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A CASE OF ATYPICAL FEMORAL FRACTURE AFTER DOSING DENOSUMAB

Toshifumi TAkaAHASHI, Katsuhiro ITo, Toru KANNO,
Takashi OrADA, Yoshihito HicasHT and Hitoshi YAMADA

The Department of Urology, Ijinkai Takeda General Hospital

For the management of patients with castration-resistant prostate cancer with bone metastases,
bisphosphonates and denosumab are used to prevent skeletal related events. Osteonecrosis of the jaw and
hypocalcemia have been reported in patients treated with denosumab, but there have been few reports of
atypical femoral fracture (AFF). Here, we report a case of AFF after dosing denosumab. A 69-year-old
man with prostate-specific antigen (PSA) level of 13.08 ng/ml was diagnosed with adenocarcinoma of the
prostate, c¢T3a, NO, M1b, with Gleason score of 4 + 4 =8 and bone metastases to pubis and ischium.
Combined-androgen blockade therapy and denosumab were initiated in April 2014.  Forty-cight months
later, he had left knee pain. He had a magnetic resonance imaging of his left knee, but it showed no obvious
However, he had pain in the bilateral thighs and visited the department of orthopedics at our
Pelvic X-ray showed thickening of the bone cortex at the lateral boarders of bilateral femur, and

He was diagnosed with AFF, and denosumab was

findings.
hospital.
femoral CT showed faint fracture line in bilateral femur.
discontinued. Our case suggests that we must consider the possibility of AFF when pain around the thigh

occurs after dosing denosumab.

(Hinyokika Kiyo 66: 23-27, 2019 DOI: 10.14989/ActaUrolJap_66_1_23)
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Denosumab was administered
subcutaneously at 120mg every i
4 weeks (total 60 doses)
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Fig. 1. Clinical course of this case.

26.2x10"/ul, ALB 4.7¢g/dl, BUN 17.0 mg/dl, CRE
0.58 mg/dl, ALP 412U/1, Ca 9.6 mg/dl, CRP 0.3
mg/dl A4, PSA 1.30ng/ml & ALP |Z#5 R fif % 72
0 % D HTE OMMEEALA AL BT R % 50
mhol.

EEFTH, - BRI L > b o o B T ) R B4 )
WEREOEZ D72 (Fig. 2). T 72RERE CT
AL TR R BR B AN i R T & @R 72 (Fig.
3). B Y F 7T 74— TIEmBIRRREFEE, i
FICERZRRD 72, 55 MMM b £z R0 720

Fig. 2. Pelvic X-ray shows thickening of the bone
cortex outside the thigh on both sides.
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Fig. 3. Femoral CT shows faint fracture line of the
bone cortex outside the thigh on both sides.
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Fig. 4. Bone scintigraphy shows increased uptake in
the bilateral femoral diaphysis, right rib and
both fifth lumbar vertebrac.
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Table 1. The American Society of Bone and
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KR 5 HHE W 4 THH ORFB 725 2 &AL

L. 07 Ld o widsm izt GLALLUT 20 5 oiizfE)
2. MR TR AR O M E TORME TS B VI EEHE
#r

3. SEFIIINIMI O R E

oTwbZendhs (Fes
BIRAAEND)

