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eRitonavir B : levothyroxine O EVEAIZ I HRBH VBV B EE T O®RE
Ritonavir-containing products: reports of interaction with levothyroxine leading to reduced
thyroxine levels

Drug Safety Update Volume 12, Issue 3, October 2018

1B H :2018/10/11

https://www.gov.uk/drug-safety-update/ritonavir-containing-products-reports-of-interaction-with-lev

othyroxine-leading-to-reduced-thyroxine-levels

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/74
7591/PDF-Oct-2018-DSU-FINAL.pdf
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(SRR

OERMEEEMITIEE
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T ARLEANBEINS T,

Levothyroxine i BAR DN/ NEUW 28, levothyroxined BN Z N ETITb Tz

A thyroid-stimulating hormone

B Yellow Card Scheme: Z:[EDEIEH ML A7 A, 3E LI https://yellowcard.mhra.gov.uk/the-yellow-card-sc
heme/ %M,

€ Summary of Product Characteristics

D patient Information Leaflet
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Ritonavir(Z, oL hay AL ZHKEDF G T, HIV-LEG B (2L Lo/ X
R N) DIRFE 2 &35, RitonaviriX £7-, ritonavir/ombitasvir/paritaprevir[&l & i il &7l &
LC, BMCRIF R OB IS ET 5, B IECRIF R OIRF THOWONATIL by A )L AT
WTCIE, levothyroxine S A0 HAEH ¢ 2 ATREME D H D ZENBEIZ BN TWD, EWVWHDIT,
paritaprevir: ombitasviriZUDP-7 /L7 o kin s iR 1AL E A Bl E 35720 Th D,
Levothyroxineld, FUIRAREERE(R NAEDIRIEZ IS ST D,
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1) Fugate JE, Rabinstein AA. Posterior reversible encephalopathy syndrome: clinical and

radiological manifestations, pathophysiology, and outstanding questions. Lancet Neurol 2015;
14: 914-25.
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* 20184222 H FCEMAN LRI TSN 7 F M B3 HPRACO )2 (201842 H 5~8
H OPRACZ#: COERSY) | T, ritonavir & A 545 35 L UMlevothyroxine D 8 i I # R T 73
s,
http://www.ema.europa.eu/docs/en_GB/document_library/PRAC_recommendation_on_signal/
2018/02/WC500243854.pdf
- NIHS[E 385 22 2 A% # [EU EMA]Vol.16 No.10 (2018/05/17) £ 18,
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©Ritonavir (VN E/L, HIVZ' 07 7 —BRAEHK, STV AR [EWN 885 Eoh  Foeu

©Levothyroxine Sodium [L7hTFufk R LKFI¥), Levothyroxine Sodium Hydrate (JP) ,
FR AR L B4, FR IR RBAR MIETR R SE) [EIN R 58w st J8 e

E uridine diphosphoglucuronate-glucuronosyltransferase 1A1
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eHydrochlorothiazide: ¥z REIE A TOIHAZ ) — < REGHEDIARY
Hydrochlorothiazide: risk of non-melanoma skin cancer, particularly in long-term use
Drug Safety Update Volume 12, Issue 4, November 2018
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https://www.gov.uk/drug-safety-update/hydrochlorothiazide-risk-of-non-melanoma-skin-cancer-part

icularly-in-long-term-use

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/75
6090/PDF-Nov-2018-DSU-1411.pdf

Hydrochlorothiazide & A #dh Ok F BB 12T L, RRIZ R WIS H11 2 BAEH &R FEOIE
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(BEROHE) TOMENECOWTEIET528, BRI~ DIRFBEAHIRL, +45372 H BElT
DX RAFHELDH L,
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o FEHPEFHFSE T, hydrochlorothiazided> BAFE FH EDENNC VY, FEAT ) —~ B & (LM
fielfs (basal cell carcinoma), 3L OHE DR ERECZ & To ¥ B2 (squamous cell
carcinoma) ) D I &K FHEDYVAY EHDIREN TN (FRESH),

e Hydrochlorothiazide & 41 5 O R ITKIL, FRCEMEHR CTOIEAT ) —~ K EREDY A
2ZONWTIRZ, BEDRERCIEAPHTAAECTV BN EE TRV EIICTF =
73530 ETHIL,

