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FDA Drug Safety Communication: FDA updates warnings for oral and injectable

fluoroquinolone antibiotics due to disabling side effects
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FDA warns about serious risks and death when combining opioid pain or cough medicines

with benzodiazepines; requires its strongest warning
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JPL7, ZJujrru~wv BT DAL - Bk -5,
T )=V T B L - Mg, 2, RS LIS
PEORAE, BRIRT R EE, AL
AR, fEENR - BE S - BER A D
EoWAR: L+
clozapine JaifE KGRI TR BT RE & K IR
fluphenazine TNT 2 F VT R | AR HE B R TR SR
TATIV, TNT S
~ LAY
haloperidol NERYR =L JPL7, N | KRR WA JAAE, BRI TR
2 ~_RYR— LT AT A
TV
iloperidone — A —
loxapine — R —
lurasidone I AYANVS Y 3t ) EPNBAFE —
(Phaselll ; 2016/08/22
BIfE)
molindone — KR _
olanzapine FT R G R FRAE, PR ME R E 1T

BT DEER B LU DR
DL
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paliperidone RYRYRY RYRYRY | KR o AR TR R AR
I NRTF VR ATV
perphenazine ~LT 2 F v JPLT, L | KRR A KFAE, TRl - o=
NT 2 F T2 DV LM, A= VR (1L
B, Tz A &, HIR) odE
VR P17
pimavanserin — AR —
quetiapine JZF TV T2 VEEE | KR B SR AE TR HE
JP17
risperidone YAYRY JPL7 HRE T R FRE T K
NI D B PHARI T L
SEAED B Rl D el
thioridazine FAVZ R JPLT | [N IR —
(2005/12/31)
thiothixene — FeTKER —
trifluoperazine HEEN a5y, N | BNFE S IR —
TaSUrw LAV R | (2014/03/31)
ziprasidone W77 Ry K | [EWBA%E Phaselll —
(2016/08/24) HifE
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[ >kFDA ]

oEH G DRI TIRTHET DT —F X —2R
Drug Safety Labeling Changes (SLC) Database
Drug Safety and Availability

1HA H :2016/09/01
http://www.fda.gov/Drugs/DrugSafety/ucm517519.htm

[ 3R 5 D22 AT B9 53R EET (SLC) A 7" m S L, 2016459 H 1 H 1T, FDAE 3K 1,
FHfitz> % — (CDER) BD=3 2 =4 —2 545 (OCOMM) & B9~ 52 L L 72~7-P, OCOMMIZE
HT-72SLCOT —H_X—2A% ML, MBBIOF v a—RNafER 7+ —~ N CSLCT —H# D
AFZERELT,

ZOF —FR—=RZLD, EIRIT 2 —3SLCIC BT 2 1% & L0 ) R IUEE - S FE - (2
TELHIDNTD, SLCICEAT AIEMAE RS Z — T CELIET RS DRI k528
T, EFENEEE DB AT DV AT LADT —HORIARNE G725, BN, B
PERFCMHB A D INDOEE /L 2T — X HSONIT 7B ATEL IO, B O
HAEIZ D72 3D T L ZFDAIZHIFEL T D,

SLCT —H#~_X—R[F20164F-1 A LR IR GRS NI L R RG24k 95, 2016421 7 LLi
DF—H21%, BlEfEEMedWatchd ™ =7 A NECRIE /TRE Td 5,

LLFIZ, SLCTF —&#R—2AD I A7) T 7L AP BRI Rz 277, EIELAMRBRIZD
WL, A St dip.atE#k dlevofloxacinZ 5l & L=, [ 22415 8]

OSLCT —FR— A TORES
OTRORBIAMIT 7EAR
http://www.accessdata.fda.gov/scripts/cder/safetylabelingchanges/index.cfm

OEFK A (RTE4 i — k4 CBE R T TRERT D7k
FRERITIE TR TR ANATIINFRE TH D, TV 77Xy ’3LFLL B AT T 5L 34 O A
INFRSND,

A Drug Safety Labeling Change

B Center for Drug Evaluation and Research

¢ Office of Communications

P ZHURNT=S v a7 —3F# 7 (Office of the Commissioner) ™ MedWatch 712" AANVEHL TV =, (GRIE)
E http://www.fda.gov/Safety/MedWatch/SafetyInformation/Safety-Related DrugL abelingChanges/ucm2007304.htm
F http://www.fda.gov/Drugs/DrugSafety/ucm518488.htm
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Drug Name Search

