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The present paper comprises 286 pages. It is stadtin two parts:

A. The general part;

B. The special part.

In the general part there are presented generalidemations regarding the infantile
asthma from the perspective of the latest reseaarte field, and also a statistical synthesis.
In the special part there are presented, in detad, objectives, methodology, results and
general conclusions and recommendations regardieg nhanagement of the asthmatic
children under treatment with inhaler corticostdsoi

The scientific justification of the paper. Asthma is a global public health problem,
affecting all ages and social categories. It isineded that, worldwide, there are
approximately 300 million people suffering fromlasia, and their number is doubling every
10 years. Asthma causes a significant social ammhanic impact that has led to the
establishment of intercontinental and inter-stai@itions to manage this disease.

In the last two decades, many studies have triedvatuate the efficiency and safety of
the inhaler corticosteroid therapy. The majoritytied clinical trials assessing the growth rate
in children were performed by measuring one or wmhropometric indices. Studies by
Zhang and Teper (2011), Teper (2011), Barnes anckdH¢{2008), Hansell and Thumerell
(2004) and other researchers indicate that theaplyerwith low-dose corticosteroids
administered as first-line is the preferred foromd time treatment, this one being less
influential on the children growth rate.

Other researchers like Brandt and Martinez (20Ctgese (2001) and Miller (2000)
identify a decrease of the growth process for gtaraatic children, an effect which depends
on the daily dose and they recommend a cut of dsesland precaution in their long-term
administration. Under the circustances in which tésults of the studies are inconsistent,
many doctors keep themselves reserved in whatdedhe long-term inhaler corticosteroid
therapy. The acknowledgement of the possible careseps of the therapy over the growth
and development of the children is an essentigbfam be taken in consideration by the
public health politics in the conditions in whictine bronchial asthma represents the most
important chronical pathology of a child.

The originality of this paper is given by the atno realize a complex image over
the impact of the corticosteroid therapy throughbet evaluation of an increasing number of
antropometric factors. The results of the studyeham immediate applicability and they
represent a scientific base for the selection efiding-term therapy bronchial infantile asthma.
In the same time, the study offers a practical sugpen model which can be used for the
evaluation of the possible adverse reactions ddrdtierapies.

The general objective of this paperis to identify the effect of the inhaler
corticotherapy on a long-term over the somatic gnoand development of children suffering
of soft and moderate bronchial asthma.

Secondary objectives. 1. The evaluation of the effect of the corticotlpgraver the
growth rate of the longitudinal dimensions of thady 2. The evaluation of the effect of the
corticotherapy over the growth rate of the circulanensions (circumferences, perimeters) of
the body; 3. The specification of some recommendatiregarding the management of the
somatic growth of the asthmatic children undericosteriod therapy.

The material and work methodes: the research has been made having as a ground
basis the design of a clinical, observational, iinal and prospective study, carried out at the
Clinical Pediatric Hospital in Sibiu and at its Rn®logy ambulatory. The study period was



2004-2011. The study has been carried out respetttan ethic research principles on human
subjects.

The study material has been divided into two batciBatch A, n=100 subjects,
diagnosed with bronchical asthma, under contintleeisapy with inhaler corticoids.

Criteria of selection: age between 5-19 years; persistent bronchial astiima soft or
moderate form under continuous therapy of at [Bastars with inhaler corticods administred
in small doses with a frequency of 1-2/ day.

Exclusion criteria: the co-existence of cronical diseases which atfezgrowing process; the
presence of the ax deviation at the level of déifierbody segments; vicious positions (body
breaks, muscular retractions, vicious consolidatetlires); the subjects suffering from
bronchial asthma with a soft or moderate form, urid=atment with inhaler corticosteroids
administred in small doses, but which hadn't a ity of two years or which did not
respect the indicated posology; general corticagpyercurrent or past medication which might
have as an adverse effect the infuence over thatgogrowth and development.

Batch B (witnesses), n=100 healty subjects.

Criteria of selection: age between 5-19 years; subjects which do noersoff any cronical
deseases or constitutional pathology that affexgtiowing process.

