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Anti-PD-1 E AR EEHREN 2 22 4RO

Adverse drug events of anti-PD-1 drugs: signal detection based on adverse drug reaction

reporting data
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Pembrolizumab Nivolumab
&= 8732 (Keytruda®) {RER (Opdivo®)
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PESE BN G AR A AR %
WFRIB R %
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=p
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*#HETE 2018 F£6 530 H

x_ - ARREBHRERERER

Pembrolizumab (%) Nivolumab (%)
N=123 N=189

< K < K K< K< <

MRl

B 83 (67.5) 134 (70.9)
pegd 36 (29.3) 55 (29.1)
AH 4(3.3) 0 (0.0)
Fle (5 )

FiE + EEE 60.8+13.2 59.7+11.3
N 11 (8.9) 4(2.1)
FRREER

BT 60 (48.8) 44 (23.3)
BRE 2(1.6) 24 (12.7)
1E R K A M SR R 1(0.8) 1 (0.5)
BHREAERIERRE ARG 28 (22.8) 83 (43.9)
(/H\émg;gfggﬁ# ) 29 (23.6) 32(16.9)

FBEARSH 3(2.4) 5 (2.6)
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Pembrolizumab

Nivolumab

! ——
VAN
e
Adrenal |nsuff|C|ency Adrenal msufﬂmency
Endocrine Hypothyroidism 3 Aut0|'m.rr'1une 1
disorders | . thyroiditis
Thyroid dysfunction in 5 Hypothyroidism 5
pregnancy
Corneal erosion 4 Diplopia 1
Eye disorders Uveitis 1 Vision blurred 2
Vision blurred 1
Abdominal pain 4  Abdominal distension 4
Ascites 2  Abdominal pain 5
Colitis 4 Abdominal pain 5
upper
Diarrhoea 2  Ascites 3
Duodenal obstruction 1 Colitis 1
lleus 3  Constipation 4
Intestinal dilatation 1 Diarrhoea 9
Nausea 3 Dry mouth 1
Pneumoperitoneum 1 Dyspepsia 1
Vomiting 4 Dysphagia 3
Gastrointestinal Gastroin.testinal 1
disorders perforation
Haematochezia 3
Lip swelling 1
Mouth ulceration 1
Nausea 7
Oesophageal varices 1
haemorrhage
Pancreatitis 1
Stomatitis 4
Upper
gastrointestinal 1
haemorrhage
Vomiting 9
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BRI

Pembrolizumab

BIRAEAR f"ﬂkii BIRAEAR Fﬂkiﬁ

Hepatic cyst

Acute hepatic failure

- Hepatic failure 1 Hepatic 1
Hepatobiliary encephalopathy
disorders Hepatic steatosis 1 Hepatic failure 4
Hepatitis 2 Hepatitis 1
Jaundice 3
G.raft versus host 2 Autoimmune colitis 1
disease
Immune system —
Immune system . 1 Psoriasis 1
disorders d|sorder.
Type 1 diabetes ]
mellitus
Type | hypersensitivity 1
Bacteraemia 1 Anal abscess 1
Breast abscess 2  Biliary tract infection 1
Catheter site infection 1 Cellulitis 2
Cellulitis 1 Encephalitis 3
Central nervous system 1 Enterocolitis ’
infection infectious
ﬁﬁgtr;ar'n gtei;ffus SYSIeM 4 Gingivitis 1
Fungaemia 1 Influenza 1
Infections and Mastoiditis 1 Klebsiella infection 1
infestations Pneumonia 11 Lobar pneumonia 1
: Pericarditis
Sepsis 8 tuberculous 2
Sinusitis 1 Pneumonia 22
Urinary tract infection 1 Sepsis 2
Septic 1
encephalopathy
Septic shock 4
Tuberculosis 2
Wound infection 3
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Pembrolizumab

BIREEAR FEAR &1 BERAEAR FEAREL
Alanine Alanine
aminotransferase 5 aminotransferase 3
increased increased
Aspartate Aspartate
aminotransferase 5 aminotransferase 4
increased increased
Blood bilirubin 5 Blood bilirubin ’
increased increased
C-reactive protein BI.OOd thyrmd
. 1 stimulating hormone 1
increased )
increased
Investigations Liver function test 1 C-reactive protein ’
abnormal increased
Myocardial necrosis Haemoglobin
. 1 1
marker increased decreased
Transamlnases 1 Lipase abnormal 1
increased
Liver function test
5
abnormal
White blood cell
3
count decreased
White blood cell 1
count increased
Dehydration 1 Adrenal insufficiency 1
Malnutrition 1 Decreased appetite 8
Diabetic ketoacidosis 1
. Hypercalcaemia 3
Metabolism and H | . 1
nutrition yperg ycaer@a
disorders Hyperkalaemia 1

Hyperosmolar
hyperglycaemic state

Type 1 diabetes
mellitus
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RERRIE

