HEXE

FYREBIMHEEE 2 BEEROERG o

BRREIE - AIZESE - XCE

MENZAEEREEESE

I

it

£ EE (biological products ) B2fEn0 FERABHAEEBR AEM ZEQEEEm - —
feEB B ETAMIR R DNA SR - DIAIRSEN A NARELE - BB BEM
CETRNSALZERERE (1] - TFREYED (KrZ2EMNMERMESER ) 2
BZRANZSEERNGE  BREERBREER B |k BERRKRE RmEBERE
HIFRRIES - IKBREIMAFR - EYREITESIBNERARREAIHEMIKE 2] - K
BHEAARKIE 3] KRS 4] - SABSIMNMIRATEEEBBE 2 EZERARKRESR
W ARKREERILIER %L (respiratory system disorder ; 16.8% ) KK E1HEE
ARKFE (skin and appendages disorder ; 15.6% ) SStb&S - ZmERIDITEEZE R
( antineoplastic drugs ) B35 % M EIE (immunomodulatory drugs ) 48R/ -
IR M ERZHE M A adalimumab - etanercept + omalizumab - tocilizumab -
rituximab % [5] - B FERE FHEZERARREERESN  BEYREEEZERSE
BERARREZGETEHEENSGE (U109 FR0 - BEARKREBRELGR 20 &
Z & LLZE qa o - €] #E nivolumab - bevacizumab -~ pembrolizumab - adalimumab -
rituximab - etanercept * denosumab % ) [6] - KIFFREE—T D ITEEYHEB|ERE 2
BENEERZO ZEMHELREN EVHOEERNERMHEREZER - HHIZEEY
ﬁ%ﬁ“ﬂ’l‘ﬁ%ﬁZ%ﬁ?%KFEF*ﬁ’*” - AYREERRERZER Gt - LURRRBEZREA
EAEREYHEE  RESUEREHBENENARKE - DEERARELE -

N

A&

EYEE BRI GRIBEN DS A - IEEE FDAWSE - o ReENERE (W
filgrastim ) ~ E#k#88 ( ¥ adalimumab ) REEZ [7] - B REZ oI U2 R ERT
i ARAE BER AEEARE (8] mAMKERILUDMKRERLE Ti?ﬂ’i*ﬁ%ﬂfé
EiE 9] ERENEERECER  BEVEL (AEYER ) »RERITIREZEmR - &
WAL ZE - BEEEEm - ARMTER - BEREEmR - Hithls [10] - Zliﬁﬂnt’j?ﬁﬁﬁ

—TJ'GE%%EM‘HE%Z—.—%W/E%#EE= B - MREERTN SRR EEE MR oE
BRI - BELEm - FREFRZEVHRE (WREER - BER - interferon F ) K&

Drug Safety Newsletter 2022 September vol.79



HEENE

EL A8 IR —NEMRE (W FER) - WErE 1999 F££ 2021 FEFHmEREA
HEENEEZZETETC A ETRERHERS - ELRUZERER —REYRT
BREZEHA *ﬁ‘“ﬂ@%ﬂﬁl RER - ERBMZARKRE - SHUIENEE 724
o Rl B EURRAEZRERS - HPERABZARRBUA S LIENEE 7 %
mEME  RUEENEEZZEENIRIZEEERAIE - ik MedDRA ( Medical
Dictionary for Regulatory Activities ) A & ATC #& 4 % #t ( Anatomical Therapeutic
Chemical Classification System ) #1704 - Z 62 BlILL Microsoft Access FE&E E L
L Microsoft Excel #ET#E 5T 24T -

]
an

I

o
gy b

EH}
S

il

FX 1% B 1% A3 B 1%
abatacept certolizumab pegol |isatuximab ranibizumab
adalimumab cetuximab mepolizumab risankizumab
aflibercept denosumab nivolumab rituximab
alirocumab dinutuximab beta obinutuzumab romosozumab
amivantamab dupilumab omalizumab satralizumab
basiliximab durvalumab opinercept secukinumab
belimumab elotuzumab palivizumab siltuximab
benralizumab etanercept panitumumab tocilizumab
bevacizumab evolocumab pembrolizumab | trastuzumab
blinatumomab golimumab pertuzumab g:fj:,f:crgsb
\tjgc(ejr;’il:r)]dmab infliximab ‘?rzrstclljzztrr?;kk))and ustekinumab
brolucizumab ipilimumab ramucirumab vedolizumab
HER

