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Background/Aims: In Korea, medications are available by prescription from a physician, or can be purchased over-the-counter

(OTC) without a prescription. Education regarding both prescribed and OTC drugs is important to minimize side effects and avoid

drug abuse. The risk of side effects due to polypharmacy is increasing due to the growing number of elderly patients with

comorbidities.

Methods: There are various clinical guidelines for physicians, but it is difficult for patients and their caregivers to find published

guidelines regarding drug use. In this regard, experts from nine subspecialties of internal medicine, geriatric medicine, and guide-

line development methodology formed a working group to develop guidelines for safe drug use under the Clinical Practice

Guidelines Committee of the Korean Association of Internal Medicine.

Results: The main contents of this guideline are 1) safe and effective drug administration, 2) the proper use of analgesics

(acetaminophen and nonsteroidal anti-inflammatory drugs), 3) the proper use of tranquilizers and sleeping pills to prevent drug

abuse, 4) points to be aware of when taking multiple medications.

Conclusions: The guidelines were developed for patients and their caregivers to understand the general principles and precautions

for drug use, including commonly used painkillers, mood stabilizers, sleeping pills, and polypharmacy. These guidelines could also

be used as educational materials for physicians, nurses, and healthcare workers to educate patients and their caregivers. (Korean J

Med 2021;96:225-235)
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| 3,658 records screened |
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| Full-text articles assessed for eligibility (n=24)|

Full-text articles excluded for: Inappropriate
» intervention, No comparative intervention,
Inappropriate outcomes (n=20)
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Figure 1. PRISMA diagram for article selection in a systematic review and meta-analysis of controlled trials for increasing liver function
tests using acetaminophen in chronic alcohol abusers.

Table 1. A2 E 9 AXFFo| ¢ AE71 94 78 =4 23

o oA sE A= FY

L1 ARle A oA Eor i e ko] S 4g ol Bgole 49 d & WAT S FEE AUAL 0.6%
Q7| W Fof o]Hr} AL g2 AFL-3 AL Hadi)

12 871902 $& v AN SISO T S Aol Aot dgeldtl  wE ATAT 870
Hk 8ok o7 ALS T AL Anahh
2. v AH RolE &A= I, YIS A e A, AEHA oz Ge et AT 95.7%

otAu Aot & ATHA| ﬂ%o Ao Bgat A oo oA 23 0] 93-S Z7A]Z

%9171 nﬂ%oﬂ oFS 28517 Ao e|A1} AFelat AL Assie)

3. oA MO ob TS ol A4 chal Bukw BHE A S 7 wEel  wS AR ATL 957%
BN _&akoiDl-7]7} A3 AL Aseh

