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CTCAEV5.0  Gradel Grade2 Grade3 Grade4  Grade5 LiverTox
Clinical and Research Information on Drug-Induced Liver Injury
SULN~30XULN  >3.0~50XULN >50~200XULN >20.0xULN
Bethesda (MD): National Institute of Diabetes and Digestive and Kidney Diseases;
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SULN~30XULN  >3.0~50xULN >5.0~20.0xULN >20.0xULN LiverTox [ Search this book: ]

ALT . . § . e 2 Acetaminophen
Baseline N EH1E Baseline "B 1E Baseline "B 1E Baseline "' 1E Last Update: January 28, 2016.
15~3.0xbaseline  3.0~5.0xbaseline 15~3.0xbaseline 20.0xbaseline OVERVIEW
<LLN~3g/dL <3~2g/dL <2g/dL EHEZNT Introduction

ALB 20z it 2z it - Acctaminophen is a widely used nonprescription analgesic and antipyretic
<LLN~30g/L <30~20g/L <20g/L RRNEEETS

Background
>12~15 >25 Acetaminophen (a seet" a min' oh fen), which is known as paracetamol in Europe,
™ E Eal ki B Hepatotoxicity
INRIZH0 ;w!: 5xbaseline ;z[; Xbaseline Chronic therapy with acetaminophen in doses of 4 grams daily has been found to
e Y W
:iigzdmb RERNZETS i Mechanism of Injury
The mechanism of i has been extensively analyzed
ULN (Upper Limit of Normal) : 48 IR
LLN (Lower Limit of Normal) : HETR Outcome and Ma"ageme"t
EUIESDTILT S, FO RO E IR (ST EELE L DisE The minor aminotransferase elevations that occur during chronic therapy with
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g IE in older adults with atrial fibrillation starting warfarin treatment:
population based observational study
Optimal INR to minimize both bleeding and thromboembolism in patients with atrial fibrillation Min Jun, Matthew T James,'-? Braden J Manns,'-? Robert R Quinn,"? Pietro Ravani,
. o Marcello Tonell, Viado Perkovic,” Wolfgang C Winkelmayer,* Zhihai Ma,

® "'I-’ Eo———= e B [r—————— Brenda R Hemmelgamn,'-2 for the Alberta Kidney Disease Network
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ICH controls 35 70 80 252 119 8 2 10 ICH controls 43 1 2 b e =2

(A) ORs for TE (396 cases, 1581 controls) and ICH (164 cases, 656 controls) by (B) ORs for TE (396 cases, 1581 controls) and ICH (164 cases, 656 controls) by
INR level in adults with nonvalvular AF, with 8 INR categories using INR 2.0 to  INR level in adults with nonvalvular AF, with 6 INR categories using INR 2.0 to
2.5 s the referent. Vertical bars indicate 95% CL The numbers of casesand 2.5 as the referent. Vertical bars indicate 95% CL. The numbers of cases and
controls for each INR category are given below the figure.

controls for each INR category are given below the figure.

aF: atrial fibrillation; INR: international normalized ratio; OR: odds ratio; TE:
thromboembolism; ICH: intracranial hemorrhage; CI: confidence interval,

HIMOD#I44% (EPT-INRSAHEEIZ LR X |

MARZEARTE DHI50% (EPT-INRIAERIE T IR CRE s

, I
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(n=581) (n=6140) (n=3221) (n=1820) (n=586) (n=55)

eGFR categories (mL/min/1.73m?)
Fig 2 | Percentage of cohort experiencing a major bleeding
BHEETEDILI7UCICEKD

episode, by type (intracranial bleeding, gastrointestinal
bleeding, or other bleeding) and estimated glomerular

filtration rate (eGFR). Results represent percentage of 1 i) JE
cohort experiencing major bleeding over the duration of A U R K80 & BE
study follow-up; bars represent 95% confidence intervals

BMJ. 2015 Feb 3;350:h246, PMID: 46
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Journal of Pharmaceutical
Health Care and Sciences
Open Access

-
Risk factors for the development of W
hypermagnesemia in patients prescribed
magnesium oxide: a retrospective cohort

study

i Wakai'~, Kenji kemura!, Hiroko Sugimoto', Takuya wamoto' and Masahiro Okuda'*'®
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Number of isk factors.