Drug Name or Active Ingredient: [EVAQUIN] X

LEVAQUIN
LEVOCETIRIZINE DIHYDROCHLORIDE

LEVONORGESTREL

OB TRER I DT IE
HATOFIPE AT % (201641 H LARE) . F =7 24 SR AUT R F R DO N THOHIZH

WSS D,

Date Search
For Safety Labeling Changes before January 1, 2016 see the MedWatch Safety Labeling Page

Date Range: 01/01/2016 09/22/2016
Labeling Section:
[ Boxed Warning [Vl Wamings and Precautions ] Drug Interactions
[ Contraindications [¥] Adverse Reactions Wl Use in Specific Populations

[Vl PCI/PIMG (Patient Counseling Information/Patient Information/Medication Guide)

| Search || Reset |

OMRTEHE R OB IA I 55 R DR
BE DR FTAERNEONTIBE, MRICTANE =20 T5 (D), HAZ LY =5 (©@),
FIITRE Y T DIEI LA EEIRT D (@),

Levofloxacin[ ‘ Levaquin’ IO H

Filter results:

Enter at least 2 characters

m Active Ingredient 4 | Application Number $ Supplement Date & Database Updated %

LEVAQUIN LEVOFLOXACIN 020634 07/26/2016 08/30/2016
LEVAQUIN LEVOFLOXACIN 020635 07/26/2016 08/30/2016
LEVAQUIN LEVOFLOXACIN 021721 07/26/2016 08/30/2016

(n) °

OF—FT7ANDF T T—R
FR SR DR A 2RI AL PRt O W 23 B &, 8GR RGTE T REn5, KRS
NG FRIROX T 0 —RBIUCSV T +—~ v N TORIEN A RETH D,
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Drug Safety Labeling Changes (SLC)

f sHeare | W InumEDn | @ Pnm | B EMan | B PRINT

& Sign up for S5LC Alerts | Quick Reference
= SSEVIVISHET—5E CSV
RFE IFANTHHUO—FTES

LEVAQUIN #020634)

(LEVOFLOXACI — &4

Safety Labeling Changes Approved By FDA Center for Drug Evaluation and Research (COER)

Expand F7=[% Collapse Z41)v-L T,

Download Data

Felsem=Al BREEE. EIY B
07/26/2016 (SUPPL-6T)
CCEIVVITHERBShI-
Approved Drug Label (PDF) HEERRELYYO—RTES
Boxed Warning

WARNING: SERIOUS ADVERSE REACTIONS INCLUDING TENDINITIS, TENDON RUPTURE, PERIPHERAL

NEUROPATHY, CENTRAL NERVOUS SYSTEM EFFECTS AND EXACERBATION OF MYASTHEMNIA GRAVIS
Fluoroguinolones, including LEVAQUINGE, have been associated with disabling and potentially irreversible serious
adverse reactions that have occurred together including:

= Tendinitis and tendon rupture
+ Peripheral neuropathy
= Central nervous system effects

Discontinue LEVAQUIN immediately and avoid the use of fluoroquinolones, including LEVAQUIN, in patients who
expernence any of these serious adverse reactions. Fluoroguinclones, including LEVAQUIN, may exacerbate
muscle weakness in patients with myasthenia gravis. Avoid LEVAQUIN in patients with known history of
myasthenia gravis.

Because fluoroquinclones, including LEVAQUIN, have been associated with serious adverse reactions, reserve
LEVAQUIN for use in patients who have no alternative treatment options for the following indications:

= Acute exacerbation of chronic bronchitis
= Acute uncomplicated cystitis

+ Acute sinusitis

5 Warnings and Precautions

Disabling and Potentially Irreversible Serious Adverse Reactions Including Tendinitis and Tendon
Rupture, Peripheral Meuropathy, and Central Nervous System Effects (addition)

* Fluoreguinclenes, including LEVAQUIN, have been associated with disabling and potentially irreversible
serious adverse reactions from different body systems that can occur together in the same patient.
Commaonly seen adverse reactions include tendinitis, tendon rupture, arthralgia, mvyalaia, peripheral
neuropathy, and central nervous system effects (hallucinations, anxiety, depression, insomnia, severe
headaches, and confusion). These reactions can occur within hours to weeks after starting LEVAQUIN.
Patients of any age or without pre-existing risk factors have experienced these adverse reactions.

Discontinue LEVAQUIN immediately at the first signs or symptoms of any serious adverse reaction. In
addition, avoid the use of fluoroguinclones, including LEVAQUIN, in patients who have experienced any of
these serious adverse reactions associated with fluoroguinolones.

