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) Clinical response
Pathological response
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0 6 0
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2 42 44
3 11 24
Total 201 105
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PR 201 35 33
CR 105 56 15
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® Krag DN, et al.
Sentinel-lymph-node
resection compared with
conventional axillary-lymph-node
dissection in clinically node-negative
patients with breast cancer:
Overall survival findings .
from the NSABP B-32 randomised
phase I trial.
Lancet Oncol.
2010; 11: 927-933.
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1) de Boer M, et al. Micrometastases or isolated
tumor cells and the outcome of breast cancer.
N Engl J Med. 2009; 361: 653-663.
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1988 E BIERMAPEPEELE, LNERE
HEDORMEFEELTEF RV L INEER
U HEBRBABHAROME EMIICTY
BATVWS, SHEEERMEBICTERINT
WA B EERGHMBET 5 24 s 395
EOMRETE.

A B MIC THRINS L FRNY ED /M s
BERNSEBOTRICN T2HER, KEE DI ALV

ATFEZ

B AR Y 5 —PRBEILFHEREAREIF R

20104E 12 Krag DNSIC &Y SLNB & i V) > ) fiighiE & o Lt stlk T 2 NSABP B-32 itk
DBE DR EH e ENiz, OS, DFS OWMF (C CTHHEENIC 7253788 5 T RINFL S 3
BSLNBOZYUMAMEL ENDDH B, SLNBOBEICH T2 B S, BWIN LK RE &1
W EIHELR oA SLNBR T TIc iR L > TV B,

—77, SLN 2 354 B #8117 R e S S8 REL k2 8 oD i TR 2 EUS DO TIXRRRD 1B
WAIE, Vo EEBRFORESICLY) RBIEE (macrofnetastases CRARIGFSE2.0mmig),
/NER (micrometastases BRI 0.2 ~2.0mm), LA AMNE (isolated tumor-
cell clusters { | ARIGHEO.2mmAT)ICHHE N2, LichioT, ABIER 2BWIT 2701
E 2 b 2mm ORIE T F (slice section) 2B T 3 L EhiH Y , W/NER DO
Wit2i30.2mm (step section), MILPEHIAMMIOEEWHC 137 LA LI Hllh >\ REIE THLEYT A
(serial section) Z{ER T 2 HEHH B, Lichi>T, SLNDIGIEZENIIFRIE DR &P
L, /MR CIREBELTOZDBBIRTH S, 7oL T, B4 SLN OFFEEES L H FH %
DPEDFEMICEZ OB SE, MALICHXTH 5, LEHMBETREIENS Y o EiE
BORESIEH 0. ImmTHS, RHEWHIZBOTslice section AL E) =0 fuyB#l #ge i
ZMATH/NMEE PV AMELZERTEDCH N E2EPRLT, SLOBENESEHEL
TH5EOSIKBITAMEHIABOE L. 2% /NS Wi, BEDOREBIIETTHITHEILL
SHWEThHS,

SHTRAEEYREOFEFREICEEL T, WHY > /RBIEBOEEIE Y TR {IE
EARBRDMMEFN 7 L — R, SLEEEEZM, human epidermal growth factor receptor 2
(HER2) BEHORI L EBEREINDZ ILHHARL TV 5, 200942134 Z 4 D de Boer M
5 %3 Micrometastases and Isolated Tumor Cells: Relevant and Robust or Rubbish?
(MIRROR Study) TOV IR ART T4 7 RBIIHREZBREL TV 3D, WBIEDRED
P L s BNFHO LRI EIC BV TSLNDisolated tumor-cell clusters,
micrometastases T A nOWE L TEEOSHEHICE /e HELTWV 3, ZOWHET
% SLN % 150 m IR I CREAI IS EE L TL0 3,

INLHWTOWME»LERETEL IR, FRURBIICTRREINS SLNOM/NBTE
R OT RIS T 2 HE, MEMRELEORICIIREL DI ALLVENS
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CRITICAL EYES on (¢TI 5

SHEHERERICHITD

SFENEOEELENEERGOFESIIDNT

Reporting of serious adverse drug reactions of targeted anticancer agents in pivotal phase Ul clinical trials.

! Seruga B, Sterling L, Wang L, et al.

J Clin Oncol. 2011;29:174-185.