o G OBEEDH S HEFE TIL, hydrochlorothiazidedD fili Fi IC SV CHRET 528,

o BEOLWIKARKBEWRAILT X TRETHZE (REEREITIZELHD),

o BFITHIL, AXREINRA~DOBEBEEZFIRTHI0E L, AASCESRCIRETE T D8I
T 72 BBES 1L O3 R 2 CRFIE DY AV &/ IMET D IMB A BT,

OEEHDIAY L RERTHET —F

EFERENT, T ~—7DRER T —4%Y—A(Danish Cancer Registry”, National
Prescription Registry872&) 126 &-3< 2> DHARZ #5513 T, hydrochlorothiazide: FE A7
J— FZ [ & O B S AR A O B 23 R S 47z, Hydrochlorothiazidel 3 Y6 & EME D5 2 &
WHIBITEY, ZOZENIEAT ) —~ BFREDOIV AT DREFIZE G L TOD ATREMED B D, 20

A Frw—I BTN
B 2ELIL AN


https://www.gov.uk/drug-safety-update/hydrochlorothiazide-risk-of-non-melanoma-skin-cancer-particularly-in-long-term-use
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MFFED LR RE RO EZ TRITR T,

R TR

BOFZ | EFO | XD AN | Hydrochlorothiazide | Hydrochlorothiazide | Hydrochlorothiazide

A7 AN e Dever-use (FEARE | ORMBEAEEA | ORLEVREA
HY) DFREFE DRBE Ay, | B *EHOTEE
Ay AH[95%CI] | [95%Cl] HA YA

[95%CIl]

BCC 71,533 | 1,430,833 | 1.08[1.05~1.10] 1.29[1.23~1.35] 1.54[1.38~1.71]

SCC 8,629 172,462 | 1.75[1.66~1.85] 3.98(3.68~4.31] 7.38[6.32~8.60]

g 633 63,067 | 2.1[1.7~2.6] 3.9[3.0~4.9] 7.7[5.7~10.5]

BCC = basal cell carcinoma (H: JE /)
SCC = squamous cell carcinoma (- I Rz )
CI = confidence interval ({24 X [4)

* BCCRIUVSCCIZoWT O E BAFH A&YE =50,000 mg (hydrochlorothiazide 12.5 mg/ H OFJ11HEE O HIC
FHY), HBEDSCCIZOWTO i BAME A £213 = 25,000 mg.

**BCCR L SCCIZ oW T D Fh i W B A £13 =200,000 mg, HEREICOWTRGmWREREHAET
=100,000 mg,

ZIHDMFEDFE L HIZL DT Tl R R EER L OB (bendroflumethiazide, 77713
ULF v RNVAEGI, ToUF TV BB R I E SRR, T TV N AR U,
furosemideZ2 &) O fE A &L LTI RFEH &L, BCCE/ZIISCCOUARID, HHWEL I IEDSCC
DYAZNZDWT, [FROBEIT R SR d o7z,

Pedersen®bl, [KUIRPBILRZARE T2 &, WFFEHIM T ICZ2 WS 72SCC 100%1&7-0 9, BCC
100451 & 7= 0 131 ¥ A3 hydrochlorothiazide D i I 23 UK T o 72 FIREME R B H LA L T DY,
Pottegard®id, AFZEHIR H 24z U7= 1 B DSCC 10041&7-01141C, hydrochlorothiazided> i Ff 23
BAG-L QW RTREMEDR HHEHE L T2,

OHAZ )—~ RO T

AT ) —~ R EHEIXEN R F R ThD, HAERITRGORBIMCMO BRI KEKTFT D
72, EIZEO N —=RAT ALV AR ERIZERDHLND,, KON TOHEE FE AL, SCCIE
105 N\ 4EH7-01~3445], BCCIX105 A - H=-7-030~ 15041 CTH 5,

