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Abstract

The need for this study is based on the International Recommendations for the treatment of growth hormone deficiency (GHD) in
adults (2007), since the lack of GHR substitution has many complications, including after transnasal adenomectomy of the pituitary
gland.

Aim: The aim of the study was to study the clinical efficacy (normalization of quality of life and GH level) and the tolerability of geneti-
cally engineered growth hormone Gentropine (Europharm) in case of somatotropic insufficiency after selective pituitary adenomec-
tomy in patients with pituitary adenomas.

Material and Methods of Investigation: Patients - men (n = 10) and women (n = 3) - aged 2 to 55 years) who were on a stationary
and outpatient examination in the RSMPS Endocrinology of the Ministry of Health of the Republic of Uzbekistan named by Acad. J.H.
Turakulov, were selected in a group of patients with diagnosed somatotropic insufficiency (n = 13) and received treatment with the
study drug Jintropin for 6 months.

Results of the Study: Against the backdrop of GY "JINTROPIN" substitution therapy, there was a significant increase in baseline low
IGF-1 and GH levels in the blood (p < 0.05) after 3 months of treatment, and an increase in STH (p < 0.05) at 6 months. Evaluation of

the change in anthropometric indicators against the background of ongoing therapy GR "JINTROPIN" showed the normalization of

QoL AGHD: 10.2 # 2.5 points (over a 6-month period).
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Relevance

Growth Hormone Deficiency Syndrome (GHD) is a well-defined
clinical condition in adults, causing abnormalities in metabolism,
body structure, physical and psychosocial functions, which im-
prove after replacement therapy with genetically engineered GH
[1-4, 8].

According to prof. Grossman A.B. (2005), the frequency of hy-
popituitarism reaches from 12 to 42 new cases per 1,000,000 pop-
ulation every year and there is an increase in prevalence (300-455
cases per 1,000,000 [5].

According to data from a multicenter study conducted from
2008 to 2011, devoted to the study of cardiovascular risk markers
with DGR in 80 patients (from 18 to 25 years old) with non-secre-
tory pituitary tumors, after transsphenoidal pituitary adenomec-
tomy (TAG) - in the early postoperative period in these patients,
unlike those who were not subjected to TAG, were observed mark-
ers of cardio-vascular risk: dyslipidemia, increased CRP, IL6, homo-

cysteine [19].

Numerous triple studies have shown that GHD in adults signifi-

cantly aggravates the course of the disease and affects both quality
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and longevity in patients with pituitary adenomas after surgical or
radiation therapy [6,7,9,16-18].

According to neuroendocrinologists from the UK [14], who
studied the efficacy of GH therapy in the postoperative period for 5
years in patients with GHD due to NFPA - non-functional pituitary
adenomas (42 patients), Cushing's disease and prolactinoma, the

need to treat GHD in this category of patients was confirmed.

KIMS Publications (Pfizer International Metabolic Database)
expands on previous clinical trial data confirming that adults with

GHD have an unfavorable cardiovascular risk profile [18].

All of the above emphasizes the relevance of this study. The aim
of the study was to study the clinical efficacy and tolerability of the
genetically engineered growth hormone Djintropin (Europharm)
in somatotropic insufficiency after selective pituitary adenomec-

tomy in patients with pituitary adenomas.

Material and Research Methods

Patients - men (n = 10) and women (n = 3) - at the age of 2 to
55 years old, who were on inpatient and outpatient examinations
at RSNPMC Endocrinology of the Ministry of Health of the Republic
of Uzbekistan named Acad. Y.H. Turakulov of Ministry of Health of
the Republic of Uzbekistan, were selected in the group of patients
with diagnosed somatotropic insufficiency (n = 13) and received
treatment with the drug Djintropin for 6 months. This study was

carried out with the support of the EuroFarm pharmaceutical com-

pany.