BESLWAREEN

FUTME RIS BRI, LIS U@ ARBIBIS > & L0 55 T AR L R Bk
(randomized controlled trial; RCT) O&FHR, HAWEAGEDHILE T
L& oTHEBEIN D, HMEE, HRBTHE S HER DR
EFEAME L TR MR BT 348, FUBHRIEE SO
PR L~ L TRl I TR, HEH S (adverse
event; AE) & LR LT, W E K (adverse drug reaction ;
ADR) i, FAFEH DRER DI HERNEFR ORE TH 5 & Bl fEbE
BIFETH B, FEALDRCT TR, HEHIEIHITHD, BHBE
SNBAERTERTE DS, BRME M ENLAEP—ED BRI %
FTHRTBAER, 7L +ACRBilE gy, RCTICE>TH
WS h b o/ EEL ADRDS, THBICHL B L ORI
3T, REITRRS WS TN DO TR OBRN X FEH
ENTVBADRERBBIRCT THrE S M7
ADR & % FLBRa L,

RSN, ZOPTE0%EIENICEIR Thore, & bICHEA
ADR®39% (305, SIEHI% ADRD39% (159 %) bt, KM
TCRMSATELT, SHczheh, 49%k 58%E, FLHO
BRI LW > Tk o/, FCERIESNTO/IADREEH

TWih o/ ADREZRT (1),

LA, BEACRALESE

ERTRVIEAHIFHLZ,

fiE 5

“infusion reaction”,

BTN ¢,

% ADRDIRCT TOMX TR M

WS FHRIEICI LT, £ RCT O# & HSCOHIRE # O
fIXETE, BEELADRIECDOTIRANIE MU HRLL TR,
FNTRDHZH, EELADROEHE, HRBEFCSIHEPET:
Fl&ARZ§AEEMED DY, BHEROBIC B TIDL SR EH

BLTBLZ LR, BETHS,

R1 SUILEBHBRICTRLS<HESN-ENEESR

SFENE  PESELTBORCTOEXT RCTD®ILTCADR A
B & BIEADR OF  ADRABETNTLBIFENN BETNAN DL TFIENE
1o TR 81 5 [ s L BUFIIT, €UFI9T, 417527,
REEMESE TR (FDA) Dweb¥1 M & LEE 7 SRFZT U yELeT, R=P=, _
DRI SL ¥ 25T BINI A RR U120 F L A
TICHE FDA TR S 75 F RIS oo o infusion reaction 6 RNGZXF, RIRLYT, NULTT, fgyyeeT sotessy
- 1N A s [ R A<

YYETT, FSAVXTT

T20084E Y 2009 4E (0 L2 &M B 2 IR 5t RIS IR 6 IAOFZT, bSRYATT /’;’:‘__*5;1{;; wYFIYT, SNFT,
XEHYFTSN, SHC DK IHDRB g 5 KUFISTIIFZT,  ogmy NIRYETT
BRCTHBFOBRH BRI T3S SR ; F— PP ——————
e BRINGAE L L, ZRZhDEKIICD ' atALd
HLESA 4 KN X T, TAAF=T ARF=T, UVHLTT
W, WEDOFE G HE ADREEITEE o A YR e ———
# ADRJ &%, FDA label &t “warning/ ©A=FeY
i1 4 INOFZT, ARFT KWFIET, SNFIT
precaution” & U “boxed warning”iSit. "t 3 WA RINSAYT, FNFIET, VIR T
WMENTOBHEREL o, HREFXECTHIA QTHBESR 3 NA F4F=T, SNFZT, A=F=F
SHTOBRCTRMITL, e b — BERRERE 3 NA ‘ RNFIIT, AVFT, UVFLeT
[ . e EDRRIniEiE 2 ANYZXR T, TNOFZT —
ADRDSBESN TV 3D EIDERE L, e P g S =
m R BRIGMEETRE 2 2=F=T 1vF=T B
12H O TRINEL RATOWA e BF2 2 IWAFEFUIEYYT - —
o e BhE 2 RNVXRT, 2A=F=T —
ﬁBﬂi‘Z‘éﬁlft*636@RCT®%€H‘1%I‘J?¢%L‘ Py p— P ——— —
Too WRFISCEICIE, TOMBIOEELADRDY  apr:mwaEs®  RCT:SUALEESGER  NA:not avaiable o
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T At A MR AR R S T S RO BREE B ¢,

Seruga B, et al. J Clin Oncol. 2011; 29:179.
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FLIEEYNERIZHE 5 AR~ OB S B 1E R it D E R