4 gz ThololA W FEA T Aol AT 717 et F$ &0 A7 % e AR AL 95.0%

Qo 7hFA 27|17 AHEEHA o

- 228 -



~ 44 9 129, Seaetet St Qe oFE Bg A% -
Aok 20kS cishietel shegleiat 29Ul oG BT ofF 2B
olu A& o] g3to] HET} AL EE3eck At o) WEg 7] A A7} Folaover-the-counter) OFE, 717}
3 FE 9 AAE HES olgsle] 79U FAUR UFGE  MRAEG BYste] Bg 9l BE ofEo| B2 HEol
of AR SAel 23 olgel A9 sham Helsteiek o oApolA YRg AZHok ek B oHE, A
2 AR dehatstslels AAHoR Austeln of ) oAby, A ol 18] B8, 19 Bg g5 % =g
R yjgorny Weol Ay AUS WA Yoo, dghl  ARE S A8 7148 T mgo] il okE B §
3515 toll 4 BYe) S4o] fA1E 3k xli‘ Mt g el AL, lfetel Azba Soll Wk Wy
TAUES AL A oA G, ofol o] = QIO it SHEE A} of o] we} okEvt Azt
o AR SISIC B PG 67 S TS A B w G0 Relsk 98 4 S, of oFEL
AR A A7 RS 358 FATL Aol 33 ysield %Sk S 5o B 2o -
B AR =RoR ENEL ojge] diehtstsl Fulo]  omm AR AA AF Heket Alze] Bgahe Aol
Abtponclaimorka, SIS AL % ek Aol Bl Bels] 483 Sitol AN
§1252) o (hteps//ezv kenation’), YouTube 5-& ato] Wgst A, €, oFF Mg W FoiE U F A 2
w7} s, e BEATO). ok SR B B8 Azl Az o
2 49l WARS fiel] Yoket B8] ofei 4+ gl
#aol bl o] A% HsH BgT 5 Y JxjolA] 19 Hep
S5 9 AR T 12812 29 5 A 2ofshs A
UNkE AR B oFE W AN 471 FAE T o] FTHI0L FAH AME S| o]l ol ALt Hep
3} ek 1) QPHElE HHAQ ok B4, 2) WEACH  F BULOR Q3 okE Hgo] PojE Aol A
AEotules) v adZol= 2eA)] SHHE A, 3) oF  glo] oAb B ofalel Abo] F B WS W ¥ 4
2 o8-S W] g orgAlet SuAle] SUlE AR, Gtk @ Wy ABAL HZE ARG ZefsiAL 4
4) ol2] 717 oFg B8 FeolTh MEVL oA £RE AL F DAYS AnHoR RS Y 5 glonz 7
gt ol FaolH RE ATk thatol FFOR Aol AAL W oFE Bg A AYTE S| A7) 7
FPAEAT 1 A E2 HRlSRlrk(Table 1), o] Zr}. %3} P SFES B4 gotof Ttk U ok
Table 2. b 3tT EHH Y o8 B WS AT £ IBH B
sorol oot S4 A% R ECEL
R SEELE G O Aok AFOSHIA 9. B QPAIE OF O R uHE 5 93, £A1g-0] 4AS 9l
$HE 2AAL 27 A b
A= o b wlo] = Mot a. B Sl QEletE Hgohx) ghg A9 Wgol AAS ARH AL w0 vy
g
FuL AL AT donela.  vRAL P, S AAUE GolFl §7], FUE U 5L o)A 2.
oFgrol U Has e OF ol mhek Al w]-go] AT OFA| 2 Wl TSt B O|Are} Apelal R AIA
OFF FR7FUT WE B Azl HY oAket olgf ¥ M b S B1F 3 M 5 R0l S48 B 4 A 4o 4
o gete. QU th o8 olef 4 o] BalH kA2 WAstel SE HASE 2U =
QAgiet
HOF MY M 7F L BALSA o] 817k Eh Ak fAel A 418 W M aeet oloby| kA Al . e ofA| o] B o
o ol A7k 518 Aol Tefi AL
% 2 opato] ofol §27} ARG WS uf OFA 7 I FH]E Of B AES Qhpo 414 2.
2ol a.
47| ol AL ok L. A7 DAY Aol 12U F e o REE Tasto] %7 AL
QA S

- 229



— The Korean Journal of Medicine: Vol. 96, No. 3, 2021 —

olof slr}. oFE xAFR| o &3] AR 7] SHexpiration date)S

oFES OAfet AFolste
A5 s7]8oF ek, mE SRl AR AAEL ofg]
o]9] &o] FA| b= 3ol Hatsfof gtk olEs w4
Uenz ofglo|7} Hi= rofA] Fofshx] ofotof Fit. o]
et &3t AEa 9 2= A sHIch(Table 2).

LIS OEOHT/ = HTf H|AE|Z0/= £ ZA) S ZHIE
A2

ABAE ofe] FR| T ofo] QAT Aoz
ool ekl A A glo] A 4= gl AT A&
Bl oRe Eholdlis(A: obd|E ot gt 1
o= A¢AI] HRH, = o] Pz
(8 LIS A, AR o Eou] i, ofo] Az
Fore w2l 5 =EAA) Fol gtk WE B 7heters]
AT Aol Bae eyl i wuE sk B
85t0] of o= Thorst Al Agko] AHg3}] = Tt ol
e B5H4 grout WAAR, TE o S Sl

<
—_ o
P glon] SR Sl W So| AR 4 9l

]?j_}—/(g =2 S T
{11], A2 oA} Bgshd Wl 7HEA o] WA 4= 9
ok e AT §HAY WBIB)e opu|Eotu] -l 3

ol ZA

=2

Sfal AMESIL, Ftels TS A
A B AT, T, & 49
THE 4 Rech ) wraw S, v

O

9 N
o=
L)
ol
(o]

é
o

b 4 !
1
30 ot
i o > o
T % 1 o2
Moo e
o
N,
ofr ol

il
_l

oX ofN

¢

0,
lo
A

ol
N
1o
st
>
o
|o
u
rir
ped
)
)
o ofm

B~
o2
2
rlr
ox
i)
r \
&
ry dm
r
2
o
fu
ﬁ‘
i
X
T
)
rlr
olN
oz

e
>,
)
Q
i‘
Lo
o
N
N
o
o
S~
ob
ol
HF
oM,
o
N
ot
_?L
I
)
o oo

Bghd &3 5 9P

oAfe} Apolst F B8

el
9

Rargo] 47 5 QOB NIEA

Hes gk

o

OMEOO[ = H AfZ20) 2I5F FO/AfSt

o] 714310 AL ti 37F o]Ake] &8 upAl= Al
L o Eolu|w-HlS B3} njf 71 7% &4 9jFo] glom

