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[ >kFDA ]

o[BI M DL LM HFRUET O (20154811 A FDAKFR57)
Drug Safety Labeling Changes—November 2015

FDA MedWatch

1HA H :2016/01/29
http://www.fda.gov/Safety/MedWatch/Safetylnformation/ucm476260.htm

CORETIE, FEE ROV ES, 2R, B, (] EoEE, BIEH, B&F HERO%
HH OFFURTER T, RICITEIEA EUET @ AT OY AMAIRL T4,
%5 : BW (Boxed Warning) : #:#H A2 C (Contraindications) : 8=, W (Warnings) : 245,
P (Precautions) : f#i 1 7 &, AR (Adverse Reactions) : BIfEH,
PPI/MG (Patient Package Insert/Medication Guide) : &35 i 1

KERRA (—4) BETSh7=HE
PPI/
BW C W P AR MG
Methotrexate Injection (Preservative) and
(Preservative-Free) O O O
PPI/
BW C W P AR MG
Harvoni (ledipasvir/sofosbuvir) Tablet O O O O
Tybost (cobicistat) Tablet O
PPI/
BW C W P AR MG

Aggrenox (aspirin/extended release dipyridamole)
Capsules

Avagard Surgical and Healthcare Personnel Hand
Antiseptic (chlorhexidine gluconate 1 percent solution O
and ethyl alcohol 61 percent w/w)

Cefepime for Injection, USP and Dextrose Injection O O O
Ketek (telithromycin) Tablet O O O
Opdivo (nivolumab) Injection O O

A FDADAY A IBIL, FEREAEIV 7T HIECED, K ERLORRYETICE T 3G R AN T 7
TATED, FEAIE Y AT, WERTSHCHE R0, B A S, 255, B OE TOF P EITHEHSN
LAEVEFMOFLERE ROZENTED, RIPO*L, BEORL TRICFRUGT BT L2R 4, GRIE)
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Rapamune (sirolimus) Oral Solution and Tablets O O
Treanda (bendamustine hydrochloride) for Injection O O O
Zortress (everolimus) Tablets O O
PPI/

BW C W P AR MG
0.9 Percent Sodium Chloride Injection, USP in o O
Mini-Bag & Viaflex Container
Kaletra (lopinavir/ritonavir) Oral Solution and Capsules O
*Drug Interaction
Norvir (ritonavir) Oral Solution, Tablets and Soft
Gelatin Capsules O
*Drug Interaction
Sarafem (fluoxetine hydrochloride) Capsules O

PPI/

BW C W P AR MG
Daliresp (roflumilast) Tablet O
Fosamax (alendronate sodium) Tablets and Oral
Solution; O
Fosamax Plus D (alendronate sodium/cholecalciferol)
Tablets
Gabitril (tiagabine hydrochloride) Tablets O
Myrbetrig (mirabegron) Extended Release Tablets O
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Bisphosphonates: very rare reports of osteonecrosis of the external auditory canal

Drug Safety Update Volume 9, Issue 5, December 2015

1#F A :2015/12/14
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/485099/Drug_Safety
Update Dec 2015.pdf

https://www.gov.uk/drug-safety-update/bisphosphonates-very-rare-reports-of-osteonecrosis-of-the-e

xternal-auditory-canal

EARAR R — R IO B U724 BB B B8O IEF IS ENRIER (BE LT ANHT=D
1R 23, FICEMHEHAZE Q4L E) THESI TV,
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OERMEEEMITIEE

o EARARF—NREEHEHL TWDEET, BMEO HRYERE HOEREZ 2L T05E
B, HOWVTEHREDNEONL5 G, SN HEEEEO MRt A BB T & ThD,

o BZOLNDYVARIKFLLUTIAT oA RNE AL FRIEN B, BYLIMEGIRE RFTH) R
2T RA %G S, tEDRWEE DR HD,

o MBHFITHL, EARARR—IRIEICLDIERPIAELT-HM, Hilw, FEGYEIX T~ Tl
HIDIE T RETHD,

o B ARARFR—IRIK, denosumab, 32D At oD [EEK L Lo BLE N g A A BB B R
ORERFET T, Yellow Card* %2/ L T 3524,

OERFARRR—PFREIZOWNT
EARAR R —RRIEE, BHRIERS IOV oy MEOTERIZ, FIEIaHL ¥ A O—H (FF
(ZHERBME B B RO R EBEIE) LU THWSILD, EARARR— MR IEITZALE RS
722 (ffl 2 DEARARF—PREORMEE 2B R) , JE T F RO ARAR R —FRIEA
FIHATRE TH D,
¢ Alendronic acid

