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“Giand fibroadenoma”
“Juvenile fibroadenoma”
“Cellular fibroadenoma”
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Cystsarcoma
phyllodes

® Chelius »'1828F |- &4
[ZEC &k

Maximilian Joseph von Chelius
16. Januar 1794 in Mannheim; T 17.

&, ‘fﬁ?ﬁﬁ’st 1876 in Heidelberg) war



http://de.wikipedia.org/wiki/16._Januar
http://de.wikipedia.org/wiki/1794
http://de.wikipedia.org/wiki/Mannheim
http://de.wikipedia.org/wiki/17._August
http://de.wikipedia.org/wiki/1876
http://de.wikipedia.org/wiki/Heidelberg

Cystsarcoma
phyllodes

® Johannes Peter Muller
& Rudolph Virchow A°
18384 (= cystsarcoma
phyllodes &#n4

Johannes Peter Miiller (14 July 1801 - 28 April 1858),

was a German physiologist, comparative anatomist,

ichthyologist, and herpetologist, known not only for his
2013/¢{¥8coveries but also for his ability to synthesize knowledge. 8



http://en.wikipedia.org/wiki/Germany
http://en.wikipedia.org/wiki/Physiologist
http://en.wikipedia.org/wiki/Comparative_anatomy
http://en.wikipedia.org/wiki/Ichthyology
http://en.wikipedia.org/wiki/Herpetology
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The patient was
She had nursed her
After her last child-
birth, a small nodule the size of a filbert (fibro-adenoma?) was felt

F16. 1.—Case report by von Graefe (1838).
a‘ Russian woman, thirty-nine years of age.
five children without lactational difficulties.

in the right breast. This nodule never increased in size. In 1836,
a new tumor appeared in the left breast and grew slowly umtil 1838,
when it exhibited an increased impetus of growth. It ruptured spon-
taneously and twelve hours later a large cauliflower vegetation pro-
lapsed through the ruptured skin. This enormous tumor covered
the entire chest, displaced the right breast and a local mastectomy
was done without anzsthesia. While an assistant supported the
breast, two surgeons with three knives amputated the breast by
three slashes in less than thirty seconds. Immediate hzmostasis
was obtained by compressing nine large severed vessels between the
fingers. The breast and its content of tumor weighed twenty-two
pounds and eight ounces. A cure was effected.

2013/5/29

« Helmuth (1871).
was a woman, aged sixty-eight |
who first observed a !
right |
breast twenty years previously. |
This tumor gradually increased |
in size until it extended from |
the clavicle to below the waist
from the sternum beyond |
the axilla to the scapular line. |
The integument over the tumgrz
the |
tumor mass was nodular, cir-|
cumscribed and fluctuant. |

Fic.

years,

small tumor in her

and

was tense and bluish;

Treatment consisted entirely |
of injection of carbolic acid.
The patient died

months later.

2.—Case report by |
The patient

several |

11



First Case of Metastatic Phyllodes Tumor

GIANT INTRACANALICULAR MYXOMA OF THE BREAST: THE SO-CALLED
CYSTOSARCOMA PHYLLODES MAMMAE OF JOHANNES MULLER.
Lee BJ, Pack GT. Ann Surg. 1931 Jan;93(1):250-68.

2013/5/29 12


http://www.ncbi.nlm.nih.gov/pubmed?term=Lee BJ[Author]&cauthor=true&cauthor_uid=17866470
http://www.ncbi.nlm.nih.gov/pubmed?term=Pack GT[Author]&cauthor=true&cauthor_uid=17866470
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Evidence for transformation of
fibroadenoma of the breast to malighant
phyllodes tumor

D7S522
N E1 S1 E2 S2 N E1 S1 E2 S2
» P> -
[ e L o
D8S261

N E1 S1 E2 82 N E1 S1 E2 82
o . A e X 3 - 3

23-year-old woman
Synchronous FA and PT

Fibroadenoma Phyllodes tumor

Hodges et al. Appl Immunohsitochem Mol Morphol
2013309; 17: 345-50. 1



Evidence for transformation of
fibroadenoma of the breast to malighant
phyllodes tumor