2 oA} oFaLe} Arejsfiok BT 14-16]. oFA|E o] =
g10] 7L, Bl 4 g oA HETF - XPAQI 7 BAF
U A&Ei B olgl|oF BHTH15,17]. OFA|Eotu] e
Aol A, AzAtA 19 3.9 g (12 650 mg, 13 22
19 33] Fof)E YWl A= §Fo =2 UHsto] AlHst
Aok 2B & KM= 2 g o4, 4 g oI5k % 1}

}—J _155 ri«_ rulo rlo

mlo

AAA S dat 47H94 7&%“—1 29 A7 A E
TH18-22). WY S0l Q= A9lolA 2 g o)A 4 g ofat
&G oM Eoh| it ti2TtETt T 715 O HALT
AF5)e o SV 71 A ettH(day 2 mean difference [MD] =
-2.67, 95% confidence interval [CI] -6.84 to 1.51) and day 4 (MD
=-1.82, 95% CI -741 to 3.76) (Supplementary Table 3). ©] H+-2]
OAIARE uhy] eZx 3wk 7Hslo] EHleo] Qli=x] 3HA
R P

AB7E Gl BAOIA oleid §elME 715
7HsAo] 9lo] Bg-S wjsfjof ae. OWIEOPUI&_ 2g o,
4 g o|5}e] e Ha o 7HEAo] et

%

2t 7s

_9_
o] HiAysk

3l BQst= oFR HAIZ el ¥ ulk
chakat 2910 2J5to] ovﬂeo}uunu
FF& FolAfolth23].

Ak
I-1. Q1014 opyEofuliegle sho] H) 4 g o4 %
§3H= A5 2 4] WA 4 917] o] olxich

= =
e g2 A8 AL ANFTHAT AL F5E

4O £2 oAy AR ohAlEotrlia
kA $1Ro] glo] 4 g ofste] A SRS W]

4
=+
1-2. A7
©
AT AS AL AT AL, 5

<7 ).

HIAHZ0/= A TH ALEO] ZaF Fo/ALS
°*§P\l7l74b} 87154

HAHRO|E AQA1= ;HN_%

- 230 -



— Su Hyun Kim, et al. Guidelines for safe drug use —

ofalo} Atelalo] ob B9 A3 Aulajof Bch2dl v AEE F fAelES & A9 447 28
~E|2O|E £AE ok E o] T4 4 Qlo] oFE & ogk o] lrh29] Wi Ao] 714 wol A}
S spelajof gk W AE RO £l YT LS fels okow Ba| A FRL N 4
2707 % 9L, 0|2 <l 94 Zde) dFo] e Hﬁ%%mmmmwT%kﬁ ullziololA| T A 2e)
5= 9lom] 65A] oA 19l A0 A oleE YHe W 7 Al ok Eu] ¥ (olpidem) 02 OFEo] A8 T
ATH2526], 414 Agtolut HET ATS alaly] st 2= Alzto] Hol 5] ojele BwZe] Al 1 W
A gepo] ofauel e Besls AolE Aol st A7ke] Hgo] W gir}
o 2-e 9130l i, FELWAA, LA B
sHRo|EE FAlo] Bgal AtolAA S EFol RISt SrR|e) =
91%0] Z7lsln g whEa] 2jale) Apelato] oke uhES gt A Bz, Bl W4%g%ﬂr%%mwﬁa@
th2728]. WEAS} ATrE B3 AR e me golsl  SEY S8Zol) ZurE AB A= ALEE
%AHTable 3). d:E@;@%%%Hﬁﬁil%%owliﬂﬂﬁbiMﬁﬂ
olAfo] WAL T AL Bz 22 AN
gk 3l oFo] T, QYA BHZOE Algato] “ehg-swA
2. vlAH RO E4AAE T, e B Ee] gl | 2 Byl Belw gtk o]eloE obgAls W gefo
A AEEA dgtos ofamlelolt FEATAA | 2 wEAAA] 28 3 A1 ASoIA ALEE T
2 B0 Bgaks oo AT 2Fe) gRe 27| Uk
A7 2= 9)7) wjio] oke Bgsl7] Mo 2jatel ol sk Ao} 2=riAe) 2z ze) AU, 9715,
3 AL AT AT, Be A 4= 3§Uﬂﬂ“7wﬁxﬁqﬁﬂﬂﬂ%ﬁ%ﬁ%ﬁﬂ

s @HEE 57] Flat SENL) +EH S EHIE ALE &
o]