Ibandronic acid

e Pamidronate disodium

Risedronate sodium

Sodium clodronate

A Yellow Card Scheme (BI7Ef#R ST AT &) Db hitps:/lyellowcard. mhra.gov.uk/
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e Zoledronic acid

ON BB B EERIZOWT
B AR AR — N R E O F WA FE A T L CORWEA T, AU EEICEMED
B Mg BN R B4 DN BV, RFTEIAMENBIEL TWOD A LH D,

OERARARR—NRE[FALEOEEEZRTZET VR

SR = T A, B I OE IR AL B I RS ~ D3 5 iE 5] (Yellow Card Scheme~D
SEBILGIZ G Te) DA T U AL, BEARARR— R BB BEAE L O K R fR %
FFL QWD BEARARR— RO B HRIT, EREFFEBICEERTOEZBINLT
SETEND,

EARAR R — NRIESE LD BN RIB SN DA B A B AL OSE GRS Y, Rk TEH29
Bl RS, ZDOHHILGIEES S TOBE Th-7-", B RRARF— R IBEE ORI,
A, AR ONTNOAITRITY, FofERE, BHERIEDOWTILOEIGE ThHE I TND
23, 9 B FBIR R D72 S B T L2 B VA DS BR300 & e E 35121, BURE A
TIEZE T U ARR+53 T2, FEFIDZIF24FELL EDORHIE ZARAR A —MNERITHEWIEBLL
THY, FAFEAEDOREHITIX, AT uANEM, {bFHRIE, RPTHIY A K+ (B2 1 2EYwE, B
DFH, RO ) 228 DY AZRFE2AL T, — O BE T, BEELL R, M
DA LA F ISR ST,

T EIEIL, ©ARAR R — NRIEEDBEARD I TOLEIER THENT, B ARAR I —
N RFERE D G HIEIT R, B ARAR R — MR IEO M & BEE L 7= 4 Fl i 8258 0 3 5 i 1
I ThD,

ODenosumab® i i D AR T TR

ANFABE72 T — X%, 4B iE B 85 L denosumab i F & o> [R5 BEGR A SCREL TR0 3,
denosumab |3 B B 5L O B AN S TWD 720 B, A HIE B DOYAZIC DN TEERL
Ea—2MThh T,
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1) BastF, et al. Bilateral bisphosphonate-associated osteonecrosis of the external ear canal: a rare
case. HNO. 2012; 60: 1127-29 [in German].

2) Froelich K, et al. Bisphosphonate-induced osteonecrosis of the external ear canal: a
retrospective study. Eur Arch Otorhinolaryngol 2011; 268: 1219-25.

3) Kharazmi M, et al. Bisphosphonate-associated osteonecrosis of the auditory canal. Br J Oral

B 20154£7 A 20 H {Drug Safety Update (TF3CURL) &,
https://www.gov.uk/drug-safety-update/denosumab-xgeva-prolia-intravenous-bisphosphonates-osteonecrosis-of-th
e-jaw-further-measures-to-minimise-risk
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Maxillofac Surg 2013; 51: e285-87.

4) Polizzotto MN, et al. Bisphosphonate-associated osteonecrosis of the auditory canal. Br J
Haematol 2006; 132: 114.

5) Salzman R, et al. Osteonecrosis of the external auditory canal associated with oral
bisphosphonate therapy: case report and literature review. Otol Neurotol 2013; 34: 209-13.

6) Thorsteinsson AL, et al. Bisphosphonate-induced osteonecrosis of the external auditory canal: a
case report. J Clin Med Case Reports 2015; 2: 3.

