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[ KFDA ]

B HRRIEIRIEILD denosumabl ‘Prolia’ ]: AT L7212 MBS BE COERITEEBEI LY
U AMEED YR % 8 DEWVO LA E 2B —FT BE FIIBEIXTNVARBREOHS
BEIRBIAZB®mND

FDA adds Boxed Warning for increased risk of severe hypocalcemia in patients with advanced

chronic kidney disease taking osteoporosis medicine Prolia (denosumab) — Patients on

dialysis or with mineral and bone disorder at highest risk

Drug Safety Communication

A H :2024/01/19

https://www.fda.gov/drugs/drug-safety-and-availability/fda-adds-boxed-warning-increased-risk-seve

re-hypocalcemia-patients-advanced-chronic-kidney-disease

https://www.fda.gov/media/175509/download?attachment

(HhHr)

FDA X, 20224511 A 22 H £ ®FDA Drug Safety Communication® T, #ATHBF IZEITD
denosumab| ‘Prolia’ ] A FED BRI LD AMEDY A7 T DWW TFDADS A ThoH E
BENL7=2%, ADrug Safety Communication| 3% D EHE W TH 5,

Ot =

KIEFDAIE, AFRIEERIEHRAZL E 2 — L7ofb R, ‘B HRRIEIRE ZEDdenosumab[ ‘Prolia’ 113
HEATUZ BB IS (CKD) B, FRCENTZ2 1T CWODEHE T, EEKI /LT AMAED T
YA % b bE R UTz, EEKA ALY AMIE, B A7 A E (MBD) CEMEEAIE R
Z % L72CKD (CKD-MBD) & CIIRBIENESLIZE EHEE 2 DI TS, [ Prolia’ 121#
L TCWAHEITL-CKDAEE TIX, BERAL Y AMIENAPE, AfmEE T A8, FEERE
DEERAERREGIEEIL QN TOD, FDAIZZOVAY EFICOWTCEME TS0,
Hri-72 TRk 72285 (Boxed Warning) | PZ B JIL C[ ‘Prolia’ ] DALIF EHROLET £24T > TVDBE,

FERA VD AMSE X ISEGEEOS AL L0, 5L, FERAME, RNBHIZ O, o,
BEIREAE, S REEOFREEME, HOWIZHIREFTON ), EVEVE, LUTURZRE OfERE 29
5205,

A https://www.fda.gov/drugs/drug-safety-and-availability/fda-investigating-risk-severe-hypocalcemia-patients-dialysis-r

eceiving-osteoporosis-medicine-prolia NIHS[E 3£ it Ze 4P E # Vol.21 No.02 (2023/01/19) RO1Z:HE,

chronic kidney disease

mineral and bone disorder

D FDADfch iR V&

E 202441 H 19 B A CYGETIH A GFRUE)
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/125320s2161bl.pdf
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FDAZ, BT RH 25 e T L7-CKDEE [ ‘Prolia’ ]2 H LIZ G A ICHEK LYY
AMIEZE BT DIAZ G T5L E2—%25%E T Lz, 2OV a—TIXEELT, AT 477 -
AT AT AR < —E 2 Z— (CMS) FCOM RN T ST, LE 2—DfE D, BEARAR

— R R LI Z DB OB HERIETEEI 7 T A2, [ Prolia’ ] ClLEEAK /LS AMSE
ERELTDVATPBZIZ @O ZENRSINT, BebRWIAZIL, BHTEREZ 5 e TL72CKD
B, BLOCKD-MBDEHE THOLIL, #RIAIZIE, B ;t[ Prolia’ ] D 5-13:122~ 101
BICHEFE AL AEA B TRY, Ux%‘x‘%‘z%%ﬁmk R2~5HEH% TH o7,

FIFDAIL, BHTEE 25 T CKDEAHIZH N T, [‘Prolia’mﬁﬁ% BsATR I, BRIV
T LMLIED G OHE (REEAR, &OVNISHEL, IBIEAE, BURSEME, MksiE, Bi)72as s
St AE L2 B U7 fth O fE « R 23 A2 U7 SE (51 T20104E7 H ~20214E5 H IZFDA~$2
HEnzH 50521 v a—07,