YA} SRR ﬂﬁitﬁh+%%l**
AL FFAAAC] Agotol o] BEo] JFS Fol  AWS HEFE A9
Sobg A PRSI SfoR, FHE Jfdleeln BE  AMIAIm. 55 48 Aol 1
& Zo] A Aol o|ZEE SH= ofolch uhwl EAE  ARCHI. BohEE W
3 ATE fEshs okoR $HS AL SAL 4| Agke] gl 49, Telo]

9icH30,31). wlzckolobAlw
% Qlofubal wu)s Azt &

j=

9]. 7o o] ]xPoH7]. H]—}\HB‘
A~

T

A

oro 9 54 3 of gf st g
oFS 7Pt 913 9F gl Wil 220 2 g5k QIAThH bk S uf v Bgahi, 1 ok kS 93 w7}
o 7] st a? 7 9] o B 9iehel AV 3 Bg5kx) hAIA 2. ok vl ok uetzty] 91stol

AEAS Bg o mslop & AL ThE 17]okolLt ekl 27]ok ABAIL A ¥7] Hof ofabt o) xbe} 4Fel3A] 7]
FoiQI7kR? HRgU Tk 52 )akA 7] vk o,

oFg wolw Z4po] A&k obMlEobu]wmgl(etole) ) 2 A BaF B§ A

FHe SeAG AR Hojm  glonz Jol= vk B gstel W AW 5 UG

Y BB 2o] £ 1Al ek 0w 417 Aol Lt 9]

AT 5 e
Zol A 453k oAb

as
7] B8 A EAZ EGR?  ABAL BE QA A0 A7 919 B okl Uk A4l 3

REEA] SJAR obafel AF]5HA) 7] Bl o

- 231 -



— e eE] A A1 96 @ A3 & T A 700 & 2021 —

714 OFE 882 ShAL o) o] WAk 2 4AE ¢S Hol A e A VIR AL, W A 52)
ol 79 Tel@TolnE oAt Alesle] B gati3]
654] ol4Fe] 313 Tl A RAE 1ol ot 4ol &
Aweh ape] who 2 ARt 91 Folvh wAystel Aujel e
3. ol WRTfololA NS WolAA chelut By | FAo] ekt Su] Bo] 280|228 &0l #
TEE ZNL 5 o) R i §ROR WZE | Stol Yol WAIE 4 itk ML BEsm gt o
AT A AnFTHAT AL, B TA 5D 2 oFu} oFE JEAGo] WAst] oFe] Ahgo] theA vt
1}

T Utk A&F HizrpolopAlde agE F7I7 A

T4 A Aot A7t Ee = ATH3031] SOl

rO
ol
2
o
4
)
>
lo
o
i
ol
l"
g,
o
ob
r of 1

el
AE GO RE P ALGIE OFS B 4 Gl b 12K BYIR ALGSHL o] AfekoE MEH 0T ALE)
Aol A 4 olek g 7Fs Aol ok 4% ol WlETE  of Gk 45 olAF 7140l Fofo] WA A9 AXBEX
ool B g g o] Tumeel, chE okt WA R} FAUAEE WASH: Zlo] vl s3] olgk B
A2 SR A 5o) B3 folslok SITH3ML ok A AOR AT Wl 12771 W1 AL S AAe
7] FEstE FEEAo] 9 4 oy oxleh At A oRIsH: 1A L TolekAeh T B2 THES Bk
3| ok ZolwA FUSIES Sk ThesHe A9 Wit  wlmrtolobilwl B -gof gt Eat A%l g X2 Hels
olobAlHT} e A1AA oAl OFRE ol B3tH 1AL FArHTable 4)
4 gloy 7hEA ok BomA £& JSES FTh3s). &
F oAl Aol Glof SUPEZFoL uhA Ay U 012f 7H7] 4E BE(CIHLE HE) BB FoME
o] Gl A5 T olxjet Apelstel 2HTCH36L
ofe 7H B BHCHAILE B89 3
Awer of2] 7H4] oF2 Hgolgh Th gol ThijokE B golekn
4. fzctolobilHle FE4TH Aol 9 A7IZE AAgSE | BTk WHOSIAE of2] 7hd ok Ao B gatAL S
A9 ool A7 4 U0 A AR ARS | AU B ER ok Bt o8 AWHoR 5%