7) Wickham N, et al. Bisphosphonate-associated osteonecrosis of the external auditory canal. J
Laryngol Otol 2013; 127 (suppl 2): S51-53.
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* EARAR R — N RIEORL A E (Summaries of Product Characteristics) 1%, & [E/&FRIKD L
BIEMHRADY =7 H AT, FUIKGEED G GIIEMADY = 7 A TR T 5L TE
Do
http://www.mbhra.gov.uk/spc-pil/index.htm

http://www.ema.europa.eu/ema/index.jsp?curl=pages/includes/medicines/medicines landing p

age.jsp

T FEHE AR AR R — R 3 I L Odenosumab 2 DWW C, B EEEAE DY 22712 B4 Spatient
reminder card23E AZL5, 4 OHLIZ X Dpatient reminder card D AR 2%, LIF
DOFLENZHOWTIRE A T D, [ Prolia’ ] (denosumab), [ “Xgeva’ ] (denosumab),

[ “Aclasta’ ] (zoledronic acid), [ ‘Zometa’ ] (zoledronic acid), zoledronic acid 5 mg® ¥ =+
Vw785 B Ozoledronic acid 4 mgD Y =V 785 Z s Patient reminder card(Z-o
WTZLL T O A S M,

201547 A 20 H £/ Drug Safety Update Volume 8 issue 12:
https://www.gov.uk/drug-safety-update/denosumab-xgeva-prolia-intravenous-bisphosphonates-o

steonecrosis-of-the-jaw-further-measures-to-minimise-risk

& BETHIEERZLMFR

- BRAKRARF— RSB BB IE DY A7 2oV, [EU EMA]VoL.7 No.22(2009/10/29) ,
[NZ MEDSAFE]Vol.10 No.15(2012/07/19) IE7>,

- Denosumab L ZEH BEAE DY A7 (2T, [FEMHRA]VoI.12 No.21(2014/10/09) ,

AIE
©Alendronic Acid (7L > Rurfg R A7k F1%), Alendronate Sodium Hydrate (JP) , B AR AR
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— NSRBI HIE) EN  F8 785 Ak HE e
@Ibandronlc Acid (AR g Rw LK F4, Ibandronate Sodium Hydrate, B ARAR R —
RRB RN [E N - FE5E 0 TESh  FETE T
@Pamldromc Acid [/ SIR e fE R 2K F4, Pamidronate Disodium Hydrate, B AZS A7
—RE RN [EPN TR VS FE e
@Rlsedronlc Acid(VERu R 2k Fa¥), Sodium Risedronate Hydrate (JP) , B AR A
AR E IR [EIN  FEE 5 sk FE e
©Clodronic acid (7R g~ LK Fi4¥, Sodium Clodronate Hydrate, B AR AR R — R
B R AATITH] R 4t - € e v
©Zoledronic acid ('L K fg/K Fi#, Zoledronic Acid Hydrate, B AR AR f— % B W U H|
SR EIN FETEH gsh  FETe v
©Denosumab ({7 /A<~ ({815 7-#H#iz ), Denosumab (Genetical Recombination) },
HTRANKL (receptor activator for nuclear factor-kB ligand) E NgG2E /27 v —F LIk, B IR
PN EN  F IR AL F e
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eFinasteride: B ZfEH 1\ & D REE

Finasteride and suicidality

Health Product InfowWatch - December 2015

1EF A :2015/12/17

http://www.hc-sc.gc.ca/dhp-mps/medeff/bulletin/hpiw-ivps 2015-12-eng.php#a4.1

http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/bulletin/hpiw-ivps 2015-12-eng.pdf
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e Health CanadalZ19924F~201541H 31 H (2, finasterided> i i L D B A koD%
TO A RRAE A ORE B S Z 1261517,

e Finasteride?’® H ZAH 7] & BIHE 42 AT REMEILE - SCHRCH i S CasY), finasteride D ]
IR BIER SRR LTIEFID & T D, LOLRND, BIRE R T 7 A 13724,
BEE 2 BT DI+ Th o,

o [EIENEFHIL, finasterideDfii & D BE N B LA F A3 CTHealth CanadalZi#t
HIDHTE,

OO0
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Finasteridel 3, RVMERTSZIRAEIIEDTEHRE - & 8 ([ ‘Proscar’ 1), 38 L OB MR BIE DO VEHE - &
B ([ ‘Propecia’ ) &3 1 &3 550-8 L IV L E R TH DY, bo-i8 TiEFEIL, TAMAT LD
Ry, SESERNREATOAROEMRIZEE S5 L T\5D, BFF TiE19924: | finasteride
[ “Proscar’ ] (5 mg) M FEIEX4, D 1%19984F | finasteride[ ‘Propecia’ ] (1 mg) 3% 5e X7z,