BE[ETIE, SCCEBCCOIRARIIHIKIC L > TRARD, 1DV AT T 4w /LB 2—TlF,
AT TR TOIWRJFASRZ, SCCIFLI0 0 A - F&H7-02301], BCCIL107 A 7= 76/ LHEE
LTCWBI, Zay T RTOWHFEAERIE, SCCIZI0 A -4EH 702741, BCCIZ105 A «4Ed7=
DI LHEEL TRV, LT AN TURTHIZERED I AR ThoTo bW E L TD (EnEh,
1005 A -4EH7-03141, 8711)3),

2ODF v~ — 7 DIANEE LB FE O R L ZE, hydrochlorothiazide 12.5 mg/ H A 444ER] £
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721%25 mg/ B A 22 E L7255 A, VAZ RO B OHEEMCIE, SCCIT oW TIE7.714%,
BCCIZ DWW TIHL5% Th -7z, 72721, hydrochlorothiazide 25 mg%éﬁﬁ‘éﬂ@%&z 8 ML L fef
A28560%, KARRGL CIIHoarbe— L TERWBE TOMHAOAE#IGE T,

BAtR 959 X TOR G DOSMPCPIS LU [ ¥R 3¢ (Patient Information Leaflet) 1%, FF
AT )= R JEFEDV A &3l T 51O WET SN, ZOVAZ B OB EICE T2 EFEEH W
\7L-%—E4,, hydrochlorothiazide & # [ 3£ 5t O 4L 5 3 36 LOGRAIE 1Sk &7z,

O =&
Hydrochlorothiazide & A [ 38 513, EMLEDEHELEGIC, DIRE, AFREE, BIOMEM LA
BT DO IR IR A i 295, H[ETlE, hydrochlorothiazide ! fth oD [ K 5 & oo [ 7 F B #id
BRNDOIHDBIRFEE N TD, H[E Tohydrochlorothiazide & A [ 5 5L oo f F B34 13£928,000 A &

MHRAIZHEEL TWBT,

T 3, R 2425 — 21>~ (Clinical Practice Research Datalink: CPRD) % i\ T3 [E A4 H 4
IHMRLIZb D TH D, CPRDIL, HERNDT T A~V 7 BEAIT0lisk 2R E L TD, 20T —XI
BFITFITINTALFTIZHEDNTNDD, ERGEDPFRAISNIED, Et 0% BENMERA LIS
MEERTDILITTERY, Fiz, ZOT =X, FRRAT SN EEKMITE E1L TRV, CPRDD
T —HIEEMHRADFF AT TAFT LI, ZOT —ZITh e SRR RITE B M B 0L DO THD,

X R

1) Pedersen SA, et al. Hydrochlorothiazide use and risk of non-melanoma skin cancer: A
nationwide case-control study from Denmark. J Am Acad Dermatol 2018; 78: 673-81.
https://doi.org/10.1016/j.jaad.2017.11.042

2) Pottegard A, et al. Hydrochlorothiazide use is strongly associated with risk of lip cancer. J
Intern Med 2017; 282: 322-31.
https://doi.org/10.1111/joim.12629

3) Lomas A, et al. A systematic review of worldwide incidence of nonmelanoma skin cancer. Br J
Dermatol 2012; 166: 1069-80.
https://dx.doi.org/10.1111/j.1365-2133.2012.10830.x

@ BETANIHSER L LM EH
[EU EMA]Vol.16 N0.24(2018/11/29) (201849 A 3~6 H ®PRACE i CHRLMF k5T 03 S
NS F)

C best estimate

D Summary of Product Characteristics

E Direct Healthcare Professional Communication https://assets.publishing.service.gov.uk/media/5heaad6fe5274a0
8354b485e/Hydrochlorothiazide.pdf
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2 HARBIORAATZ VAR /nr R RERE IS L CKRBIRAERE DI A 0302 |k
BRI BE~OLTZETE8E

Systemic and inhaled fluoroquinolones: small increased risk of aortic aneurysm and

dissection; advice for prescribing in high-risk patients

Drug Safety Update Volume 12, Issue 4, November 2018

1WA H :2018/11/14

https://www.gov.uk/drug-safety-update/systemic-and-inhaled-fluoroguinolones-small-increased-risk

-of-aortic-aneurysm-and-dissection-advice-for-prescribing-in-high-risk-patients

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/75
6090/PDF-Nov-2018-DSU-1411.pdf

