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Clinical Features of Serious Adverse Drug Reactions in a Tertiary Care Hospital in Korea

Yuri Seol, Yeseul Hanz, Soo Hyun Kimz, Eun Sun Son2, Da Woon Siml, Kyung Hee Parkl, and Jung-Won Park’

IDepartment of Internal Medicine, ’Severance Hospital Regional Pharmacovigilance Center,

Yonsei University College of Medicine, Seoul, Korea

Background/Aims: Several studies have reported on the clinical aspects of adverse drug reactions (ADRs). To date, no study has
evaluated serious adverse drug reactions (SADRs) in Korea. The current study evaluates the clinical expression of SADRs in a
Korean hospital.

Methods: We reviewed a total of 3,386 cases of SADR occurring between March 2012 and November 2015 in a single tertiary care
institution (Regional Pharmacovigilance Center).

Results: When classified by organ system, the most common SADRs were white cell and reticuloendothelial system disorders (n =
511). Skin/appendage (n = 296) and gastrointestinal (n = 216) disorders were the fourth- and eighth-most common SADRs,
respectively. The three most common single symptoms were leukopenia (n =499 events), hypotension (n =444) and anaphylaxis (n
=215). Leukopenia was mainly caused by anti-tumor drugs, followed by piperacilin/tazobactam (n = 28), vancomycin (n = 10) and
methimazole (n = 6). Hypotension was most often caused by propacetamol injection (n = 145), while anaphylaxis was mainly
caused by cefaclor (n = 19), ranitidine (n = 12), iopamidol (n = 10) and multi-vitamin infusion (n = 9).

Conclusions: Significant differences were noted in the clinical aspects of ADRs and SADRs. Additional studies are warranted to
further assess SADRs in response to frequently used causative drugs. (Korean J Med 2017;92:392-400)
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Table 1. General characteristics of SADR cases

Variable Value
Sex
Male 1,637 (48.35)
Female 1,749 (51.65)
Age, yrs
0-20 170 (5.02)
21-40 501 (14.80)
41-60 1,162 (34.32)
61-80 1,395 (41.20)
81-100 158 (4.67)
Type of SADR
Death (A) 45 (1.33)
Life threatening (B) 364 (10.75)
Need for or prolongation of 1,265 (37.36)
hospitalization (C)
Disability (D) 207 (6.11)
Congenital anomaly (E) 0 (0.00)
Other (F) 1,505 (44.45)

Values are presented as number (%).
SADR, serious adverse drug reaction.
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Figure 1. Percentage of cases experiencing > 4 SADRs in each
SADR category according to severity classification. A: death, B: life
threatening, C: need for or prolongation of hospitalization, D: dis-
ability, E: congenital anomaly, F: other. Dividend: number of cases
experiencing > 4 SADRs in each category (according to severity
classification), Divisor: total number in each category (according to
severity classification). SADR, serious adverse drug reaction.
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AdtE Bl tj323] oFAl= propacetamol AR L.
Propacetamol =ARA o] 23k A @ qto] WSS -, A
e z2Ashk=d 45 7197F i EE Bee AR,
Aol Ade & A5 19AH], o] BastAu 4 7]

Table 2. Most frequent SADR symptoms and causative drugs
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APt th mAlolth Ul oFAl 19 warfarin (1304H2]) %
11, 29]+= heparin 24AH)o] At} L F=Z cisplatin (17AF),
piperacillin/tazobactam (13A}]), fluorouracil (10A}]), aspirin
OAH) &A1k 0] %‘—01]/\1 cisplatin, piperacillin/tazobactam,

O [e] =
#EE skl

Zu7} A7) W Fol A ST FEI o] ol
Here oh aagsell, 929, BY B9, 40EE
of gshs w0AIE BASES ul, warfarino] 474},
heparin 10A}2] Z12] 3L aspirino] 7ARH| = 2HI= et 2|2
2JE A1+83-231A|(new oral anti-coagulants, NOAC)Z
Q13t 43174 &8 Algl|l= dabigatran 3A}, rivaroxaban 2A}

fluorouracil& A&

Ir

2] © 71 warfarin?} NOAC2] Ztj3t oF& o] AHhS-
H, NOAC©]| warfarinof] B]sf| 21 ARH[7} 2] it

