ALZBIOMARKER
Alzheimer's Disease vs Control: AB42 (CSF)

Meta-analysis Results: Most studies over the past 20 years have consistently found lower levels of
AP42 in the cerebrospinal fluid of people with Alzheimer's disease than in controls. In general,
levels in the AD group are approximately half of control levels. ELISA is the most commonly used
method, but others have produced similar results (effect size = 0.561, p < 0.0001).

Study Effect Size [95 % CI) AD CTRL EffectSize LowerCl UpperCl % Weight
L‘I.IE {I.Iil ﬂiﬁ 1 EI 5I
Motter, 1995 -.- 37 20 0.606 0.534 0.687 0.76
Galasko, 1998 -.- 82 60 0.561 0.494 0.637 0.76
Kanai, 1998 —— 93 41 0.455 0.349 0.593 0.49
Shoji, 1998 —I—- 55 34 0.426 0.318 0.570 0.45
Andreasen, 1999 - 53 21 0.423 0.360 0.496 0.70
Hulstaert, 1999 . 150 100 0597 0.546 0.653 0.83
Jensen, 1999 : —— 80 24 1.608 1.317 1963 0.62
Kanemaru, 2000 —— 24 19 0.398 0.334 0.474 0.67
Praticd, 2000 § . 14 10 0.663 0.604 0.727 0.82
Riemenschneider, 2000 . 50 30 0.441 0.395 0.492 0.80
Riemenschneider, 2000 ——8— 25 30 0.632 0.520 0.769 0.62
Sjogren, 2000 -.— 60 32 0.494 0.430 0.567 0.74
Tarkowski, 2000 . § 52 25 0.289 0.280 0.298 0.90
Vanderstichele, 2000 -.— 39 12 0.529 0.454 0.617 0.71
Andreasen, 2001 - 58 18 0.638 0.543 0.749 0.69
Andreasen, 2001 —.— 35 19 0.461 0.386 0.550 0.66
Andreasen, 2001 - - 105 18 0.583 0.506 0.671 0.73
Maruyama, 2001 —l— 54 15 0.706 0.576 0.865 0.61
Rosler, 2001 . § 27 49 0.476 0.463 0.489 0.90
Sjogren, 2001 —— 22 20 0.795 0.658 0.961 0.64
Sjogren, 2001 - = 47 12 0.427 0.365 0.500 0.70
Mulder, 2002 - - 20 20 0.462 0.405 0.526 0.76
Nagga, 2002 - - 23 27 0.567 0.488 0.657 0.72
Nagga, 2002 -.- 50 27 0.557 0.494 0.628 0.78
Riemenschneider, 2002 — - 25 18 0.622 0.499 0.776 0.57
Riemenschneider, 2002 - - 37 18 0.459 0.400 0.526 0.74
Sjogren, 2002 - < 19 17 0.482 0.419 0.555 0.74
Clark, 2003 I 60 73 0.612 0.372 1.009 0.23
Gomez-Tortosa, 2003 ~—— 33 46 0.753 0.518 1.095 0.34
Kapald, 2003 -.— 459 449 0.587 0.510 0.675 0.74
Maddalena, 2003 —— 51 31 0.575 0.489 0.677 0.69
Olsson, 2003 —.— 45 30 0.622 0.540 0.718 0.73
Olsson, 2003 —— 36 12 0.443 0.341 0.576 0.50
Skoog, 2003 —I— 12 28 0.592 0.441 0.796 0.44
Sunderland, 2003 - 131 72 0.373 0.317 0.438 0.69
Hampel, 2004 -.— 93 10 0.567 0.490 0.655 0.73
Lins, 2004 § . 12 12 0.701 0.658 0.746 0.87
Sunderland, 2004 = 150 142 0542 0.512 0.573 0.88
Zetterberg, 2004 20 20 0.570 0.548 0.593 0.89
Grossman, 2005 —I— 17 13 0.568 0.458 0.706 0.58
Ivanoiu, 2005 - - 7B 38 0.559 0.493 0.634 0.76
Kapald, 2005 —.— 33 50 0.598 0.511 0.699 0.70
Vanderstichele, 2005 - b6 29 0.471 0.418 0.531 0.77
Blasko, 2006 . 23 27 0.474 0.443 0.507 0.86
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Engelborghs, 2006 . 201 148 0599 0.555 0.645 0.85
