrectomy. Died, au-
topsy showed metastases
to lungs and brain

Miller and M Lungs No 4 yrs. Alive at last report

agsopiates!d

Gonick and i Lungs Nao & yra. Died, no autopsy. Presumed

Jackiw!é Tung and brain metastases

Buehler and M Lungs No 14 mos. Alive at last report

assorigtes!?

Buehler and F Lungs No 22 mos, Alive at last report

associates!?

Cliffton!s M Lungs Yes 4ls yra, No nephrectomy. Died sud-

denly, no autopsy.
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Fdilur's nole. Doetor Middleton’s paper was

awarded a prize in the essay contest sponsored by
e New S"]m*k Section, American Urological Asso-
ciation, Ine., March 30, 1966,

SURGERY FOR METASTATIC RENAL CELL CARCINOMA
RICITARD G. MIDDLETON

Fraom lhe Department of Surgery (Uralogy), James Buchanen Brady Foundation of the New York
Hogprlal, and the Departmen! of Surgery (Urology) of ihe Cornell University Medical College,
New YVaork, New York

TaBLE 1. Total sertes: renal cell carctnoma (1932
through 1968)

Patients
No distant metastasis when 334 (66.49;)
first seen
Multiple distant metastases 141 (2897}
when first seen
Solitary distant metastasis 8 (1.69%)
Incidental autopsy finding 20 (49%)

603




Fdilor's nole. Doctor Maddleton’s paper was
awarded a prize in the essay contest sponsored by
the New York Section, American Urological Asso-
ciation, Ine., March 30, 1966,

SURGERY FOR METASTATIC RENAL CELL CARCINOMA
RICITARD G. MIDDLETON

Fraom lhe Department of Surgery (Uralogy), James Buchanen Brady Foundation of the New York
Hogprlal, and the Departmen! of Surgery (Urology) of ihe Cornell University Medical College,
New YVaork, New York

TasLE 3. Multiple disiani melasiases; no

TasLe 2. Swrvival following mnephrectomy in nephrectomy. Survivel following
presence of multiple distant melasiases establishment of diagrosis
Patients Patients
Died within 1 year (includes 3 pre- 27 Died within 1 year (includes 6 pre- 71
sumed dead) sumed dead)
Survived 1 year 2%6.9 2 Died between 1 and 2 years 906.3 5
Survived 2 years 0 Alive 1 year or less with metastases 4
Lost to followup 4 Lost to followup 28

33 108




Fdilor's nole. Doctor Maddleton’s paper was
awarded a prize in the essay contest sponsored by
the New York Section, American Urological Asso-
ciation, Ine., March 30, 1966,

SURGERY FOR METASTATIC RENAL CELL CARCINOMA
RICITARD G. MIDDLETON

Fraom lhe Department of Surgery (Uralogy), James Buchanen Brady Foundation of the New York
Hogprlal, and the Departmen! of Surgery (Urology) of ihe Cornell University Medical College,
New YVaork, New York

The outcome has been quite different for those
patients who already had multiple distant metas-
tases when the primary carcinomsa was recog-
nized—mnone of ours has survived 2 vewrs,
Nephrectomy has not improved their survival,
although sometimes nephrectomy hag been bene-
ficial for the relief of pain, fever or persistent
hematuria. In no case of owrs has nephrectomy
caused regression of pulmonary metastases, Manv
patients with muitiple metastases have received
x-ray therapy, but they have lived no longer than
those who did not have such treatment (however,
the dosages would likely be eonsidered too small
by today’s standards).




Fdilor's nole. Doctor Maddleton’s paper was
awarded a prize in the essay contest sponsored by
the New York Section, American Urological Asso-
ciation, Ine., March 30, 1966,

SURGERY FOR METASTATIC RENAL CELL CARCINOMA
RICITARD G. MIDDLETON

Fraom lhe Department of Surgery (Uralogy), James Buchanen Brady Foundation of the New York
Hogprlal, and the Departmen! of Surgery (Urology) of ihe Cornell University Medical College,
New YVaork, New York

CONCLUSIONS

The author feels that
when multiple dizstant metastases are recognized,
nephrectomy for the purpose of promoting their
regression 1s contraindicated.

