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Aging nella talassemia
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Inflammaging
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Inflammaging midollare

Modified from the Primer on Metabolic Bone Diseases and Disorders of Mineral
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Ematopoiesi clonale
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Cosa sappiamo nelle emoglobinopatie
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Obiettivi dello studio
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Popolazione dello studio
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Dati demografici

\
Totale | Assenza di CH

Sesso maschile, n (%) 136 (45.9%) \ 124 (45.6%) 2 (50.0%)
Tibsseritiomrastisione- | 223/296 (75.3%) | 204/272 (75.0% 19/24 (79.2% 62
dipendente, n (%) / 9 ( 5. A)) | 0 / ( 50 0) / ( 9 0) 0
Regime trasfusionale, n (%) n =296 | n=272 n=24
Mai 38 (13.3%) | 36 (13.8%) 2 (8.3%) siga
Saltuario 32 (10.2%) 29 (10.0%) 3 (12.5%) '
Regolare 226 (76.5%) 207 (76.2%) 19 (79.2%)
gf" Trapianto di midollo osseo, n (%) 3/281 (1.1%) 3/258 (1.2%) 0/23 (0.0%) 0.61
| | |
’ Splenectomia, n (%) 156/288 (54.2%) 142/264 (53.8%) 14/24 (58.3%) 0.67
g rsltg;;‘)‘ di trattamento con ASA, 43/278 (15.5%) 37/255 (14.5%) 6/23 (26.1%) 0.14
Storia di trattamento .
(’ eoniutiosdiuroa i) 24/159 (15.1%) 21/145 (14.5%) 3/14 (21.4%) 0.49
Trattamento in corso i i
’ comaioondiureas (06} 17/159 (10.7%) 14/145 (9.7%) 3/14 (21.4%) 0.17
/ Storia di trattamento 60/195 (30.8%) 55/179 (30.7%) 5/16 (31.3%) 0.96

con luspatercept, n (%) |
Leoni, etal, underrevision
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La prevalenza della CH aumenta con Ueta
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(N = 296 Total Individuals)
Mediana (range)
CH Positive -
100 - —o— NoCH(n=272)
80 —e— CH(n=24)
80 -

_ ol gii ik 60 - 54.1%

‘E 60 - 52.5 %

£ 45.0 44.9 e

= ® @ T 40 {35.3% .

2 40 I %

o : 20.8%
20 1 - - 20 - :
(19.0-74.0) (19.0-74.0) (19.0-73.0) 8.3% 5.1%
g 0
Totale No CH CH
(n =296) (n=272) (n=24) =40 40-49 a0 =60
anni anni anni anni
CH Negative
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Profilo mutazionale
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CH e complicanze patologia-correlate

Variabile

Assenza di CH

P value

Lev & = 9 %

!

Storia di sovraccarico di ferro,
n (%)

Sovraccarico di ferro epatico, n (%)

LIC (mg Fe/g dw)
n =148

Sovraccarico di ferro miocardico,
n (%)

Splenomegalia, n (%)
EMH, n (%)
Endocrinopatia, n (%)
Alterato metabolismo glucidico,
n (%)
Alterata tolleranza glucidica
Diabete
Ipotiroidismo, n (%)
Ipoparatiroidismo, n (%)
Malattia minerale ossea, n (%)

Ipogonadismo, n (%)

Insufficienza surrenalica, n (%)

207/265 (78.1%)
179/268 (66.8%)

2.3°(1.0'-28:1)

47/267 (17.6%)

151/276 (54.7%)

39/268 (14.6%)

237/296 (80.1%)
n=296

40 (13.5%)
31 (10.5%)

64/296 (21.6%)
19/296 (6.4%)
210/296 (70.9%)

107/296 (36.1%)

15/194 (7.7%)

n=272
191/245 (78%)
165/247 (66.8%)

2.4 (1.0 - 28.1)

43/246 (17.5%)

140/253 (55.3%)
35/246 (14.2%)
216/272 (79.4%)
n=272

37 (13.6%)
26 (9.6%)

58/272 (21.3%)
15/272 (5.5%)
191/272 (70.2%)

94/272 (34.6%)

13/178 (7.3%)

16/20 (80.0%)
14/21 (66.7%)

1.6 (1.1 - 10.6)

4/21 (19.0%)
11/23 (47.8%)
4/22 (18.1%)
21/24 (87.5%)
n=24

3 (12.5%)
5 (20.8%)

6/24 (25.0%)
4/24 (16.7%)
19/24 (79.2%)

13/24 (54.2%)

2/16 (12.5%)

0.83

0.99

0.35

0.86

0.49
0.61
0.34

0.22

0.67
0.03

0.33

0.05

0.46

Leoni,

etal, underrevision
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CH e complicanze eta-correlate

Ipertensione arteriosa, n (%)

Storia di malattia cardiovascolare,
n (%)

Fibrillazione atriale, n (%)
TIA e/o ictus ischemico, n (%)

Tromboembolismo venoso, n (%)
Spontaneo
Provocato

W+ ewm

Ipertensione polmonare, n (%)

RV

Malattia aterosclerotica, n (%)

Dislipidemia, n (%)

L4
°

Ipertrigliceridemia, n (%)
Fibrosi epatica, n (%)

Elastografia epatica transitoria (kPa)*
n =189

Storia di infezione da HCV, n (%)
Infezione da HIV, n (%)
Neoplasia ematologica, n (%)