Peripheral Neuropathy (new sentences added)

+ Fluoroguinolones, including LEVAQUIN, have been associated with an increased risk of peripheral
neuropathy. Cases of sensory_

+ _minimize the development of an irreversible condition...Avoid fluoroquinolones, including LEVAQUIN, in
patients who have previously experienced peripheral neuropathy.
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[ ZEMHRA ]

eLevonorgestrel &4 BREUHEHE AR FHE T ORA LOM /R LR R R T 58 E
Levonorgestrel-containing emergency hormonal contraception: advice on interactions with
hepatic enzyme inducers and contraceptive efficacy

Drug Safety Update Volume 10, Issue 2, September 2016

1B H :2016/09/15
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/553274/Sept 2016_D
SU.pdf

OCE RN
JFE% 3£ CYP3ALTE EAEF D55 R 3R §H<0/~—7 3K X, levonorgestrel o IfiL H i & 2K F S5
72, levonorgestrel D BR ZGREHE IR L L COR DT D e[ REMEA D,

OEBEMEEEITEE (EThR)
o JTW#FET ~/r.5P450 3A4(CYP3A4) 7SN D& HHF (R~—U B M) A ET DA FH LA
PITEE I L7228 D85 S B Rl A LB LT 258121
o FIVEVIDS OB BT, Tb b E N AT AN EEL
[
o INEBITEANA, levonorgestrel i@ & & (1.5 mg) D25 D3 mg (T72>H2/ 3y
IVERT 22,
o ZDIIRIMEITHOWTIL:
o FEEFRFHEANTHEIN, BRMED B WG R 7BV EIC DWW T %2179
(Faculty of Sexual and Reproductive Healthcared> % % > 2A %% 1) ,
o Levonorgestrel & A BABHTLIRDOE %, EIRL TORWIZ L2 MR T A7 O iiRR A %
ZTHIOBET D,
O ZHUTLOLTIHRLEG AL, BONCERMOBZEEZ T 5I58E 35,

ZOWERTSNIB L, BATOHAL L AN 2Teb D THY, Ltk —BHH L8 S 552170
NDINTT DT, TR, IR IR DO WIT I ZHE S D,

ARIDOBFICHEDE, ERIEHEE BLOEE T ORI, 725 TN Zlevonorgestrel & A 5
R EDIEFIRB UG T ThD,

SO0

A https://www.fsrh.org/documents/ceu-quidance-drug-interactions-with-hormonal-contraception-jan/
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OLevonorgestrel & B auBHE 2R
QBB LUHE

Levonorgestrel & A B2 kAT 31 L, ML RS E IS I 7o Fo 1T R E 2 U7 o T A5
72 (3 H ) ANITARH L, BERMEIRA [RIEE S 572 DI WD, MEAE RS E 25 U7R o 7o
%, WM T DIEE G EED,

Levonorgestrel & A BR 20X, AL 2RI L OEAL T ZE 3K L L C1.5 mosE (LRI 18E6E ) ,
WL EESR L1 C0.75 mghE (LR85 ) AIRGES L TUD,

OFFEESR TR E A A levonorgestrel DRFHZ RIF T

% 5558 4 (32 L L CCYP3A4FE E ) Zlevonorgestrel & [F I (i I L 7= 4554, levonorgestrel
OIS D,

L ke A v 23K O efavirenz (HIV {5 & 3£ ) % levonorgestrel & [7] g 12 L7283 &,
levonorgestrel o i 4 H1 2 BE (AUC) 23KI50%1E T4 25Y, 4 X TOCYP3A4FHEEHIZHONTTF —
HIFHIL TSI TIEZ2W A3, levonorgestrel Bt & O IR -G AR L& L BT 3 2 B 3~ DR 5205,
IR FHEEH DS LMo EH T FI 1T —7 3, MR EZ R TS5 AT REMER
BDHZENREIVTNS, Levonorgestrelfid & DIRA BV BTSRRI TIT3ClL, Bl #ETES
BT 20OV OBETEEZ WA ZEE LB S S itdish T,

HT SR BRI O DD RS O 1%, CYP3AARESEL LD R AR A K41 [H]
Fe 96280395,

Levonorgestrel o IfiL 8§ 1 & S oD 72, levonorgestrel & A 0> B2 ZGREE 8 /L& L F1 D 20 5
DR T D ATREMED D D

Levonorgestrel D A% A B4R T S & S T BERFHEA D
Bl Z X TR B DI RIE 2 E N oD

o CTAMMAIERRIR (3 Ley — LFgR 3K, primidone, phenytoin, carbamazepine’&)
o FERZIRIERIK (rifampicin, rifabuting )

o HIVIGEZ (ritonavir, efavirenz/ad)

o B RYLIETAH#E (griseofulvin/ay)

T AFTARFY Y (St John’s wort) %5 A 95/ —7 3£, levonorgestrel o IfiL i HH i FE 2K
SHD,