The author further believes that nephrectomy
and excision of a solitary netastasis trom venal
carcinoma is a worthwhile program. The survival
rate m reported eases 18 essentially the same ns
that following nephrectomy in the apparent
absence of metastases,
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Cytoreductive Surgery and Systemic Bacillus Calmette-Guerin
Therapy in Metastatic Renal Cancer: A Phase Il Trial
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Semin Urol Oncaol. 15986 Mov; 14(4):230-6.

Cytoreductive surgery in the management of metastatic renal cell carcinoma: the UCLA
experience.

Franklin JRT, Figlin R, Rauch J, Gitlitz B, Belldegrun A.

Universityof California, Los Angeles

63 hasta

{ 2V dzfeh b RINBeRaktbniiAIEF2 immunoterapi tedavisini destekliyor



The Journal of Urology

Volume 1238, Issue 5. November 1997, Pages 1672-1676&
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ELSEVIER

Clinical Urology: Original Articles

CYTOREDUCTIVE SURGERY BEFORE HIGH DOSE
INTERLEUKIN-2 BASED THERAPY IN PATIENTS WITH
METASTATIC RENAL CELL CARCINOMA

McClellan M. Walther, James C. Yang, Harvey I. Pass, W. Marston Linehan, Steven A. Rosenberg

From the Urologic Oncology and Surgery Branches, National Cancer Institute, Bethesda, Maryland.
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NEPHRECTOMY FOLLOWED BY INTERFERON ALFA-2b COMPARED WITH
INTERFERON ALFA-2b ALONE FOR METASTATIC RENAL-CELL CANCER

RoBeRT C. FLANIGAN, M.D., SypNey E. SALMON, M.D., BRENT A. BLUMENSTEIN, PH.D., ScoTT |. BEARMAN, M.D.,
Vivek Roy, M.D., PaTrick C. McGRATH, M.D., JoHN R. CaAToN, JR., M.D., NIKHIL MUNSsHI, M.D.,
AND E. DaviD CRAWFORD, M.D.

Southwest Oncology Group (SWOG) 8949

TaBLE 1. CHARACTERISTICS OF THE
241 ELIGIBLE PATIENTS.

MEPHREC-
INTERFERON  TOMY PLUS
ALONE INTERFERON
CHARACTERISTIC (N=121) (N=120)
Age (yr)
Mean 59.0 58.8
Range 2987 37-80
Male sex (%) 69 .4 69.2
Measurable metastatic 75.2 81.7
lesion (%)
Performance status 1 (%)* 58.1 45.0%
Only lung metastases (%) 66.9 65.8

*Performance was scored as 0 or 1, with 1 indicat-
ing decreased acrivity.

tP=0.04 for the comparison with the interferon-
only group.



TABLE 2. SURVIVAL IN SUBGROUPS DEFINED ACCORDING TO
STRATIFICATION FACTORS.

CATEGORY

INTERFERON

NEPHREC-
TOMY PLUS

MEDIAN SURVIVAL

INTERFERON
ALONE

ALONE INTERFERON
mo
Not stratified 8.1 11.1
Stratification factor
Measurable disease
Yes 7.8 10.3
No 11.2 16.4
Performance statust
] 11.7 17.4
1 4.8 6.9
Tvpe of metastases
Lung only 10.3 14.3
Other 6.3 10.2

1-YR SURVIVAL

NEPHREC-

Yo

36.8

34.7
43.1

49.2
28.2

41.5
34.6

49.7

46.6
63.6

63.6
325

58.5
45.1

TOMY PLUS
INTERFERON

P VaLue*

0.012

0.010

0.080

0.008

*I values for the comparison of median survival between groups were derived with the log-rank test.

T Performance was scored as 0 or 1, with 1 indicating decreased activity.

100+
804
e
< 604
©
2 1 \
> -, Nephrectomy plus interferon
2 404 y Nep ¥ P
w -
204 .
Lo
. L""J"""L_J_______L_J__
0 T T T T T T T T T T T T T :I T 1
0 24 48 72 96
Months
No. AT Risk
Interferon alone 121 21 4 0
Nephrectomy 120 29 9 3 0

plus interferon

Figure 1. Actuarial Survival among All Eligible Patients, According to Treatment-Group Assignment.

In the interferon-only group, there were 115 deaths and median survival was 8.1 months. In the surgery-
plus-interferon group, there were 106 deaths and median survival was 11.1 months.
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STRATIFICATION FACTORS.