D7s522 TPS3 D225264
E S E S E S

Allele 1 — — — — — —

Allele 2 —_——— —— e— ——

LOHatD78522

Fibroadenoma

D78522 TPS3 D225264
E S E S E S

Allele 1 —— ——

Allele 2 —_—— —— ——

LOH atD22S264
and TP53

D7s522 TP53  D22S264
E S E S E s

Allele 1 —_—— ——
Allele 2 —_——

S n C h ro n O u S P I a n d F A coexisting fibroadenoma. LOH at D75522 occurred in both epithelial and stromal components of the breast fibroadenoma, but
TP53 gene is still intact as shown in the blue box (upper allele of D75522 was lost in both epithelial and stromal components).

Additional allelic losses at TP53 and D225264 may lead to progression of fibroadenoma to phyllodes tumor. E indicates epithelial
cells; S, stromal cells.

FIGURE 4. Schematic illustration of genomic events involved in the progression of malignant phyllodes tumor of the breast from

Hodges et al. Appl Immunohsitochem Mol Morphol
2013309; 17: 345-50. o



Shared LOH pattern in both the stromal and the co-
existing epithelial malighancy, suggesting a common
precursor cell for the biphasic malignhant

Genome-wide LOH analysis of phyllodes tumor 307
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20Wamt et al. Breast Cancer Res Treat 2006; 97: 301-9 16
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IR IES Phyllodes Tumor
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High-grade FEREFBIFER/N\=v I
FFIcHh R BT A)HN) TEHEETHS

B Caucasian
[ Hispanic
El AA

Percentage
S

Benign Borderline  Malignant

Histologic classification of phyllodes tumor by race. AA,
African American.

Jose M et al. Phyllodes Tumors: Race-Related Differences
2013/piMPrnal of the American College of Surgeons 2011; 213: 537-542. 20
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Phyllodes tumor, border]
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= IE%WEEE
Phyllodes tumor, malignant
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25 Phyllodes Tumor
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[H B D 1B 1 5E
Stromal overgrowth
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25 Phyllodes Tumor
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ZIRIEE D 748 (WHO2012)

Rif | RHAEME | B
Benign Low-grade | High-grade
UL 2

" EHEE. £ZIC =
Iﬁi*gFlét sz{ii;quéE 1314}\

ez E K HERE =
el & fHfE D 22 GL~BEE BE-HFEE ==
B3 (J10HPF)* <5 5-9 >10
el B 1B B[ 12 58 1L HL~Z<—EB LIEXLIX
EMERMER S 1L L EEICHEE
EREEFDESE 60~75% 15~20% 10~20%

* XIA40X, HEER10X, 0.196mm?2; * * 1554 KREF

2013
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Grading

WHO2012

Benign Benign Low-grade
Borderline  Low-grade Intermediate
Malignant ligh-grade ligh-grade

2013/5/29

45



IR [EH Phyllodes Tumor

»p53
»>Ki-67
o INAAT—F »CD117(KIT)
»EGFR
>»VEGF
»Microvessel density
>»pl6
»PRDb
»HOXB13
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10~17/%

14~25%

23~30%
21%
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BRE

&IE1~2cmD
YIB&. lumpectomy <w— U THIRRE
#%(20 3C@k) n-RAtRE
(133ZmA)
R 21% (111/540) 8% (17/212)
IEREMY 46% (18/39) 29% (20/68)
=% 65% (26/40) 36% (16/45)

Barth et al. Breast Cancer Res Treat 1996: 57:

20%%!9'295 49



Risk Factors for Local
Recurrence

Table 5. Univariate and Multivariate Survival
Analysis Comparing Age, Tumor Size, and Grade

Univariate analysis p Multivariate analysis p-value

Age  RR=1(0.97-1.05) 0.56
Size  RR=1.02(0.99-1.04) 0.07 RR=1.01(0.99-1.03)  0.07
Grade RR=2.4(3.36-6.64) 0.08 RR=2.1(0.73-6.04)

RR = relative risk.

