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Execut ive Director  

Let ter of Support  for PSTC t ranslat ional Drug- I nduced 

Kidney I njury (DI KI )  biomarkers  
 

On 21 Novem ber 2013 the Applicant  Crit ical Path Global Ltd. requested the qualificat ion of their  

t ranslat ional Drug- Induced Kidney I njury (DIKI )  biom arkers pursuant  to Art icle 57(1) (n)  of Regulat ion 

(EC)  726/ 2004 of the European Parliam ent  and of the Council. 

During it s m eet ing held on 07 – 10 July 2014, the SAWP agreed on the advice to be given to the 

applicant . During it s m eet ing held on 21 -  24 July 2014, the CHMP adopted the advice to be given to 

the Applicant .  

The biom arker let ter of support  is issued on the basis of the qualificat ion advice. 

The package subm it ted by PSTC is intended to encourage use of ur inary osteopont in (OPN)  and 

neut rophil gelat inase-associated lipocalin (NGAL)  in nonclinical studies and explore their use in early 

clinical drug developm ent .  The PSTC subm ission describes a reported relat ionship between proxim al 

renal tubule degenerat ion/ necrosis and urinary elevat ions in the levels of these biom arkers in rats.   

OPN is reported to be const itut ively expressed in the thick ascending lim b of the loop of Henle and 

distal convoluted tubules in both rodents and hum ans.  OPN has been reported to be upregulated in 

the kidney in response to certain kinds of t issue st ress, and in regenerat ion. NGAL has been reported 

to be increased within the thick ascending lim b of the loop of Henle, distal tubule and collect ing duct  

with nephrotoxic injury in rodents and hum ans.   

Exploratory hum an data suggests that  each of these biom arkers m ay be able to indicate the presence 

of acute nephrotoxicit y.  Neither Urinary OPN nor NGAL have yet  been determ ined to detect  

nephrotoxicit y reliably earlier than standard m ethods.   Greater experience in the clinical set t ing with 

OPN and NGAL is needed to understand bet ter the role of these biom arkers in drug developm ent  

clinical studies and the relat ionship of these biom arkers to drug- induced renal injury.  We are aware 

that  the PSTC/ FNIH Biom arkers Consort ium  Kidney Safety Project  Team  and I nnovat ive Medicines 

I nit iat ive Safer and Faster Evidence-based Translat ion Work Package (SAFE-T/ DIKI )  program m es are 

current ly conduct ing studies to qualify ur inary OPN and NGAL form ally for use in clinical t r ials. EMA 

support  this init iat ive. 

When including urinary OPN and NGAL in early clinical studies, sponsors are encouraged to 

prospect ively discuss any proposed applicat ion of the clinical biom arker to decisions during the course 
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of the study with the European Nat ional Authorit ies responsible for clinical t rial authorisat ion, and with 

SAWP/ CHMP. Current ly, there is insufficient  evidence to support  the use of hum an urinary OPN and 

NGAL in place of t radit ional m eans of m onitor ing for nephrotoxicit y (e.g., serum  creat inine, BUN, 

ur inalysis) .   

No specific ur inary OPN or NGAL test  system  or assay validat ion process is endorsed by this evaluat ion. 

St rong em phasis on applying good scient ific and laboratory pract ices for qualit y cont rol of the assay 

test  system  is im perat ive. Definit ion of the assay plat form ’s quant itat ive range and lim its of detect ion 

should be established in advance of use.  

EMA encourage the conduct  of nonclinical and exploratory clinical analyses to evaluate the t ranslat ional 

relevance of changes in ur inary OPN and NGAL values and the m agnitude of change in ur inary OPN and 

NGAL that  could be considered clinically m eaningful in the determ inat ion of kidney injury when 

observed in an individual subject .  

Sincerely, 

Guido Rasi 

Execut ive Director 

European Medicines Agency 
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