{Denosumab[ ‘Prolia’ 1iZ-2V T

e Denosumabl[ ‘Prolia’ IZE /7m—F L HUREK S THY, HONLEHTOVAZ D3 m PR
#tctE, HOWIIMOTEE RIS TH L FET XA B MED I PR It OB ML ER
JEDIRIFR DT DIZHF ST,

o [ ‘Prolia” JIZTRANKNERE IO B ZBRE L, A RN TS MIREIZ L2 E W A4
HiToEMEH T %,

o [‘Prolia’ XM A DANLT NREZR TS5 R0 H 5,

o [‘Prolia’ JIZ6 HIZ1E], EWRMEERDKL TR G725,

o [ ‘Prolia’ JOENZENWIL ALNDEIEMIL, HHEM, MR, BiCIHIOER Tho,

o 20224EITIX, HEE TR0 DTV T VR DSBS 5 05 K E 0 R BB I IR FE
b,

OERBIEEE T HEAE R
o FDAlZ, ‘BHFZFED [ ‘Prolia’ ]7%, B & 72 L OHEITL7-CKDAF T W THEEE IV
Y MMFEDY AT T 5L, -2 DU A271ZCKD-MBDAE TIEEHICE L LAtk
U7z Tk A | DIBIESE AT - TN,
o F/ZFDAIL, BEANTIEIRS A AT (Medication Guide) '35 L TN “Prolia’ J0OY A2 FFAf « 45k

F Centers for Medicare & Medicaid Services https://www.cms.gov/ (FRYE)
S FDADOA EFGRET AT L THHFAERS (FDA Adverse Event Report System) D7 —&~N—R T EI 7
JERF], FAERSOFERIL TR A M-S,

https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/potential-signals-serious

-risksnew-safety-information-identified-fda-adverse-event-reporting-system

receptor activator of nuclear factor kappa beta

! R EIELOBE T ERGHTARE TR ANTHRETED,
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=medguide.page
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o FDADFRMTHING, BV T AMIEDZLIL] ‘Prolia’ 1D #5352~ 10 % 1cf
0, &I N T MIFEDY A D3 O DI~ 5% ThHZEn BiEih-,

o [ ‘Prolia’ JZALF5 9 A%, BFICHEEKANL T AMIEDVAZIZONWTIRZDHIE,

o BAETHEEI N LD LMIEDEG SERZTIAL, $5EL, KEIREIE, RHAIZROHRE, B
TAEE, HE N BEOESHE, SRS FTON ), EVEVRE, LOTUERE ORERAFEBLL 72
Lo IIERMOZEEZZT 580, TOIRR THLZE,

o B ANTT LMIEDY AT ZARIT HITIZLL FOFNENHERES D,

o HEATL7-CKDEE T Prolia’ ] % BRkA IS L Ok 3500 A3 U174 I3~ DRI,
R R/, CKD-MBDO Wi & B C R L 7= EIRIE R H 1L B R A RO DL,

o "éﬁbchKD%% \ZBWT, [Prolia’ JORRT7 4 "N A % ElAlDEFARSNDED
DYWL, BEDRINART LT AIFEDV AV IR FTHEDNTITHIZE, T740bh, &
Bere aﬁﬂﬁb, CKD-MBDOTE 7 U AERFEL, MLV NREZRET DL,

o L[ ‘Prolia’ 1T XD I DBAATHT 6 L ORI I ZCKD-MBDOE #E, K 4/L2 0 Al
JEDEIE, 72BN LT AR I ONEERIE 2 DO FEEITHZET, HERKI L
U AMIER L OEFUED A DIHEDY AT 2K CEHEE 2 LD,

o [‘Prolia’ JO#EG4I21%, MGV D MREZEERSE=4—L, BERKILIT L
MAE RIS L 2280, FEFEAEL AR IR E DA DHIE DY A AR T D728
IZIERICEHE THD,

e [ ‘Prolia’ JOF G HITIESILAIEILE T ARNIIX, ZOHRE B 2@ T IOICEFITMET 2L,
Bi1=7, HDONTEBERIEFRIBIMNINTNDZENH LT T D,

o FDANEHE LD LZEVERIEZBHF CE 581, [ Prolia’ JE/IIMO BRI LA H
HLZFDA MedWatch 7 1127 F ARG 4528,