The following spectrum of studies was performed on the pa-
tients before, in the dynamics and at the end of the study: 1) an-
thropometric indicators: standing height, proportionality index,
weight, SDS height and weight, BMI: 2) general clinical studies:
complete blood count, urinalysis 3) biochemical analyzes: lipid
spectrum, calcium, phosphorus, total protein in the blood, ALT,
AST, bilirubin, creatinine, alkaline phosphatase, cancer embryonic
antigen) instrumental examinations: MRI or CT of the pituitary
gland, 5) hormonal examinations: blood STH, IGF-1, TSH, LH, FSH,
ACTH, cortisol - in the blood, 6) oculist consultation: examination
of the fundus and visual fields for all colors, 7) questioning using
the questionnaire for assessing the quality of life of adults with
GDR QoLAGHD

75

Scheme of the administration of medicine. Patients in the study

group received the drug Dzhintropin for 6 months under the con-

trol of objective examination data. The dose of the drug was pre-

scribed at the rate of 0.033 mg/kg/day, daily s/c, at bedtime (21-
22.00).

The Results of the Study and their Discussion

Table 1 shows the distribution of patients by sex and age. From
table 1 it can be seen that the majority of patients were over 16
years old - 11 observations (84.6%).

The age, The number | The number | Total
years of women of men

2-4 - 2 2
16 - 29 1 5 6
30-44 1 1 2
45-59 1 2 3
60 - 74 - - -
75U CT. - - -
total: n =13 3 10 13

Table 1: The distribution of patients by sex and
age (according to WHO).

According to the etiology, the patients were distributed as fol-
lows: NFPA - 7, BIC -1, craniopharyngioma (CF) - 5. All patients
were subjected to TAG, of which 2 + radiation therapy (1 with CF
and 1 with NFPA). The diagnosis of GHD was established on the
basis of indicators of the level of STH, IGF-1, as well as determin-
ing the deficit of basal values of another 2-3 tropic hormones. All
patients had multiple deficiency of adenohypophysis hormone
(MDAH).

An analysis of the initial anthropometric indicators revealed a
harmonious development: the ratio of the upper and lower seg-
ments, the average value of BMI are within normal values. Against
the background of the therapy, the normal proportions of the
body remain. The growth rate after 6 months of treatment did not
change, while the BMI decreased from 31.38 + 0.9 to 25.6 + 0.3 kg/
m2. In addition, the weight significantly decreased, as well as the
OT, OA, OT/OB indicators - after 6 months of treatment of GH.

Next, we studied the dynamics of indicators of the questionnaire
Qo: L AGHD e 13 operated patients 3 months and 6 months after
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the TAG operation and hormonal data. These data are presented
in tables 2 and 3.

13 patients, after 3 months and 6 months after TSE, a decrease in

As can be seen from the data presented in Tables 2 and 3, in

The number | Average score | Average score STH before STH after IGF-1 before IFG-1 after
of patients before TAG after TAG TAG TAG TAG TAG

(n=13) 23,0£3,2 14,4+3,4 0,11 +0,03 1,13 £ 0,04 84,10 £11,6 154,3 +22,6

Control 7,3+0,4 7,3+0,4

Norm <116 <116 2-5ng/ml 134 - 836 ng/ml

P > 0,05 < 0,05 <0,05 < 0,05

Table 2: Dynamics of indicators of the QoL. AGHD questionnaire for assessing the quality of life of 13 operated

Note: P - significance of differences with control, before and after surgery

patients and hormonal data 3 months after the TAG operation.

Number of | Average score 3 Average score 6 | STH 3 months | STH 6 months | IGF -1 3 months | IGF -1 6 months
patients months after TAG | months after TAG after TAG after TAG after TAG after TAG

(n=13) 14,4 + 3,4 10,2+ 2,5 1,13 £ 0,04 2,03 +0,05 154,3 £ 22,6 2089+ 21,3

Control 7,3+0,4 7,3+04

Norm <116 <116 2-5ng/ml 134 - 836 ng/ml

P > 0,05 <0,05 < 0,05 < 0,05

Table 3: Dynamics of indicators of the QoL AGHD questionnaire for assessing the quality of life of 13 operated patients and hormonal

data 6 months after the TAG operation.

Note: P - significance of differences with control, before and after surgery

the average score was observed in the AGR questionnaire against

the background of a significant increase in the mean GH and IGF-1

values.

