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Backgrounds Objectives

Originally described as an age-dependent loss of muscles mass, sarcopenia is currently defined as a muscle disease associated with low | FIRaE @lsi=edl= eai il SablehAER il ase o) Tol=lakaiiA el 0]o)[<
muscle strength as principal determinant, and low muscle quantity (mass) and quality as secondary parameters. Several methods exist to | [sllelelallagilerlE =l Gt o)t gelelo =gl Tl C1 gl ga i 6)Y)
objectively measure muscle strength and mass, but globally these methods are burdensome for patients and none of these are sensitive, | Felgeit=lolpal = EINAEE e B a[=Ta B (oMol s =T = (=] g rA=RR a1l g I o) 4

specific or reliable enough to diagnose and/or prognose sarcopenia. their diagnosis potential.
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Sarcopenia diagnosis

» In 2010, the European Working Group on Sarcopenia in Older People (EWGSOP) reached a consensus on the clinical definition and criteria for Sarcopenia diagnosis by
describing three main stages : ‘pre-sarcopenia’, ‘sarcopenia’ &‘severe sarcopenia’. (Table 1)

\> In 2018, the EWGSOP modified the criteria used for the diagnosis of the disease resulting in sarcopenia and severe sarcopenia cases. (Table 2)

Table 1: Sarcopenia diagnosis summary (2010 — 2018)* Table 2: Sarcopenia diagnosis update (2018)2
Muscle strength Muscle strength
Pre-sarcopenia Probable sarcopenia
Sarcopenia \l, AND J OR \’ Sarcopenia \l, AND \Z
Severe sarcopenia AND J AND J Severe sarcopenia AND J AND
Men < 7.25 kg/m? Men < 30 kg Men < 27 kg Men < 7.0 kg/m?
§ 2 <
CUEQH Women £ 5.67 kg/m? Women < 20 kg SEEmE CUEQH Women < 16 kg Women < 6.0 kg/m? S OB

*  Skeletal Muscle Index (SMI) = ASM/height? (kg/m?);
“Cut-off points depend upon the measurement technique” and reference study

/ Results \

/ A. Proteomic Analysis \ / B. Cathepsin D levels in serum measured by ELISA \
Three proteins (Aldolase A, Cathepsin D and S100A8) differentiated sarcopenic and non- Cathepsin D is a biomarker of sarcopenia according the criteria of EWGSOP 2010 (Figure
sarcopenic proteome with a ratio > 1.5 when Sarcopenia is diagnosed according to 1.A). However, it is not a biomarker for sarcopenia when considering the EWGSOP 2018
EWGSOP 2010. Only one protein (Aldolase A) differentiated sarcopenic and non- for diagnosis (Figure 1.B). In this classification, sarcopenic patients have statistically lower
sarcopenic proteome with a ratio > 1.5 when Sarcopenia is diagnosed according to Body Mass Index than in the control group.

EWGSOP 2018. However, the number of patients samples is smaller than in the previous
, A  CTSD ELISA Result B CTSD ELISA Result
analysis (Table 3). )
P=0.010 . 800- on * P =0.185
Table 3: Comparison of serum proteome of patients classified according Figure 1: Cathepsin D levels 800-
to EWGSOP 2010 criteria and according to EWGSOP 2018 criteria. A. between 21 sarcopenic
o _ and 19 controls according
S to EWGSOP 2010 and E F 600
difference _ =600- 5
B. between 13 sarcopenic £ £
Aldolase A 4.2 p <0.001 and 15 controls according § } g y i
0 s to EWGSOP 2018 O . O N
EWGSOP 2010 CoNtrols & = ¢ thepsin D 2 0 < 0.001 400- 1 400- -
10 sarcopenic .o T . }
S100A8 1.7 0 =0.056 ® : I , : ? 3 '
200 X . . . .
EWGSOP 2018 5 COntrols & Aldolase A 23 o = 0.0016 Control Sarcopsnlé Control ——
6 sarcopenic K Groups (EWGSOP 2010) Groups (EWGSOP 2018) /
/ C. Cathepsin D as a biomarker for Sarcopenia (EWGSOP 2010 Criteria) \
Table 4: Pearson Correlation Coefficient between Figure 2: Graph of the highest correlation (CTSD with 6MWT). Figure 3: Receiver Operating Characteristic (ROC) curves. A: CTSD performance as a
CTSD and other variables following the EWGSOP 2010 21 sarcopenic patients (Sarco) and 19 non-sarcopenic (Ctr/). biomarker for sarcopenia is evaluated with a ROC curve, showing an Area Under the Curve
classification: Number of Patients = 40 (AUC) of 0.74. B: ROC curve including several variables (CTSD, Age, BMI & interaction Age*BMI)
’ done using the values predicted by a logistic regression model shows an AUC of 0.91.
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Conclusion

» Change in the criteria used for Sarcopenia diagnosis (EWGSOP 2010 to EWGSOP 2018) had an impact on patient diagnosis and consequently on patient data distribution within these two groups.

Out of 58 enrolled patients, 21 were diagnosed Sarcopenic and 19 were classified as control in EWGSOP 2010.
While out of the same group, only 13 were diagnosed as Sarcopenic and 15 as control under EWGSOP 2018.

» Proteomic analysis of serum allows identification of promising markers
Biomarkers identified in the proteome using the EWGSOP 2010 are Cathepsin D, Aldolase A and S100A8 while only Aldolase A is identified using EWGSOP 2018.
This can be the result of the lower number of patients that fit the sarcopenic and non-sarcopenic definition (loss of power in the statistical analysis)

» Cathepsin D measured by ELISA in serum discriminates sarcopenic and non-sarcopenic patients selected using the EWGSOP 2010 criteria.

» Cathepsin D is correlated with physical performance test recommended by EWGSOP 2010.
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