OF —FDEHK)
FDAUZ[ ‘Prolia” JOf FIIC S B EEAR T L 27 AMAE DV A 5 Al T %728, FAERSS& ST L
TFDAIZ i SNTIEFIOFHEICINZ, CMSFO T —2% W2 oD 5 a2 £ L7z,
WFIED121F, KEAT A7 T O LMD FHHEAF BH I T, BHIEREDTRHEIZ[ Prolia’ ]
AL G Lt A E AR AR R — R EE M L7 6 O BRI 20 MUEDJ AR
TR Z L= D Th 5, B/ WLEE, MEAHIE D /LS 2MEL237.5 mg/dL

J Risk Evaluation and Mitigation Strategy sfAliL Frot A e,
https://www.fda.gov/drugs/our-perspective/our-perspective-two-part-series-risk-evaluation-and-mitigation-strategies-r
ems-program

K MedWatch4> 71> H 3 #HE YA https://www.accessdata.fda.gov/scripts/medwatch/index.cfim  (FRiE)

LR V7 U MSED B TIE, BT EOA o U MEAMEEIZ /25720, M5 /L7 534.0 g/dLATGDY;
A, LTFORUCEOIELT- % A2, GRIE)

MHIEA V2 MMl (mg/dL) = L&AV 27 28 (mg/dL) +4.0—f3E 7 /L7 A (g/dL)
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(1.87 mmol/L) Kiii TH270>, Fi2iTHbed LITRETRIEER CO EEH 4 DMEH L7 AfE
ThHoT-Z LT LT AFFEI SR EMITIE, [ ‘Prolia’ JIZLAIBE AT TN E DO BT IR AF
BHF1,523 AL, BROEARARR—FRIBICEDIERE ST T O BT IR 731,281 A
R AT, BHTRATERE BT, [Prolia’ JTEHRE CIERE N B ARAR R — NAIKIRFEE
(ZEE A, BRI LS A SE DT AR NP E S @O 2 e RS, BRI /LD A MUED
INEE SRR A R (123 #]) 1F, denosumabT41.1%, #% M EARAR R —NRILT2.0% TH-o7=, K
AN T BMSEDY AT B b > TeDIT2~ 5 % Th o7z,

HIODOFZEIL, [ Prolia’ ], HHEHEARAR R —NRIE, I3 A ARAR R — RIS
L CWIEKEAT 47 7 O MERE T, BEEIERE BT 2HEER LU AFEDY A %,
CKD DY #] CKD-MBD DA 2 LV BIL CTREM L 726 D Th o, RETE A 2 55 K
VLT NEE, BT ETI IR ~D Atk IBFERED E G54 HME AL 0 AfLE T
ol Z LR LT, ZOWFFESREMITIZ Prolia’ IZ LA IRME 2T Tz M 495,269 A,
OB ARARR— R RIEICIDIEFE 2T T A8 899,331 A, FHEHAE ARAR R —R A3
(ZEDIRH AT TN R 212,430 NEFRA AT, BUBTRIE A B9 D K L7 A
SENAHEOLNTZDE, MEWLIEIT o728 — b TIiX, denosumab fif A #f T242 A
(218.9/100,000 A +4F) , FfyE A E ARAR R — MR IEHE HEETS7A (52.1/100,000 A - 4) , R OE
ARAR R — R RIEAE HEET20 A (19.4/100,000 A - 4F) Th -7, CKDOJR I TE, [ Prolia’ ]
FHFNED AR A L MURE DA SRR INE O I B3 A b7z, #E1TL72CKDO H1 T
(ZCKD-MBDIZ, [ ‘Prolia’ J§5 381D B AR VL7 AME DR BB W TEERY ZVK 1T
o7z, [ Prolia” JOE I ED B ARV ST AMAE DY A2 TH G5B i 1T b m<7eb,
10#8 M # £ TR DB ARAR R — R IV A7 D EVIRRE D W V=, [ Prolia’ ] I L
HERI LD LMIERFEBLLIZEBEFE OIS, FIER30 H FIZ21A (8.7%) 2NEEIAFEE TR
FERAELZL, 8N (3.3%) 3BT,