Table 3 Logistic regression analyses for risk factors of hypermagnesemia in patients prescribed MgO

Variables Univariate analysis Multivariate analysis
0dds ratio P value 0dds ratio 95% C P value
Age > 68 years 2548 <0001 1710 0081
4564 <0001 3105 0001
793 - <0001 3490 <000
2004 1175-3418 oon 1914 0039
2074 1201-3580 0009 2198 190-4060 0012
Co-administrated drugs. 7
PPIs 1061 0825
H, blocker (famotidine) 1999 0162 0538 0175-1657 0280
VD, drugs 1417 0357-5620 0620
Diuretics 1831 0744-4504 0188 1348 0471-3863 0578

BUN blood urea nitrogen, C confidence interval, eGFR estimated glomerular firation rate, MgO magnesium oxide, PPl proton pump inhibitors, VD, vitamin D,

WAt ORI 3 y  OBE LD — I " — ; .
et Ol AT HHIECafERE[mg/dL] = 9.0 + (4 - 3.0) BlEE. MgOmME - RIARA(FEMgITEDY XD
ALB (/L) 3.0 =10.0 YRR F=EEE T D EBMIAEFEERIEM
Ca (mg/dL) 9.0
49 3 Pharm Health Care Sci. 2019 Feb 13;5:4. PMID: 1 50
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EREREDGrade ERERETRECIREADO—H
CTCAE v5.0 Grade1 Grade2 Grade3 Grade4 Grade5 REXDEEZS
. I~ /L >155~160 mmol/L  >160 mmol/L 4 ~, — = <
BNaflFE  >ULN-150 mmol/l o oo ™Mo © n e o EERAEERE | D-Y> = h—)L. BIUTUS
REEREBTD XEAREETD  REEHEENT ENalfiE ADHYERIE | L) (T 5, HEUFo L
125~129 mmol/LT .
I BIRREREE | FIRIE(L—TRIRE, Y1 75 RRRIRR)
ENafE  LiN-130mmoll |2 22 MMOLT ERDBBRE <120 mmol/L - ENallfif  ADHEESERIBISH | =3 DE, SSRI. MAOMEE, FUSMRE(I T/ FFIVK, JFO
RO 120~124 mmol/LT  RFEHEENT SR, RTAIATECEL, VP
TEROBEDT T (82
==y HBESS T NS | pDOYH—, BEOSFHUZ, CNI
— >55~60mmol/L  >6.0~7.0mmol/L  >7.0 mmol/L EKILAE X
EKIE SUINSSSMmoL o fe e mr=  QuApeETs  RAEeE@hd T HEROMA | ACE. ARB. ARNI. MRA, CNI. KU KT/, NSAIDs
<LLN~3 mmol/LT HIRIAS T NS | (> RUS. BRI, BRILES, FAT U
{EKISE ;-LLN’Ti mmol/LT RN 53 <3~2.5 mmol/L <25 mmol/; S (KK IMYE d £ JUFILUFRE, BESEEHR
Pty - PN
ERARU Qanmemys NIAREETD  REESEHNT
i WIEMHCa MIEMACa HHIEMACa mcame  COMUREN | CaRil, SEIERESH S DR
SCalllfiE o Tf: Jq >N5-125mg/dl >125-135mo/dL  >13.5 mg/d BT - AR | E5=>ABE, LARFOFSBH  CaFIRIRIENN | T 751 REFIRE
SR FER = S
AT SRR S B S R P A o PNER | EXRAAR— b TR OSSR DL RIS
WEMACa MIEMFCa WIEMAC: WEMECa . ESTODRESEAEEE | PHT. PB. CBZ INH  IBECARURE | PPI. HEEHIEIAR
{ECalfnjE CUN-BOmodL  <BO~T0mgdL <7.0~6.0 mg/dL <6.0 mg/dL bl
-0 mal RGERNHZ ~ REAREETD  REBESEANT BMoIVE TSN | MoSEE A, MoSEHIER
= >8.0 mg/dL
BMgIE  >UN~30mg/dl - >3.0~8.0 mg/dL SP0-Col NI = BENSOEK | PPl
<07 mg/dL {EMgIAE BEHSOEEEN | FIREIL—THRE, U+ 7+ RRHRE)., AGRAEE, SXTS5F>.
EMQIIE  <LIN~12mg/dL  <12~09 mg/dL <0.9~0.7 mg/dL SO G, e wYFITI, NCYLTT
ULN (Upper Limit of Normal) : SEiE#£H LR LLN (Lower Limit of Normal) : M3 E#E FIR 51 B EA, o KRR S 7S ERIRINS. BRA 2012 5407 991998, §2
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CK | OLPFoFF+—E

[Creatine kinase] EUAEAE : M 59~248 U/L. F 41~153 U/L
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HbA1lc | ZUIANEOIOE>A1C

[Glycosylated hemoglobin Alc] B  4.9-6.0 %

o BRIRHIEE
= HENEBRNICHS LATEJOEY
= DMEBEICHITDBE1~35 AORPMET > hbO—ILDIER
= 2012FF AAMEIRRF A K DHOAICIEDZEE N TR

- ERDIDSAEN S EBIRAE & SN DNGSPIENZEE
[ NGSPE(%) = 1.02 x JDSHB(%) +0.25% ]

NGSP: National Glycohemoglobin Standardization Program
JDS: Japan Diabetes Society

