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Mutation types and outcomes

™~ Missense / Small deletion

Truncation (nonsense, frameshift)
0.6+ ‘
log -rank test p=0.005

0.4+

0.2+

Cumulative survival

0.0 ma o e nack T T T Ty
1] 5 0 13 20 25 30 35

. Follow-up (months)

e numbers of patients were small. Further
studies are required to evaluate prognosis of
rare type of gene mutations.

Kaplan-Meier product-limit curves for survival of individuals with Phe110lle mutation and 2
other mutations in B-cardiac myosin heavy chain gene.

0.6

0.64

Cumulative survival

ad

Years
Anan R et al. Circulation 1998;98:391-397

Copyright © American Heart Association
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e Sudden death in youth was observed in some
of the families with TNNT2 mutation. The
prognosis of individuals bearing the TNNT2
mutation with familial HCM should be
carefully observed from birth.

Pedigrees of the 6 families studied.

Family KC

Family KD Family KE

Anan R et al. Circulation 1998;98:391-397

Copyright © American Heart Association

Classification of familial cardiomyopathies (adapted from Elliott et al.1).

Jacoby D, and McKenna W J Eur Heart J 2012;33:296-304

Published on behalf of the European Society of Cardiciogy Al fights reserved. & The Author fuopear
2011. For o
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Conclusion

BMHC, MyBPC, TNNT2, TNNI3, TPM1 and MYL2 mutation and
age at diagnosis are useful predictors of outcome in patients with
childhood idiopathic cardiomyopathy.

(truncationZA 7O ERDFHASAKAIZOVNTIESNAN?)

@ Prognosis

Variable

f Patients

NYHA class IV 1

He'art‘t’rqnsblént'étién

Death : o
Uninown S s i A

@ Multiple mutations (4 patients)

Proband Cardio Double
myopathy mutations

Compound
mutations

MyBPC -

R

4 BMHC, MyBPC
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@ Type of cardiomyopathy

5

5

5 HCM

®DCM

#RCM

B noncompaction

& Gene mutations in each idiopathic cardiomyopathy

CBMHC | 14 1 e o 16
MyBPC 5 1 0 0 6
TNNT2 | 3 0 0 - O R
TNNI3 0 0 1 0 1
~TRMI 0 o 0 i 1
MYL2 1 0 0 0 1
MYL3 0 0 0 0 0
ACTC 0 0 0 0 0
Multiple | 4 0 B 030 o
mutation ; o
— e
Mutation 26 12 3 4 45

@ Prevalence of idiopathic cardiomyopathy genes in 77 patients

B pbMHC

B MyBPC

# multiple

BTNNT2

8 TNNT2

qMYL2

2 TNNI3

2TPM1

® mutation noncarrier




Mutation p value
positive (n=32)

Variable Mutation
negative (n=45)

|
f
i
|

Male ] e

4.8 (quartile range 12.0 (quartile . 0.004
0.5-12.3) range 8.2-13.0)

Age at diagnosis (year)

5.1 (quartilerange 96 (quartierange . 0,068

Follow-up duration i ]
7 H05:1085) S0 8123 7:4) R

(yean) =

Family history of IM 44.4% (22/45) 68.8% (22/32) 0.052

Family history of
sudden death

| 2000% (9/45) | 34.4% (11/32) 0,089

Arrhythmia 15.6% (7/45) 25.0(8/32) 0.293
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D"ated Ca rd |0myopathy; .

80 -

26
e |
It

<>
d

Retrospective

[ ]
<>
1.

Prospective

P~
1

Freedom From Death
D>
<2

or Transpiantation,

104 Log-Rank P=.T1

O i ] | ! ] i
o 2 4 6 8 10

Time Since Diagnoss of Dilated Gardiomyopathy, y

No. at Risk

Cohort |

Refrospective 491 235 181 121 58 18 0
Pospective 935 236 &0 9 0 0 0

JAMA. 2006;296(15):1867-1876.
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Survival of RCM

A — Pure RCM {n=101) B100%' === Pure RCM fn=101)
== ROWHCM (n=5) . -y '== RCWHCM (n=51)
8 I
g ¢ g !
£ s
i :
Death : | o Transplantation
. £
$
! .
e 40%1 E 40% 1
; s
0 -
) t
B 8 W1
;
0% 1 0%
1 ¥ i i 1 l i 1 1 1 i T 1 1

0 2 4 6 8 10 12 4 0 2 4 6 8§ 10 12 #
Time Since Diagnosis of CM {years) Time Since Diagnosis of CM {years)

PueRCM 101 26 12 4 0 0 0 0 PueROMIM 26 2 4 0 ¢ 0 0
ROWHCM 8 20 %5 § 7 4 2 0 ROMHCM S 2% % 8 T 4 12 ¢

c 100% === Pure RCM (n=101)
== RCWHCM {n=51)
80%
Death or ik
transplantation

0% 1

0T

Proportion Free from Transplant/Death (%)

=
;

1 l i I i I 1

0 2 4 6 8§ 10 12 4
Time Since Diagnosis of CM (years)

PueRCM 10t 26 12 4 0 0 0 0
RCWHCM 8¢ 2 5 8 7 4 2 0

Webber S A et al. Circulation
2012;126:1237-1244
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HCM in children
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Time Since Diagnosis (Years)

Colan S D et al. Circulation
2007:115:773-781
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