(—) EMRBIERZEZERERGEFRER

1999 £ £ 2021 fﬁﬁifm*”“‘”’fﬁ FZEEMERGILB 584 - Hop 22 HEEEW
Bl (ROIZEmHAFT 23 %) - BBLERS37.9%  SEEXRAEERE— -

(Z) BEEEBWERGZRAEREM (Hh - Fik ) - WEBRRKELNTEE

BBRERGT  XHS11%E - BHH1LE; BERFHOFRS 61.0£14.2 5% (&
E35-875% ) - EF 505 E 59 MK GRS - £ 36.4% - KUEBRI LI ERERKEAN
HEEES (12%; A545%) ERBIETHN (9F,; 5409% ) - BHRHEHESRI1
R (H45%) @ FHARGEABENNE— - BB/ S 5,654,983 7T - LUUE
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HEXE

SCRAZERALEES (G 89.7%) - BNUERIRERMAFRE_

(=) BEEFTFRERGZRABELATREZREA
HEBEATHEZROAES 36 - AFERMZ 62.1% - AFROEZIEBRLIFTERER
VEEBERBEUERVENIARKRE  RES  H17#H ,, HERRPHVEZHERRE

*HE% TN 5 14: ! FIEE%%E: °

RIBRITHIREEE ( Eﬁ%ﬁliﬁﬂﬁﬂ YIOOFE 10 B 7 HEEBFE 1001404505 5% ;. ZEHEE
MELEET=BE—BENR Y "EREB0EHVEYLAERE,  AESEBZEERE -HPh 'R
(common) , —& - LBIREREEE  GIEZBEXRARAEREBH Z - ZHRE -

10

(o]

[C2 e

w b

N

o FUBRGE = AFHERGH — REEH

Bl— 1999 F£Z 2021 FEMRBFEENBERGFUNEZERAE
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R"— 1999 F£ = 2021 FEMHBIHRABEZERERGZRIBLREN

% 2 &t Bt
S
<10 0 0 0 0.0%
10~19 0 0 0 0.0%
20~29 0 0 0 0.0%
30~39 0 1 1 45%
40~49 0 2 2 9.1%
50~59 6 2 8 36.4%
60~69 0 4 4 18.2%
70~79 1 2 3 13.6%
>80 4 0 4 18.2%
MeansSD 6584149 576:128  617:142
FOEEE R
ST 2 7 9 40.9%
PR 1 0 1 4.5%
BRERR 8 4 12 54.5%

"B IERABLEREREESERRENSARE - ELOBEROBRRMER VB -
EREENEECREER  REENARRERGRE BRREAER  ERBATREEERER
BLUMIEXAMEESE -

R 1999 F= 2021 FEMHEIHERAEEZRERGZEMERREHE

8T RUE ESHE MEHE (BOER%)
BT 9 (40.9%) $5,075,000 (89.7%)
P B¢ 1(45%) $150,000 (2.7% )

BEER 12 (54.5% ) $429,983 (7.6% )
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R=1999 F = 2021 FEYHEIHRAEZRERGATRE ZIEBHRE

AFRBEZIEH

=M

BRERZ%m (£8)

EREVUEHZEYNARKE

17

bevacizumab (5)
rituximab (4)
denosumab (2)
adalimumab (1)
etanercept (1)
golimumab (1)
nivolumab (1)
pembrolizumab (1)
trastuzumab (1)

15

adalimumab (4)
nivolumab (3)
aflibercept (2)
bevacizumab (2)
etanercept (2)
trastuzumab (2)

blinatumomab (1)

IEBEEWEESE 3185 1 MPTHEREEY AR KER
ST - BT RS R AT

adalimumab (2)

etanercept (1)

RURZEY) T O 78 Fh & 2 18 IR E B U AE T AR EE ) 2 £

adalimumab (1)

13 IRSRKAEMITEOAREE
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(M) #EmARREHE

ZMm AR KREL MedDRA #R 1S - 22 E 7 R {045 ( System Organ Classes - SOC)
BR"THEBREMSER, BERZ  HAB11HR(50%) - ERE "SR R&FA
BER L AMR (182%) - HBREMGRIDRA " HIREWMENMARES . - "BiEAY
REER, - "BBEEER, K "TMREMERAES ) SARKRE - E—F0H - "K
BREENEEES ) PREHEIBR " RENBARKIE ( Severe cutaneous adverse
reactions - SCARs ) *, - WIS MR L IEILARAE ( toxic epidermal necrolysis - TEN )
5% H5HUR(E5455%) @ "ERAGEHABES ) UEBEXEES  H24R (4
500%) - ARREEEAFHFREL -