Table 4. WRTfolopA W % §o] B T TEFH

Bool gt S5t A& et 2t g
A Mo ot S B g oo FHF RS 919k SwA| Wl AALAA Z wo] ALGE M, G L G EF, WA, 23
ahitar Ao, 3 Abol 0] gho] Aghew S g5k 9)5) B8 4= et

MlzrholobApe] A2 ol £, W71%, 7]
Aol GILtR? @

: d.e o] A%k Avhe] $1d o] F7hauch
F oA B ol17hRY 4% o]t Aol Aot
6% OlAf 4710 AHESHA Bl Ok ARgStel A7) HAG R} Qi o] So] 2 7 9of ALgHA Hul, 2| 2E 9l5te]
49 o9 A slof A7t /b)) ALgSHE 45 B ol ake Abel i o)
SR g Fa TS AR TG PHAIL SRAE B A9, £F AT WA S 9] uh ol
o} - 5] of ek,
Aol $gol ekt ar  A7IHOR wizTholobAl W A RS AHEshE 1 el A 214 7o) Hold 5
91U th. 2| Bbaell A= Al Eekut Bk S-S ofahAl 7] 297t 9] uf o
3ok gyt

- 232 -



o8 714 =S 58 o FE8S Faselr] A%
W

Folohd o) F7E= o] JoA-ga oA At
HastAY BstA Hol Fapgo] IAYE 4 QlrH40]. wf
2hA G QJatel AFofste] S22 A%t ofES S0l s
o) sich SHA|TE R Yol RS FustAY kst
= AT 5 W o] oSk = glom s HhEA| Y oA}

st Agelt At

ofF 7HA ofFE B8-S st A FAser ¢ A

TR o)A Fof £ oFRe BA7L UelA grow
ST AU - G W LA AL
) el chE R For 511 ore] o Aud

olRfoll A AESIA Grow obgo] FEE A the Fojg

Holo] i{HFX%Q EE’JFS}

pus

2 AL A3 o 4] “QbATE OFE B8 2" Autsleic) 2
1) ePdstar avpA|Ql oFE 58, 2) AUSA(CHIE
oln| AT} B|AHRoO|E AHA)] 2HIE AL, 3) oOFE
82 9] fIRt SHEAI A o] SHEE AR, 4) o
7HA] ofE 589 oAl Wete] €] £l HiE

2 vt AR ste AR ekl Haskalat

7R 2t

o (o] ]
s =

4 Qlek. B3 ofolete HhE A|ofs|abutrt mofol B}EE’
Z of Mt JEe Aes] ¢7] ofFH: ofE ol B Oajubals okl o)A} AHPA o] 9lojof AF 2= 9
&, Sl 5o] A7 ofE Ade] At JHE & ‘2101 & AROoRET A glo] A 4= Sl YnkojorgEe R &
Table 5. ® 8| 717 & H&(FAFE £-4)of T 3 A&} 24
s ae g
olg] 7pA] ofZ wo Role]  ofo] FEE AL dhF Fold Ths Aol Ut o] 2 &) oA - Folv i, 2H T
EA7F =ue? Y g1 o] F7heke] Yo WE Sl FUhekAl Huleh arg $H21o] - vl
EANL 3457 % gy
A 5 2 GFA S E vojol o] Tl ofo] F7E|L oFo] 4G WO A FIL FATAL A Ho]
ot of Eolo] agzta?  RAGO] AE 4 glgych olE 5 -3 A(SH *)2 E8dhs A9 FAAE
Ak oW A A bR 9] FE7F AWl A FUkske] 2 Y] S 4
olruch

7kt

At Al Wl th2 AtellAl A 58 T2l bzl iRt AR E Al soF FthekE ol F, 8%, S5 5ol
oFS Al uro W ojw A sl gl AHbA). E??S_P ofo] THEAY AF o2 AE 77t o A] SJAfe} oFAtef| 7
ahha? ol oF gt

AFAES Hol & iba? AHAFE GG Lot 0 uR o2 Feg 5838 45 7144

F|SHA| AL, B 588 A3h= - 24k oFARe AFofsfiof .

