MBS 27k 4514348, 2019 doi10.11482/KMJ-1201945043 13
GEBIHE)
NN Y A TH AL EHREPICTHLE 2l Z S 72 L5 FLE O 1 6

B Wik, fER Y,
KH #wAY,

R OBEEY, M BTV, a5 B,
AN BAIY, I EIEY, A BAY, A wmY,
M gy, fObk Y, e sw?

1) IR 22 LR RIS LR,
2) R

P8 ANNTXT TN 2% EIVEDOHATHEREMOETT - BRIEICHT 28I TR
EhThY, EEBEAFRRHEEEICEREES. LAL, "N XAV THEOEEEROHES
hTsY, BEOBICITEEREETS. S0, BRABICHILANG XY T2ERAL, BEFLE
EBIULE16EE8RL - EFII72R4M. AIEMESEBICESRY D /\H, MEEEE0,
LB ETHEBERICSRAEBELTANI XY TENY Y Z2X €I (BP) EEERIBLE 15
FEEML D, BR, BEEFATZIZ UL CT CEEEAI free air #5380 - -HRAHEN %
WATU 7= MBS 1 pFROEILEM 2B -, RIEEBRE T, BEHBICHABEOEBENIED S
hiz HABICHT AN XY THALCEEEPOHELEERILEIRE» VA V. BEEEEZRDD
EFRAND T THREHEORVEETIE, EPRAECEBELZFABIIEHEERL2SEIC
BLDENIHB. doi:10.11482/KMJ-J201945043  (Fk 3144/ 131 ZF)
F—7—F 38, HEESIL, "NV A<T

L
IR IRIER 2 RETH D, #iTE
ESHE, JEREZBRPL, EiFogr%EL, T
& 15 % 72012 hk2 ALEFREME S 5.
MAEFEHEIETH LY X770, 20114
9 HICARFBIZ BV TFMARE E 72 I BRI
WLT, 70yl (BP #E)
THGEWGCKRE Z 2. "NV AT TOHEE
HG L L THILERILYE D 505, RIRICBITS
FURREEZ WML L L-EWNE THRBIC BT
B ZOFERZORETI RV, SREEKA L, E
BYEFIE IR LANY A T2 L, B
LakZ L7z 1 REf] % fEER L 720 TICRkI % %2

ZMATHET 5.

hE Bl
T2 D
Tk ¢ e
BEARIEE © i, 20 M CREMEAR v b E
HIRIEE : LI ER, FUAH LT UMb
BURIE  X-TAE10H A FLHE 6 LA FLBH AR
i, & F ARV oA AT S
W PLAL AR RO AT R Rl 3em, = A b0
7 VZHRR(ER) - T U AT 1 V2K (PeR) -
human epidermal growth factor receptor (HER)
2B (Wb@2B M) TIVATT 4 TN,

BV S

R

T7010192 AHlARE577
JIG B R 2 SR HU RS2

Ak 0 086 (462) 1111
77y X086 (462) 1199
E A —)V ! kure@med kawasaki-m.ac.jp



44 N BEoaE &k

VU L (BB 72 D FETAN)

iR LCUFT (FH7— 0V - v
I VIVELEHD) A2 EMEE sz

X-A4E10H Y » o885, S5 A3
HL, ©/LVverilniE X341 H EC

(¥ Z7uaRRA77 I FKHY, TEVEY
i), X3ME5H ARV FErEI sk
277 3 R, X-24E5H S-1 (FH7—
W FRXFTUN - FT TN ARAEH])
MG SN2 HEAT L 7.

X248 H LM asiBlL, $4 N —
T A T BT S 7z,

X-24E9H TV 7Y v AV VIERES S
N7 5T L7z

X-I4E2 H L3R o LY A N —
T A T HEEAEAT S 7z,

X-14£ 6 1 BP#ESEA SN, # 1 4H
INE S/ A P ERVAR

XAES AT AiH A5 ONEH % FFRIC:UR
rzw Lz,

HARAT R - B 1555 em, K 51.1 kg, BP
150/90 mmHg, HR 65/min, BT 36.6 C. 5 k59,
M, MR B (2R, WtkRs
HHARD BNz WKz, HHEIEH - 7.

