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Understand how information from CSF biomarkers from the NTK platform can be used in population studies. Investigate cognitive decline in researchers own cohorts using the ATN criteria. 

CSF f rom 237 par t ic ipants  (CN:  176[74.3%],  MCI:  33[13.9%],  AD:  28[11.8%])  o f  
the Aust ra l ian Imaging,  B iomarkers and L i festy le  (AIBL)  s tudy of  ageing was used 
to  measure Aβ42 (GenI I  assay) ,  pTau181,  and tTau (Elecsys® assays;  Roche 
Diagnost ics  In ternat ional  L td ,  Rotkreuz,  Swi tzer land)  a long wi th  neurogranin,  
neurof i lament  l ight  (NFL) ,  α-synuc le in ,  g l ia l  f ib r i l la ry  ac id ic  prote in  (GFAP),  
ch i t inase-3- l ike prote in  1 (YKL-40) ,  so lub le t r igger ing receptor  expressed on 
myelo id  ce l ls -2 (sTREM2),  s100 ca lc ium-bind ing prote in  B (s100B),  and 
in ter leuk in-6 ( IL-6)  f rom the NeuroToolKi t  (NTK) panel  o f  exp loratory  prototype 
assays (a l l  Roche Diagnost ics  In ternat ional  L td) .  

NTK b iomarker  concentrat ions were measured amongst  each of  four  ATN groups 
at  basel ine;  1)  A- /T- /N-  ( re ference group) ,  2)  A+/T±/N± (amylo id+) ,  3)  A- /T±/N± 
(amylo id- ) ,  and 4)  A+/T+/N+.  

Change in  cogni t ion was assessed us ing the pre-c l in ica l  A lzheimer ’s  cogni t ive 
composi te  (PACC) and the c l in ica l  dement ia  ra t ing sum of  boxes (CDR-SB) 
scores,  in  a l l  four  ATN groups,  s t ra t i f ied by low/h igh NTK b iomarker  over  a  
min imum of  36 months.  

The pr imary outcome was def ined as change in  cogni t ion in  amylo id+ par t ic ipants  
modulated by the addi t ion of  NTK markers  to  ATN groups.

A+/T+/N+ par t ic ipants had faster cogni t ive decl ine on both PACC and CDR-SB over t ime compared to al l
o ther groups (F igure 1A, PACC; Figure 1B, CDR-SB). Wi th in the amylo id+ group, par t ic ipants wi th h igh
sTREM2 (K+) had a faster rate of dec l ine in PACC compared to those wi th low sTREM2 (K- , p=0.04; F igure
1C), whi ls t par t ic ipants wi th h igh α-synucle in had a faster increase in CDR-SB compared wi th those wi th low
α-synucle in (p=0.005; F igure 1D). Amongst par t ic ipants who were A+/T+/N+, those wi th h igh YKL40 had a
sign i f icant ly faster rate of dec l ine in PACC (p=0.017; F igure 1E) , and a faster increase in CDR-SB, (p=0.017;
F igure 1F) compared wi th those who wi th low YKL40.
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Alzheimer ’s  d isease (AD) is  a  mul t i fac tor ia l  d isease inc lud ing pre-c l in ica l ,  
prodromal  and c l in ica l  phases.  CSF “A/T/N”  (Ab42,  pTau181,  tTau)  b iomarkers 
he lp character ize the b io log ica l  s ta te of  AD.  

The pr imary a im was to  assess cont r ibut ions of  e ight  CSF markers  for  pred ic t ing 
changes in  cogni t ion.

Biomarkers of  microgl ia l  act ivat ion (sTREM2),  
synapt ic  funct ion and synuc le in  metabol ism 
(α-synuc le in) ,  and ast rocyt ic  act ivat ion (YKL-
40)  may be appropr ia te to  d iscern ra tes of  
cogni t ive change wi th in  amylo id+ par t ic ipants .   
F ind ings are be ing va l idated in  a  separate 
populat ion.  
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E L E C S Y S  i s  a  t r a d e m a r k  o f  R o c h e .                         
Th e  E l e c s y s  To t a l - Ta u  C S F  i m m u n o a s s a y  i s  n o t  
a p p r o v e d  f o r  c l i n i c a l  u s e  i n  t h e  U S .        Th e  R o c h e  
N e u r o To o l K i t  i s  a  p a n e l  o f  e x p l o r a t o r y  p r o t o t y p e  
a s s a y s  d e s i g n e d  t o  r o b u s t l y  e v a l u a t e  b i o m a r k e r s  
a s s o c i a t e d  w i t h  k e y  p a t h o l o g i c  e v e n t s  c h a r a c t e r i s t i c  
o f  A D  a n d  o t h e r  n e u r o l o g i c a l  d i s o r d e r s ,  u s e d  f o r  
r e s e a r c h  p u r p o s e s  o n l y  a n d  n o t  a p p r o v e d  f o r  c l i n i c a l  
u s e .
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