F7-FDAIL, 20104F-7 H ~202145 A IZFAERS 7 — # X — A 2Nk S 417z, [ “Prolia’ ]k ]
BIIEEME D B AR LD AMSEZFEBL L TR E TOTTADBFIE T HERH L E 2—LT,
A IRE AR O A lin P A 1 268 (P : 21~935%) Thr o7, ZDTTADI S, KI353D1 (n=25) 1%
CKDHEAE (—HTB T BE) T, /D AMERBUCB DA MO EERY A7 K1 2695
B, ALTORWEE O RE N T, LnLRnS, TSNS, FZEIZCKD TH-T
b, KW CHTZVCKDHAIE SN TR T BE B W A REMER D, CKDEBE N R LT
SEBEVED BRI Loy MEDFERIE, SEEL, FEIEAE, AR LI, B, K
#, HIRBIT O], EVEVE, LOIUERE Tho7= (ZNONR T X TTIEZe) , CKDEEZED
HHZIE, IV AEE X DOFEER IO O & GIZLDIREE TS T2 IZb b b T, KL
U AMJEDRY IR UGB L7 BE B,
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IQVIA. National Sales Perspective™ database. Data extracted January 2024. https://www.iqv

ia.com/insights/the-igvia-institute/available-igvia-data

B E R
*FDA®Hypocalcemia B {F VA1
https://www.ncbi.nlm.nih.gov/books/NBK430912/#:~:text=Hypocalcemia%2C%?20characterized
%20by%?20abnormally%20low,metabolism%20disorders%20are%20frequently%20encountered
*FDADOsteoporosisBAHfE# YA

https://www.fda.gov/consumers/womens-health-topics/osteoporosis

BEF®R

3 [A] H T, MedWatch?)>5 L4 T 0 Safety Informationd, F4 T34 TV 5,
"Prolia (denosumab): Drug Safety Communication - FDA Adds Boxed Warning for Increased
Risk of Severe Hypocalcemia in Patients with Advanced Chronic Kidney Disease - Patients on
Dialysis or with Mineral and Bone Disorder at Highest Risk"
https://www.fda.gov/safety/medical-product-safety-information/prolia-denosumab-drug-safety-co

mmunication-fda-adds-boxed-warning-increased-risk-severe-hypocalcemia?utm_medium=email&

