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INTRODUCCION

El retardo de crecimiento es una importante
complicacion en pacientes con ERC
comprometiendo la morbilidad y la calidad de
vida de estos ninos.

A partir de los anos setenta cuando se Inicia la
terapia de remplazo renal en paciente
pediatricos, la sobrevida de estos nifios mejora
progresivamente , comenzando un importante
desafio :

mejorar la talla adulta en ninos con ERC.
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REVIEW 2006 UPDATE 2011
14 studies (720 enrolled children) 2 studies (60 enrolled children)
Interventions (studies; children) Interventions (studies; children)
rhGH vs placebo 3 152 rhGH ws placeho 0 0
thGH vs no treatment 6 392 rhGH vs no treatment 1 16
I|IGH1dD§E {28 10" im"/wk vs 4 187 thGH do;e 28 I 'md’ ‘wk s 1 44
14107/ 'wk) 14 107wk
rthGH dose (28 IV /im'/wkvs 1 16 || rhGH dose 28 IV"/m' wk vs 0 0
56 I /mit iwk) 56 TP imi* iwk)
oucomes I‘E‘.‘-OI‘TEd Outcomes I'EPOITEd
Height SDS 3 84 Height S0S 0 0
Height velocity 6 193 Height velocity 2 58
Change in height velocity 2 107 Change in height velocity 0 0
Height velocity SDS 3 49 Height velocity SDS 0 0
Change in height SDS 5 233 Change in height SDS 2 58
Adverse effects 1 619 Adverse effects 2 58
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Cochrane oA Oy
— » 16 ! tudies (809 enrolled children
» LI b ra ry Interventions (studies; participants)
rthGH v placebo 3 152
. . rthGH v no treatment 7 408
Cochrane Database of Systematic Reviews thGH dose (28 10 m'iwk vs 14 1U*im’/w) 5 231
rthGH dose {28 IUF i’ iwk vs 56 102 /m* 'wk) 1 16
outcomes I‘Epﬂl“t&-ﬂ

Height SDS 3 84
Height velocity 6 251
Change in height velocity 2 107
Height velocity SDS 3 49
Change in height SDS T 29
Advers e effects 13 677




Crecimiento en ERC y post TxR
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Crecimiento ERC y post TxR

La talla al trasplante renal y la talla adulta ha mejorado

Mejoria de talla relacionada con:
Diagnésticos prenatal con intervenciones terapéuticas tempranas

Mejoria en el manejo del tratamiento nutricional, metabdlico, metabolismo 0seo y
anemia

Mejoria en el manejo dialitico y en la terapia inmunosupresora post-TxR

Edad adecuada de inicio puberal y mejoria del estirén puberal

Uso de hormona de crecimiento

Talla al Tx renal -2.4 -1.4
(SDS)

Talla Adulta (SDS) -1.77 -0.68

(NAPRTCS /US CKiD)



Cuales son las alteraciones en el
eje somatotrofico que justifican el
uso de rhGh en pacientes con ERC ?




Eje somatotrofico
en ERC
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Adaptado: Mahan JD, Growth Hormone &IGF Reserch 2006



Mecanismo de Accion post-receptor de GH
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Impaired phosphorylation of JAK2-STATS5b signaling

in fibroblasts from uremic children

Francisca L'gartl:' « Carlos Irarrazabal ' + Jun Oh?®+ Anne Dettmar?® -
Maria L. Ceballos® + Angélica Rojo” + M. José Ibacache” « Cristiin Suazo’ -
Mauricio Lozano® « Iris Deleado® - Gabriel Cavada® - Marta Azocar? -
Angela Delucchi® + Francisco Cano®

AU Controls AU Patients
60- 60- “p0.03
AN
£ s
/ %
/ N
40+ 40+ / \\
N
/ by
/ b
g
. x/ ** p 0.005
/
/
L
T T T u | T T T
0 30 60 0 30 60
min min
: [ (pStatSh eyt —— ——  (p/)StatSh auc [ (PUStatSh eyt —— ——  (p/StatSls nuc

(NS: not significant, * p 0,03 , ** p 0.05)

NS
[ I
1
—1
1 60 min

patients



IGFBP-1, 5D5

Modificacion de IGF1, BP3, ALS en pacientes

con ERC tratados con rhGh
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Ha sido el tratamiento
con rhGh un factor
determinante de la
mejoria en la talla

en estos pacientes?