MR A - WBC 3,340 /L, Hb 9.8 g/dL, PLT
20.1 x 10" /uL, PT-INR 1.05, APTT 40.2 sec, D-
¥4 <—19 pg/mL, TP 6.3 g/dL, Glu 86 mg/gL,
T-Bil 0.6 mg/dL, ALP 124 U/L, T-CHO 166 mg/dL,
7-GTP 8 U/L, LDH 323 U/L, ALB 3.2 g/dL, ChE
273 U/L, ALT 7 U/L, AST 20 U/L, CRE 0.32 mg/
dL, eGFR 146.1 ml/ 43 /1.73 m°, UN 9 mg/dL, UA
2.4 mg/dL, CRP 9.0 mg/dL, Na 134 mEq/L, K 4.2
mEq/L, C1 100 mEq/L

TERG CT MASHT L © B N 5 % & s
WS, BRI - mim, B2 T free air
HD STz BRI IR % 5O R % 3
O, I X 2ILOMREEIEETE Lo
72 (M1, 2). AN, AR, HERE N
DINDAY: ) [ AN L i 2T T e A )
7z

ABeth OFEH © CT ATl free air 328, %7

FLEBAZIE B & SN THRWHISTHILE RIS DI
7z, A HAS S BEid AL g AR C B a R B I Al
1T & %2 o 72 BEALEALIE Treitz #9745 A S KL
1220 cm T terminal ileum 2 5 11280 cm @ /)
PalciBd 7z (3). LA WL, WX
NTHCM %2 i U7z, ik, FREBEREIC X 5

2 JEERERS CT MeAL © GBI O free air

3 RO



JIIEF, il © Gastrointestinal Perforation during Bevacizumab Therapy 45

M4 HEARRAT R (N bR v Y
YHefh, GHILR) — ORI IR AR ILER

6 Mammaglobin B4 %

THIARERLL, 2HIC 1 MoOMREELL &
HEWE LTray s ¥ U HmgE %8 A Lilik
2HPHATRHRERELZ LML, HB2ICeFREo
AL Z RS, fbpkidrhik & 2 ) FEEHEFEIC
Yz 7. BEEH2 - BT bE L X
LESEEMZRBD AL, BAEHEROHE, TFA
BE22 H #1238 L7z,

PR AR R (4~ 7) « 2ok
SRy, BB OMBEATEIEE~—
IS D T2 R LIRZEMEME L TB Y,
AL DGR TH 5. FEEENIZIZEEIEAH 7
L, SR ERELE —IICHIRIZEE
DTz F7o, EEWNICEILSA LN, FEOF
HIZXaboeZEx bz ZhTAORE
LR EOBITHBRIIAONT, REMRFENIC
CK7F5ME, CK20F&1E, & 5 12 Mammaglobin 2%

W5 IR (A hF Y - TS
Y feft, A
T B 1= B U C 4745 2 N

B 7 S Hlak Yt A ER 0%, B:PgRO% C:
HER2 227 0, D:Ki67 Bt 52.6%

BT, AWOERBRTELTHELAVWET
Hotz. Tl TOFITER B (0%), PgR
Bt (0%), HERZ2EEM: (Ra70) obY 7
VAT T 4 7T, Ki6Thatk#1352.6% TH - 72.

A

MU TNAT T 4 TEBHEIRE T A E#E
1, HHEARVE HRESCPIHER2E /) 7 0 —F
MRS S AV X< T E P8 E S 2155
WHIDS VXD TH L, £ OILFFEEICD
EHEERT I D% L, Moy 75 4 7ek
BLPBRARTHS ",

NN R TR - TR, N
fE, AU, ERE, W, ERELR &% offEC
PUEB AR A S, Lo 5514
M3E & OPFHADPEIER# E SN TWD, IR,



46 N BEoaE &k

HEAT - FFEFLI KT L BP B0 A HMEAUR &
NTHY, RO THEHEN TS,

Ll OFEB] & BRI HTEHE % A 3 5 HER2B
PRV L6841 % 1 AT AL A HLAd & X
INY AT AL RRE SR & L L 7258
I AH FABR (REBBON-2i% ) Tlx, & F4% R
FFNIBWT, & T4 2 RIEH B & GF R
O 394 T A AR T ] o0 v i 135,870 T £8.040
ThHY, ¥FH2REHEOHMITB VTN
VAR TOLFRREBA SN FiEEE
A3 BB L To BP#RIE, FIR
WA AELIfEC& 5.

