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Serious adverse events from accidental ingestion by children of over-the-counter eye drops and
nasal sprays

Drug Safety Communication
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http://www.fda.gov/Drugs/DrugSafety/ucm325257.htm
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ZENIZZEDRENTNEY,

BN

Tetrahydrozoline & A H 5,

Naphazoline & A L/

Oxymetazoline & A i,

Visine Original

Visine A

Visine L.R.

Visine A.C.

Ak-Con Ophthalmic
Solution

12 Hour Nasal Decongestant
Nasal Spray

Visine Advanced Relief

Napha Forte Ophthalmic
Solution

Afrin Extra Moisturizing
Nasal Spray

Visine Totality

Naphazoline HCI
Ophthalmic Solution

Afrin No Drip Severe
Congestion Nasal Spray

Visine Maximum Redness
Relief Formula

All Clear Ophthalmic
Solution

Afrin No Drip Sinus Nasal
Spray

Walgreens Redness Reliever
Advanced Eye Ophthalmic
Solution

All Clear AR Maximum
Strength Ophthalmic
Solution

Afrin No Drip Sinus Extra
Moisturizing Nasal Spray

Tyzine Nasal Spray

Opcon-A Ophthalmic
Solution

Afrin Original Nasal Spray

GNP Original Eye Drops

Naphcon A Ophthalmic
Solution

Afrin Severe Congestion
Nasal Spray

Opti-clear Ophthalmic Solution

Walgreens Eye Allergy
Relief Drops

Dristan 12 Hour Nasal Spray

Tetrahydrozoline HCI
Ophthalmic Solution

Equaline 12 Hour Nasal
Spray

Today’s Health Original Eye
Drops

Equaline 12 Hour Extra
Moisturizing Nasal Spray

Leader Eye Drops Regular
Formula Ophthalmic Solution

Equate Nasal Spray

GNP 12 Hour Nasal Spray

GNP 12 Hour No Drip Nasal
Spray

GoodSense 12 Hour Nasal
Spray

Leader 12 Hour Nasal Spray

Maximum Strength Nasal
Decongestant Nasal Spray

Mucinex Full Force Nasal
Spray




Bl

L 22 MRS ) Vol. 10 No.25 (2012/12/06)

Mucinex Moisture Nasal
Spray

Nasal Relief Spray

Neo-Synephrine 12 Hour
Nasal Spray

Publix Nasal Spray

Select Brand Nasal Spray

Sinex Nasal Spray

Sudafed OM Nasal Spray

Today’s Health Nasal Relief
Nasal Spray

Tope Care 12 Hour Nasal
Spray

Walgreens Anefrin Nasal
Spray
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1) Spiller HA, Rogers J, Sawyer TS. Drug facilitated sexual assault using an over-the-counter
ocular solution containing tetrahydrozoline (Visine). Legal Medicine 2007;9:192-5.

2) Katar S, Taskesen M, Okur N. Naloxone use in a newborn with apnea due to tetrahydrozoline
intoxication. Pediatr Int 2010;52:488-9.

3) Tobias JD. Central nervous system depression following accidental ingestion of Visine eye
drops. Clin Pediatr (Phila). 1996;35:539-40.
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“Drops, Sprays Put Curious Kids at Risk”
http://www.fda.gov/ForConsumers/ConsumerUpdates/ucm325220.htm
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Update on the risk for serious bleeding events with the anticoagulant Pradaxa
Drug Safety Communication
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http://www.fda.gov/Drugs/DrugSafety/ucm326580.htm
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SR 2 {232l , [ ‘Pradaxa’ 1 HABE LM FGA4FHEL T\ 5, FDA 1E, )27 &
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JLTF =2 70T T A(CrCD) A 30 mU/Zp a2 A T ‘Pradaxa’ JOHERE &%, 150
mg% 1 H 2 (f&0) THD,

CHEOBSREREENRHLBE IOV TL, RO BTS2,
oCrCl %3 15~30 mL/Zy D BE TOHESEH &I, 75mg A 1 B 2 [| (#&11).,
oCrCl 23 15 mL/43%& T a1 %%y, BEHT 25T TOAEE TIE, HEICBEL THESETE 220,

-[ ‘Pradaxa’ JIZBT 26 EFEL 1L, FDAOMedWatch” 17 I A2 #4257 LC,

OF —FDEHK)

18,000 A HEEZ%I%12[ ‘Pradaxa’ ] Lwarfarindd A & & 72 4 % Hrige U 7= R RG R 35R
(RE-LY 7Bk, 2010 4F) CIL, MifE COEMERMMOFEEFRIIRABRE THo72Y, Lol
[ ‘Pradaxa’ ]D7&FR#%IZ, FDADA FHHGHE L AT A (AERS) 7 — XX — R ZH E B 23 2 5%
s,

BT FE BRI S L 7- [ ‘Pradaxa’ ] & bbie L C, warfarini BE3E L7 (i S5 2 1/ Nl a5 £ 70 %
AIREMED B2 (warfarini X B ARl S Tl i O E SR T ARSIV TV %), FDA
I%, [ ‘Pradaxa’ ] Ewarfarin® Hi1fl F52Z DV CAERS T — # X — AD T Il P W5 5% HiiZ b
BT DL A BTN D HEHE Z TN,

O =BV FRAVDT —FR—RIZ LD

FDAIZ, [ ‘Pradaxa’ ] Ewarfarind> {38 T H il G DI A L% Ll 357280, B F 3
A= T T4 T ORI T 0V = N ThHI= B F FAPHS OB R O R A B L O
AT —2%2HWT, BIEBXOEEENO M FLOEEEORAELREFMLT-,

=B F RO T = ZEMIFL T UEKE O —REMZREL TORVD, FrEDBEHE
MBI 2 MEIR LT 22 LIEFTRETH D, I= B F RV OEF TITERK BT KNS
PRI, FEARTR (B DEMHIT—EMIENH7IC I AT DIEBIE) ORI HTRE TH D,