Health CanadalZiZ, 2015451 A 31 H BF 5 Cfinasteride D fif i L D BE N s D -4 TDOH
BB OSEBIL2FI A3 S ST D, FIEE TOWIMIFA A ~EAELIEN AL TS, BRI
22~67i% D BYET QBITHEEOREZL) , 6651IX30mE AN CTho7o, 9B TIL, BE XA RS
T IEE OB I AL TEY, 36 Cldm A &% BIERTZIRIE R OTEE I AL TV,

BFEL2 NF2 NFEIEL, 6 NITEE RS CTREIEL TOVRh ol 36 TITERR 2 A S4u T
7ol BV OLENE B FEBEZ Cho7oi3, oG H D 7enies), finasterided i & B %
BB E DN REUR AT E T DT TERD -T2, BIRELT, 1261 H56 13 &5 S - F s
RN DRI RRE TH o7, -l FTBE Ch oI iEBI DR E N EZRLRT,

Health Canada~®D#E DL, b MW BEMELZ RL TWDIERNIE, BEDIREDT=D
finasteride D i & BAAAL CLIAMZIZ) DIER EATATENHBIL, 2D % AR EEICE ST
BETH-Z (Y, JEFIL) , Z0HBEITZ D% finasteride D flZH 1L, D3 A %ICEE LA
Wiz, BFIL, finasterided i 121 IEL TRIG RS, A%, BH0R%, HRSENTRICHERLE
EHEL QWD ZOBEIIT DR OBEEIEZL, finasteridef I LIAMZ AT EOZELiFAan o
TeZEMFAENDIRIB ST,

AL D SCHKC, finasterided it FHIZ BEE 32 H B M OREBIAS, (KA B DG (B IR EIE
DIRFE) , & RO A (BRI IRIE K OHEH) OV TR VDTHRESLTNDYY,
Finasteride > e (R & CTHEMALEEFE ML S L) ICO W T ThN I TYH,
finasteride> fiff FHH IEDH A 4%, YEMERE R4, B NZ2E OF FEFGNFHRLI-Z D
EENTWDY), PEHERER 2900813, — M T OJRIRICR D5 A 0D BT DM ERL
B0, finasteridel I OFEREIZ BT B A REMEDSHY, HEHSREAR 2 LITMANLL T, 900 H &
BIEEFIESEZT ZENHDHE W TITFRLE T2, FinasteridelZ L 250-iE el HE L EIEH D72,
Za— B AT A RPEDTLHREEMER S, TR, 00, SRR L, (DB, 3R
HEZR T U NI ML RETIENEZONDHEL TS,

F7, MIEDESCET, RANT 4 F AT UNEGEE (PFS) A8 #ESh Tna, Zhid,
finasterideZ- i i L T 28835 C, AW I HER, MR, BI OB RN A F RIS R T
DHRERENDD, SE K [E O [E ST A ZEAT (NIH) B, ERMERE B3 L OV D B OY AR
PFSZT/- LB ML 72", NIHICK AR, Sa-iR iR IESRIC OV T, AERIG (R 42,
HEBHT TR L, 90%) BEOZENLDIEROFHEMEICRAL, a7 v 7y AVEfRIAT 2
T2 O DWFFEDHED HALTND,

A Post-Finasteride Syndrome
B National Institutes of Health
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iE | BEO | BESh | ;EShTwE | ZR4, T ARZEELE | GRAIZE/ L7
Bl | | ZAEX | tDAR HE& TORE | BinfEH I
#Al | JS(AR)© #r T
1 | NAS | BRSNS | A%, 9%, &~ | Propeciat i B 1~2i [ | NA ]
R, 5 A% HoRmolEE | H
e, ML 7L,
2 | 55/% BRSRE | MR, hi%, 5 | Proscar, EPERTSZARAE | 238 Vardenafil, ]
DY 5 mg/ [ HAE acetylsalicylic 18
acid/f e 2
DOEEERL,
3 | NA/E | B | M, K%, 5 | Propeciat NA #i6 A NA P
IR, KB ]
18
4 | 22/% B | #IERE, KK | NA, B ESE F24E NA NA
5 | 51/% BRSRE | A%, WHRE, 5 | NA, REMERISZEAE | #9242 NA NA
S, PR 5mgt KA
4, PERIRE
N, e A
i, JER—iH
X, K BIm
6 | 27/% WA | R, 5o, &~ | Sandoz BB E 38H NA NA
MRSGE, 5 Wi Finasteride A,
T, ﬁﬁk%@ﬁiy 1mg/H
FEAR DT
7| 2415 | BRAE | VER—GE, # | NA, NA 4H NA *
RS, FBH 0.5 mg/ H E]
Ji, FEEE, [ i)
PR FN