CATEGORY

Not stratified

Stratification factor

Measurable disease
Yes
No

Performance statust
]
1

Tvpe of metastases
Lung only
Other

MEDIAN SURVIVAL

INTERFERON
ALONE

Ll ot
e k=N
Wi BN ok

NEPHREC-

TOMY PLUS

INTERFERON

11.1

10.3
16.4

17.4
6.9

14.3
10.2

1-YR SURVIVAL P VaLue*
NEPHREC-
INTERFERON TOMY PLUS
ALONE INTERFERON
Of’D
36.8 49.7 0.012
0.010
34.7 46.6
43.1 63.6
0.080
49.2 03.0
28.2 32.5
0.008
41.5 58.5
34.6 45.1

*I values for the comparison of median survival between groups were derived with the log-rank test.

T Performance was scored as 0 or 1, with 1 indicating decreased activity.

Survival (%)

No. AT Risk

Interferon alone
Nephrectomy

1007 We believe that nephrectomy in suitable patients
1 should be an eligibility criterion in trials of new sys-
80+ temic agents for the treatment of metastatic renal-cell
1 cancer. We also believe that nephrectomy followed by
60 therapy with interferon alfa-2b (with or without other
1 . cytokines) should be considered the standard of care
40 ™ Nephrectomy plus interferon (i.e., should be used in the control group) i ratare
| phase 3 trials.
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ARTICLES Lancet 2001; 358; 966—70

Radical nephrectomy plus interferon-alfa-based immunotherapy
compared with interferon alfa alone in metastatic renal-cell
carcinoma: a randomised trial

G H J Mickisch, A Garin, H van Poppel, L de Prijck, R Sylvester, and members of the European Organisation for Research and
Treatment of Cancer (EORTC) Genitourinary Group

European Organisaton for Research and Treatment of Cancer (EORTC)30947
Genitourinary Group trial 30 947

Study group Control group Both groups
(n=42) (n=42) (n=84)

Characteristic
Age (median [range], years) 61 (36-76) 56 (29-74) 59 (29-76)

Men 33 (79%) 27 (64%) 60 (71%)
Women 9 (21%) 15 (36%) 24 (29%)
WHO performance score
0 20 (48%) 17 (40%) 37 (44%)
1 22 (52%) 25 (60%) AT (56%)
Primary tumour characteristics
Extension
Perirenal tissue 13 (31%) 16 (38% 29 (35%)
Adrenal gland 5 (12%) 5 (12%) 10 (12%)
Venous invasion 8 (19%) 11 (26%) 19 (23%)
Inferior vena cava 2 (5%) 4 (108%) 6 (7%)
Beyond Gerota's T (17%) 9 (21%) 16 (19%)
fascia
Tumour size
=5 cm 4 (10%) 5 (13%) 9(11%)
5-9 cm 16 (39%) 20 (50%) 36 (44%)
10-14 cm 17 (41%) 14 (35%) 31 (38%)
=15 cm 4 {10%) 1(3%) 5 (6%)
Metastatic sites
Distant nodes 11 (26%) 18 (43%) 29 (35%)
Lung or pleura 33 (T9%) 34 (81%) 67 (B0%)
Liver 5 (12%) 4 (10%) 9(11%)
Other abdominal 4 (10%) 5 (12%) 9(11%)
Skin or subcutaneous 2 (5%) 2 (5%) 4 (5%)
Bone 9 (21%) 10 (24%) 19 (23%)
Central nervous system 0 1(2%) 1(1%)

Number of patients (%) shown, unless otherwise stated.
Table 1: Baseline characteristics
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Study group

604 1, Logrank p=0-04

Proportion surviving (%)
o
o
|

0 4 8 12 16 20 24 2
Time (months)
Observed number Mumber of patients at risk
of events
Study 32 42 23 12 10 7 4 2 1
group
Controls 37 42 17 8 5 2 1 1 1

8 32

Figure 2: Kaplan-Meier curves showing time to progression

O=0bserved number of events.

Proportion sumiving

Time (years)
Observed number Mumber of patients at risk
of events
Study 25 42 22 T 1

group
Controls 30 42 12 2 0

Figure 3: Kaplan-Meier curves showing overall survival
0O=0bserved number of events.

Study group
== = =Control group

Logrank p=0-03

Study group Control group
(n=42) (n=43)
Complete 5 1
Partial 3 4
Mo change 17 18
Progression 14 14
Unknown 3 &

Comparison of response rates: 19% vs 12%, p=0-38.
Table 3: Response rates
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