2010410 H 19 A (FDAIZL 5[ ‘Pradaxa’ JD&GRIRF) 725 2011 4 12 H 31 A OHIRIZHWT,
=BT RVDT —HF R TV EFEAITL, [ Pradaxa’ ] E7=iFwarfarind Fr7- 7o HIZLED
FHAZENBLOE B I F GRS T2 ABLEE Bl — R 2R L, ko> 3 TH A &=
BEZREPESRE LT, 1) [ ‘Pradaxa’ ], warfarindd\W 31> #EIFEA] B 81D 6 4 H [E, R
W (RG2S T0) ITIIAL TWA, 2) 2D 6 B H LB MBI OZ K= — R A RE#E ST
%, 3)FD 6 J1 HBICHUERE A2 G- CRbT, Hipitim, SEEN M IimoZ k= —R o5t
DR, FTo, IBIIOMEHTE LT, ZIVH o 3 FHEZFRFNL CTRIBIFEIC DUV TENZ <D [ ‘Pradaxa’ ]
fifi BB 2 AT e RS E D T 2 T LT, T X COMEHT CIRIERDFE R 3MGDILT,

2= F RNDT —H TRl E AT T2 T, warfarink O #7724 F BBE T o i

C https://www.accessdata.fda.gov/scripts/medwatch/medwatch-online.htm
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FROMBIEER VAZHIM 100,000 AH-0VOE HHBLIOEENO M) 1L, [ Pradaxa’]
DF =708 HEBF L LT 1.8~2.6 = h 7=, Warfarin O Fr7-720# B35 Cix[ ‘Pradaxa’ ]
D72 B L iU C, UAZ ] 100,000 H H7200 B I H M FS O HOFE AR 1.6~
2.2 1%, BN M TGO HRDOFEARN 2.1~3.0 @0 o7, ZNHORERIE, [ ‘Pradaxa’ JOH
7ol OBl ER S LT I g AR =R 8, warfarink DFT-722 6 OB A L0b E<in e Hbng
ZEaRL TS,

[ ‘Pradaxa’ ] B FE [ & warfarin BB SRR & T, FlnC0H 7R B2 8 iz )R 2 BEE -5 Al
REYEDBH AR TR RRDZENB ZHNHD, ZIHDHKEIR FZ&> T LFRoHEEME T 5
ZEIFTE R, £, HBENHM, FEHIM, SEMEIOT—RAFTREHSNTNTS, EEICH
BE [RGB E I ZNHDIERLCIR BN D TN I R THD, ZO IR FE#IT, ERLERD
FEARLE 2 — 2 T o TUELD TAFETED,

FDA (%, [ ‘Pradaxa’ JICBd 3 2/ THOL ML E 2a—D—BREL T, I=- BT RLDT —
Zxa A, TR NS T BRI 2 A4 BT HEREL TV D, £ FDA L, NG,
FHERO®LEE GO, BLOHMERIZED ATREMED H5E OO R E R4
LA EET=—L, HIMUAZ [ ‘Pradaxa’ IOV CRIEFHRZTRAEL T <,

R E
-FDA @ dabigatran etexilate mesylate[ ‘Pradaxa’ ] Bi#E % #-(h:
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/
ucm248694.htm
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1) Connolly SJ, Ezekowitz MD, Yusuf S, et al. Dabigatran versus warfarin in patients with atrial
fibrillation. N Engl J Med 2009;361:1139-1151.

2)IMS, Vector One: National (VONA) and Total Patient Tracker (TPT) Database. October
2010 to August 2012. Extracted September 2012.
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©Warfarin (VL7 7V 7197 2, Warfarin Potassium (JP) 7~V R HUke[E %) EN : FTe 5
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FDA'’s “Mini-Sentinel” safety pilot program is up and running, demonstrating rapid analysis
of medical product safety questions

Mini-Sentinel

http://www.fda.gov/downloads/Safety/FDAsSentinelInitiative/UCM268035.pdf

[R=-&F /L] ("Mini-Sentinel”) &R 71/
LEVE, FEIG B L UM o R O 2 Ic BT
A KA DG 712 (rapid-response) BV —~_AF
AYVAT DR A~DE BB Th D, BUERE P D
NI TAIEY, TEROFEEZHNDLLOGIEH0NT
HRIZZ VARl 2 283 TE D,

= BV FRVDT —FR—ADHUE
-1 1% 2,600 77 A
- 30 MO I7 A
24 [BHDOERY—E A% Z
9B 4,000 OB ARBE

S=e U F RVTEREBR T 2 VNTHLN, FRIC 2 FAELTEY, ERIITFIUIETS
= TR, AKAD 17 DF — i b — 1L % 1 B ADIRE T — 255 TG, =k
T I L AEAM L, FDASKERL 7= [ ML 52 BE 45 22 MR A 2O S B BT
BB TIAS, WERML, FEROY—~ AT AFE T AT BTV =R
DOUWNVT, FOA R E THRIZEREGLNLZETHD,

=B F FVOFERME IR DY = 7 M2 M, http://mini-sentinel.org/

B2EFR

* LN O FIZONWTE, FRRURLAODRFTOT —H2 %R LT,
Richard Platt, FDA's Mini-Sentinel Program to Evaluate the Safety of Marketed Medical Products,
January 18, 2012. (A7AK)

http://www.mini-sentinel.org/work products/Publications/Mini-Sentinel Presentation Brookings-A

nnual-Sentinel-Public-Meeting_January2012.pdf

*2:FDA 13, REOSES RO EFRT —F N —A (EIREFHRT —2728) 1680
T2y NI —=I &G, EFR DR R =S IS TORME A (T2 F 3
A= T T 4T ) % 2008 FHACHEA LT, S= B T RUVEZDOA=S T T4 T DO—ERT
H5,

R AR £ IR I RAVAELAS |k
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5

I EYFRLOI-T
N 1 x—F4vTEE—
-7IU%%§D BtRd %
TS
27T E (S
M e

EfE EOwRER "
119728, BHIAE iiﬁ%g
. % EREEE

X : =+ r FRUCEITEI ) (FEDERLDOEZLMFICETIMVEbE) OFIEBE
Racoosin, J FDA’s Sentinel Initiative—A National Strategy for Monitoring Medical Product Safety XY
(http://www:.c-path.org/pdf/RacoosinPSSW.pdf)