(&) EVRBEERERZER

REFFAONE ZE0 - RUUZERBRIDRIBIIEEZ (antineoplastic agent ; &
60.9% ) - BZEIMHE (immunosuppressants ; &5 21.7% ) RS ERAEEEY) ( drugs
for treatment of bone diseases ; &5 17.4% ) « R & 1 - & B 2% G B X nivolumab
(N=4) - denosumab ( N=4) - adalimumab ( N=3) - pembrolizumab ( N=3) -~
bevacizumab ( N=2) - rituximab (N=2 ) EXH# 5%  HUEREHHREBAR
REFRZEN -

1R # MedDRA & #l & (Ver.24.0) 9 TE % Severe cutaneous adverse reactions ( SMQ X &
20000020 ) & & PT term 40 : Acute generalised exanthematous pustulosis ~ Bullous haemorrhagic
dermatosis » Cutaneous vasculitis ~ Dermatitis bullous ~ Dermatitis exfoliative - Dermatitis exfoliative
generalised ~ Drug reaction with eosinophilia and systemic symptoms - Epidermal necrosis -
Erythema multiforme - Erythrodermic atopic dermatitis - Exfoliative rash - Generalised bullous
fixed drug eruption ~ Oculomucocutaneous syndrome ~ SJS-TEN overlap ~ Skin necrosis - Stevens-
Johnson syndrome - Target skin lesion - Toxic epidermal necrolysis ~ Toxic skin eruption -
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RO 1999 F£ 2021 FEMHEBIHRABEZERERHFZARRERA

PR R ERE 24 (SOC)

AEMR 48 (PT)

(1))

HR

#at

28 Al
B7tE

Toxic epidermal

: 5 45.5%
necrolysis
Skin and subcutaneous 11 | StevensJohnson 3 27 3%
tissue disorders (50.0%) syndrome
SJS-TEN overlap 2 18.2%
Erythema multiforme 1 9.1%
Osteonecrosis of jaw 2 50.0%
Musculoskeletal and 4 ; 0
connective tissue disorders | ( 18.2% ) Dt elE . e
Osteonecrosis 1 25.0%
Respiratory thoracic and o i o
mediastinal disorders 1(4.5% ) | Acute lung injury 1 100.0%
Renal and urinary disorders | 1(4.5% ) | Nephrotic syndrome 1 100.0%
Injury, poisoning and 1(4.5%) Infus[on related 1 100.0%
procedural complications reaction
Hepatobiliary disorders 1(4.5% ) | Hepatitis acute 1 |100.0%
Gastrointestinal disorders 1(4.5%) Duodenal ulcer 1 100.0%
haemorrhage
Eye disorders 1(4.5% ) | Retinal vein occlusion 1 100.0%
Blood and lymphatic system 1(4.5% ) | Thrombocytopenia 1 100.0%

disorders

A 1999 F£F 2021 FEYMHEIHRAEEERERG 25

ZmEER|

)]

1 Antineoplastic agents

2 Immunosuppressants

3 Drugs for treatment of

bone diseases

ATC R4S AT =15

LO1 14
LO4 5
MO5 4

60.9%
21.7%

17.4%
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ATC

==

E

£

PP KRB £4 (SOC)

ADR
R

MedDRA Term

SJS-TEN overla 2
Skin and subcutaneous 3 P
tissue disorders Stevens Johnson 1
Nivolumab | LO1FFO1 | 4 syndrome
Musculoskeletal and
connective tissue 1 |Rhabdomyolysis 1
disorders
Skin and subcutaneous ’ Toxic epidermal ?
tissue disorders necrolysis
Denosumab | MO5BX04 | 4 | Musculoskeletal and
connective tissue 2 |Osteonecrosis of jaw 2
disorders
S.km anql subcutaneous 1 |Erythema multiforme 1
tissue disorders
Adalimumab | L04ABO4 | 3 [Eye disorders J Central retinal vein 1
occlusion
Blood and lymphatic .
system disorders 1 |Thrombocytopenia 1
Stevens Johnson 2
i d
PETre Ut HMIC IEFCOMIMEN >kin and subcutaneous | 5 |syndrome
tissue disorders Toxic ep|derma| 1
necrolysis
Musculoskeletal and
connective tissue 1 |Osteonecrosis 1
Bevacizumab | LO1FGO1 | 2 |disorders
Gastrointestinal Duodenal ulcer
) 1 1
disorders haemorrhage
Respiratory thoracic and -
mediastinal disorders 1 |Acute lung injury 1
Rituximab LO1FAOL | 2 i iSoni
Injury, poisoning Infusion related
and procedural 1 . 1
S reaction
complications
Brentuximab LOLEX0S | 1 Skin and subcutaneous 1 Toxic epidermal 1
vedotin tissue disorders necrolysis
Cetuximab LOLFEOL | 1 Skm anql subcutaneous 1 Toxic epl.dermal 1
tissue disorders necrolysis
Etanercept LO4ABO1 | 1 |Hepatobiliary disorders 1 |Hepatitis acute 1
Secukinumab | LO4AC10 | 1 B0 dindl lyinjplizitic 1 |Thrombocytopenia 1
system disorders
Trastuzumab LO1FDO1 | 1 Rgnal and urinary 1 |Nephrotic syndrome 1
disorders

