http://www.kidney-international.org

policy forum

© 2015 International Society of Nephrology

Phenotype standardization for drug-induced kidney

disease

Ravindra L. Mehta''®, Linda Awdishu®'®, Andrew Davenport®, Patrick T. Murray”, Etienne Macedo”,
Jorge Cerda®, Raj Chakaravarthi’, Arthur L. Holden® and Stuart L. Goldstein®

"University of California San Diego School of Medicine, La Jolla, California, USA; 2University of California San Diego Skaggs School of
Pharmacy, La Jolla, California, USA; *Royal Free Hospital and University College Medical School, UCL Centre for Nephrology, London, UK;
*University College Dublin School of Medicine and Medical Science, Health Sciences Centre, Belfield, Dublin, Ireland; *University of Séo
Paolo, Sdo Paolo, Brazil; 6A/bany Medical College, Albany, New York, USA; “Care Hospitals, Hyderabad, Telangana, India; 8International
Serious Adverse Event Consortium, Chicago, lllinois, USA and °Division of Nephrology and Hypertension at Cincinnati Children’s Hospital
Medical Center, University of Cincinnati College of Medicine, Cincinnati, Ohio, USA

Drug-induced kidney disease is a frequent cause of renal
dysfunction; however, there are no standards to identify and
characterize the spectrum of these disorders. We convened a
panel of international, adult and pediatric, nephrologists
and pharmacists to develop standardized phenotypes for
drug-induced kidney disease as part of the phenotype
standardization project initiated by the International Serious
Adverse Events Consortium. We propose four phenotypes of
drug-induced kidney disease based on clinical presentation:
acute kidney injury, glomerular, tubular, and nephrolithiasis,
along with the primary and secondary clinical criteria to
support the phenotype definition, and a time course based
on the KDIGO/AKIN definitions of acute kidney injury, acute
kidney disease, and chronic kidney disease. Establishing
causality in drug-induced kidney disease is challenging and
requires knowledge of the biological plausibility for the
specific drug, mechanism of injury, time course, and
assessment of competing risk factors. These phenotypes
provide a consistent framework for clinicians, investigators,
industry, and regulatory agencies to evaluate drug
nephrotoxicity across various settings. We believe that this is
the first step to recognizing drug-induced kidney disease and
developing strategies to prevent and manage this condition.
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Drug-induced kidney disease (DIKD) accounts for ~19-26%
of cases of acute kidney injury (AKI) in hospitalized patients.!
There are no standards to identify drug-induced nephrotoxi-
city and as a result DIKD is often unrecognized. In recent
years, the International Serious Adverse Event Consortium
has initiated a phenotype standardization project for drug-
induced adverse events.” In conjunction with the Interna-
tional Serious Adverse Event Consortium, we have developed
consensus definitions for DIKD, taking into account its wide
spectrum and the need for balancing practicality with
reliability of the classifications across different settings.

CONSENSUS PROCESS

With the support of the International Serious Adverse Event
Consortium, we organized a series of eight teleconferences
followed by two face-to-face meetings of international, adult
and pediatric, nephrologists and pharmacists. The panel
developed the phenotypic criteria using a modified Delphi
process to allow identification of patients across four cate-
gories representing the spectrum of DIKD, for subject
recruitment into a genetic study of DIKD (DIRECT). The
panel was divided into subgroups and researched specific
phenotypes. The criteria were summarized and presented to
the larger group for consensus. They were considered in the
context of using electronic medical records to screen for
patients with DIKD in both hospitalized and ambulatory
settings. Panelists were asked to consider the known mech-
anisms of nephrotoxicity, time course of drug exposure, and
the setting as discussed in more detail below. For the AKI
phenotype, established definitions were considered as the
starting point and adapted for DIKD (e.g. Acute Kidney
Injury Network/Kidney Disease: Improving Global Outcomes
(AKIN/KDIGO) criteria for AKI).?

DESCRIPTION OF PHENOTYPE

We propose that DIKD presents in one of four phenotypes:
AKI, glomerular disorder, tubular disorder, or nephrolithia-
sis/crystalluria. The clinical presentation of each phenotype is


http://dx.doi.org/10.1038/ki.2015.115
http://www.kidney-international.org
mailto:rmehta@ucsd.edu

RL Mehta et al.: Drug-induced kidney disease: proposed classification

policy forum

‘Bupuey sa1em pairedwi yuanbasgns pue uonaIdas HAY Uo Bnip e Jo 1edwi dy) Jayies Ing dbewep Jeingn 19341P 198]434 10U S0P HAVIS,
"adAjouayd |yy 2Y1 10} BLIIID [ENPIAIPUI PRIBPISUOD 10U die saInea) didads Aue Jo adudsge ay) Ul “4aAdmoy N1y 01 21nqguLiuod Aew sabueyd dlweukpowaH,

1193 POOIq 3UYM DEM

13eJ auluneald-ol-ujwnge suun

“4DVN ‘ones duluneald-03-ulRloid auun ‘Ddn ‘uowioy dnainipnue dleudoiddeur Jo swolpuhs ‘HAVYIS {192 Poo|q pas ‘Dgy ‘eseusbolpAysp 31e1de| ‘HAT ‘sowodInQ [eqo|n Buiroidwi :dseasiq Aaupty ‘ODIay ‘pIYy pasamod ybiy ‘4dH
‘siuydauojniawolf ‘N ‘snioydsoyd Jo UOIRIOXD |BUOIIDRIY POdD- ‘WNIPOS JO UOIRIOXD [BUONDRI ‘BN34 ‘Sn}jjdWw salaqelp ‘N ‘SIsoidau Jengny ande N1y ‘Ainfur Asupy ainde ‘yy ‘siuydau [ennsiaul amnde Ny :suoneiaaiqqy