Vo0l.10(2012) No0.25(12/06) R04

[ EUEMA ]

eNSAID &AL RYAZ 2 B3 25 &) 5—Diclofenac DALY RZ 2421 E 2—
Assessment report for Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)and cardiovascular
risk

1HA H :2012/10/18
http://www.ema.europa.eu/docs/en_GB/document_library/Report/2012/11/WC500134717.pdf

EMAIZ3 W CHEI (EC)No 726/20040 4555 (3) It LS X FEffi SN - L B a— A ED
Scientific discussiontzZ a2 705,  diclofenaclZ 5 Adiscussiond, i FETRINFINSAID*1 LY
BV Y A7 N NI W) e T L ZABRPE L TR 15, [ 22 ]

(Web 8 A :2012/11/12)
2.6 Discussion (F ) B
ODiclofenac
IHETOLE 2—LfFEE, diclofenactZ B3 25Hli 05 Rl L & RV AZ D ERZRLTEY,

A Procedure no: EMEA/H/A-5(3) /1319
B 13 Scientific discussion MDF LV 5| H, KFILF LR T, M LAETHHILERLTWDHEEZBND,
(FRF)
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ZHUOIERIREINSAIDE Y BT L, —Dafky 7 RN ONTHRAESN TODIA
7 LIRIRREE CTh D,

Chen Ashcroft™ |2 LA W42 Tik, MEDALFBR COfE RIS TV IZh b b,
diclofenacit =33 7 R MR L [RIFRE DU ALY EDRIEN BT (F1) , Ty hT—7 « XX T )1
223913, etoricoxib&diclofenac S EIE [FIFR L LMILE RV A2 LB 222 206 CRMELT-
MEDALGER O RS, Bz (R2) . 2k, ELZE % OO MERTRARA R
[ZOWCHERR ST,

F1: ZNSAIDD LRI RS (2% TRIELERLD LB, ChenkAshcroftdDAZ T U 2 L)

Zy XH[BWEERM] (2% 7R ELELDLE)

Naroxen

Ibuprofen

Diclofenac

Non-naroxen

1.93[1.22~3.05]

1.29[0.65~2.59]

1.06[0.70~1.62]

1.16[0.80~1.66]

#2: ZHNSAIDIZ LA LS REEFOHEEFAE R (FTERLDELER, TrellebD e Ln%)

& A2 SR [ 95915 HE X RS ]
DR iy L SE EL AnSE APTC*
Naproxen 0.82[0.37~1.67] | 1.76[0.91~3.33] | 0.97[0.41~2.37] | 1.23[0.71~2.12] | 1.22[0.78~1.93]
Ibuprofen 1.61[0.50~5.77] | 3.36[1.00~11.60] | 2.39[0.69~8.64] | 1.77[0.73~4.30] | 2.26[1.11~4.89]
Dicrofenac 0.82[0.29~2.20] | 2.86[1.09~8.36] | 3.98[1.48~12.70] | 2.31[1.00~4.95] | 1.60[0.85~2.99]
Celecoxib 1.35[0.71~2.72] | 1.12[0.60~2.06] | 2.07[0.98~4.55] | 1.50[0.96~2.54] | 1.43[0.94~2.16]
Etoricoxib 0.75[0.23~2.39] | 2.67[0.82~8.72] | 4.07[1.23~15.70] | 2.29[0.94~5.71] | 1.53[0.74~3.17]
Rofecoxib 2.12[1.26~356] | 1.07[0.60~1.82] | 1.58[0.88~2.84] | 1.56[1.04~2.23] | 1.44[1.00~1.99]
Lumiracoxib 2.00[0.71~6.21] | 2.81[1.05~7.48] | 1.89[0.64~7.09] | 1.75[0.78~4.17] | 2.04[1.13~4.24]

*APTC: Antiplatelet Trialists’ Collaboration #2477 1 1

BEFSEICI\ T, Varas-Lorenzo®™ 12k B A% 7 UL AT, diclofenactZ fEo iz sf o) 22
IZrofecoxibiZ kT, F7z, celecoxibZz k[~ Tu /= (F3, 4) ., McGettiganH 28D A% 77U
AT, diclofenaclZ 15U A7 (ZrofecoxibiZ O Y A7 LIZIF[RIFRE T, celecoxib<°Z D> I
HIRFINSAIDEDE FinoTz, LinL, ZOAXT U RIZIE, etoricoxibz iR i L= MFFE 2334 Lo
GEN T eh Tz, BIEHYAZIZOWT, diclofenacidetoricoxib& i ft LA B A2 13720

277,

€ Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) study program
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#£3:NSAIDB LT 7 REIZEI 2R F DAEXIY R (NSAIDAREFH LD LLE, Varas-Lorenzob

DAZT 3V 2ED)
P FEXTU A [95%f5 #E X ]

SR CRE150 Naproxen Ibuprofen Diclofenac Celecoxib Rofecoxib
Abraham® (-) 2.00[1.49~2.70] | 1.70[1.24~2.32] NA 1.70[1.14~2.54] | 3.00[2.04~4.42]
Andersohn’> (684) | 1.16[0.80~1.70] | 1.12[0.91~1.37] | 1.32[1.10~1.57] | 1.07[0.79~1.44] | 1.71[1.33~2.18]
Bak® (158) 0.70[0.44~1.13] | 1.30[1.03~1.64] | 1.10[0.70~1.70] NA NA
Haag® (52) 2.63[1.47~4.72] | 1.47[0.73~3.00] | 1.60[1.00~2.57] NA 3.38[1.48~7.74]
Roumie’ (574) 0.94[0.80~1.11] | 0.88[0.73~1.06] | 0.94[0.59~1.49] | 1.04[0.87~1.23] | 1.28[1.06~1.53]
Solomon® (1904) 0.83[0.67~1.04] | 0.95[0.78~1.16] | 0.98[0.75~1.29] | 1.00[0.92~1.09] | 1.15[1.04~1.26]