AR BT MR BE ORET ORB ST kT
Tl KB R OFEET KT BT MR it HE gmd
BEIE BERLAYE ik paw*

(Jpn J Cancer Chemother 39(3): 399-403, Masch, 2012)

Survey on Oncologists-Provided Information on Treatment-Related Infertility to Breast Cancer Patients; Akiko
Kubo ™', Keiichi Koido™', Mari Sawada™, Yasuaki Ryushima ™, Chikako Shimizu™, Tomoyasu Kato™’, Masashi Ando™?,
Takayuki Kinoshita™®, Koji Murakoshi™!, Nobuaki Yokote™, Yasuhiro Fujiwara™® and Hiroshi Yamamoto™ (*'Dept. of
Pharmacy, **Dept. of Breast and Medical Oncology, and **Dept. of Gynecology, National Cancer Center Hospital)
Summary

Purpose: Treatment-related infertility is an important issue facing breast cancer survivors of childbearing age. A previous
study at the National Cancer Center Hospital between 2000 and 2004 analyzed 136 postoperative breast cancer patients
under 40 years old, and found that only 7% of them had been provided with information on fertility-related issues by their
treating physicians. However, the way in which information is shared may have changed, given the recent publication of
national and international guidelines on fertility issues in cancer patients, and we hypothesized that there will be an increase in
the percentage of cases in which information about fertility-related issues is provided. Methads: We retrospectively analyzed
patients 40 years old or younger who underwent surgery for primary breast cancer in this hospital between 2007 and 2009.
We assessed patients’ and oncologists” backgrounds, pathological stage, treatment plans, and whether or not oncologists
provided explanations regarding fertility-related issues. Results: One hundred cases were analyzed. Five percent, 15%, and
80% of patients were< 30, 30-35, and>> 35 years old, respectively. Sixty-one percent of patients had partners, while 29% had
prior deliveries. Information on fertility-related issues was provided to 56% of patients. Significant factors influencing whether
information was provided were patients’ reproductive history (odds ratio (OR): 5. 717, 95% confidence interval (CI): 1.752~
18.66, p=0.004) and recommended treatment (OR: 24.22, Cl:3.150-186.2, p=0.017). By contrast, oncologists’ back-
ground (specialty, gender, and duration of career as a physician) was not sighificant. The frequency with which treatrnent
plans were changed did not correlate statistically with the provision of information on fertility-related issues. Condusions:
information on treatment-related infertility is now provided much more frequently than in the past. We should encourage
both patients and medical professionals to increase their awareness about this important issue. Key words: Breast cancer,
Chemotherapy, infertility (Receive May 13, 2011/ Accepted Jul. 6, 2011)

EE W EDERCME L RMEESEARANTIABERC L o CTREAMETH H. HIFAMEL Y &~k
Wikt (BUF, MBE) 12345 2000~2004 £ 42 G R MM & LAWE T, 40 LT o FLIREE TR - SR IEMRk v 2t
ERIETBEMERL SR TWOR 7% 07, 2, bithiug 2007~2000 £ B0 2 R EOEBREE T/
B 2007~2009 £ IS MBECRW R T 2 0 RUT OREIBBEE LR L L. BHE, L. BRMICETLEND S OF
WG A, BHS L UBEENOLSIR, WL YA VR BITBIICIE L 2o #8 of S BE L 100 4. 48 [<30
R/30~35 #/35 =1 =[5/15/801, WEWEM [0/ 1/0/W/W]1={21/23/43/12/1]. »8=+F— [HY /& L]1=[61/39], i}
R (0 /%1L]1=[29/711] Tholee HHRIRE [H0/%L]=056/4] Thoize WHRREOFRHEETIHTIR B
HRMOBRE LCHER (oddsratio (OR):5.717, 95% CL 1.752-18.66, p=0.004) RSN B HEML ¥ A ¥ (OR: 24,22,
95% CL 8.150-186.2, p=0.017) :BHMAE B, FEHP— b —OFEIEEESA LIS P o7 72, ERNMOTE
W7 (gl R, EMRSRER LoOMMIRASRERY o/, 510, (bBRRETSLERFHPLOERNAE, 8
WREOFWTERR S NL 70 BFE2007~2000 SFIZB VT, FHRIRIZH60%ICE XF Y, WERICE S B5
BAOEROWT, BHRE - BERFOERET S LUROILEND .