TR ofs Fof Hole oFo] B85 Y2 Fukshd o] = Qlsf F2h-g-o] A7| AL Aol ofshd 4= 97 2ol

=27tR2 Ol Aol AFolste] o A sfoF It




— The Korean Journal of Medicine: Vol. 96, No. 3, 2021 —

Fah o) RG-S HLSSHT oFE dE-S WS e 7,
1_

Ao gt TR} wL-o0] 2 Q3sic) =i QA7) Z71gh]| w
g} ohofst BRE 2SS 7E Qv Sotste] of ) 7hA] oF .

[¢) =2
£ 5go] Z715 glo] o] Q1T $A§ 9P F7I5
al

oz
i3
)
ot
=
=
)
N
9
N
2
il
N
jatal

g A2 AF AN PHE BE7HEl 2
o] “QT oRE Bg AW A 2912E T AL

>~
=

NERAS
[o

2

ogj_l‘

o

8

)

H oo
re
LY
il
1o
_1
fo
£
[e]

£2 1) ¢kAsta aubAel o
%H](OWEOFUliﬁﬂﬂr H|~H| 2o = i""a%ﬂ)

J
ol

¥
i
L

o 2UHE AL, 3) o ©WHEE W) R QYA FE 1.

9] S AL 4 ofe] 714 OHE B8] Folxjatold

FE: WAek hgelol YK oR AFgEE NEAL 7
2 obgA, SuAl W e E@ele] ok Al Tist
Awhael 23} o 222 olsls7] $lal AuE o]
o w3k oA, 1hAL B o]R AT} B0k 1hEle @
8317 98 18 Auree 8" 4 ok

13.
SY ol durejoRE; s A3 viAeRE; Aok
ug
REFERENCES 14.
1. Lazarou J, Pomeranz BH, Corey PN. Incidence of adverse
drug reactions in hospitalized patients: a meta-analysis of 15.
prospective studies. JAMA 1998;279:1200-1205.
2. Dwyer LL, Han B, Woodwell DA, Rechtsteiner EA.
Polypharmacy in nursing home residents in the United 16.

States: results of the 2004 National Nursing Home Survey.
Am J Geriatr Pharmacother 2010;8:63-72.

3. Chung SY, Jung SY, Shin JY, Park BJ. The role of the KIDS 17.

for enhancing drug safety and risk management in Korea. J
Korean Med Assoc 2012;55:861-868.

4. OhIH, Yoon SJ, Kim EJ. The burden of disease in Korea. J
Korean Med Assoc 2011;54:646-652.

5. Kim HJ, Yang YM, Choi EJ. Use patterns of over-the-coun- 18.

ter (OTC) medications and perspectives on OTC medi-
cations among Korean adult patients with chronic diseases:

gender and age differences. Patient Prefer Adherence 19.

2018;12:1597-1606.
6. Zhou L, Maviglia SM, Mahoney LM, et al. Supratherapeutic
dosing of acetaminophen among hospitalized patients. Arch

Intern Med 2012;172:1721-1728. 20.

- 234 -

Aasiolx W g 7

= 10.

Aertgeerts B, Agoritsas T, Siemieniuk RAC, et al.
Corticosteroids for sore throat: a clinical practice guideline.
BMIJ 2017;358:j4090.

. Kim SY, Choi MY, Shin SS, et al. NECA's handbook for

clinical practice guideline development. Seoul: National
Evidence-based Healthcare Collaborating Agency; 2015.
National Institutes of Health. Now, it’s your turn: how you
can take medicine safely [Internet]. Bethesda (MD): NIH
Medline Plus, ¢2013 [cited 2020 Apr 6]. Available from:
https://magazine.medlineplus.gov/pdf/MedlinePlusSummer
_web.pdf.

Claxton AJ, Cramer J, Pierce C. A systematic review of the as-
sociations between dose regimens and medication compliance.
Clin Ther 2001;23:1296-1310.

Yoon E, Babar A, Choudhary M, Kutner M, Pyrsopoulos N.
Acetaminophen-induced hepatotoxicity: a comprehensive
update. J Clin Transl Hepatol 2016;4:131-142.

. European Medicines Agency. Modified-release paracetamol-

containing products to be suspended from EU market [Internet].
Amsterdam, ¢2017 [cited 2020 Apr 6]. Available from
https://www.ema.europa.eu/en/news/modified-release-para
cetamol-containing-products-be-suspended-eu-market.
Kobata Y, Yajima H, Yamao J, Tanaka Y, Fukui H, Takakura
Y. Risk factors for the development of gastric mucosal le-
sions in rheumatoid arthritis patients receiving long-term
nonsteroidal anti-inflammatory drug therapy and the effi-
cacy of famotidine obtained from the FORCE study. Mod
Rheumatol 2009;19:629-636.