Tumori solidi, n (%)
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12/294 (4.1%)
119/296 (40.2%)

28/295 (9.5%)
6/294 (2.0%)

n = 269
17 (6.3%)
3 (1.1%)

10/293 (3.4%)
77/195 (39.5%)
7/296 (2.4%)
6/181 (3.3%)
48/186 (25.8%)

4.8 (0.0 - 34.3)

120/296 (40.5%)
2/296 (0.7%)
0/296 (0.0%)

13/296 (4.4%)

Assenza di CH

n =272
11/271 (4.1%)

105/272 (38.6%)

23/271 (8.5%)
5/270 (1.9%)

n = 247
13 (5.3%)
3 (1.2%)

10/269 (3.7%)
66/179 (36.9%)
7/252 (2.8%)
6/165 (3.6%)
40/170 (23.5%)

4.7 (0.0 — 34.3)

105/272 (38.6%)
2/272 (0.7%)
0/272 (0.0%)
9/272 (3.3%)

1/23 (4.3%)
14/24 (58.3%)

5/24 (20.8%)
1/24 (4.2%)

n—=22
4 (18.2%)
0 (0.0%)

0/24 (0.0%)
11/16 (68.8%)
0/24 (0.0%)
0/16 (0.0%)
8/16 (50.0%)
623121
15/24 (62.5%)
0/24 (0.0%)
0/24 (0.0%)

4/24 (16.7%)

P value

0.95

0.06

0.048

0.44

0.05

0.34
0.01
0.41
0.44
0.02

0.03

0.02
0.67

Leoni, etal, underrevision
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CH e profilo metabolico

Totale Assenza di CH CH Totale Assenza di CH CH
Parametro n =296 n=272 =74 P value Parametro n =29 n=272 hiog P value
3 Colesterolo totale
Hb (g/dL : 114 (15 - 215 113 (15 - 215 132 (77 - 174 0.0
0 ¥ (g/dL) 96(35-159) 96(3.5-159)  92(84-142)  0.16 @ (nlg/ 22 ( ) ( ) ( ) 3
n=295 n=173
[ Jo
® Ht) : nl"ll‘lgg/dl‘) 53 (12 - 151) 49 (12 - 151) 64 (25 - 106) 0.01
.‘ . 27.8 (20.8-49.8) 27.9 (20.8-49.8) 26.1 (23.1-424) 0.18
@ nH?Iig‘;‘g/dL) 40 (13 - 93) 41 (13-93) 40 (27 - 63) 0.60
RBC (10°6/mmA3)
3.5 (2.6-8. 5(26-8. 35(9-4. : 9 igliceridi
‘ n =295 eg=2l) i igs=tl) FlaR=ta) IR OR ot l\lgi’;;“ img/dl) o (3 _40g) 96 (31 - 403) 112(47-177) 036
MCV (fL) Glicemia a digiuno
‘ e 81.6(52.1-91.6) 81.5(52.1-91.6) 8L5(60.4-87.7) 057 0 (mg/dL) 88 (43.0 -250) 86 (43.0-250) 98.5(62.0-151.0)  0.03
& ' n=220
RDW (%) ' AST (U/L) 24 (12-179) 24 (12-179) 24 (12 - 44) 0.36
é [ 170 24-363) 170 (124-363) 16.0(13.1-32.6) 0.40 n=147
? ALTZ%/L) 17 (6 - 279) 17 (6 - 279) 18 (8-73) 0.70
ne=
+®  PLT (x10"3/mm"3)
( 341 (75 - 126 44 (75 - 12 = :
®e® n-2% (75-1263) | 344 (/5-1263) | 264(134-771) | 027 ér‘ gi’;g‘sa CTUM)  134-170) 13 (4 - 170) 17 (7 - 104) 0.08
F Ferritina (ng/mL)
i WBC (x10°3/mmA3 @ 583 (18 -10112) 582 (18-10112)  582.5 (8 -4412 0.87
;‘5, i 29(: /M) o 29-327)  91(2-327)  7929-162)  0.03 @ n=220 ( ) ( ) ( )
’3 il @) Eﬂ“&?‘e‘m UL 606 (83-921) 592(83-6170) 694(311-9210) 031
(x10"3/mm*3) 0.4 (0 - 120) 0.4 (0 - 120) 0.9 (0-67) 0.82 <5
n =289 ' Ep_“lcg’sla g/mb) o) 04-2000 158(04-2000) 122(31-972) 06l
Reticolociti Py Erf
® (x10"9/mm"3) 0.08 (0 -1.8) 0.08 (0 - 1.8) 0.01 (0-0.73) 0.80 @ y _el(onzg/ml‘) 228 (0.2-266.0) 23.6(0.2-266.0) 17.0 (2.8 -70.8) 0.63
n=182 =

Leoni, etal, underrevision
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Conclusioni

[ Primo studio a valutare la prevalenza della CH nella talassemia ]

[ La prevalenza della CH e maggiore e compare ad un’eta piu precoce nella talassemia ]

Come nella popolazione generale, c’e un’associazione con eventi cardiovascolari,
dislipidemia e fibrosi epatica

[ Per la prima volta viene evidenziata un’associazione tra CH e infezione da HCV

Sono necessari ulteriori studi per definire le implicazioni cliniche di questi risultati e
poter creare programmi di prevenzione dedicati
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