O ARIEE vy — R - R

. i - SUBRE - RSP
. I - I AR

EHRFE: T 104-0045 BECRRR AL AL 5-1-1 WISASAMTE Y v & — s auinis - S
AR BT
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i U &I

AR, BUFEAR R BB oM R I, BARED
FPHPHBINTE L LT, EBEEO QOL i EAR
BEND LI TR ol FO—2L LT, BBWICHEEL
RSB,

AR O LS TP AR E D LB R R R I &
%o BT cyclophosphamide (CPA) &, BB AR
GEAGEERLLTOARNLEFARE LTHRE X
nTws?, AMEEHERICEIT 2 REEIEL, B
RAETEHETH2AFBHC L > TR~ OBE RS
ZHETH 5,

2006 FEORERIKIEE S 4 (ASCO) ofiE T, K
MEEMEN*HT2RE2HETLIHEICR, BER
ARSI ) BB EOB B OWT a3 L,
HBEBROBPIE~DBA LT IRETCHLELTY
B

LA L, BESZAARE Y & — gk (OUF, Ak
23T 2000~2004 4E & WRMIM & LARE TR, 40
BT O RIS BB O B & o T B IS,
EED 5 BF I LRBC L3R~ 0OBEIOW
T, BENICEE TN HER I%ICE EF 27,

ARIIZ BT H, 2006 40 HAHLBEAOREMTH
A FI A4 TR PAFIRBEE D BRE~ORE IR
ENBYR Ll BERIYEFRBECEIEA
LHTWA, 22 THE, bhbhii 2006 4L BT
HERREOEBRKOEELTHLIP T ZLHICH
& MR R T o 2.

1. HEEFE

1. MR BE

2007 48 1 H~2009 %€ 10 B & ToOMB I LBl sist
TEEBYIBRMN & 51T LA, PRS0 RUT DR
BB LR EEZRNRE Lz,

2, AEFEBIUREER

WEEBREEATEFRRICT oA ER I,
R T 2RO H K NEEF BT 5EH,
HEIREE (pStage), /N— b —0OFE, HEEOHFLE,
BEA A & fEde S - niBhiRE b X UF M & LA WiBb R
L7 B, BEHRRMOFEEA VY Tr—AF-ax
T MREOBERERIC, A - BB Z0RBSD -
TE, [HRIEES L | LR L.

AW 2 ERRMHEOBRLE W< 5720, [
H 528 L7z 2000~2004 F 4 MEBME LEN%
AR, SHEFEERfTo7 2007~2000 EX S E L
TIEBE BR L LCHBE T 72 BEERICBY B4

B AUPEEE

BosEE, ABRONBICEL T/,

BRRGAOARLRET TGOS HERHETEL
T, BEWOER (&, - br—0FE BEEO
B, HREIWLEE BIUENRBFICBITHEY
EREORE (%M, HHsL L FERRER o
BARRE L 7,

3. WEtEAvLIE

2B OB B o BB T
ZBMADEBIE T AR OE RIS b S HE
FlzowTid, $ERVRT 4 v ZERSITICE 0 RE
L7z BB 7 B, SPSS 15.0] for Windows & {8/
L7z

n.# =%

1. BEER

BREOKMNFHEEIL 100 B TH o7z FRPREEL37.5
W R (<80 B8/30~35 #/35 e 1=[5/15/80], +%—
Pr—{H0/%L]=[61/39], HEREIHY /& L]=[29/
71] TH otz HWHRIEME [H1/% L]=[56/44] THo
e ¥z, WRICHERBESSBELBE (pStage V)
F1HBD SNz

Table 1 ICHfFOBEERER T, WMEL BT 2 L,
EERBICESHED O (p<0.0001), BETIEIB MU
LORBEFEM U, 22 IMEES ] 13 A BY
52.9%, BREAT29% L HBICRWD LA (p=0.0002). %
B, pStage, /3~ M F—DFETIIWHHICEELZE
Dol

2. H2EICEYT SHEHREOEBIR

BT 2 HEIRGtoEBEE ZRT Fig Ve 28, B
BCHMoBRREE GREN) »5BRRIESMThRCw
TAEPIDS L W3 - 7225, BHES S OFHO A BRI
Thofoiod, MBHRRMAL L] 48 LA B
HOJ X ABRT%, BEISEHTERICHMLE @
<0.0001)