FRAREHEREEAESE  RERLZEZWETFAREETEESNEANEN - RIKAERFRED
BE - KRERTVBESNEREZEIREHERIBE A ERR  UBEENEREZERBE -
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B 2009 F#E - BEEYREIHE 2 ZERERGZFEM - £ 2017 £ 2021 £ -
BFEASHLULE - BMERGZARKRELN "RERE FTE#ESR ) OE&S - HEER
BRENBARNRE (SCARs) - RUIZERBRUNEBREEZRAHES (5609%) - &
REGREMEE (5 21.7% ) - Bt s RiEERA L [5] -

Bk SCARs 9b - BEERERBRAMERI B EY) T HEE 2 BRE - BTREAE
BEFASARKEERR  BEDARKERE "EREJREH , ZARNRE - SFEYE
T%E@ﬁZKF‘)iF AFEHENELAVEN - RIEREEREXEAEBEREEARKREER
& UM E—D D TaTam -

(—) BERBEARKRE (SCARs)

& 1E Chen & A 2018 £ — 18 SCARs X EA[CIEEHT 3K [11] - ARNBIE A B 2 £ H

| - 40 A% 8B 22 4 EGFR #D I Bl ( cetuximab ~ panitumumab ) - anti-CD20 5 # 11 52
(rituximab ) - anti-CD30 EfKEEZE 552 ( brentuximab vedotin )  EIERER
S0 ( PD-1/PDL-1 #IHIE - nivolumab ~ pembrolizumab & anti-CTLA4 E#k#

- ipilimumab ) 25513 SCARs Z XAl E - AZEE M 1999 £ 2016 &F SCARs
HEAZSREALNES  EYMHBMER 2 SCARs ZFEED (EHB 2 AIEAEYETE
cetuximab - adalimumab 8% 2 SCARs Z 41| ) [12] ; 13T 0 &= fE 50 & 188 25 24 HI &l 5 55
BRE AR AREZELY (Immune-related adverse events : irAE ; B2& SIS X TEN ) =~

BEWERBRHAIBNNED - 2R DERTOMESRE [13] - KI5 22 4E4
M) SATE AR R C EERUB A B - FEE SCARs 1B ZE4 - SIUZEY A nivolumab »
pembrolizumab ~ denosumab - cetuximab - adalimumab - brentuximab vedotin -
HZEMHE 2018 FHEAEBMNBE - AR LEEAFERASREYHEZERK - AES0RE
MNEENEARKIE -

LESh - WTRINE LR AE R R B B HIHI BB 2 2 SIS 5K TEN - 18 fF 2 m Rl 38w a0 &
fREA ( latent time ) #E8E1HE & ( nivolumab 39-90 X ; pembrolizumab 7-140 X ) [11] -
SEMRELRERZREMAGIRER 2 SIS 5L TEN FI19BKRABLEER 52 8
BLLE[14]  BBEMRER (LUNDFERAST ) PFRERZ SIS TEN - EREINFIT
5 21.8 X [12] HEEBRAWAR - HIL - R L EHEER & HEE R EBERAHEZ
Bz SIS TEN - AR E LIRS [14] -
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(Z) BORE

—IE 2008 FMREXEEZEKMBBELHHALTYHEBVEANEN A
TNF-a inhibitors (‘adalimumab - infliximab - etanercept ) SJEEZ G ANELE - MR
2 (BEMAZ) ; anti-CD20 B4 EE (rituximab ) SJEEEZ 51E B BT X BIEER AR
[8] -BAE—1E2019 FHFFEIELEA TNF-a inhibitors ol BE & 1E NI A B R B BERA & B -
BEMERZ - MMERMXNOEEENXBEEEL (N B AR K CENFX ) FHEFE
[15] -

