


he has received

m the following

Isk, and Pfizer.

Sciences Corp., and




AReview study fASafety and Ap
treatment in Europe (SAGhE) o0 f i ndi ngs

A Address risks associated to:

AExcessive GH states
AGH deficiency states

Arecombinant GH (rGH) use & its dosages

Alookintoevidence-based: Aut horities?

regarding efficacy, safety, and use rGH




Background

A 1985 rGH became available.

A Manufactured offered the possibility of unlimited supply.

A This buttressed the expansion of GH for use in pts with
GH sufficiency and short stature: e.g., Turner syndrome,
renal failure, Prader-Willi syndrome, SGA and idiopathic
short stature.

A GH use expanded from physiologic hormone

replacement to pharmacologic, growth enhancing use.




GH excess states - Acromegaly

A Pts w/ acromegaly secrete more GH than
what Is given to pts pharmacologically, but
the morbidities experienced by these pts
gave clues to potential short- and long-term

adverse effects of GH treatment.

A Pts w/ acromegaly experience: IGTT and
T2DM, edema, joint pains and arthritis, HBP, ‘
sleep apnea, and cardiomyopathy. s

Endocr Pract. 2011;17(Suppl 4):171 44.




GH excess states - Acromegaly

A They may also be at higher risk for

Pituita land «

cancer, particularly of the colon, w/
some reports stating that cancer

mortality is higher.

A Acromegaly is also associated with a 2X
Increased mortality risk, with evidence

suggesting that normalizing GH levels

decreases mortality risk.

Katznelson L, Atkinson JL, Cook DM, et al. AACE medical guidelines for clinical practice for
the diagnosis and treatment of acromegalyd 2011 update. Endocr Pract. 2011;17(Suppl
4):11 44,




National Cooperative Growth Study (NCGS)

A Data > 20 years from the NCGS, ~ 55,000 pts treated
with GH, ~ 200,000 pt-yrs of treatment.

A All indications for GH treatment were included in the

analysis.

A 174 deaths were reported, of which 19 were reported to

be related to GH treatment, 12 of which were neoplasms

Bell J, Parker KL, Swinford RD, et al. Long-term safety of
recombinant human growth hormone in children. J Clin
Endocrinol Metab. 2010; 95:167i 177.




NCGS

A The causes of the other 7 deaths varied from overdose to the

sudden death associated with Prader-Willi syndrome.

A 29 cases of confirmed new onset malignancies in treated
children, (expected 26 cases), given an incidence ratio of 1.12;

but the numbers were too low to establish significance.

A Overall safety profile of rtGH continues to be favorable, but
careful monitoring for the presence of certain conditions is

Important both during and after therapy.

Bell J, Parker KL, Swinford RD, et al. Long-term safety of recombinant human growth
hormone in children. J Clin Endocrinol Metab. 2010; 95:1671 177.




NCGS

A Incidence of 2" tumors, especially if treatment of the 11

malignancy involved radiation therapy.

A Pts w/ an active malignancy should not receive rGH, and
pts w/ a history of a prior malignancy whose tumor is no
longer active should be carefully monitored for any

evidence of progression or recurrence.

Bell J, Parker KL, Swinford RD, et al. Long-term safety of recombinant human growth
hormone in children. J Clin Endocrinol Metab. 2010; 95:1671 177.




NCGS

A Children with GHD may

develop adrenal insufficiency.

A No deaths related to

cardiovascular events were

reported in any other patient
group in NCGS but 5 TS out
of 5127 treated --i.e., aortic

dissection.

Bell J, Parker KL, Swinford RD, et al. Long-term safety of recombinant human growth
hormone in children. J Clin Endocrinol Metab. 2010; 95:1671 177.
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Les premiers résultats indiguent un risque de surmortalité toutes causes confondues par rapport a la

population generale (93 decés constatés dans cette cohorte contre 70 estimes dans une population de
reference en France). Ce risque est en particulier augmenté chez les patients ayant recu de fortes doses,
au-dela de celles recommandées dans les AMM actuelles. Les données ne montrent pas d'augmentation
de la mortalité globale par cancer (tous cancers confondus). Elles suggérent une surmortalité liee a la
survenue de complications vasculaires cérébrales (telles que des hémorragies intra-cérébrales) et de
tumeurs osseuses.

OEarly resultshdicate a risk of mortality from all causssnpared witlihe general
population (93 deaths observed thiscohort against 70 estimated in a reference
population irfFrance . 0O
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Statistics European Medicines Agency to review the safety of somatropin-

containing medicines .
Contact point:

The European Medicines Agency is starting a review of the safety of somatropin- Monika Benstetter or Sabine
containing medicines authorised centrally or by national procedures in the European Haubenreisser

Union (EU). The review will look into all available data on somatropin to reassess the Tel. +44 (0120 7418 8427
benefit-risk balance of these medicines. E-mail: pressi@ema.europa.eu
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This review is being initiated further to infoermation received from the French medicines
RSS feeds agency on a long-term epidemiclogical study in patients treated during childhood with
somatropin-containing medicines, The study results suggest an increased risk of
Newsletters maortality with somatropin therapy compared to the general population. The risk appears
to be particularly increased when high doses are used (beyond doses as recommended in
Social media the Summary of Product Characteristics). The study loocked at patients treated during
childhood for growth hormone deficiency or short stature of unknown cause, Based on
Publications this observational study alone, the risk cannot be associated with certainty to the growth
hormone treatment. The results need to be confirmed and complemented with further

Disease areas analyses.