[bach, 2006 -.— 76 39 0.633 0.540 0.743 0.70
Vanderstichele, 2006 —i- 94 60 0.561 0.491 0.641 0.75
de Jong, 2006 '— 61 30 0.482 0.430 0.541 0.79
Andersson, 2007 § . 585 161 0.642 0.640 0.644 0.91
Bibl, 2007 —— 15 15 0.383 0.295 0.490 0.52
Fagan, 2007 P 33 90 0.818 0.688 0.973 0.67
Fagan, 2007 —_— 16 S0 0.727 0.609 0.867 0.66
Giedraitis, 2007 — 39 18 0.640 0.508 0.808 0.55
Paradowski, 2007 —E— 57 47 0.510 0.420 0.620 0.63
Pijnenburg, 2007 —— 20 25 0.471 0.382 0.581 0.59
Bian, 2008 + 19 13 0.618 0.480 0.795 0.51
Bibl, 2008 - 40 30 0.398 0.348 0.454 0.75
Choi, 2008 ~—I— 11 13 0.750 0.536 1.049 0.39
Engelborghs, 2008 o 51 97 0.505 0.449 0.568 0.78
Galimberti, 2008 - - 43 30 0.386 0.338 0.441 0.75
Gloeckner, 2008 —— 23 19 0.426 0.325 0.559 0.48
Lee, 2008 —.— 33 24 0.675 0.563 0.809 0.65
Palumbo, 2008 s o 76 30 0.453 0.393 0.521 0.74
Parnetti, 2008 —I— 23 20 0.536 0.423 0.680 0.54
Zhang, 2008 § . 48 95 0.722 0.700 0.745 0.90
Blom, 2009 + 47 35 0.673 0.542 0.836 0.58
Bostrdom, 2009 § . 159 49 0.906 0.829 0.991 0.83
Buchhawve, 2009 - - 100 34 0.417 0.371 0.469 0.78
Buchhawve, 2009 = o 45 34 0.437 0.380 0.502 0.74
Fagan, 2009 —— 29 69 0.825 0.698 0.975 0.68
Henneman, 2009 —— 31 19 0.584 0.482 0.708 0.63
Lin, 2009 - 28 21 0.570 0.540 0.601 0.88
Paraskevas, 2009 E 92 68 0.659 0.588 0.739 0.79
Popp, 2009 i 54 98 0.451 0.403 0.506 0.79
Shaw, 2009 § . 100 114 0.699 0.649 0.753 0.85
Sjolander, 2009 . 265 53 0.649 0.643 0.655 0.91
Tolboom, 2009 —_— 15 10 0.572 0.474 0.690 0.64
Verbeek, 2009 . 72 58 0.517 0.465 0.574 0.80
Yaka, 2009  —— 15 15 0.764 0.591 0.987 0.51
Zhang, 2009 - 162 59 0.589 0.547 0.635 0.85
Alves, 2010 ——- 20 36 0.467 0.371 0.589 0.55
Bjerke, 2010 —.— 20 20 0.618 0.513 0.743 0.65
Craig-Schapiro, 2010 - 29 198 0.580 0.507 0.664 0.75
Craig-Schapiro, 2010 P - 65 198 0.737 0.643 0.845 0.74
Exalto, 2010 . 58 91 0.593 0.539 0.651 0.82
Hertze, 2010 l 94 38 0.596 0.538 0.661 0.81
Landgren, 2010 § . 801 286 0.641 0.617 0.667 0.89
Mulder, 2010 . 17 12 0.541 0.512 0.572 0.88
Riepe, 2010 - - 106 30 0.570 0.500 0.651 0.75
Sluimer, 2010 —-— 47 23 0.552 0.465 0.655 0.67
Spies, 2010 S 69 47 0.510 0.455 0.570 0.79
Sundeldf, 2010 _} 101 28 0.503 0.435 0.581 0.73
Thorsell, 2010 —— 10 11 0.445 0.331 0.595 0.44
Verwey, 2010 ' 10 40 0.524 0.470 0.583 0.80
Bekris, 2011 § . 92 170 0.697 0.653 0.745 0.87
Bibl, 2011 —— 25 20 0.395 0.320 0.489 0.59
Bjerke, 2011 —— 30 30 0.555 0.459 0.670 0.64
Chalbot, 2011 -.— 54 21 0.631 0.545 0.732 0.72
Chalbot, 2011 - 85 21 0.558 0.496 0.628 0.78
Ewers, 2011 — 28 19 0.860 0.688 1.076 0.57
Johansson, 2011 —_— 18 20 0.444 0.373 0.529 0.66
Rami, 2011 + 18 19 0.631 0.478 0.834 0.47
Shi, 2011 - - 50 137 0518 0.457 0.586 0.77
Smach, 2011 - 70 30 0.452 0.402 0.508 0.78