RENRE 3 LOKBIARAEREDY 22 DI 5 B TIL, HEERSRT 4y R YAZFHIEATV, 2
ORERRERFI LR ICOH, 7 A asx /ur A FEHTRETHD,

(SRR

OERMEEEMITIEE
o M (ROMEFITERA) BIORAR 7 VA TS /o 23T, FRCEEEEICBWT,
KENRIE S L OKEWRAREEO VU 22 Ddo§ 0370 EFICBE T2 AR 55,
o KENRIE B L OKENRAFEEDOY 22 DI 5 RE TIL, BEERSAKT 4R URAZFHIEFT, D>
SRR R LI DI, 7V A nx jar ZsEfd A4 ~&Th5,
o LITDIH7REEL, RENRE I LOKBIRAEBEA EZ L0370,

o NI IEIR RO FZIRIE DS % A

o REWIRIE 36 Z OV £/ T RENARAFBED 2T 23 5 /A

o RENIRE B L OKRENARAREBEZ L Z L9 < MOV A7 K F 73R E (BT, <
77 AEGRE, MEM T —F 25 n R, @ LBIRE, BBk, X—F =y
MR, miiLE, BEROT 7 m— AR R LIER &) 23895 A

o BE, FHImin BB VAR DHL BT, REIWRE 36 L OREIIRAEREDS EIFE S
HTEEARZ, W, MR, HDWIETEFERR SN S Te G B ITITE DI ER OB 24T


https://www.gov.uk/drug-safety-update/systemic-and-inhaled-fluoroquinolones-small-increased-risk-of-aortic-aneurysm-and-dissection-advice-for-prescribing-in-high-risk-patients
https://www.gov.uk/drug-safety-update/systemic-and-inhaled-fluoroquinolones-small-increased-risk-of-aortic-aneurysm-and-dissection-advice-for-prescribing-in-high-risk-patients
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/756090/PDF-Nov-2018-DSU-1411.pdf
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LHIENHETHLEMETDHIEL,

ORHBIBRB I CRENNRAFRED YRS LR AR T DT —

gk ar FHE, BECAMAE )T M E A # G L OKRSNTEEE Th D
(7 VA L R EEO BT %R,

SR 3 LOGER R RBR DT — 25, 74 a%  ay BEOME %I KBRS L Ok
EARAEBEDY AV S LR T HZENRIILTND,

PR GETIL, B SR IZRB T, ZvA X ar RO IO RERIE IS L OK
FRAGEED Y 272 E R 52 LAVRIBEN TV, 1ODRFZEDTIE, KREIWRE £7- 13 KRB RAE
BEDIERE, 7V Aux /arOIRETE Y —R1000 A - FH7-01.241], amoxicillind{&E =
>V —R1000 A - 4E&7200.7H L i LTI, ZAUTIRMBRAAH 560 H AN O KEINRIE =713 K8
IR At 8l 0 i 151 D HE TE A ek U A2 228 U CIE100 5 TR = — R d 720 8241 (95%1F #H X fH [15~
181 ITHHY T2, T H TOEELL EOBEERLEELI-HILODOFEITIE, FHhiB L UR
BleRBIREEZKISNT-EIE%Z, 7 A nx /oy m3 O BLE 12OV TIX1000 A - 4EH 720
3.5, 7 Ak sar RIOIERE 2OV TIZL000 A - 4EH7-01.38 8451 Tus,

INBDOMIIET, EF M7 Auk /u st 3 o B D1~20 H LIRIZKERE DY 227
FRERBLN TNV, Z0F —ZbliE, 7vAuxk Jar R3O G B OB [ o
WNZEDUARZZERDHZLITTERD, ZTNHDOFERND, FRHVAZN 26 T58RET, &5
R FEZTR AR 7 VA v yas 3ol FIEREIRIE 3 L OKEVRAEEED — K &7 5 FTREMED
HHZEDIRIINTND,