Conclusions

e Assessment of changes in anthropometric indices against
the background of the therapy with growth hormone “Djin-
tropin” showed the normalization of life quality indicators
on the QoL AGHD questionnaire: 10.2 + 2.5 points (over a
period of 6 months).

e Against the background of the replacement therapy for GR
"Djintropin”, a significant increase in the initial low val-
ues of the levels of IGF-1, GH in the blood (p < 0.05) after
3 months of treatment, as well as an increase in GH (p <
0.05) after 6 months.

Bibliography

1.

Dedov II,, et al. “Somatotropic insufficiency”. (1998): 250.

Dedov 11, et al. “National consensus “The use of growth hor-
mone in adults and children”. III All-Russian Scientific and
Practical Conference “Actual Problems of Neuroendocrinol-
ogy” Moscow (2003).

3.

Camacho P, et al. “Evidence-based endocrinology”. Moscow,
(2009): 632.

Marova EI. “Neuroendocrinology”. Clinical essays. city Mos-
cow. (1999): 380-401

Jorgensen JOL and Christiansen JS. “GHD in adults Denmark,
Frontiers of Hormone research”. editor A.B. Grossman 33
(2005): 22.

Irie M., et al. “Complications in adults with growth hormone
deficiency--a survey study in Japan”. Endocrine Journal 51
(2004): 479-485.

Kaushal K, et al. “Defining growth hormone status in adults
with hypopituitarism”. Horm Research 68 (2007): 185-194.

Ken KE. “Consensus quidelines for the diagnosis and treat-
ment of adults with GH-deficiency 11: a statement of the GH
Research Society in association with the European Society for
Pediatric Endocrinology, Lawson Wilkins Society, European
Society of Endocrinology, Japan Endocrine Society, and Endo-
crine Society of Australia”. European Journal of Endocrinology
2.157 (2007): 695-700.

Krzyzanowska-Mittermayer K., et al. “New neoplasm during
GH replacement in adults with pituitary deficiency following
malignancy- a KIMS analysis”. The Journal of Clinical Endocri-
nology and Metabolism 103 (2017): 523-531.

Citation: Urmanova Yu M and Shakirova M Yu. “The Value of Replacement Therapy with Genetically Engineered Growth Hormone Djintropin in Patients

with Pituitary Adenomas after Selective Hypophysectomy”. Acta Scientific Cancer Biology 3.3 (2019): 74-77.


https://www.ncbi.nlm.nih.gov/pubmed/15516782
https://www.ncbi.nlm.nih.gov/pubmed/15516782
https://www.ncbi.nlm.nih.gov/pubmed/15516782
https://www.ncbi.nlm.nih.gov/pubmed/17389809
https://www.ncbi.nlm.nih.gov/pubmed/17389809
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/18057375
https://www.ncbi.nlm.nih.gov/pubmed/29228199
https://www.ncbi.nlm.nih.gov/pubmed/29228199
https://www.ncbi.nlm.nih.gov/pubmed/29228199
https://www.ncbi.nlm.nih.gov/pubmed/29228199

The Value of Replacement Therapy with Genetically Engineered Growth Hormone Djintropin in Patients with Pituitary Adenomas after

Selective Hypophysectomy

77

10. Ku CR, et al. “Clinical predictors of GH deficiency in surgically
cured acromegalic patients”. European Journal of Endocrinol-
ogy 171 (2014): 379-387.

11. Leonsson M, et al. “Increased interleukin-6 levels in pituitary-
deficient patients are independently related to their carotic
intima-media thickness”. Clinical Endocrinology 59 (2003):
242-250.

12. Losa M, et al. “Replacement therapy with growth hormone
and pituitary tumor recurrence: the relevance of the problem”.
Journal of Endocrinological Investigation 31 (2008): 75-78.

13. Mavromati M, et al. “Classification of Patients with GH Dis-
orders May Vary According to the IGF-I Assay”. The Journal
of Clinical Endocrinology and Metabolism 102 (2017): 2844-
2852.

14. MartHunez-Miindez JH., et al. “Do We Need Hormonal Screen-
ing in Patients with Subcentimeter Pituitary Microadeno-
mas?” Boletin de la Asociacién Médica 107 (2015): 89-91.

15. Marix A, et al. “Endocrinological outcomes of pure endoscop-
ic transsphenoidal surgery: a Croatian Referral Pituitary Cen-
ter experience”. Croatian Medical Journal 53 (2012): 224-233.