AW FEEZEZ A S Bl 8 TNF-a inhibitors ( adalimumab 3 %l - etanercept 1 6l
golimumab 1 %l ) HHE & 3 BlE rituximab 1HE 2 BRENZEERE RS - 1 TNF-a
inhibitors 2k rituximab HHE 7 BRSIEAM MR ZARKE - BERECFEHRER AR
RFE - SSFEMBEEERZARKE  ARESESRELNEMN -

MIREEBREREEAS - 1B 2022 FEREA S 2 M8 8 58 50 &+ P8 &R i 2 b & 3 51
EERHBERPBEER - WAEES TNF-o inhibitors JAEA] - BEESRELZ
RERRRL L - EREEIMEZRABTRTESTEEREYRE  BAFEH TNF-a
inhibitors - AR BREZRRE - BB BREZENRE - DUARERE AR K E
EHEBERMR - I - S TNF-a inhibitors ja%&RT - thZ#1T B BUMF XK C BT
K2 EBLEHE R E U MRRARE ;| 4T TNF-ainhibitors JAEHERE - SEAZBEE
FFRAEMR R BUE - WETIEEME - DU/ RS K ERS R ER 2 REMNTNEEE
B BB XRSER [16-18] - BKIE rituximab XX HEZEE - ES rituximab B9
WATBERE BENXFESHEL EELERMSERIRFEUENX  HRIBRIET - FHA
PLrituximab 8B RIFTB R A BEES HBV &R - WS AR R 2 BRERRH -
S84 BENXBESHEELR - BFLLERA rituximab REMAFAZEY) [19] -

+

By

( =) Rituximab 5|3 ZmiE R E

BRI BE % pp O] BES | EEEA T 2B ( Infusion-related reactions - IRRs ) - HEgKRKRIR
OREREMMEE RE KPP BME . {BEXEBER (21%) - BIF0RESIZS %
B MRER - IREEM - REKBISHRTIRRIBMIT - si2EMERE LI
BEAREBROMRESEMN - HEO/5E=E anaphylaxis L2 FAAMEZR ( cytokine ) &
IEBEWAR [20] - M3E rituximab A& - #F rituximab TIEEEREE ( &21F%ET ) 19
TWERIE - K% 80% KB #T R E AR EREE [19] -

AARBE—BIEZER rituximab 1 7 BE#HT RESIZTFIRTIEMILT - BT
Esaft - 2 rituximab OJEES|I B EEN®BITRE - BRIK EEKIBERBERE @ 4478
EF% ( premedication ) BATEFTARZE ( MNILEE / AT - ABRKEEREER ) -
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HEXE

DIRESHEEIRENRERABREER | ®EIHBT/NOEERAMR R - HEZFFLER
AR TR - LIERAZE [19] -

() Bevacizumab 5|3 BiFELM - BFEFFHIIAES

MEMEARNEERREF (VEGF) %@ - € & bevacizumab + ramucirumab &
aflibercept & - B 0JBE 5|8 B B B ZF £ ( Gl perforation - GIP ) WA R & F& - &4
bevacizumab HEERZ I wEZ [21]

fIik#& bevacizumab A& : bevacizumab TJEEESIEESBEZF - FMENREZ
rEEfE R M - TR sk IR B AR 3F /N A AR i JE2 s A VR IR AL BR & - bevacizumab
ENEBTFANBERNR 1% ; EEBMEMRE - B2 LSR8 ANREsuNE
BRANZEERESH 2% ; TEBUHABEEBENRANZRERS 27% (2EHEEXR
%)  TEEZMEBEBREARBERE AP SRERSHEFANES [22] -

KAt FEHAE 4 Bl bevacizumab SIEEBHZELN - BHEFANNFIEE 2 ZEERE
BERA BERIUBHZEVARKE  ATHE - BARER bevacizumab &8 &ER -
BlMERAE GIP WEREFIIEREB = GIP 4L - FRIZE% AT bevacizumab &8 E#IRE -
A= MEBEEER - FE-TERZEREE - UK GIP S0 T EOR /D 88 iERY 3
4 [23-24] -

+=H
%l:l C1=]

AMRERARC DT REEBERSEASEENEYREE - R IZEXRKFAER
o AEROERENEMARKRE | TEFERBLAER - TOERARIEER - o
REEAMLESRECIR 7 EZRARKE - WERAKRKE fBHEBNES AR - U
RO BENEREFE -

203
AREHLENDEENE T RENBEBRBENESEE
WEREEE - HILEH -

4

E|I_I-
El
S
Ly
3
)
a0
B
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