Factores determinantes no modificables
de retardo del crecimiento
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Tratamiento con rhGh en ninos con ERC
menores de 2 anos
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Clin J Am Soc
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Tratamiento con rhGh en ninos con ERC
menores de 2 anos

mrhGH
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m placebo
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Fine RN, Pediatr Nephrol (1995)
Mekahli D , Clin J Am Soc Nephrol (2010)



Talla (SDS) en pacientes pediatricos en Dialisis Peritoneal

de acuerdo a diferentes paises
http://pedpd.org/
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Uso de rhGh en pacientes pediatricos en Dialisis Peritoneal

de acuerdo a diferentes paises
http://pedpd.org/
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Tratamiento con rhGh en ninos con ERC y Tx
renal mayores de 2 ainos

rhGh C rhGh C rhGh C rhGh C
FG FG AT SDS AT SDS A TSDS A TSDS
(n) (n) (ml/min/m?2) (ml/min/m?) 1°" ano 1¢f afio 29 afio 29° afio

(1994)

Maxwell H 9 6 51 (Tx pp) 51 (tx) +0.6 -0.3 +0.4 -

Arch Dis Child
(1998) 4 3 48 (Tx p) 48 +0.5 0.1 +1 §

~ Broyer
 Pedia

Guest G 41 44 67 61 +0.3 0

Pediatr Nephrol
(1998)




Talla adulta (TA) en pacientes con ERC y Tx

German Study
Group

Australian-New
Zeland Pediatric
Asociation
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Nephrology
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tratados con rhGh
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Effectiveness of rhGH treatment on final height
of renal-transplant recipients in childhood

Silvia Gil « Elisa Vaiani - Gabriela Guercio -
Marta Ciaccio « Amalia Turconi - Norma Delgado -
Marco A. Rivarola - Alicia Belgorosky
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Near-adult height in male kidney transplant recipients started
on growth hormone treatment in late puberty
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Es el tratamiento con rhGh
utilizado como terapeéutica
habitual y siguiendo las
recomendaciones del
consenso del 2006 en
pacientes con ERC?

!

_




John D. Mahan - Bradley A. Warady -
Consensus Committee

Assessment and treatment of short stature in pediatric patients
with chronic kidney disease: a consensus statement

Consider GH therapy in patients with:

(a) GFR <75 mL/min/1.73 m* and
{b) Height SDS <=1.88 (3rd percentile), or height velocity SDS <=2

v

Assess and treat complicating factors for poor growth, including:

w
Is Growth Velocity Improved?

h
-
m
ol

.

ND

Continue current therapy

rm haseline assessments for GH therapy:

(a) Recalculate: Height SDS, height velocity SDS, and height velocity
(b} Assess: Pubertal stage, hone age, hip and knee x-rays, funduscapic

exam, chemistries, PTH, and thyreid studies
v

Start GH therapy:
0.05 mg/kg/day SC (0,35 mg/kg/wk)

Pediatr Nephrol (2006) 21: 917-930
DOI 10.1007/500467-006-0020-y



Approach to growth hormone therapy in @
children with chronic kidney disease varies

across North America: the Midwest

Pediatric Nephrology Consortium report

Oleh M. Akchurin™, Amy J. Kogon?, Juhi Kumar', Christine B, Sethna®, Hoda T. Hammad', Paul J. Christos’,
John D. Mahan?, Larry A. Greenbaum® and Robert Woroniecki”

[ m Centers with 4 or less Pediatric Nephrologists © Centers with more than 4 Pediatric Nephrologists |
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Fig. 1 Standard workup preceding growth hormone therapy initiation, reported by study participants (n = 73). *p < 0.05




