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Suppl. Table 1. Comparison of serum biomarkers in female TDTM patients and healthy female controls. 
Serum biomarkers from female TDTM (n=33) and healthy female controls (n=9). Significant P-values (p<0.05) are indicated in bold. 
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Suppl Fig 1. Untargeted lipidomic analysis of serum from male and female TDTM patients showed no significant differences in the lipid profile. 
Volcano plot from LC-QCTOF based untargeted lipidomics of plasma from male (n=28) and female (n=33) TDTM patients, depicting the 1,463 features obtained following MS data processing. The x axis represents fold changes (FC; log2) of MS signal intensity values in male vs. female patients, with the y axis representing P values (-log10).  There were 59 features that passed the selected threshold of P-value < 0.05 (corresponding to Q-value<0.53; horizontal red line; corQv alues) and FC>1.25 or FC<0.8 (vertical red lines), of which 21 unique lipids were annotated using our in-house reference database as shown by the color symbols. All 59 features had Q-values between 0.52 and 0.53. 
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Supp Figure 2. Serum biomarkers are differentially correlated to clinical parameters.
A correlation matrix was built using the all measured serum biomarkers listed in Suppl. Table 1 and the all clinical parameters listed in Table 1.  Results are shown as correlogram that reports significant correlations defined by the subjective criteria Q-value<0.3; corresponding to P-value<0.05 between biomarkers and clinical parameters. The colour of circles corresponds to the direction of the relationship, namely blue for positive and red for negative, and the colour intensity reflects the strength of the correlation (Pearson R coefficient).  
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Supp Figure 3. Lipids are differentially correlated to serum biomarkers.
A correlation matrix was built using the 136 annotated plasma lipids that discriminated female thalassemia patients from controls with a Q-value < 0.01 and FC>2 or <0.5 as well as all biomarkers listed in Suppl Table 1. Results are shown as correlogram that reports significant correlations defined by the subjective criteria Q-value < 0.05 (P-value < 0.01) between significantly discriminating lipids and biomarkers. The colour of circles corresponds to the direction of the relationship, namely blue for positive and red for negative, and the colour intensity reflects the strength of the correlation (Pearson R coefficient).  

Suppl Excel File 1: 
List of the 387 features significantly (P<0.03,  Q-value <0.01, and FC>2 or FC<0.5) different between female TDTM patients vs. female healthy controls of which 136 were annotated using a combination of our in-house reference database and tandem MS analysis. The table list for each features the following values: P-values, Q-values and fold-change (FC) vs. controls, as well as the mean and SD for their signal intensity. 

Suppl Excel File 2: 
List of 59 features that passed the criteria (P<0.05, Q-value <0.53, FC>1.25 or FC<0.8) for the comparison between female vs. male TDTM patients of which 21 were annotated using a combination of our in-house reference database and tandem MS analysis. The table list for each features the following values: P-values, Q-values and fold-change (FC) vs. male, as well as the mean and SD for their signal intensity. 
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Supplemental Figure 1 : Volcano plot for lipidomic analysis in male vs female patients
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Supplemental Figure 2: Serum biomarkers and clinical (blood/iron and heart) parameters.
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Supplemental Figure 2: Serum biomarkers and clinical (blood/iron and heart) parameters.
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Supplementary Table 1

thalassemia control P-value
mean/median deviation | mean/median deviation
number 33 9
age (years) 27 (18-45) 24 (23-37)
Biomarkers

Adiponectin (ng/ml) 17597 7605 19327 5169| 0.5263
Lipocalin 2 (ng/ml) 80 (37-214) 57 (42-93)| 0.0483
IL1-beta (pg/ml) 1.6 (0.4-8.6) 26| (0.87-11)] 0.1128
BNP (pg/ml) 1.8 (1.8-475) 1.8] (1.8-364)| 0.8931
NTproBNP (pg/ml) 178 (7-1141) 201 (7-1140)| 0.9123
CK-MB (pg/ml) 1162 (145-11871) 2910/ (389-9967)] 0.5041
CXCLS6 (pg/ml) 89 (19-357) 78 (50-169)| 0.7170
CXCL16 (pg/ml) 263 82 264 107| 0.9784
Endocan-1 (pg/ml) 2408 838 1379 305| 0.0016
FABP3 (pg/ml) 1595| (383-4256) 1420( (227-2396)| 0.2697
FAB4 (pg/ml) 3600| (95-58317) 2668| (24-30953)| 0.7724
PIGF (pg/ml) 12 (0.09-61) 3.0 (0.09-41)] 0.1501
LIGHT (pg/ml) 28| (0.3-2010) 55| (0.3-1113)[ 0.8028
OSM (pg/ml) 14 (2-61) 10 (2-31)] 0.2148
Troponin | (pg/ml) 193 (5-1152) 258 (5-694)| 0.8767
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