Tarawneh, 2011 ' 98 211  0.634 0.572 0.704 0.81
Arlt, 2012 -.- 51 98 0.477 0.424 0.537 0.78
Bartos, 2012 i —.— 25 25 0.928 0.770 1.117 0.64
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Hall, 2012 . 48 107 0625 0.573 0.681 0.84
Jellinger, 2012 . 27 17 0571 0.550 0.593 0.90
Kakuda, 2012 - 24 21 0.678 0.530 0.869 0.52
Malnar, 2012 - 13 11 0.730 0.552 0.967 0.47
Rosén, 2012 - 72 65  0.617 0.566 0.673 0.83
Santos, 2012 - 14 12 0383 0324 0452 0.68
Tarawneh, 2012 . 60 211  0.605 0.597 0.613 0.91
Abraham, 2013 1 23 21 0.639 0.555 0.736 0.74
Kaerst, 2013 - 47 21 0626 0.550 0.712 0.76
Kramberger, 2013 - 117 231 0531 0.499 0.565 0.87
Krut, 2013 E 21 43 0.710 0.624  0.809 0.76
Li, 2013 - 21 23 0.439 0374 0517 0.69
Luo, 2013 - 61 40  0.480 0.429 0.537 0.79
Molinuevo, 2013 = 98 47  0.506 0.436 0.587 0.72
Molinuevo, 2013 - 47 12 0539 0.424  0.687 0.54
Molinuevo, 2013 - 34 44 0539 0.472 0.616 0.75
Olsson, 2013 . 96 65  0.612 0.561 0.669 0.83
Pannee, 2013 - 15 15  0.480 0.363 0.635 0.47
Pannee, 2013 — - 15 15  0.481 0.352 0.657 0.42
Tsolakidou, 2013 —— 63 12 0.763 0.554  1.051 0.41
Alcolea, 2014 . 59 24 0505 0.432 0.589 0.71
Deuschle, 2014 I - 10 10  0.668 0.490 0.911 0.42
Duits, 2014 . 631 251 0.532 0.509 0.556 0.89
Hanzel, 2014 = 32 31 0431 0.390 0.475 0.81
Hertze, 2014 ; 92 72  0.604 0.554  0.659 0.83
Kester, 2014 547 337  0.549 0.527 0.572 0.89
Korecka, 2014 - 41 41 0444 0.379 0.519 0.70
Kristofikova, 2014 -— 35 15  0.695 0.565 0.855 0.60
Li, 2014 - 21 22 0444 0.377 0.524 0.69
Lodeiro, 2014 - 23 19 0.622 0.539 0.718 0.73
Millard, 2014 N 99 168 0.697 0.654  0.743 0.87
Monge-Argilés, 2014 - 30 28 0389 0314  0.482 0.58
Slaets, 2014 . 124 29 0729 0.638 0.833 0.75
Wagshal, 2014 : 37 37  0.682 0.598 0.779 0.75
Zwan, 2014 i 64 16  0.603 0.499 0.729 0.64
All Studies ¢ 9949 6841 0561 0.546 0.577 100
p<0.0001
0.2 0.4 06 1 2 5

How to interpret a forest plot: Each individual effect size (ES) is a ratio of the mean biomarker level in one condition over the mean level in another condition, An ES equal to 1
means that the two conditions had identical mean values. An ES > 1 indicates higher levels in the first condition, whereas an ES < 1 indicates lower levels in the first condition. The
overall ES, indicated by a black diamond, is a weighted average of the individual effect sizes. The weight of each data point was determined by the inverse of the variance and is
reflected in the size of each square. The width of the overall ES diamond is determined by the 95 percent confidence interval, Data out of range of the scale, including ES and
confidence intervals, are indicated by an arrowhead at the edge of the plot, when applicable.
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