4. IEBIETTD L DT 0 e

5. FITHROIMIE R EOBIREIE b L LB T OEE

ZEWE LN 28] 2 %
FHPZIMA R B O A2

N . KBRS IEERISIICASIND 2 WD 5 055l
IZPEHTIE v

1. BEBE A DAk R

2. TS L CIEmHPEORTERER (B D 2 W IZ R
oG, 5T AR E)

3. WEOARTELES L Idseagdr

4. IR O EIE

B, FERHREFICEETOREZEDTBY,
ASBMR DR Z §_Tii7z LTV 7z, F 72/
ThAMHAEOREEENLROTEY, Lk
LHTBRAEIR T o 72 B E 2 b b,

BIEBN DG »F 7T 7 4 — TIREIRIREIC S %
BENTHBY, BEs L &N IO ERD Y
e d, Lo LHIEE O BB TS
T EORERE I U AN, 2 1id Batson A3
UG L 7B HE IR 2 T A 20 Th Y. TEIE S
BEY YT T T 4 — % N THIRE & i o E s
Boshx et L, M I s 2k e LTike g
NOEEFE % TR B DTS IRIE T 7560 b 72610 25 Ak -
BHRICEBEAL, 22D EEEREZET L0
FLTERE BRICERBEZALASEEREL W
2V FBEOBEBIROGHMICAEL D0, REE
REBETNOEBIIMHTH LY. TN5DHNISALE
Pl EE & ) RGP O FEMEATE V& EH S
L. FEBITE AR AT L2 & LT, Daniel &
X7 A~ TR E L AFF %3805 L 25U ARE, W
VBERE QERERELTBY, WMELLFY VT
757 4 —IZCRBEIMINCEREZ RO TS, B
HRR DT PR R IR RIZFRD 2 Ao 729

DR & D E AR AR A — MEH Z BRI L CTw
BB AFF 2354 T ARIIHEEINTEB Y, Bl
FRIEICR L TEARA R A — MFIZFEH L TR
HD AFF F8AEFIE 105 A2 LT3.2~501k & ST
WaY . EAKRARR— MFIIBE RIS 5
L TERIN AR L, EHBREOMEIT TR, i
PEEREOEEERERZIHT 5. Lr LEMOMEA
12 &) BRSO BE IR 2 A L, BEO%HI
ABUNGBEEDREREIND Z L TAFFP A LR %
e SN TVD, (EAEFITER L2 T
RANKL $ifETH 5 7/ A~ 7 b FEE B WL % 5]
T570, AFF EQERE Z 2 5h s fEE
[ZX9 % AR AR A — b ORI EHERERE (T
TLHEOMETH 2720, BBMHIH % HVTH
L EHBRERE LY QHEEE DTN AFF 2 £ LR
FTWIRENEIEH A, AT A Fe7a b Ry T HE
O, PRBLEE) v ~F, ¥y I VDRI
DEERES AFF OV 227 Th 20, KEEIC5ET 2
JRKR S, AL CTIERBRE T T OSMIl R 125k ER )
DD 7280, FEALZEIAE LT W ERE S
QY 11).

Ota DIXFEBEZN) FUERE T/ AT 2E
L, KEE/MIl o5 R EIRE % 2 L7285 6 Flow,
#1307 B ORI 3 B8R 72 M5 CRIFBAL O SE 45 3T
PEL-HELHELTWDY. ReBI o AFF 1158
SEIICRITT AR S 575, SHIZBWTTH
BT O I 5 am A TR Y, KRE o LE %



26 WIRAEL 66%% 15 20204F

Table 2. Cascs of atypical femoral fracture with characteristics of patients

Duration of treatment Duration of treatment

Author (Year) Age Sex Malignancy type with denosumab (months) bcfg\fghdlgifg;ﬁg}éoﬁg?[hs)
S. Yang (2017)" 61 Female Breast cancer 33 72
50 Female Breast cancer 27 (=)
70 Female Breast cancer 21 60
S. Ota (2017)9> 53 Female Breast cancer 78%
53 Female Breast cancer 78%
68 Female Breast cancer 101%*
73 Female Breast cancer 54*
73 Female Breast cancer 54*
C. Daniel (2017)" 75 Female Breast cancer 24 NM
86 Male Prostate cancer 42 NM
M. Koizumi (2017)' 53 Female  Thyroid cancer 18 (+)
D. Tateiwa (2018>15> 52 Female Breast cancer 27 132
T. Sugihara (2018)16) 39 Female Breast cancer 48 ()
Our case 69 Male Prostate cancer 48 (-)

* include a history of bisphosphonates. NM : not mentioned.
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