HE HbA1c(NGSP{E) HbA1c(JDS{E)
EAEFRE 4.6~6.2% 4.3~58%
SR 5% =6.1%

HEPRIADEEVVDEE TSR0 6.0~6.4% 5.6~6.0%
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MmiffiHbA 1o D3 HbA1cD#
AR RRHE
i

< BRBEOQRBEER
* RIS R HRBIE
DULFNH

EBICHRAR

[
MiEE HE(E
HbAlc D
EHICRRAR | RRRE
1]

RS

3~6 » ALIAICIE - HbA1cE iR

EARRBY 2 BRMSAA( K5 22019 BILE. 2019, ublicat rprcontentid=4) 57

I

BREROMIER

tlfﬂ’?)’l:z&ngﬁ\ E100mgsE (7= IVEEY TF
TEY) BE5POMmEE LRI L DERAIES b
TV F—Y ARUHRAIEEI OV T
e 1 RPRIAD B E B B LV FRIRROBEEDS 5 8
IKiFRELEVNT L,
BRAT O & 2 WVISHIRATOBELIED B % B Tl mpE B U, Rlfikigz 2
WL E R ZBZNNBY ETOT, THEDBFICBAFZRG LEVTIEEN,

7 2_!5%}9541&iﬂn*ﬂﬁ@iﬂﬂi%@ﬁﬁ’éﬁ-ﬁt:ﬁ >

2. z‘;w&é:ﬁ:;;;ﬁ% AFIORHICE D FHLWMBHED L5t BRHRIE Y b 72 F—2 | BiRpESIR
Tk, GFOTALHIEAFEBIL, SECICEZBAND Y FIOT, AFHLGA, Mbifio

WEPRREEARAAEE
HbATc=6.5%Z RS

SGBRHDATCDH T ISHERA SRIFTE R

e

WSOBIE 10T T <R, )
. BERUZOREICH L. +7ICEHBETE T &,
ARORGIIELTIE, BAKTTORIEIHL, WIRRHES 17 K= A, MRS
RIS OTA I ERT S E1BS T & ML, 18, S, ZIR,
BEDLMAICE, IBICREETIL, REOBRELISES.

THLOS 60005256 FAO501 1519

FRRSURHHRSH. ~e0oTV I CDUNT-, 2002811, mda gop/f ! ) 58

TSH | ERRERFBARILE >

[thyroid-stimulating hormone] EEAE : 0.5~50 piU/mL
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[Uric acid]

o ERARMER
= Bign SHEM SN S REEDRIERBIEN
= BEDRE. BRYBRE. KIBHEOEZTRIE

R MIE
i FRE#E >7.0 mg/dL

BB 7= (&
B

H#fE : M3.7~7.8 mg/dL. F2.6~5.5mg/dL

", RESAH, ST, REAECKL, WA,
AFAY 77y KRRk E
(PR & BB MM RBI ST 54T 4~y
BB B L2 KM AR R TH B, =
DLUFYAEWB DO SROMHALEE 5 5.)

SUERERREBME | —AOaRAE
FREEDARERME |

FERSSHIR L: <6.0 mg/dL
JEEEETSD D: <5.0 mg/dL

1075 R4 <8.0 ma/dL

Allopurinol: Dosing Renal Impairment

Note: Renal impairment, particularly when a higher allopurinol starting dose and/or concomitant diuretics are used, s a risk factor
for allopurinol hypersensitivity syndrome (AHS), a rare but potentially lfe-threatening systemic syndrome (Stamp 2016) In addition,
the HLA-B*5801 allele is associated with an increased risk of allopurinol-induced severe cutaneous adverse reactions; patients of
Korean, Han Chinese, or Thai descent are at increased risk for carrying this alele. Avoid allopurinol in any patient testing positive for
ths allele (ACR [FitzGerald 2020} Becker 2019).

To minimize the risk of AHS in patients with renal impairment (in the absence of the HLA-B*5801 allele or in those not at high
tisk for carrying this allele), g dosag:

Gout, treatment (chronic urate-lowering therapy): Oral:
Altered kidney function:
FR 60 mLiminute: No dosage adjustment necessary (Becker 2019)
€GFR 260 mU/minute:

Initial: <100 mg daily (ACR [FitzGerald 2020)); to lower the risk of AHS, some experts recommend not exceeding an initial
dose of ~1.5 mg of allopurinol per mL/minute of eGFR (eg, for an eGFR of 50 mL/minute/1.73 m?, the initial dose should
not exceed 75 mg daily; see table for suggested initial doses) (Becker 2019; Stamp 2012; Vargas Santos 2017).
Allopurinol: Suggested Initial Doses in Kidney Impairment?

€GFR mL/minute/1.73 m? Suggested initial dose
5301060 50 mg daily

>151030 50 mg every other day
5t015 50 mg twice weekly

< 50 mg once weekly
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[Hepatitis-B virus surface antigen]
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