3. BHRREHOFTEICHETIEERT
BRI BT AR 0OE RICHET ZHREATFIE
WU L7 BB LR T (Table 2, 3), BHMOTRE L
LT, HEERE% L (odds ratio(OR): 5.717, 95% CL: 1..752-
18.66] & HEILHBY I EEHSH L E ¥ Wi (OR:9.436, 95%
CI:1.219-73.05), {b29E: (OR:24.22, 95% CI: 3.150~
186.2) RHBLRVAIHAFTHEILBWHLP Lo
Jzo BEOERPL/S— M —OFEIEEEIALNL
M7z (Table 2)o T 7, HEERMMOERE LT, 258
B O3, BRESBETCTR O ERRROEBICE
B Ao/ (Table 3)e SNOLOMEESNS, FHRML
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Table 1 Patient characteristics

<30 13 9.6 5 5.0
Age (years) 30~35 52  38.2 15 15.0 <0.0001
35< 7 52.9 30 80.0 :
0 13 9.6 21 21.0
I 27 19.9 23 23.0
pStage i) 73 53.7 43 43.0 0.09
il 23 16.9 12 12.0
v 0 0 1 1.0
§ Present 8  65.4 61 610 o
Partner Not present 47 3.6 39 39.0 0.22
p - Present 72529 29 20.0 .
Prior delivery o bresent 64 471 71 7L0 00002
{1 . Not provided information
B - Pravided information 0 # =K

 p<0.0001
100 f
£
% 80-
a3
0
(0]
B 93
et
& 40
o
a
20
0 L
Group A Group B
(P000-2004) (P0Q7-2009)
n=136 n=100

Fig. 1 The percentage of cases in which information
on fertility-related issues was actively provid-
ed by treating physicians to primary breast
cancer patients.

The percentof cases in which information was
provided increased from 7 pereent in Group A
(2000-2004) to 56 percent in Group B (2007-
2009).

p value: Chi square test

# [55] 2 [Lav] i, BEEMOTRICKRET
LEOTIERL, HERBRRETIHRRLVI X VB EOR
HERCHET2D0TH B Z LARBE I iz,

4. WBEIECEDBIR

EMAHESE LBk L, SBCEBSN: (54
FAEIR L) WEEEICOWTHRYT (Table 4). 1657
B SLERP BRI EaE, TERMS Y
B IHaRiftzL] #cEldiabhlhdodlz, %0,
HREA~OBEICHE U CHRRErS T Bl isto
BECHEF 2o/ EATRENT,

Sl PR RS S, 2007 FEREOREMIZ BT, B
e & BAE W L2 B B SRt 28T b Ll
B 56% & RIRICEBEINTW A Z ¥ ol oo
HHE LT, 200640 ASCO DEIER HAELERED
BEMIFA T4 vOREICLD, BF - EBEENY
BT, BRI DEOY R 7T 5 Ek0 s
o i BB D B HBSEOREITBEREL Hv
BHBWNAETH S 120, PRE~DEBAHLE &8
W, BRICKRELBET S, 0Fh, MWLy b
FAORWIEZINL LI h-> CELTRELE R
Livb.

WEOEFICBWT, HEROFEIFECRLL R
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Table2 Background characteristics of Group B patients (2007-2009) who were or were not actively provided with
information on fertility-related issues

socs 25

Median ' 3.5 38

Age earg) <P 4 7.1 1 2.3 1 0.063
ee e 30~35 11 19.6 4 9.1  0.391 [0.022-0.693)

35< 41 73.2 39 88.6  0.002 [0.006-1.391]
Part Present 34 60.7 27 61.4 1 0.152
artner Not present 22 39.3 17 38.6  0.475 [0.171-1.317]
Prior delivery Present 11 19.6 18 40.9 1 0.004
nor GBIVETY Not present 45 80.4 2 59.1  5.717  [1.752-18.66]

None 2 3.6 10 w7 1 0.017
Recommended Hormone therapy only 13 23.2 12 27.3 9.436  [1.219-73.05]
adjuvant Treatment involving 4 64.3 22 50.0 2422 [3.150-186.2]
{reatment chemotherapy

Other (clinical trial) * 5 8.9 0 0 — -

OR: adjusted odds ratio, CI: confidence interval ,
*: Not applicable for calculating OR because all cases wére provided with iniformation on chemotherapy related-infertility

Table3 Association between treating physicians’ backgrounds and providing
information on fertility-related issues