Artnak KE, Wilkinson SS. Fulminant hepatic failure in
acute acetaminophen overdose. Dimens Crit Care Nurs
1998;17:135-144.

Craig DG, Ford AC, Hayes PC, Simpson KJ. Systematic re-
view: prognostic tests of paracetamol-induced acute liver
failure. Aliment Pharmacol Ther 2010;31:1064-1076.

Lee WM. Acetaminophen and the U.S. Acute Liver Failure
Study Group: lowering the risks of hepatic failure. Hepatology
2004;40:6-9.

Rumack B, Heard K, Green J, et al. Effect of therapeutic
doses of acetaminophen (up to 4 g/day) on serum alanine
aminotransferase levels in subjects consuming ethanol: sys-
tematic review and meta-analysis of randomized controlled
trials. Pharmacotherapy 2012;32:784-791.

Kuffner EK, Dart RC. Acetaminophen use in patients who
drink alcohol: current study evidence. Am J Manag Care
2001;7 Suppl 19:S592-S596.

Bartels S, Sivilotti M, Crosby D, Richard J. Are recom-
mended doses of acetaminophen hepatotoxic for recently
abstinent alcoholics? A randomized trial. Clin Toxicol
(Phila) 2008;46:243-249.

Kuffner EK, Green JL, Bogdan GM, et al. The effect of acet-



21.

22.

23.

24.

25.

26.

27.

28.

29.

— Su Hyun Kim, et al. Guidelines for safe drug use —

aminophen (four grams a day for three consecutive days) on
hepatic tests in alcoholic patients--a multicenter randomized
study. BMC Med 2007;5:13.

Dart RC, Green JL, Kuffner EK, Heard K, Sproule B, Brands
B. The effects of paracetamol (acetaminophen) on hepatic tests
in patients who chronically abuse alcohol - a randomized study.
Aliment Pharmacol Ther 2010;32:478-486.

Temple AR, Benson GD, Zinsenheim JR, Schweinle JE.
Multicenter, randomized, double-blind, active-controlled,
parallel-group trial of the long-term (6-12 months) safety of
acetaminophen in adult patients with osteoarthritis. Clin
Ther 2006;28:222-235.

European Association for the Study of the Liver. EASL
Clinical Practice Guidelines: Drug-induced liver injury. J
Hepatol 2019;70:1222-1261.

Cebollero-Santamaria F, Smith J, Gioe S, et al. Selective
outpatient management of upper gastrointestinal bleeding in
the elderly. Am J Gastroenterol 1999;94:1242-1247.

Lee HL, Han DS, Kim JB, et al. Importance of age and other
risk factors in NSAID-induced gastropathy. Korean J
Gastroenterol 2004;44:246-251.

Lanas A, Garcia-Rodriguez LA, Arroyo MT, et al. Risk of up-
per gastrointestinal ulcer bleeding associated with selective
cyclo-oxygenase-2 inhibitors, traditional non-aspirin non-
steroidal anti-inflammatory drugs, aspirin and combinations.
Gut 2006;55:1731-1738.

Shorr RI, Ray WA, Daugherty JR, Griffin MR. Concurrent
use of nonsteroidal anti-inflammatory drugs and oral anti-
coagulants places elderly persons at high risk for hemor-
rhagic peptic ulcer disease. Arch Intern Med 1993;153:
1665-1670.

Garcia Rodriguez LA, Jick H. Risk of upper gastrointestinal
bleeding and perforation associated with individual non-ster-
oidal anti-inflammatory drugs. Lancet 1994;343:769-772.
Kryger M, Roth R, Dement W. Principle and practice of
sleep medicine. 4th ed. Philadelphia: Elsevier, 2005.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

- 235 -

Zhong G, Wang Y, Zhang Y, Zhao Y. Association between
benzodiazepine use and dementia: a meta-analysis. PLoS
One 2015;10:¢0127836.

Rummans TA, Davis LJ Jr, Morse RM, Ivnik RJ. Learning
and memory impairment in older, detoxified, benzodiaze-
pine-dependent patients. Mayo Clin Proc 1993;68:731-737.
Diaz-Gutiérrez MJ, Martinez-Cengotitabengoa M, Saez de
Adana E, et al. Relationship between the use of benzodiaze-
pines and falls in older adults: a systematic review. Maturitas
2017;101:17-22.