NA: not applicable

KA:NSAIDBL WX U7 RIEITHIMZEF*, BZERA LT b, BIMERZE S OFE YR D
A EE (NSAIDAER LD H#, Varas-LorenzobDAZ T FIUL 2 ED)

FRU 227 [95%(5 #E X [H] ]

Naproxen | Ibuprofen | Diclofenac | Celecoxib | Rofecoxib
piRHT*
1.19[0.85~165] | 1.15[0.95~139] | 1.17(0.98~140] | 1.08[0.93~125] | 1.70[1.25~231]
BEEP AT b
1.14[0.76~169] | 1.10[0.89~1.36] | 1.27[1.08~148] | 1.04[0.90~1.21] | 1.64[1.15~2.33]
i oL P g 2 e
1.05[0.71~155] | 1.10[0.95~127] | 1.20[0.99~145] | — | 1.82[1.09~3.04]
THREET

1 = DB R TE 2 DL, WLOMORFZE TIE, diclofenacixV A7 % EH ¥ 7= 5
LCWnp1920238% 5087 ny e 7 ko ak— NNIEFIX R ZE T, X TOTF —4_—2|C
DT, E DA ZE S MAMERN A T Ol 7 12OV, diclofenaclZ 9 A7 ERMBEIE ST
%o MO FHFEEFITL, diclofenaciZ DWW TGS 72U A7 OFEEELT, rofecoxib& il A CThvh
Eol, &5, EEMM VA2 LOMEA R UM — OB 12T, diclofenaclZ 95U A
71X, EORERIZIV TS, rofecoxib&IZIXFIFREE THY, naproxen, ibuprofend 3 410 &7
DTEWIRERAEIRL TV,

Diclofenac® JH & &N RIZEAL TiX, AFAREZRIGHRANRVERS TS 23, diclofenacfii H11C
FED ARV A D BARGFIED VRSN TWDIINCH 2D, EORRED A B AN EIC LS
TN N T A E T DOITEEL VY, LD, A58 L izdiclofenacd (K &,
HARICOWTERI R 2o TSI ThDH, ARZIRIC OV TRbFEMZRIIZE D U2 T
1%, 75 mg/ B Z#8 2.5 Bl MAe) A7 O O R#Z R L TR, 2T HICE T 5, ERi
LD RN, DIEROHLBE ARG LR L2\ oD, —RERNCITE A TE/rne
Ezbhb,

P Safety Of non-Steroidal anti-inflammatory drugs
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63)

Chen LC, Ashcroft DM. Risk of myocardial infarction associated with selective Cox-2
inhibitors: meta-analysis of randomised controlled trials. Pharmacoepidemiol Drug Saf. 2007
Jul:16(7) :762-72.

Fosbol EL, Folke F, Gislason GH, Jacobsen S, Rasmussen JN, Sorensen R, Schramm TK,
Andersen S, Rasmussen S, Poulsen H, Kober L, Torp-Pedersen C, Gislason G. Cause-specific
cardiovascular risk associated with non-steroidal anti-inflammatory drugs among healthy
individuals. Circ Cardiovasc Qual Outcomes. 2010 Jul;3 (4) :395-405.

Fosbol EL, Gislason GH, Jacobsen S, Folke F, Hansen ML, Schramm TK, Sorensen R,
Rasmussen JN, Andersen S, Abildstrom S, Traerup J, Poulsen H, Kober L, Torp-Pedersen C,
Rasmussen S. Risk of myocardial infarction and death associated with the use of non-steroidal
anti-inflammatory drugs (NSAIDs) among healthy individuals: a nationwide cohort study.
Clin Pharmacol Ther. 2009 Feb;85 (2):190-7.

Garcia Rodriguez L, Tacconelli S, Patrignani P. Role of dose potency in the prediction of
myocardial infarction associated with non-steroidal anti-inflammatory drugs in the general
population. J Am Coll Cardiol. 2008 Nov 11;52(20) :1628-36.

Gislason G, Jacobsen, S Rasmussen J, Rasmussen S, Buch P, Friberg J, Schramm T,
Abdilstrom S, Kgber L, Madsen M, Torp-Pedersen C. Risk of Death or Reinfarction Associated
With the Use of Selective Cyclooxygenase-2 Inhibitors and Nonselective Nonsteroidal
Antiinflammatory Drugs After Acute Myocardial Infarction. Circulation 2006; 113: 2906-2913
Gislason G, Rasmussen JN, Abildstrom SZ, Schramm TK, Hansen ML, Fosbol EL, Sorensen R,
Folke F, Buch P, Gadsboll N, Rasmussen S, Poulsen H, Kober L, Madsen M, Torp-Pedersen C.
Increased mortality and cardiovascular morbidity associated with use of nonsteroidal
anti-inflammatory drugs in chronic heart failure. Arch Intern Med. 2009 Jan 26;169 (2) :141-9.
Trelle S, Reichenbach S, Wandel S, Hildebrand P, Tschannen B, Villiger PM, Egger M, Juni P.
Cardiovascular safety of non-steroidal anti-inflammatory drugs: network meta-analysis. BMJ.
2011 Jan 11; 342:¢c7086.

Van Staa TP, Reitbrock S, Setakis E, Leufkens HG. Does the varied use of NSAIDs explain the
differences in the risk of myocardial infarction? J Intern Med. 2008 Nov;264 (5) :481-92.
Varas-Lorenzo C, Riera-Guardia N, Calingaert B, Castellsague J, Pariente A, Scottil L,
Stukernboom M and Perez-Gutthann S. Stroke Risk and Nonsteroidal Anti-inflammatory Drugs.
A Systematic Review of Observational Studies. Pharmacoepidemiol Drug Saf. 2011 Dec;20
(12):1225-36.
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2EFR