LA L, "NV XX IS A EHS
XROTBY, 20 bERREERLO—D
ELTHILERIL D T O 5. HILEZRILE
NNY A< T 0PI & OB R ILIE D
AAZALIZOVWTIEHL IR o T v,
RNV A< T ORERTH 5 ME MR R T
vascular endothelial growth factor (VEGF) 3,
B EROBFLD 5 B RWFR AL S 5 1
FHIACA U A MEHAICES LTBY, BEN
D PRAE & VEGF A D Al R ELE & 28
MEIEE LG > TRAET 2 REEARI S
TWb. (B, EEEE, B O TibeE
DL o THBY), FIREITISEISH
BEFILLR T b EZLRTWES Y,
F 7z, PR O U IR G o0 BEAE 2 PR LI 2%
MEE NS, WoPAZE, M=EREZ AT DREFICH
LS RILZ DI L OHEHD 5. ENERE
REFEIZBVTIE, ABISHLTINY XA TH
L OWALEEILOFATRED Sk h o7,
LaL, HEEP2VE00, W20
BT 07 U CIIEEERIIMTH Y,
NNNY A= TN X B HALEGEILIIHD THiTH
bEEZ oL, HLERILOFEARNL, &
B - B TIEARNY X< TG BiE 0.4~
3735 H (h9fiti3422H) T, 13& AL DREH]
BePAUNTH o2 L HHEERTHAHY
TR R L7200 BHIZELL TW AIER D
FAELY, B5RW7205 T < BN
VETH 5L, SHOEFTIE, EERFELZ 7H

S B EAEIR MR WA, HLESEILOSE
FEE TIIROONTESL T, WRERN (2
EH) 1ZD72 ) EYFRES TN TE Y, B
RIS ASHHBL L, "NV XTI L B
(LRI E - 72T REE DS 5.

M) TNATT 4 THREITEALARTH D,
ALAFRE AN T BRI R BRI RS ED v O
HHEIRTH 5. REFTH B OLERE %
L CTWz2s, End TEUNIILI XD
THERER S SR TW2, X512, AAERIE
RO RIERZE->THBY), "NV AT T
i AN S BRI [ F) %y P St () E3 X (I
PG SN TEBY, BP#EEIRIIN. BP
EEAT, WIRIEHETH 2 R NITRE L
WMBOIT Y PE—VEIFE RS> TV LA L,
1EBBE L2 E ZATANY XY T EDREH
BT E T & 2 WIHLEEILE W ) A = &bk
JEDA U7z, ~NY A= THGRMGH 5 LE
ZAAEZ B F TR LERTH Y, BE
MAEOHRIAED210H LR L, Eho 7z,
% 72, WA O U SR S 0 BEAE SRR RIS %€,
MBS, WiPA%E, M=ERZEZAHST, MME1
IO HROFEMIC X B EFLIIMDTB LV, &
LA O S b A OB 2RO/ &
5, R L 2 0ELTH D 2 LIk
MThH, INHDT ENnn, BEEFEHIEEDN
BIEBITIRANNY X 7T H2 M 5B
EILD) A2 ZHFICEBTNETH 5.

E

Lrlal, RNy R TR AL R A
EfLA &7 L2 RO 1IER 2 #85k L 7-.
FUIRT B NN Y X< 7B ALl
DOWALE G HE A 70 <, FEBIRE R K 2R
BERIZIZ- &) Lewds, JEIEIERRE 2 320 2%
BIRe NN Y X< 7P 5 O v B TR
&R & RS2 LB s gL
BHICBLLLEDND .