. »
utm_source=govdelivery

& HHE 35 NIHS EXR L2 E#
[>KFDA]
Vol.21 No.02 (2023/01/19)RO1
B HLERIE TR P 5 denosumab [ ‘Prolia’ ] : 34T FE CTOE HIZEY B DK /LD A
FEDYAZIZOWTFDADSHAE S — KOBHEIO M P AN T NREE=FV TR0 EL
ANRY R Wi oVl
[#MHRA]
Vol.12 No.21 (2014/10/09) R02
[Denosumab : S HESEDY A7 fi/ME, B8 LUMEI V20 WFEDE=HD 27— Hi D
HELE )
[ /7% Health Canada]
Vol.10 No.14 (2012/07/05) R04
Denosumab [ ‘Xgeva’ | : BFEHI4 5 To 8L DREBEMHAK A LT AMFEDY R |
[NZ MEDSAFE]
Vol.20 No.03 (2022/02/03) R02
[Denosumab&cinacalcetDff FHIZEVE A /L7 AMAEDY AZ |5 |
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©Denosumab (7 /A~ (GB{s 1-fH#i %), Denosumab (Genetical Recombination), fTRANKL
(receptor activator for nuclear factor-kB ligand) b NUIgG2E /7 m—F /LHUA, & W)
[EN:FETEH WSS TEoT
SCIENITIE, denosumabZ A 2Nk 5y &3 2 H E2360 mgD 77V 7 { ([ ‘Prolia’ JIZHHY) ;@& IE,
HHLRRE, BRIV Y ~F IS ODAOEITIIHI T &, 120 mgDT~—2{([“Xgeva’ ]
(AR S, ZIEMEE BRI LD A K ONETE R B i S LD, B A )
DD,
KT~ =IOV TUTT TIZEWN TH20124F1 TRt B A2 S T,
RV (TN —LF—) [T~ —T B FiE120mgll KD BEFE KA /L2 AFEIZ DU
TJ(Q0124F9H 11 A A)
https://www.info.pmda.go.jp/kaitei/file/2012091 1 frepnol.pdf
<[ IR A R AR S R A HiIN0.295 [ T /A~ T (AR TR ) I LD E Ak v
U AMAEIZSUV T (20124E10 A 31 H) 28R BIERAE (O L TR IS U,
https://www.mhlw.go.jp/www1/kinkyu/iyaku_j/iyaku j/anzenseijyouhou/295-1.pdf
- B AR 7 O IR BRI A R OQ&AIZENT BF & 59 2550 HE A, AL,
MEIZ OV TS TnD, (V7 BLIUTr~—2)

https://www.medicalcommunity.jp/products/faq/pralia_1147

https://www.medicalcommunity.jp/products/fag/ranmark 1143
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[ #MHRA ]

ot"4#3I> B12 (hydroxocobalamin, cyanocobalamin): /3 )Lh7 L L¥—BEIZXL, BB
WCERTIOBETHIL

Vitamin B12 (hydroxocobalamin, cyanocobalamin): advise patients with known cobalt allergy

to be vigilant for sensitivity reactions

Drug Safety Update Volume 17, Issue 5, December 2023

BEH :2023/12/18

https://www.gov.uk/drug-safety-update/vitamin-b12-hydroxocobalamin-cyanocobalamin-advise-pati

ents-with-known-cobalt-allergy-to-be-vigilant-for-sensitivity-reactions
https://assets.publishing.service.gov.uk/media/65b1192¢160765001118f7f2/Drug_Safety Update D
ecember_2023.pdf

OE K
E XU BI2RZ DIGHIAE ] S Hhydroxocobalamin, cyanocobalamin@di VLR EEN
TWD, EXVBIZKZ DIRRE ST TOL A T2/ VNI LD BUE I SOSA RSB LIZ &\

WEFI SR ETHA S5,

ANVRT LT —ThLHZENHIAL TODEBE IZE 2 B128AIZ T 55 ERIEF &1
BEITXL, 27V MBRUE PO ERICEEEZIAO IO E L, LA RER L5 G 1Y)
IR EATONETHD,

(SIS

S ERNEFEM TS
o NV EDMMBSRCTITEE, 18V EI XM AE T L VX — MRk R R 2% 0 Bz
JERZ 29D, FIUT, 2/ VVRT L AR —IC Lo TEHLBAR R B 3 | S 2SN DL
WD, FEBULRIRFRIL, B K72 MR BT DI OG5 0138 D,
. ~xﬁﬂm1~3%7b>:u<z%7’wwv—%rﬁ?“5&?&mémﬂ\5“

o W VLNIZEDMBPUER RIS B X, ffl A DEF IOV TRREZ T 5220
NXW%&JX&%;W@L, Hkfe S LIRS 5T, RO DR B SOWCEF 1T E
THZLE,

o EXMAERIENEDNDSEAIIMHRAD Yellow CardAF —APENL CHET52
L

A cobalt sensitivity-type reactions

cobalt sensitivity
cobalt sensitivity reactions

D Yellow CardH E)SHA T AT 2 https://yellowcard. mhra.gov.uk/
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O EEREREEVPOREBIONEE ITBRLINEHE
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