* 1:COX-2 IEIRAYPHESR (2 7R/ H) , IR NSAID:
NSAIDIZAT mA R LS DHLRIE - 8 - fF B E AR DB L OFRFR T, — %Iz, 7'mAH
7T FEAIC B A% # cyclooxygenase (COX) AR ET &2 80, 1EfE R D,
COXIZIE 2 DDT AP AL (COX-1 LCOX-2) 3V, COX-1 [TTH/LAE HEEEIRAHE 0 (- i %5
BRI D7 mra 7T, COX-2 IZRIESUNCEIMRT DT RRE 7T DREAIT
B5-9 %, COX-1 £COX-2 D J5 A EHE T HUERDNSAIDIE, COX-1 DFEFEIZLY H I~
OHEFEM GBS, M%) 2R 3T2enbD, ED7DHCOX-2 ZBHRIIZHET2XH55
FEESNTZDOINCOX-2EPRPAF I (2% 7 R 3H) THY, BIH~OHFFIERAND2nESh
TW5,
COX-2# IR A PR E L (2% 7 R 3) 1%L T, COX-1&£COX-2D ] )5 % [ 5 3" 2 NSAID
(Diclofenac, naproxen/sd) i, FEEERINSAIDEIMEEND,

O HE T HERMZEMER
[EU EMA]Vo0l.10 No.24(2012/11/22)

IAITER

©Diclofenac (2717 =72 k) 4, Diclofenac Sodium (JP), NSAID] [E N : 723 sk : %
TEW

O©Etoricoxib [NSAID (COX-2Ee4R (YRR E %K) g4t - 56 72 v

©ORofecoxib (77 == 27", NSAID (COX-2388JR AR 4) T [E PN : B 5 1k (2004/10/01)  if
A A ST B[Rl (2004/09/30)

Olbuprofen(f 7717 x> (JP), NSAID) [E|N : JE5E % HEH:  FE T2 W

©Naproxen (7't (JP), NSAID][E N 37235 Wb 385205
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Vo0l.10(2012) No0.25(12/06) R05

[ EUEMA ]

eDiclofenac A B L =—%2 B4k

Review of diclofenac-containing medicines started

Referral

1HAH :2012/10/31
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Diclofenac-containi
ng_medicines/human_referral_prac_000009.jsp&mid=WC0b01ac05805c516f
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Diclofenac-containin
g_medicinal_products/Procedure_started/\WWC500134472.pdf

EMAIZ, diclofenac? A 1E3E 2 BT 20 M AE 2 DM DT-D, LE 2—% BRI LT-,
OIROIRS

DiclofenaciZ /< AV B TV B IEEIRAINSAIDA T 5, FERIAINSAIDIL, FEIH 2 RIED
R BB SRR O —FE T %, EMADCHMPE (38R 2 BL2) 11 BB TR oL &
2= 2TV, FERIRAINSAIDI LD O 8 R I (IR MR AR 72 8) DU A2 IZ BT %
AT DT —2ZFHIILT2e CHMPIE, AFLTZRHOT —200b, HZEIRAINSAIDIZEIBEFI DY
AV ESHICEMNTHTE T U ABRRENT LR LTc, BIFELT, ZTRHDOHFFER R,
diclofenac > D FEZRIRFINSAIDIZ EE R TO T RN BY AV % ERA-SELIEARLTEY, 2l
[ZCOX-2/H 3 (RO B HE T 2) 1Y AL LRI Th D,

EMADLE 2—Td, &5 H EAA], AL diclofenac & A EE & S ETHTET
%, EMALE, B D EHRIZL0diclofenacd R R 7 4 MURZINE DT E DL EFTL, L
EY A2\ BLCBUTOMNSE LOB S UFT T2 U E S BRI 5T E Thb,

BEBR

¥20124F11 A 12 H A CEMAMND, NSAIDD U L R Y AZIZ B3 A E AR S 7,
http://www.ema.europa.eu/docs/en_GB/document_library/Report/2012/11/\WC500134717.pdf
Z oA EDdiclofenactZ B 95043 13 A5 O INSAID & O 55 VAL 12 B3 2 R A 5 7
Y Sl

-

A NSAID : non-steroidal anti-inflammatory drug (FEA T A RHHIAIER) ;
FEEIRA NSAID (oW T, A5 p.ls 22,
B Committee for Medicinal Products for Human Use
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Diclofenac-containing_medicines/human_referral_prac_000009.jsp&mid=WC0b01ac05805c516f
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Diclofenac-containing_medicines/human_referral_prac_000009.jsp&mid=WC0b01ac05805c516f
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Diclofenac-containing_medicinal_products/Procedure_started/WC500134472.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Diclofenac-containing_medicinal_products/Procedure_started/WC500134472.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Report/2012/11/WC500134717.pdf
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O HE T HERMZEMER
[EU EMA]Vo0l.10 No.24 (2012/11/22)

IAF®
©Diclofenac (vy7r~7 =277~ A, Diclofenac Sodium (JP), NSAID] [EN : %5e% Il %6
e

Vol.10(2012) No0.25(12/06) R06

[ 3£ MHRA ]

eAgomelatine ([ “Valdoxan’], [ ‘Thymanax’]) : A EKEMEDOFELLFREDIRI—H7=78
BLLE=HY T DI A

Agomelatine (Valdoxan/ Thymanax) : risk of dose-related hepatotoxicity and liver failure —

updated warnings and monitoring guidance.

Drug Safety Update Vol. 6, No. 3, 2012

1HA H :2012/10/30

http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/ CON199558

http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con199577.pdf

Agomelatine ([ “Valdoxan’ ], [ ‘Thymanax’ 1) (oW T, HRZENLOFAREWE 6 SEFE
& Lo BT ME G DB S S TD, BIATOHEDE (agomelatine (ZXDIRHEBHARREETE
FEPIIRBE TSR A2 FE T 528) BILRSh, HEZEETHERICORAETT) JOHE
B 2NEBINSIZ,

Agomelatined> i F FBE N ITFREE OSEIR « k2 R UT-35650, IFERERA TGN AT
F-—PEAULN GEHEE EIR) A 3 (5282 5841213, agomelatinedd i A TE H 12 Hr k3~
XThD,