Symptom Number of SADR Five most common causative drugs (number of SADR cases)

Leukopenia 499 Fluorouracil (52), cisplatin (49), doxorubicin (46), docetaxel (40), cyclophosphamide (29)

Hypotension 444 Popacetamol (145), fentanyl citrate (74) ketorolac tromethamine (16), meperidine (16),
tramadol (14)

Anaphylaxis 215 Cefaclor (19), ranitidine (12), iopamidol (10), intravenous multi-vitamin complex (9),
paclitaxel (8)

Dyspnea 198 Iopamidol (15), intravenous multi-vitamin complex (10), ketorolac tromethamine (6),
paclitaxel (6), oxalipatin (6)

Rash 103 Ethambutol (6), rifampicin (6), pyrazinamide (6), vancomycin (6), lamotrigine (5)

SADR, serious adverse drug reaction.
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ok A9l 370 ATC =19 = FESA 2 A28 A|
(9694, 417 A(6704H]), HAIZEE 3 AAI(652A4H) &=
At Table 3).
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Table 3. SADREs classified by ATC code and causative drugs

10AR| 5L, A Eaas, Dxlo] 242 SAR T

I.
14

AP OFE ol kS| B9t o elA] st of
LS9 A= o gl WAshs o= erelzom2) Fuje)

ol Ao A ARt oFF o) utgol ¥ W2 Ao=
HIEOU6,7,13], & APl = S o= o A
© Aol wht ARl ol Zolzt (it TR S o=
OISO ATl o] 8 7= WA AR o gk
Tk of2{et F o] o] uhE ofAl Ae] Aol = s 7]
ek 2P Ao whE 7)A] Agke] o]z Qljt

ARG 2 Aol A 7]ol3 2l oFE-L ATC JIE(IR

A2 27T o, FFEA R HAZZGA, AGA A, Al

ATC st level ATC 2nd level Sljiu];rg)z:; Causative drugs (number of SADR cases)
Antineoplastic and 969 (28.62)
immunomodulating agents
Antineoplastic 861 (25.43) Cisplatin (108), fluorouracil (93), doxorubicin (88),
agents docetaxel (80), carboplatin (53)
Immunosuppressants 94 (2.78) Azathioprine (22), tacrolimus (20),
antithymocyte immunoglobulin (15), mycophenolate
(9), infliximab (9)
Immunostimulants 13 (0.38) peginterferon a (5), aldesleukin (4)
Nervous system 670 (19.79)
Analgesics 445 (13.14) Propacetamol (153), fentanyl citrate (103),
acetaminophen (33), meperidine (33), tramadol (27)
Antiepileptics 90 (2.66) Valproate (17), lamotrigine (12), levetiracetam (12),
oxcarbazepine (9), pregabalin (7)
Psycholeptics 69 (2.04) Midazolam (22), chlorpromazine (7), haloperidol (5)
Anesthetics 46 (1.36) Lidocaine (14), remifentanil (10), propofol (9)
Antiinfectives for systemic 652 (19.26)
use
Antibacterials for 427 (12.61) Piperacillin tazobactam (69), vancomycin (64),
systemic use ceftriaxone (31), cefaclor (29)
Antimycobacterials 142 (4.19) Rifampicin (43), ethambutol (40), pyrazinamide (31),
isoniazid (19)
Antimycotics for 51(1.51) Amphotericin B (39), itraconazole (5)
systemic use
Antivirals for 23 (0.68) Ganciclovir (10), ribavirin (3)

systemic use

Values are presented as number (% of total number) unless otherwise indicated.
SADR, serious adverse drug reaction; ATC, anatomical therapeutic chemical.
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