OREIREE IS L K BRAREEIZ DV T

REIRIE I L ORENRAEEE X N2 TG THY, AR LM TLOH A -FH7=0HI3~
0N TH D, BINRIGIEIR B OFIRE, KBRS ZOVEI TR IR OZ W, ~ L7 7
FEWERE, MR —T2AF  aEGERE, SZBRE, EMRMEEIIRE, ~—F =M, &iiE,
e 7 7 m— AEBIREEALIE /2 & DY AZ R+ Dé5 A TIE, REIWNRIEDOIARZ D EED,

HEER R ENIRIE D 2 VT EBEEMETH DY, FfethD B, e X OV E IR 2T 2 58
FHW\D, KENIRAFEETE R, 22RO BEEOIE, B, HDVIEEEREE,

TAud  ar RPEEIC L AR — A A BtA T DR, B, %GC%W$%‘%£U‘U?W®
HOBFITXIL, JEE, M, HOVIIMEMIZZEREEOEIF SR ST S S ITITEma g
KEWWRAEBED A CHL A REMEDRH DT80, BEHIZEMOBZREZ TN ERDLE, TOUE
FTRETHD (BEUEFEMIL X — 2B H),

A 20184-11 A #1417 DDirect Healthcare Professional Communication: https://assets.publishing.service.gov.uk/me
dia/5bebea7fed915d6alc35fflc/Fluoroquinolones-1.pdf



https://assets.publishing.service.gov.uk/media/5bebea7fed915d6a1c35ff1c/Fluoroquinolones-1.pdf
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QEETRFEIN VBT VA R /o RE
e Ciprofloxacin
o Levofloxacin
¢ Moxifloxacin

e Ofloxacin

X R

1) Pasternak B, et al. Fluoroguinolone use and risk of aortic aneurysm and dissection: nationwide
cohort study. BMJ 2018; 360: k678.

2) Daneman N, et al. Fluoroguinolones and collagen associated severe adverse events: a
longitudinal cohort study. BMJ Open 2015; 5: e010077.

B E
20184E10H (12, EMAD 77—~ 2t VT A -UAZFHIIE B4 (PRAC) B, 7L A u¥ jar
IO FNCFED, RN 5 rIRetE O b ATES) - B ERE EORIER RS IR 5L Ea—
®%IC, 7duX  ar RBRON  ar ROGUEEK A, ERH, WAR) O i RA#)
HLIZC, ZOBEIT S HBEUTORHRLRT, BINEES (EC) ICLDRMIRERITN AT
60 ZDOECOIRTE (0194FE WD L TAEILD) D%, MHRANSHE[E D R EH (20t UL B HE
WHIT 5T E ThD, INIHSEH 22 M F#HVol.16 No.26 (2018/12/27) |2 Hg#k T iE )

@ BT ANIHSE K 22 M5 85
[EU EMA]Vol.16 N0.24(2018/11/29) (20184£9 H 3~6 H OPRACE % CHl L G MG T NV
Y AN A D)

AIE B

O©Ciprofloxacin (v 7'm7uaxH 0 (JP), v FuarvuxH v U HEEE /KT, Ciprofloxacin
Hydrochloride Hydrate (JP), == —3 /0L R & A PLE IR [EWN : 781 HEIh  He

O©Levofloxacin (LR 7 a4 k4, Levofloxacin Hydrate (JP), ==—% /0 R A RPLE
FEVEN FEoE0E MESh  FE e

©Moxifloxacin (£ 74 HEEetE, Moxifloxacin Hydrochloride, ==—% /0 % &
PUBEHE) [EIN  Fe 0 vsh JE ek

©0floxacin (A7 uFxH 2 (P), ==2—F /0 RARMPUE ) EN J505% 1B 3780

B Pharmacovigilance Risk Assessment Committee
C https://www.ema.europa.eu/documents/press-release/fluoroquinolone-quinolone-antibiotics-prac-recommends-restr

ictions-use_en.pdf



https://doi.org/10.1136/bmj.k678
https://doi.org/10.1136/bmj.k678
http://dx.doi.org/10.1136/bmjopen-2015-010077
http://dx.doi.org/10.1136/bmjopen-2015-010077
https://www.ema.europa.eu/documents/press-release/fluoroquinolone-quinolone-antibiotics-prac-recommends-restrictions-use_en.pdf
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