EREEH 1T, BFICHFEEOERICOWTERIZMLL, ZROOERDBEIN S EITIE
agomelatine D A EHIZH IEL CEMOZE221T5L9, BiE T & ThHD,

(CIRCIRG

Agomelatine %, A DRI DIFTEY —ROIRFEZEILET 5519 DH ThHD, Agomelatine I3
ATR=U MTL, MT2 SRR EBIEE > ah= 5-HT2C SR REHEETHY, fFHhar ha—L
\ZBI DM COR NI L VT RLF I DR RS D,

FFAR 2728 OFFFEE OS2 C, agomelatine D IS N T AT I — Bl L5

A upper limit of normal
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CIFEMEICBT AT R CTOAFTFT —HXDLE a—MTbii-, TilRETOERRER GRAE) T,
FFHSRE X TA—4D EH (ULND 3 52825 L5) 3% <5 & Tz (agomelatine i F £8
# 10~100 AdH7=0 1 ADOEIE) , JT9& G figte) 7o 8 O BRI FE UGS, ULND 10 £i%
EBZDHNT AT IF— B LA L AL TV, AR 2ORBITEN T, agomelatinefi i B
1,000 Ad7-0 1 AR Tho72*,

INHOE MR ALY, 2009 A2 [ ‘Valdoxan® 12N I AGFREILTLLR, AL & IT6 L,
FFHEREE =2V 72 RN FER T 5IOF L, FRIAZRULND 3542 DT AT —
P EFDOYAZZONTERS L TET-, [Valdoxan’ JOHLLHESE (SPC) 2B,

MR T 25DV E2—"T, ULN @ 3 E&B2 587 A7 —¥ LR OMEEIIH &
{KAFHITHY, 50 mg O B TIE 25 mg Off FEE SR L T2 e AL S 4172 (2.5% vs
1.4%) , H & H)IZ agomelatine ZfF L CTWHEHE O T, FEHEEZ A B FEL
U7z, A ESOSRFE ECOMIR O thIufili GEFRRE DR ) 13, 15EBAE 5 50 B Th-oT-,

OERMEEE ~DHE
L # LA %, agomelatine 2 2 BE Ik U BB A A i 3R &E Th D,
ORI B ARIEIZ FEH
03, 6, 12, 24 H, ZO#%ILE WA FE i
oAgomelatine DY M2 i (FIFRIX LFEEFIL) —Z =285 <o
Ol PR EBEEE 2 DAL AT FE M
ST ATIF =B AR HLNDBEITIT, 48 BRI LINICHTREZ B & Th D,
(MIERNZ AT IF—BEA ULN O 3{EEH 2 25650, BENKEAR, A6, 388, 7 L
R, B R IK AR HORE A BN TR 528728, IFREEORER - M2 R U85 A121F,
agomelatine D FHAE HIZH LT & THS,
BB EEDIERIC OV TS, ZROHOIERAN RN ST agomelatine O A
HIZHIEL CEMOBZEEZITHLD, BiE T & Tho,
RRANCR T AT I T —BENEWRELCITEEDOIAZHFDOHLBE IOV T,
agomelatine |ZEDIEHEABIAAT DANC SR T 4 v hEVAV ZEEITRFTT RETHD, fFfEED
VAZRAZVE, BB E, JE7 va— EIRIARE, f84 BO8GHE, FFkEEY A2 IZBE S
DELBOOEA, FERPIRE N DD, ZOLH7RBE IO TUILEREEZ I 2L,
- Agomelatine (%, FFEEZS-CTRBIVEFR B OIFEEE2 AT HRF I AR THHI LI,
WGEVIEET DL,

2EEH
* 1: PEIMHRAZDNAZ L7-Servier Laboratoriestt:7>50020124£10 A 10 H - [EHEHE =53 1 b a0

B http://www.medicines.org.uk/EMC/medicine/21830/SPC/Valdoxan/
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[ZE AU, agomelatinefii B2 CONA FEFRLORNIL, 1HRBHIADBLE H DINIZADT
TkY, %, agomelatineDfE HAEH 1358, iENT AT I —BEIFIEFIZELE
FLHSILTUND,
http://www.mhra.gov.uk/home/groups/comms-ic/documents/websiteresources/con199565.pdf

IAITER
©Agomelatine (A7 h=2MT1, MT2 22 B AAFENEE, b= 5-HT2C 2 AT, H1oo%E)
oL Te

Vol.10(2012) No0.25(12/06) RO7

[ ZEMHRA ]

eSimvastatin: Amlodipine £72i% diltiazem DB BRI RIT D H EBHIBRE X HT 5T R
Simvastatin: evidence supporting recent advice on dose limitations with concomitant
amlodipine or diltiazem

Drug Safety Update Vol. 6, No. 3, 2012

1HA H :2012/10/30

http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/ CON199561
http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con199577.pdf

20124F8 A IZMHRAIZ, simvastatiniZ->\ T, ciclosporin, danazol, gemfibrozil7a & 45 & o [ 38
SEDPEM AR DT A E A IF LA, &512, amlodipine, diltiazem7: & oDy HH0D [E K
i &OF 2 BR Dsimvastatind i KHESE AL H STz, ZOZEE O H LT, simvastatin
EDEEFE S E O BEAERIZ XY simvastatind fifE H R BN R L7256, I3 F—BXO0VE
TR RARIE DV AT PR EDHZENR RSN 2D Th D,

23R 52 B4 (CHM: Commission on Human Medicines) 0 [ 38 (it 22 2 ML G R B P 52 5 R 27
JL—=7 (PEAG : Pharmacovigilance Expert Advisory Group) \ZE5Z D% Diata% ), AFLHT
I%, amlodipine %7z X diltiazem& O G H BF 12 3317 Dsimvastatind fig K HELE A &420 mg/H & L7=
20124E8 ] DB S DML 2D T T U A& EHIT 5, AmlodipineXdiltiazemod QL5 %78 -4
VAT A E AR

(CIRCIRG

A 2012 4£ 8 H 20 H 134T Drug Safety Update Vol.6, No.1 DR #ia$57,
http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con180638.pdf
RG22 MHRA]V0I.10 No.20 (2012/09/27) £ &,

19


http://www.mhra.gov.uk/home/groups/comms-ic/documents/websiteresources/con199565.pdf
http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/CON199561
http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con199577.pdf
http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con180638.pdf