Specialt Medical oncology (n=11} 1 0.269
pectalty Breast surgery {n=5) 0.575  [0.216-1.534]

Gender Male (n=11) 1 0.684
Female (n=5) 0.830  [0.339-2.033]

Lonath of career <19 vears (n=9) 1 0.131
st ' z15 years (n=7) 2.148  [0.796-5.792)

OR: adjusted odds ratio, CL confidence interval

Table4 Patient selection of adjuvant treatment categorized by physician-
provided information on fertility-related issues

s SHHRY s s cisrss e
SR 54

Treating physician’s adjuvant treatment

recommendation ,
Chemotherapy-containing treatment 38 67.9 22 50.0
Patient’s adjuvant treatment selection
Chemotherapy-containing treatment 30 53.6 18 40.9
— 215 —
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ABSTRACT

Introduction: The standard treatment for Paget's disease of the breast is mastectomy. Since it is frequently
associated with underlying carcinoma, many surgeons are reluctant to choose breast conserving surgery
for Paget's disease.

Patients and methods: We retrospectively analyzed a series of 59 patients with Paget’s disease who had
undergone mastectomy at the National Cancer Center Hospital between 1963 and 2009.

Results: In 55 of 59 cases (93%) there was underlying carcinoma in the ipsilateral breast. Clinically,
27 (46%) patients had no evidence of other tumors, but 23 (85%) had underlying histopathologically
confirmed carcinoma. Based on the data from this subset, cone excision with a 3-cm radius and a 4-cm
radius could completely resect any underlying malignancy in 74% and 85% of patients, respectively.
Conclusion: As Paget's disease is frequently accompanied by underlying intraductal and/or invasive

carcinoma, patients should be carefully selected for breast conserving surgery.

© 2011 Elsevier Ltd. All rights reserved.

Introduction

Paget’s disease of the breast is a relatively uncommon tumor
which is estimated to represent 1-2% of all breast cancers.'™ For
patients with Paget’s disease of the breast, mastectomy is generally
considered the standard treatment. It is recommended as the
standard therapy by the National Comprehensive Cancer Network
guideline,® Since underlying intraductal spread or invasive carci-
noma is frequently detected by histopathological examination of
mastectomy specimens from patients with Paget’s disease,
surgeons have been reluctant to employ breast conserving proce-
dures for Paget’s disease.’ On the other hand, breast conserving
surgery combined with radiotherapy to the remaining breast
parenchyma has been shown to be equally efficacious in achieving
local control and similar survival rates in patients with early Paget’s
disease.” Recently, selected patients with Paget’s disease of the
breast were treated with breast conserving surgery with survival
rates similar to those achieved with mastectomy.’

However, Paget’s disease is a heterogeneous disease which
presents with varying levels of underlying ductal carcinoma in situ
(DCIS) andfor invasive carcinoma components in the breast
parenchyma.” It may present with a palpable mass or abnormalities

* Corresponding author. Tel.: +81 3 3542 2511; fax: +81 3 3542 3815.
E-mail address: hstsuda@ncc.go.jp (H. Tsuda).

0960-9776/$ — see front matter © 2011 Elsevier Ltd. All rights reserved.
doi:10.1016/j.breast.2011.05.010

on the mammogram, but either finding may be absent.” In one
study, mammography failed to reveal any abnormalities in 43% of
patients with Paget's disease.? Early reports suggest that cases of
Paget’s disease without any underlying DCIS or invasive carcinoma
components are rare, representing at most 8% of patients with
Paget’s disease.®1°

The aim of this study is to assess the feasibility of breast
conserving surgery for Paget’s disease of the breast, especially for
patients with disease that is limited to nipple—areolar complex. We
retrospectively reviewed data on the histological extension of the
disease from 59 patients, and simulated how much breast paren-
chyma should be resected if the conserving surgery were to be
performed.

Patients and methods

We reviewed the case records of all patients with clinically
apparent and histopathologically confirmed Paget’s disease who
had undergone surgery at the National Cancer Center Hospital in
Tokyo, Japan, between 1963 and 2009. All eligible cases had a pre-
operative biopsy or cytology. Cases were excluded from analysis
when Paget’s disease was an incidental histological finding where
mastectomy was performed for invasive carcinoma. In 11,335 breast
cancer patients who had undergone surgery during that period, 63
(0.6%) were diagnosed with Paget’s disease clinically. Four patients
were excluded because they received chemo-radiotherapy,
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