Markota M, Rummans TA, Bostwick JM, Lapid MI.
Benzodiazepine use in older adults: dangers, management,
and alternative therapies. Mayo Clin Proc 2016;91:
1632-1639.

Korean Neuropsychiatric Textbook of
neuropsychiatry. 3rd ed. Seoul: Imis Company, 2017.
Hollister LE. Interactions between alcohol
benzodiazepines. Recent Dev Alcohol 1990;8:233-239.
Chen SJ, Yeh CM, Chao TF, et al. The use of benzodiaze-
pine receptor agonists and risk of respiratory failure in pa-

Association.

and

tients with chronic obstructive pulmonary disease: a nation-
wide population-based case-control study. Sleep 2015;38:
1045-1050.

Park HY, Shon HS, Kwon JW. Reviews on the current status
and appropriate management of polypharmacy in South
Korea. Korean J Clin Pharm 2018;28:1-9.

Page AT, Clifford RM, Potter K, Schwartz D, Etherton-Beer
CD. The feasibility and effect of deprescribing in older
adults on mortality and health: a systematic review and
meta-analysis. Br J Clin Pharmacol 2016;82:583-623.

Hao Q, Hu X, Xie L, et al. Prevalence of sarcopenia and as-
sociated factors in hospitalised older patients: a cross-sec-
tional study. Australas J Ageing 2018;37:62-67.

Shah BM, Hajjar ER. Polypharmacy, adverse drug re-
actions, and geriatric syndromes. Clin Geriatr Med 2012;
28:173-186.



Supplementary Table 1. Frequently asked questions during the face-to-face focus group interview

AEA| §oL 1280l 2t Hlof gliv], o] o2 o ol Wao] Hi AL ohd A2
2t g Antelzl AEA F7h 58 P gm A,

AE A7} chepat), S5 7k o 9 T A7k

oFE 2§ AT} &G AN a1 Atk AAtol uhek FEol U Al of = Flo] £24?
&5, 7150121 B 83ke] B Folelrh

clold 2 Lol U £ okl o) of ) A e

che ot o] w0 w £ A7 AR

AEA, +0A- 7% 80 EA S R U A elo] 7] A

o A HA?

LS (53] FAG)0] AL ofAL AT THE o] g ROiel7p

T

ot




Supplementary Table 2. Level of evidence and strength of recommendation

Level of evidence

Strength of recommendation

High We are very confident that the true effect lies
close to that of the estimate of the effect.
Moderate We are moderately confident in the effect
estimate. The true effect is likely to be close to
the estimate of the effect, but there is a
possibility that it is substantially different.
Low

The true effect may be substantially different
from the estimate of the effect.

Very low  We have very little confidence in the effect
estimate. The true effect is likely to be

substantially different from the estimate of
effect.

Our confidence in the effect estimate is limited.

Strong for The benefit of the intervention is greater than the harm and

the level of evidence is high, which is strongly
recommended in most clinical situations.

Weak for  The benefit of the intervention may vary depending on the
clinical situation of the intervention or the patient/social
value, and is recommended to be used selectively or
conditionally.

Against  The harm of the intervention may vary depending on the

clinical situation of the intervention or the patient/social
value, and is recommended not to be used.

Insufficient Evidence to judge the size of effectiveness of the
intervention or the level of evidence is insufficient, and it
is not possible to decide whether or not to recommend
until further research evidence is accumulated.




Supplementary Table 3. Meta-analysis of controlled trials for increasing liver function tests using acetaminophen in chronic alcohol

abusers
. . Outcome
Study N Study population Intervention Comparator measurement
Acetaminophen 3.9 g/day for
Bartels et al. [19 . . .
artels et al. [19] 45 Alcoholic patients 4 consecutive days Placebo (n=22) Mean ALT
(2008)
(n=23)
Acetaminophen 4 g/day for
Dart et al. [21 . . .
;12 Ole O)a 21] 142 Alcoholic patients 5 consecutive days Placebo (n = 68) Mean ALT
(n=74)
Kuffner and Dart . . Acetaminophen 4g/day for
201 Icohol Pl = Mean ALT
[18] (2001) 01 alcoholicpatients | ccutive days (n = 102) acebo (n=99) can
Adult Acetaminophen 4 g/day for
Kuffner et al. [20 . .
uftner et al. [20] 443 newly-abstinent 3 consecutive days Placebo (n = 135) Mean ALT

(2007)

alcoholic subjects

(n=308)

ALT, alanine aminotransferase.
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