51 HISCHiR

1) HIE, ZFHzW, =#E— WEZE: Tiple



2)

3)

4

~—

5)

JIIEF, Al © Gastrointestinal Perforation during Bevacizumab Therapy 47

Negative (ER(-)PgR(-)HER2(-) #5 #% 1 L% (2 K 3 %
HRL YAy ORE RFW). e AAbrsE
37:1259-1264, 2010

Brufsky AM, Hurvitz S, Perez E, Swamy R, Valero
V, O'Neill V, Rugo HS: RIBBON-2: A Randomized,
double-blind, placebo-controlled, phase II trial
evaluating the efficacy and safety of bevacizumab
in combination with chemotherapy for second-line
treatment of human epidermal growth factor receptor
2-negative metastatic breast cancer. J Clin Oncol 29:
4286-4293, 2011

Burger RA, Brady MF, Bookman MA, et al.: Risk
factors for GI adverse events in a phase I randomized
trial of bevacizumab in first-line therapy of advanced
ovarian cancer: A Gynecologic Oncology Group Study. J
Clin Oncol 32: 1210-1217, 2014

Hapani S, Chu D, Wu S: Risk of gastrointestinal
perforation in patients with cancer treated with
bevacizumab: a meta-analysis. Lancet Oncol 10, 559-
568, 2009

M Kozloff, A Cohn, N Christiansen, ef al.: Safety of

bevacizumab (BV) among patients (pts) receiving first-

line chemotherapy for metastatic colorectal cancer:
Updated results from a large observational study in
the U.S. (BRITE). (abstract) Gastrointestinal Cancer
Symposium 247, 2006

6) /MRIEW], FZEETL, A A, NIRRT, B IF RS,

7)

8

~

9)

KRBUERE, ERE,  basikss, RNeE, B4
Bevacizumab (12 & V) 5 R VAL LE sk L 72
AR O 2 B ¢ 551208 H AU 2 AL 5
4328, 2015

N BBk, $5°% & F] © Bevacizumab fif: F 1L 27 8% 2
BICTHILBEGRILE 72 L72F05 A - DAL 5
D 1B U5 S JEBIRE) - MES AR 11: 738-
743, 2013

Kozloff M, Yood MU, Berlin J, et al.: Clinical
outcomes associated with Bevacizumab-containing
treatment of metastatic colorectal cancer: the BRiTE
observational cohort study. Oncologist 14: 862-870,
2009

IRIFRET], A, SR OREPRER - IERAHE
HEAT 58 KI5 #6 L2037 % Bevacizumab f H fb57 9%
BB B LE IR T O RE 52 s0).
H AL 2L 2 HERE49: 75-83, 2016



48 N R R & R

(Case Report)
A Case of Metastatic Breast Cancer with Gastrointestinal
Perforation during Bevacizumab Combination Chemotherapy

Shiori KAWANO"’, Yuna FUKUMA "', Emi KISHINO'’, Ryohei OGATA "/,
Wataru SAITO"’, Yusuke OTA'’, Yoshikazu KOIKE'’, Tetsumasa YAMASHITA "',
Tsunehisa NOMURA ', Yutaka YAMAMOTO "', Katsuhiro TANAKA ",
Junichi KUREBAYASHI'’, Takuya MORIYA?’

1) Department of Breast and Thyroid Surgery,
2) Department of Pathology, Kawasaki Medical School

ABSTRACT Combination therapy with bevacizumab and paclitaxel (BP therapy) has been
reported to be effective for the treatment of HER2-negative metastatic breast cancer and to
significantly prolong progression-free survival. However, there are specific adverse effects
induced by bevacizumab that physicians should pay attention to. We report a recent case
of metastatic breast cancer with gastrointestinal perforation during bevacizumab therapy. A
72-year-old female patient had metastases into multiple lymph nodes and lungs five years after
surgery for primary breast cancer, and was treated with several chemotherapies. The patient
received BP therapy as the eighth treatment regimen. Although the therapy led to stable
disease for approximately one year, the patient suddenly developed abdominal pain. Emergency
laparotomy was performed because computed tomography revealed free air in the peritoneal
cavity. A perforated lesion was found in her small intestine. On pathological examination,
breast cancer metastasis was noted around the perforated site. There are few reports of
gastrointestinal perforation during bevacizumab therapy for patients with metastatic breast
cancer. When a patient has peritoneal dissemination, long-term BP therapy and abdominal pain,
physicians should keep in mind the possibility of gastrointestinal perforation during BP therapy.
(187 words) (Accepted on April 13, 2019)
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