16. Olsson DS, et al. “Life expectancy in patients with pituitary
adenoma receiving growth hormone replacement”. European
Journal of Endocrinology 176 (2017): 67-75.

17. Shen L, et al. “Growth hormone therapy and risk of recur-
rence/progression in intracranial tumors: a meta-analysis”.
Neurological Sciences 36 (2015): 1859-1867.

18. Spielhagen C,, et al. “The benefit of long-term growth hormone
(GH) replacement therapy in hypopituitary adults with GH de-
ficiency: results of the German KIMS database”. Growth Horm
IGF Research 21 (2011): 1-10.

19. Svensson |, et al. “Malignant disease and cardiovascular mor-
bidity in hypopituitary adults with or without growth hor-
mone replacement therapy”. Journal of Clinical Endocrinology
and Metabolism 89 (2004): 3306-3312.

20. van Varsseveld NC,, et al. “Fractures in pituitary adenoma pa-
tients from the Dutch National Registry of Growth Hormone
Treatment in Adults”. Pituitary 19 (2016): 381-390.

Volume 3 Issue 3 March 2019
© All rights are reserved by Urmanova Yu M and
Shakirova M Yu.

Citation: Urmanova Yu M and Shakirova M Yu. “The Value of Replacement Therapy with Genetically Engineered Growth Hormone Djintropin in Patients
with Pituitary Adenomas after Selective Hypophysectomy”. Acta Scientific Cancer Biology 3.3 (2019): 74-77.


https://www.ncbi.nlm.nih.gov/pubmed/24972779
https://www.ncbi.nlm.nih.gov/pubmed/24972779
https://www.ncbi.nlm.nih.gov/pubmed/24972779
https://www.ncbi.nlm.nih.gov/pubmed/12864803
https://www.ncbi.nlm.nih.gov/pubmed/12864803
https://www.ncbi.nlm.nih.gov/pubmed/12864803
https://www.ncbi.nlm.nih.gov/pubmed/12864803
https://www.ncbi.nlm.nih.gov/pubmed/19020392
https://www.ncbi.nlm.nih.gov/pubmed/19020392
https://www.ncbi.nlm.nih.gov/pubmed/19020392
https://www.ncbi.nlm.nih.gov/pubmed/28505364
https://www.ncbi.nlm.nih.gov/pubmed/28505364
https://www.ncbi.nlm.nih.gov/pubmed/28505364
https://www.ncbi.nlm.nih.gov/pubmed/28505364
https://www.ncbi.nlm.nih.gov/pubmed/26434093
https://www.ncbi.nlm.nih.gov/pubmed/26434093
https://www.ncbi.nlm.nih.gov/pubmed/26434093
https://www.ncbi.nlm.nih.gov/pubmed/22661135
https://www.ncbi.nlm.nih.gov/pubmed/22661135
https://www.ncbi.nlm.nih.gov/pubmed/22661135
https://www.ncbi.nlm.nih.gov/pubmed/27770012
https://www.ncbi.nlm.nih.gov/pubmed/27770012
https://www.ncbi.nlm.nih.gov/pubmed/27770012
https://www.ncbi.nlm.nih.gov/pubmed/26048536
https://www.ncbi.nlm.nih.gov/pubmed/26048536
https://www.ncbi.nlm.nih.gov/pubmed/26048536
https://www.ncbi.nlm.nih.gov/pubmed/21093334
https://www.ncbi.nlm.nih.gov/pubmed/21093334
https://www.ncbi.nlm.nih.gov/pubmed/21093334
https://www.ncbi.nlm.nih.gov/pubmed/21093334
https://www.ncbi.nlm.nih.gov/pubmed/15240607
https://www.ncbi.nlm.nih.gov/pubmed/15240607
https://www.ncbi.nlm.nih.gov/pubmed/15240607
https://www.ncbi.nlm.nih.gov/pubmed/15240607
https://www.ncbi.nlm.nih.gov/pubmed/27048484
https://www.ncbi.nlm.nih.gov/pubmed/27048484
https://www.ncbi.nlm.nih.gov/pubmed/27048484

	_GoBack
	_GoBack
	_GoBack