-}N

Pembrolizumab

BIRAEAR rﬂkiﬁt BIRAEAR f"ﬂkii

Acute prerenal failure

Acute kidney injury

Glomerulonephritis 1 Haematuria 3
Rgnal and urinary Glomerulonephritis ’ Nephritis ’
disorders membranous
Renal failure 1 Renal failure 1
Renal impairment 1
Chest discomfort 1 Chest pain 1
Cough 1 Cough 3
Dyspnoea 2  Dyspnoea 5
Emphysema 1 Dyspnoea exertional 1
Interstitial lung disease 1 Haemoptysis 2
Respiratory, thoracic Pleural effusion 3 IQterstltlal lung 5
L disease
alnd mediastinal Pneumocystis jirovecii
disorders : 1 Lung infiltration 1
pneumonia
Pneumonia 1 Pleural effusion 5
Pneumonitis 12 Pneumonia aspiration 2
Pneumothorax 2 Pneumonitis 9
Respiratory failure 1 Respiratory failure 8
Wheezing 2 Rhinorrhoea 1
Alopecia 1 Alopecia 1
Autoimmune dermatitis 1 Blister 1
Pruritus 1 Dermatitis acneiform 2
Pruritus generalised 1 Drug eruption 1
Rash 4 Generalised 1
erythema
Skin and Rash maculo-papular 2 Pruritus 3
subcutaneous tissue Stevens-Johnson o
disorders syndrome 1 Peoriasis 1
Rash 10
Rash erythematous 3

Rash pruritic

Stevens-Jdohnson
syndrome

Xeroderma




Drug Safety Newsletter 2019 December vol.68

=N ERERERZARNRBERERESER

Pembrolizumab (%) Nivolumab (%)
N=17 N=52

MR
Sk 12 (70.6) 30 (57.7)
pog i 4 (23.5) 22 (42.3)
Nl 1(5.9) 0(0.0)
Fl (%)
Fi9E + EHEE 61.6+10.8 60.0+10.3
AH 2(11.8) 3(5.8)
rEREER
BT 8 (47.1) 21 (40.4)
fBREm 0(0.0) 18 (34.6)
B KA R 0(0.0) 0 (0.0)
ERRAEREEREAEGRRE 1(5.9) 3(5.8)
i£§§§§§£;$#> 8 (47.1) 10(19.2)
FEREARSEN 0 (0.0) 0 (0.0)

O B EEE -

B rEmER TR S EEBRERE (preferred term - PT) B2 & disease progression * malignant neoplasm
progression * neoplasm malignant & neoplasm progression ©

Z= A ~ Pembrolizumab FZEE EiRER XE DT

ﬁ.x e BREERERTHXY
R 1B BRREY (OO - i)

EE=MARE 2 311.5 (137-486 ~ 311.5)
ESEEREAR AR PR 3 455"

FLEE 1 34

R AN 2 1 84

RENTELE 7 =i 10 156.4 (57-289 ~ 83)“
#aE 17 190.9 (34-486 ~ 110.5)

"B 2 BEREAE -
B B3 EENEERA -
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=75 ~ Nivolumab FHZEEERER KE DT

FEAETESE

;i ﬁﬁ'}’@ﬁ [Off-label
use BINE ]
1

REERRERTIIRH

(SEE ~ PAIRN)

EE=MRE 5
i) 411] 212 (177-257 ~ 202)1"
JE/ N B i e 1 64
i 22 7))\ 400 B b 22 1[1] #ABA
it iR JE2 14 [8] 96.4 (26-390 - 56.5)%
i3 iR 4 PR B T2 3 82 (18-146 - 82)©
EeRAmE / 3E/ AR ihE 5 221
PESEER @ AR SRz 3[1] 72 (12-160 - 56)
b [ Je2 1 63
B AR = 6[1] 127.5 (8-247 ~ 127 .5)°
T 4 B 2= 4 [3] 144 (15-335 ~ 82)
Ak 4% == PE 72 95
BERE 2 [2] 74.5(51-98 ~ 74.5)
KI5 1[1] 69
EEE 1[1] 13
FEREE 1 79
IERE 1 1] 119
Pz Yt 2 1 10
HRIERE AR 1 1] AR
#aEt 52 [21] 96.2 (8-390 - 64)

0551 %éﬂﬂﬂ&ﬁ%ﬂ .
=y

5 %5 4 WEREAEA -
45 1 EERFEGH -
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. — 4RI 4818 - [ RECIST [ RECIST
BEREHE o - Vi 1
5mm x 5
>10mm - &
e s sew mm- 310 [ RECIST [ RECIST
R ZE SHE B osmE vl Vi1
5 {@&
. afctERE BEAREREH HAEERZEEL
E JiE °E 25
e RRERRE  mewm  smmmam  UPD)
FrAMmILHE |
N 4t kT R
=2 55 (CR) iﬁoem:: %;}T @ RECIST [& RECIST & RECIST
et SRV vi.1 vi.1
. wEE
MR =
BEaEEMNE BEaER
KB & F AV »=250% [ERECIST B RECIST
hvi /AN [2] =
AR PRY™ S 300, . it WSETE i r
ML E PLE
AFEEH D =
. B RECIST [& RECIST E RECIST
Sy=2 %l—‘—! [3] E g 4]
PRIRIBTE (SD) gg‘égr LN v1.1 v1.1
EREE(PD) BEAEMNE BEAEE BEEATGMNSE UPD: BB AaH
RKREREBM M=225% KELEMNM WEXKEKEN
>00%+5mm - ZEVIIEE  >20%+5mm - = 20%+5 mm - 5
FEMRELLE BRER 2V BEE BAHRLLEIR =
Eﬁ, :/}QEEWU /I\IEILTQE /\EE At
iCPD® : 2 & #
—Z/TEWEET;&L%

iUPD - H #1 f®m X
HERAEKIENS
mm - B FEML
IR

-CR:complete response

) PR:partial response

Bl SD:stable disease

“- PD:progressive disease

B iUPD:unconfirmed progressive disease
L iCPD:confirmed progressive disease