Considerable variations in growth hormone policy and
prescription in paediatric end-stage renal disease across European
countries—a report from the ESPN/ERA-EDTA registry

M. van Huis', M. Bonthuis®, E. Sahpazova®, F. Mencarelli, B. Spasojevi¢”, G. Reusz®, A. Caldas-Afonso’,
A. Bjerre®, S. Baiko”, K. Vondrak'’, E.A. Molchanova'', G. Kolvek'?, N. Zaikova'’, M. Bohm', G. Ariceta",
K.J. Jagerg, E. Schaefer'®, K.J. van Stralen” and ].W. Groothoff'

Eligibility according to short stature Eligibility according to national criteria

(height SDS less than —2)
% of patients eligible % of eligible patients % of patients eligible % of eligible patients
for rGH receiving rGH for rGH receiving rGH
Belgium 19.9 51.9 29.3 389 22.8
Czech Republic 7.7 30.7 10.0 35.7 8.3
Estonia 0.0 20.0 0.0 389 0.0
Greece 6.5 45.4 13.3 48.7 11.1
Lithuania® 2.1 57.3 2.8 50.6 8.3
The Netherlands 4.0 25.6 6.0 288 10.4
Portugal 0.0 34.3 0.0 26.5 3.8
Serbia 4.6 40.8 9.6 354 9.5
Slovenia 0.0 53.6 0.0 46.5 0.0
Spain 8.3 29.4 13.7 39.8 0.2
United Kingdom 39 45.4 6.6 475 5.3
Overall 5.5 38.9 8.9 423 7.6

*Although rGH is not reimbursed in Lithuania, a limited number of patients might receive reimbursement from a patient fund and are actually treated with rGH.

e e B L el e L S R R

Nephrol Dial Transplant (2016) 31: 609-619



Approach to growth hormone therapy in @
children with chronic kidney disease varies

across North America: the Midwest

Pediatric Nephrology Consortium report

Oleh M. Akchurin®, Amy J. Kogon?, Juhi Kumar', Christine B. Sethna®, Hoda T. Hammad’, Paul J. Christos’,
John D. Mahan?, Larry A. Greenbaum® and Robert Woroniecki®
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3 Perceived benefits of growth hormone therapy in children with chronic kidney disease. Total number of participants n = 73



Cual es nuestra experiencia
con el tratamiento con
rhnGH en pacientes con

ERC ?




Experiencia en Hospital de Pediatria
J.P.Garrahan

Total de pacientes: 1054
Total de paciente tratados con rhGH: 166
Tratamiento completo: 90 pacientes

Talla inicial: -2.67 = 0.96 SDS (rango: -4.7 a -0.94)
Talla Final: -1.75 £ 0.84 SDS (rango: -3.3 a 0.84)

Tratamiento incompleto: 76 pacientes

a) abandono y/o mala compliance: n:23 (n: 4 pacientes
seguimiento otros centros) —
b) Falta medicacién: n: 17 @&
c) Eventos durante el tratamiento: 36 :‘.%3’ &

Hospital de Pediatria

Garrahan



Experiencia en Hospital de Pediatria
J.P.Garrahan

Eventos durante el tratamiento con rhGh n (pacientes)

Trasplante renal 13
Alteracion Metabolismo 7 (4.21%)
Hidrocarbonado

Enfermedad Linfoproliferativa 4 (2.4%)
Rechazos 4 (2.4%)
Hipertension endocraneana 3 (1.8%)
benigna

Epifisiolisis 1 (0.6%)
DBT 1 (0.6%)
Otros 3 (1.8%)

Hospital de Pediatria

Garrahan
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Conclusion

Evidencias cientificas Mejor calidad de vida
Experiencia Disminucion morbilidad

Aplicacion al paciente
Desarrollar estrategias de evaluacion y seguimiento
Desarrollar guias y concesos médicos
Ampliar la evidencia cientifica



Conclusion

Muchas Gracias !
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