ZDXH A HAE T O F &2 S5HI2FH <5121, British National Formulary®4 %4224,
University of Liverpool HIV Drug Interaction Checker®{Z 5440 B AR BT 2 H 472 F v —h
DGR S TND,

B https://www.evidence.nhs.uk/formulary/bnf/current/al-interactions/list-of-drug-interactions/progestogens/levonorge
strel
C http://www.hiv-druginteractions.org/
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O EERTFHEA 26 Ei3fsr A U 23817 2 B AL I L L Tolevonorgestrel D

AE

AT PRELE B O S CTE 72wy, F3EHAZ E0 oM C, 8 B4 B AN
FHEKE R L2 b b 5 IR AR 3 A WA &%, levonorgestrel o i 45 i BE DA
T&MH7-%, levonorgestrel 18 i Fl & D215 F <& THh % (1.5 mgHH3mg~, T72h 52
7)), ECETAthofERITEEHEDOLAE LRI THD,

DX E, MARICIVEWER DOV AZR LR 5213 0nEBE BN TND,

OH?%?%@‘%%’J IR DOIRER
WU 7o IFEER R B A O X, R T COMRER L e RIERIBOVAY FH LDORE A B
u%%@@@éuﬂ%m%i%n%nmzim@% WMEECEBIR) , 2D, ATRESR TS A
Z i F L QD eSS LTI S D i\ Vil i ORI 2O W T S 217\, levonorgestrel
G OB IO A IR QO RNW LB T A 2N EE THD,

O T B®RS —h
LA DB E DBEBRA L NI LT IEHRS —FICEEHSh TBY, LB E 4 25sIcksr
SLEPND,

X

1) Carten ML et al. Pharmacokinetic interactions between the hormonal emergency contraception,
levonorgestrel (Plan B), and efavirenz. Infect Dis Obstet Gynecol 2012; article 1D: 137192.

A E

* 201645 { CEMAD AT LI [RIEROD PN ZR 0D 181 :
Questions and answers on Levonelle and associated names (levonorgestrel, 1500 microgram
tablets)
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Levonelle 13/WC
500211777.pdf

o L RETER O YR BAE 2 B89 HFaculty of Sexual and Reproductive Healthcare? %A
B TR BANES N2, GO BRI OV TOBE
https://www.fsrh.org/documents/ceu-guidance-drug-interactions-with-hormonal-contraception-jan/

o BXZGRHEVEIZ RIS Faculty of Sexual and Reproductive Healthcared 1A% A

https://www.fsrh.org/documents/ceu-emergency-contraception-jan-2012/

P summary of product characteristics
E https://assets.publishing.service.gov.uk/media/57d7d2d840f0b6533a000046/Levonorgestrel_patient_sheet.pdf
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BEER
¥20164E8 H9 H T, EMAD BreferralL B = —52 T 252 13 CRIBED @A THIL T A,
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Levonelle 1500

microgram_tablets and associated names/human_referral 000405.jsp&mid=WC0b01ac05805¢c
516f

#20164-9 H 15 H £1C, SEMHRANLZDHIZEE 57V AV — AR TR ZIL TS,
https://www.gov.uk/government/news/emergency-contraceptive-affected-by-other-medicines-requ

lator-issues-new-guidance

RAER
©Levonorgestrel (LR /JLA7F ARL L, BRI VE A, #6 0REESK, BRAZGREATSR) [ PN 3678
TS A Ay =1

LRHHRME = FK BT

20


http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Levonelle_1500_microgram_tablets_and_associated_names/human_referral_000405.jsp&mid=WC0b01ac05805c516f
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Levonelle_1500_microgram_tablets_and_associated_names/human_referral_000405.jsp&mid=WC0b01ac05805c516f
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Levonelle_1500_microgram_tablets_and_associated_names/human_referral_000405.jsp&mid=WC0b01ac05805c516f
https://www.gov.uk/government/news/emergency-contraceptive-affected-by-other-medicines-regulator-issues-new-guidance
https://www.gov.uk/government/news/emergency-contraceptive-affected-by-other-medicines-regulator-issues-new-guidance

	【 米FDA 】
	 フルオロキノロン系抗菌薬（経口剤，注射剤）：活動・動作障害の副作用を添付文書の「枠組み警告」に追加
	【 米FDA 】
	 オピオイド系鎮痛・鎮咳薬とベンゾジアゼピン系薬との併用：重篤なリスクおよび死亡に関する「枠組み警告」をFDAが要求
	【 米FDA 】
	 医薬品の安全性に関する表示改訂のデータベース
	【 英MHRA 】
	 Levonorgestrel含有緊急避妊薬：肝酵素を誘導する薬剤との相互作用と避妊効果に関する助言