/b3w ol > wnipos suun -
By/wsow 0oL > Alejowso auun -
B3}/WsQW 00E < AM|e|OWSO WNIAS -«
snpidisul sa1aqpig

u04d +7> sisAleuln -

80> Ddn -

uidoad 6 | > uond9|od Yz -
punuiajo.d Jojngny

|p/Bw Z> pIde dUN WNIdS -
DIWAILINOAAH

|p/bw Z'|L > wnissubew wniag -
piwasaubbwodAH

Kep Jad Bw oL < uona.dXe YOd Aleuun -

paxiw ‘dnosydsu *

uiqojboydey ‘HQ1 “Jesws -

poojq ui sabueyd djyredoibueodiy -
'uo 0s pue ‘spieday ‘snomddul
Jaye ‘sndn| ‘W@ :ND dsned ued

1ey) Japlosip A1epuodas Jo aduasqy -

Jeinuelb Hgy -

syse) .

suted juiof pue

‘yses 19A3) NIV 4o} swordwAs [eduld

NIV 40} ueds wnijjeb aAnIsod

sbuipuly punosesyn aAnebaN

%L < eNo4

eunuio.d

‘sjiydoursos Areunn N1y YlM 1U31SISUOd

sysed> Appnw pue Jejnuesb sbuipuly siskjeutn
(soueipad) Yz 1oy

y J4ad By/jw | < ‘Aep sad jw oS < dunbIjo-uoN

%S < "Odd4 - dnyjiom auo)s - 4dH 4od DgMm 05 < - (¢ @6e3s ODIaM) YL 404 y Jod eLsd
pLnbydsoyd $91A|04109)9 Ul - eLNA0yN3| aAnebau aimyn) - 63/|w 50> 4o Aep uad jw OS> duUNBIO - Kiepuodas
Kep 1ad | €< eunkjod -«
suoisedd0 ajdinw 4dH 12d Ogy 06 <
uo |/bjwi g5 < elwanewadAy - 9UOIS YUIM punosenjn - eunjewsay y Jad ,w/bw i
snpidisul sa19qoIg - - s|e1sAiD yum siskleunn 10 Aep 1ad ,w/Bwi ool UIpIYD -
elwa|exadAy Jo elwajexodAH UBY] ‘DAIIdNIISCO-UOU §| -« ulwngje
aNy J2ybiy 1o (ODIaN) |p/Bbw 00s-00 LuIRI0Id +7 SisAleunn - SH99M 7 UIYNM UOI3eNUIIUODSIP 10 Juswishipe
sisopioe dijoqelaw djwalo|ydiadAH  z abeis 01 sassaiboud Jo se syuasaid 80< YIVN 10 ddn -  bBuisop Bbnup ui abueyd o1 diysuoneas ul skep /£
4o 1By1 JDS Ul 9SU ‘9AdNIISCO §| - uo4d 6 | < uond|Od Yz - JaA0 120G yead woly %06 1ses| 1e Ag aulpag -
sa1aqelp siselyyijoiydau Joy :Aq pauyap sp pbunuid}oid e}
INOYIM 350dN|6 +E Yum sisAjeunn - Abojons [e1usbuUOd JO SOUSPIAS ON -« ANV aAoge Jo |p/bw G0 1se9| 1e 0} 196 0} 1dS d|gnop
DLINSOON|D siselyyijoydau jo (Brup buiddoss jo 1snw ‘|p/Bw 60> 1S dulRseq sey piyd J| -
4O  Aioisiy Joud ou yum ainsodxa bnup SYIIM § UIYIM) 95e3sIp Jejniawo|b J3ybiy Jo 1S 9duUIRYRI X 6'2-7 (ODIAN) ¢ abeis eLD
plwaipydsoydodAH ejngny BuIMO||0} 19SUO MU B IS+ pacnpul-bnip usanoid-Asdolg - 0} sassalboid 1o se syuasaid Jeyy 1OS up ISy e Klewd
bunsem ajeydsoyd -
snpidisul sa1aqelq - uo1dNJ1sqo INOYUM JO Ylim
qHavis - 2uo3s Jo sbulpuly punosesn - sisoiydau dpowsQ -
SWOIPUAS [UOdURH -« siselyyjoaydaN ¢ eunuIlold ¢ NIV
sisopioe Jejngn} [eudy - eunjeisky - elUNewaH - NLV -« sdnsuseseyd
uonpunysAp seingny siseiyyjoaydan J9pJosIp Jejnidwoln Ainfur £s3uppy aIndy adfyouayd

sadfjouayd [enpiaipul Joy es3ud Klepuodss pue Krewld | L @jqel

Kidney International



Download English Version:

https://daneshyari.com/en/article/6161322

Download Persian Version:

https://daneshyari.com/article/6161322

Daneshyari.com


https://daneshyari.com/en/article/6161322
https://daneshyari.com/article/6161322
https://daneshyari.com