Bl

L 22 MRS ) Vol. 10 No.25 (2012/12/06)

ORMENEZH)T —F

Simvastatin X CYP3A4 % /1 L TR S5, CYPSA4Z ILE T2 AL L1284,
simvastatin DI & N84 145 AT REMEA B 5, Amlodipine, diltiazemiZ\  9° 115 CYP3A4D H
B THVCYP3ALEPRET 22V 72, O LT=45& (Tsimvastatind ifiL i 713 22 (AUC g.0an) & 52K
M EE (Cmax) 2 FF-&885,

HFZEARE ST AU, amlodipine (10 mg) 10 H fE}f H L7- 1% (Zsimvastatin 80 mg# Hi[al$# 5L
7-%& Dsimvastatin&simvastatin acid?® AUC g4l E, amlodipinezfifi L2 > 72512, &
NZEN1584%, 1L.774% L5 L7=% . Amlodipine 5 mg& simvastatin 5 mg4 ff I L7285 &,
simvastatino> L 1 i 13 B L7223, amlodipined &2 EEBIL T, EFEIZ/ NS 722,

[AARIZ, diltiazem 120 mg#4-1 H 25110 H {8 FH L 72 #% | Zsimvastatin 80 mgz Hilml$ 5-L7-fF 5t
T, simvastatinsimvastatin acid®AUC g, diltiazemzfii i L7ehxo7=3B&12b~, =%
N3.10f%, 2.69f% LF-L7-Y, Simvastatin 20 mgXdiltiazem (120 mg#-1 H 2[a]) D Fl CAUCH5E
b EFLEE DL B o720,

OSimvastatinlZ fESIA /I F — DR AR

SEGIEUT D720, WSO RERGRER A & 7oA/ F —F8 43T, simvastatin 40 mg
LamlodipineZ f H L7258 12 EH-L T/, [FIERIZ, simvastatin 40 mgiz ko707 Fo%—+E
(CK) B L FIC BEL 7= itk D3 £ 2R1%, amlodipineZ (L7254 T, SERLARWEGEA I
~, 2~3f% L L7-", Heart Protection Study (HPS)® |23\ CTCKIEM LR LI-HBHED B,
simvastatin 40 mg-+amlodipinef£ T1% ChH>7-DIZ*FL, simvastatin HiAI#ETIi%0.36% ThH -7,
54EDSEARCHEG R R & 2 e —H L=k A7~ LTIV, simvastatin 80 mg-+amlodipine#t
TIECKIED EF-I2BEHEOEIG B E-T-23, simvastatin 20 mg+amlodipineff TIXZ D k572
FEREFARBNR ST LB FEFEL TUNVD,

S RF — DA RITIR VSTV 2, simvastatin 40 mg S AL T SN A HE T E L,
amlodipinelZ L OFHEN D, EDIZ, AERDYAZ D EWEE D LT, KRB DRSNS
TWb, L7=A3- T, amlodipine’h 7253 VAY EFNHEH)/ NS 72 L ThH, EEIZIEHA
FEERDD 7202725 B 2 HD,

INHOBIEMTIL, A8 ERIGOEFIRE IZL> TERMITHI TN D, il 21X, FDADH
DIz L, simvastatin 40 mg+amlodipine T42/51 O BT BARAE DB S A3 8 > T DI L,
simvastatin 20 mg-amlodopine TlE20%1 Th o7z, 7272, ZOFED Ll X, LR DOFE N RESE
SFERBERICHBINDLZLICEETRETHD,

B REER T — 2 L — L T, SEARCH#BR"® TlZ, simvastatin 80 mg&diltiazem#ff FL
72354, simvastatin 80 mgHiANIZH R, CKIED ERIEN REWZ LRS-, 2, &
wsimvastatinzdiltiazem& OF f L7255 5121334/ 8T — DI A M3 L) KIEZe B I A S 5
%, Simvastatin 20 mg#-diltiazem&{f FHL7- 555 COCKAE E5H-DOFAHFIE 1%, simvastatin 80 mg

B LT F Uit —RIHE, IAF —BLUEDMOFIERD~— I —Th b,

20



Bl

L 22 MRS ) Vol. 10 No.25 (2012/12/06)

EOFFH LTS5 AT~ TEL, simvastatin 20 mg A TORAEES LIFIEFT TH-o7-,

O Simvastatind® i EDEMZ X HFEREIRE 7 4ok

HPSEBRIZ LD, simvastatin 40 mgiL 7 7 &ARICEH~, BN KT 4w b A2 % Ela]l> T
HTENFERESZAY, simvastatin 40 Mg~ R 4~ E20mgID R T A D FE T EEBIH /NS
EFHEND, EOASFT U RIETHRBTHLM, LDLYE THRDOIFEAL T, KHED
simvastatin CELAL (20 mg TR REDR DM T5% D3 BLALD), 20 mgh 540 mglZfE5H L7551 48
SHLDIBIMORN FIT6%IHE 7200 SEARCHEERY T, FE1- R0MMHT, 80 mgd 57320
MYED KT 4 NI RENZ EEEGETE o7, R A B> THZORE RITE DB
o7,

A EDsimvastatin3 i 720 o B 2 DD BT, BIOT RN H5, BIE, TilRSiL
TWHARZTF 2RI TIE, simvastatin LA X 3 7ub amlodipine& O Of A H BRIZZ2 VN, Bl A%
F U RIEAOYEZ ZHT 25613, AT LMOEEMTHONT, TE=2V 70
B EOHRELZE T XETHD,

T IE, AFELI-TE T A1, amlodipinex7-1Zdiltiazem& (4584, simvastatind
1H KA EIZ20 mgZa 2 5 _RE TN EVOHERZ L HIL Ca,

* Simvastatin&amlodipine £7= IZ diltiazem& D §f 1%, CYP3A4BHE LW HAH A AEHAIZ LY
simvastatini & &2 H IS5,

o & B osimvastatinzamlodipine £7= X diltiazem& GF I L7234 121%, PR LRV AES
KA EDsimvastatin& lb -, IANF—OFRAEREN EH TS,

o LDLIE FZhEDKIT5%IE, EH EDsimvastatin THLIL, F %20 mgn 540 mgll iy L -
BTSN BINO R FIT6%I B E 2210