‘HiStOIOgiC grade ® Incomplete excision

® Invasive tumor border
® Secondary tumor nodules

® f[umor size at the periphery

Guillot et al., The Breast Journal 2011;
2013928 « 129-137/ 50



Table 2. Factors Associated with Local Recurrence in Pa-

tients with Phyllodes Tumors

Factor p Value
Tumor size <0.01
Close margins (<2 mm) 0.04
Histologic classification 0.01
Mitotic rate <0.01
Race 0.89

Jose M et al. Phyllodes Tumors: Race-Related Differences

Journal of the American College of Surgeons 2011; 213: 537-542.

2013/5/29
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Nomogram for predicting recurrence-

free survival

o =H

® X HRE

o HEAEIEE
o tIfRETim

2013/5/29

Mitoses per 10 har

Crvergronth

Surgical maigin

Total points

Byear RFS

10-yenr RFS

mmmmmmmmmmm

o 20 0 4 o & 7

Tan PH et al. J Clin Pathol 2012; 65: 69-76.
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IRFEE LERFE E 0D Grade
= 9 > =
2
# R *o # R
B % / 27— B %
N=73

[R5 5545

Tan PH et al; Phyllodes Tumour Network Singapore.
Predicting clinical behaviour of breast phyllodes tumours: a

nomogram based on histological criteria and surgical margins.

s0137g11n Pathol 2012; 65: 69-76.
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[REEFZEERZED Grade

,Ell‘i
A

4(}3{
5 R

/6(35.40/0)
R % 27(56:3%) - B 1%

N=73

[R5 5545

Tan PH et al; Phyllodes Tumour Network Singapore.
Predicting clinical behaviour of breast phyllodes tumours: a

nomogram based on histological criteria and surgical margins.

s0137g11n Pathol 2012; 65: 69-76.
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[REEFZEERZED Grade

=
2(14.3%)
5 =R 10(71.4%) 1= 5
2(14:3%)
B
N=73

[R5 5545

Tan PH et al; Phyllodes Tumour Network Singapore.
Predicting clinical behaviour of breast phyllodes tumours: a

nomogram based on histological criteria and surgical margins.

s0137g11n Pathol 2012; 65: 69-76.

55



[REEFZEERZED Grade

7

B 1%

N=73

[R5 5545

Tan PH et al; Phyllodes Tumour Network Singapore.
Predicting clinical behaviour of breast phyllodes tumours: a

nomogram based on histological criteria and surgical margins.
»013/9J511n Pathol 2012; 65: 69-76.
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EIREZICHITHERR

Bt 294 (3/138)
1 0 9% (5/57)
=8 {4 23% (24/105)

Barth et al., 1999
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fE 95 5L

5 0.3% (2/600)
b5 50 6.6% (7/107)
= 20% (48/240)

Barth et al. Breast Cancer Res Treat 1996;
57+ 291-295
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EUEREEOEREFENERE
(8214l SEER)

S5 years 91%

Median F/U
10 years 89% 5.7 years
15 years 89%

Macdonald et al. Cancer 2006; 107: 2127-
2133

2013/5/29 61



Management

®Excision with a safe surgical
margin

®Mastectomy for borderline or
malignant phyllodes tumors or in
cases of local tumor recurrence

Guillot et al., The Breast Journal
2011; 17: 129-137

2013/5/29 62
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» Pseudoangiomatous stromal
hyperplasia (PASH)
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Stromal sarcoma
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BB RIE Stromal sarcoma

o LIRS AE D E M EE RS
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Periductal Stromal Sarcoma

L

82



v

N

N\

AN

! .'—,d

2013/5/29



e
— /B

2013/5/29

= EFE(HAILHLLE)

REBKRF EF LR,

mika@kuhp.kyoto-u.ac.jp

FEHLMNES I NELT-

BIRlTRE

EES,

84