NA:fF#7RL,
FINLDOT —ENHEERIG (AR) EHELFETHILITTERN, ARITEDHEINTEHY, BREH

FEHFAIFETNOOHRLZEIN TWRWIZD THD,
T IRIRBAAARED S S HE G,
t —HHREORELRL,

TFH T, Bk T T AWV, BIEAREE T DI +437272, [ “Proscar’ ]
L “Propecia’ 104+ X 45 2757 (CPM) Pz A & AU I L0 S TR, 5501
THT AR % A H BSOS ) DTS FER SN TV B, KEWERMN D TH R TH B, MEHSRER 20 Fiid
% A REMEAS B Z LB CPMIC RS TV BY,

H &S BITEERERA I THY, ZOVAZIZONWTEREFESCEBEOERE®HDDLD

© adverse reaction
P Canadian product monograph
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1)
10)

11)

12)

Proscar, Propecia (finasteride) [product monograph]. Kirkland (QC): Merck Canada Inc.; 2014.
Adverse events of 5-alpha-reductase inhibitors. Bethesda (MD): National Institutes of Health,
Office of Rare Diseases Research, Genetic and Rare Diseases Information Center; updated
2015 Mar 3.
https://rarediseases.info.nih.gov/gard/12407/adverse-events-of-5-alpha-reductase-inhibitors/res
ources/1 (accessed 2015 Sept 10)

Proscar, Propecia (finasteride) [prescribing information]. Whitehouse Station (NJ): Merck
Sharp & Dohme Corp., Inc.; 2013, 2014.
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/020180s0441bl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/020788s0241bl.pdf

(accessed 2015 Sept 28)

Proscar, Propecia (finasteride) [summary of product characteristics]. Hoddesdon (UK): Merck
Sharp & Dohme Limited; 2013, 2015.

https://www.medicines.org.uk/emc/medicine/1190

https://www.medicines.org.uk/emc/medicine/3680
(accessed 2015 Sept 28)

2) ~9) DXLHRIZOWTIE, TREURL(ARFEHDJF) =5 Ma,
http://www.hc-sc.gc.ca/dhp-mps/medeff/bulletin/hpiw-ivps 2015-12-eng.php#a4.1

REEE#R
-Health Canadal3ZA{HZBIL T, A H (20154212 H 17 B ) £+ TSafety Reviewt, 717 TV %,
http://www.hc-sc.gc.ca/dhp-mps/medeff/reviews-examens/finasteride-eng.php

OB ETHIERENLLZLMER
[ /7% Health Canada]Vol.2 No.01(2004/01/15)

IAF®

O©Finasteride (7 AT UR, Sa-i2 rl# 8 WL ESR, Fi L IRAEKIETG R, 5 PERI I BAE TG %
HIENFETCHE HEIL BT
SEENCOM ST B I I81F 5 B MR RAE D I,
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[NZ MEDSAFE]

AZTF RIS EIEMEIA T — DR EDHY

Statins - More Than Just Myopathy

Prescriber Update Vol.36 No.4

1HA H :2015/12/10

http://www.medsafe.govt.nz/profs/PUArticles/PDF/PrescriberUpdate Dec2015.pdf
http://www.medsafe.govt.nz/profs/PUArticles/December2015/StatinsMoreThanMyopathy.htm

OEERAYE—V
o AZTF L HIK (HMG-CoAE % FFHE ) 1334 NTF — B IO B M AIE A5 R 3528
DIENHIVTND,
o AZTF U RIEOM AN BIEL 7o S M SE A R TF — b ST D,
o BEITIEMHIZEICLDIRIEDULELLRDG AN, SEMEOfEELS A REMD
IFNF =TT HZEFEETHD,

O B ERREMDIZ/NF —B L OB BARE

AR T RIKFIANT —Z B ST DD, IA /T —DIERIE, AATE, W, b7
ETHY, 7LTF X — Bl EREHIGA LD WA RS 5, BB RARIE X343
F—IXVEEOFKEHEET, HEEOERIZMA TI/LTF o —B N B L, UEE E
BROL0fELL EE72Y,

ZNHDAZT L BE T EEITH &K ThD, CYPIAAEILE T HEIKMEALT L RIEL
O EAERIZED, AXF LV REA~OBRBEEPHINT DB HND, LTER-T, AXF L%
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