Amlodipine L DU DA, F-2TEF U ZRELNZRERY, 10 mg, 5 mg VW 4L H]
BELOPHHTY simvastatin © 1 B éb7=0 D RHESE I #1E 20 mg Th D,

OWFE~DEE
* Simvastatin 40 mg&, amlodipine%7-I3diltiazemZ AL GHH L T EBEOIRIEIL, KIEID
E WL 2R RE 4 & ThH5D, Amlodipine£7-iLdiltiazem& O 9554 dsimvastatin
DO RAELE 13, BiE20 mg/H TH 5D,
o DERIHIENI-OLD, simvastatind B I B4 2 B T R ECE R L T A,

€ Low-density lipoprotein: {f L EEVARTE 4

P “Simvastatin: Why your dose or treatment may have recently changed” Tt H A+ &% M.
http://www.mhra.gov.uk/Safetyinformation/Safetywarningsalertsandrecalls/Safetywarningsandmessagesformedicin
es/CON199556

21


http://www.mhra.gov.uk/Safetyinformation/Safetywarningsalertsandrecalls/Safetywarningsandmessagesformedicines/CON199556
http://www.mhra.gov.uk/Safetyinformation/Safetywarningsalertsandrecalls/Safetywarningsandmessagesformedicines/CON199556

1)

2)

3)

4)

5)

6)

7)

8)

9)

Bl

L 22 MRS ) Vol. 10 No.25 (2012/12/06)

[N

Prueksaritanont T, Gorham LM, Ma B et al. In vitro metabolism of simvastatin in humans
[sbt]ldentification of metabolizing enzymes and effect of the drug on hepatic P450s. Drug
Metab Dispos 1997;25:1191-1199

Katoh M, Nakajima M, Shimada N, Yamazaki H, Yokoi T. Inhibition of human cytochrome
P450 enzymes by 1,4-dihydropyridine calcium antagonists: prediction of in vivo drug-drug
interactions. Eur J Clin Pharmacol 2000;55:843-852

Sutton D, Butler AM, Nadin L, Murray M. Role of CYP3A4 in human hepatic diltiazem
N-demethylation: inhibtion of CYP3A4 activity by oxidized diltiazem metabolites. J Pharmacol
Exp Ther 1997;282:294-300

US product information for Zocor.
http://www.merck.com/product/usa/pi_circulars/z/zocor/zocor_pi.pdf

Nishio S, Watanabe H, Kosuge K, Uchida S, Hayashi H, Ohashi K. Interaction between
amlodipine and simvastatin in patients with hypercholesterolemia and hypertension. Hypertens
Res 2005;28:223-227

Mousa O, Brater DC, Sunblad KJ, Hall SD. The interaction of diltiazem with simvastatin. Clin
Pharmacol Ther 2000;67:267-274

FDA review

(2011) http://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/019766s077.pdf

Heart Protection Study Collaborative Group. MRC/BHF Heart Protection Study of
cholesterol-lowering with simvastatin in 5963 people with diabetes: a randomised
placebo-controlled trial. The Lancet 2003 June 14;361 (9374) :2005-16

Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine

(SEARCH) Collaborative Group. Intensive lowering of LDL cholesterol with 80 mg versus 20
mg simvastatin daily in 12,064 survivors of myocardial infarction: a double-blind randomised
trial. The Lancet 2010;376:1658-1669

10) Schachter M. Chemical, pharmacokinetic and pharmacodynamic properties of statins: an update

Fundam Clin Pharmacol 2005;19:117-125

2EEH
SCARMEICBIE L C, Health Canada?»6%,20124511 H 7 B AT CERGEEE M @A BITIN T

WA,
http://www.hc-sc.gc.ca/dhp-mps/alt formats/pdf/medeff/advisories-avis/prof/ 2012/zocor hpc-cp

s-eng.pdf

22


http://www.merck.com/product/usa/pi_circulars/z/zocor/zocor_pi.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/019766s077.pdf
http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/advisories-avis/prof/_2012/zocor_hpc-cps-eng.pdf
http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/advisories-avis/prof/_2012/zocor_hpc-cps-eng.pdf

Bl

L 22 MRS ) Vol. 10 No.25 (2012/12/06)

OHETIERERZEMER
[5£MHRA]Vo0l.10 N0.20(2012/09/27), [NZ MEDSAFE]Vol.10 No.15(2012/07/19), [ #FDA]
Vol.10 No.7 (2012/03/27), VVol.9 No.14 (2011/07/07), [5:TGA]Vol.8 No.23(2010/11/11)

AITER

©Simvastatin (2> /3NA%F 2 (JP), HMG-CoAR yuliE 2 P 3K, IRE B e TR 3R] EIN 5658
RS D) 3

©Amlodipine (7 AP, 7 A0V Xy LR, Amlodipine Besilate (JP) 5 #5: M Catti it
FEEN FEITH 1A FEoE s

O©Diltiazem (3L F 7 ¥ LM, Diltiazem Hydrochloride (JP), Caffifidk] [EN : 37
WSk HE e

LEEWEH =K 261, K B¥

23



	 Drug Safety Update Vol. 6，No. 3，2012
	 OTC点眼薬・点鼻スプレー：小児の誤飲による重篤な有害事象
	 Dabigatran［‘Pradaxa’］：重篤な出血事象のリスクに関する更新情報
	 FDAの「ミニ・センチネル」―試験的な安全性プログラムが稼働中
	 NSAIDと心血管系リスクに関する評価報告書から―Diclofenacの心血管リスクに関するレビュー
	 Diclofenac含有医薬品：レビューを開始
	 Agomelatine（［‘Valdoxan’］，［‘Thymanax’］）：用量依存性の肝毒性と肝不全のリスク―新たな警告とモニタリングのガイダンス
	 Simvastatin：Amlodipineまたはdiltiazemとの併用時における用量制限を支持するエビデンス