Exclusion criteria: subjects which, during the research process, va&entinto evidence with
cronical diseases or constitutional pathology tatiects the growing process (n=0); the
presence of the ax deviation at the level of d#ffebody segments; vicious positions; current
or past medication which might have as an adveffextethe infuence over the somatic
growth and development.

The sample basis for the two batches were repesdnyt children aged 5-19 years suffering
of bronhical asthma and identified on the basithefmedical papers of the Clinical Pediatric
Hospital in Sibiu and from its specialty ambulatofsom the family doctor practices from
batch A; children aged 5-19 years under the eviel@idhe local pre-universitary education
institutions for batch B. The distribution of thebgects in the two batches was made at
random. Both batches were subdivized in five ageigs: a. 5 and 8 years; b. 8 years and 1
day - 10 years; c. 10 years and 1 day - 13 yedrd;3 years and 1 day - 16 years; e. 16 years
and 1 day - 19 years. The batches are homogenouns tire point of view of the subject
distribution on age and sex ratio.

The parameters studied were represented by the amdiiopometric features for the
evaluation of the somatic growth and development.ahgitudinal dimensions of the linear
growth evidence — total height (waist); the lengththe shank; the length of the plant; 2.
circular dimensions for the evidence of the circerahce growth — the torax circumference;
the hip circumference; the arm circumference; then& circumference; the skull
circumference. The measurements were made perilydioace in 6 months, respecting the
same hour intervals. The devices used: the antrefmmthe flexible centimeter and the
micrometer. For the precision and safety of the sueament, the tests were made by two
independent operators using the same devices.

The final data were registered on a table work papataining the infobiographical
and antropometrical data of the subject and the wgpressed through graphic shapes. The
statistic analysis was carried out using the siatmckage SPSS, variation 10, the centrality/
deviation indicator used was the arithmetical agerand the standard deviation; we have
calculated the growth differences, the averagehefgrowth differences amulin the case of
each age group; in the same time, in order to pmihthe homogenity of the batches, we used
the correlation coeficient.



The level results of the research were dispensedigh the publication of scientific

articles and the communication through some sdiemtanifestations.

Results and discussions
The evaluation of the height growth (p>0,92 for all age groupg)nd of the rate of

the shank length growth (p>0,86 for all age groupshave indicated that there are no

significant differences from a static point of vidstween the two batches.

Table no.l. The averages of the growth differences of the waist on age groups

Age arou 5_ 8 vears 8 years and a| 10 yearsand g 13 yearsanda 16 years and a
ge group y day — 10 year§ day — 13 years| day — 16 year§ day — 19 years
Batch S M S M S M S M S M
The average o lyear| 2.33 2.43 1.18 1.24 0.65 0.65 114 1424 0]440.44
growth
difference 2 46 | 468 | 217| 225 103 11 238 241 O.TS 0.87
years
p -> t-test 0.96 0.93 0.92 0.99 0.95
Table no. 2. The average of the growth differences of the shank on group ages
8 years and a 10 years and EL 13 years and 16 years and a
Age group 5 — 8 years day - 13 day — 16
day — 10 years day — 19 years
years years
Batch S M S M S M S M S M
The 1 4
0.45 0.47 0.41 0.43 04 0.41 0.48 0/52 0.36 0.4
average | year
of growth | 2 il
difference| years 0.83 0.83 0.76 0.79 0.72 0.73 0.83 0/84 0.67 0.72
p -> t-test 0.97 0.93 0.97 0.93 0.86

The evaluation of the plant length growth identifies a minimum variation of the
average of the growth differences for the age gbuyears and one day — 13 years, where
p=1 and the lack of the differences statisticallgngicant for the rest of the age groups

(p>0,85).



Table no .3. The average of the gowth differences of the plant on age groups

Age arou 5_ 8 vears 8yearsanda| 10 yearsand a 13 yearsanda 16 years and a|
ge group y day — 10 years| day— 13 years| day— 16 years| day— 19 years
Batch S M S M S M S M S M
1 year 0.3 0.32 0.29 0.3 0.29 0.28 0.31 0.33 0.26 0.3
The averag
of growth
difference yeirs 0.59 0.63 0.57 0.59 0.55 0.56 0.6 0.64 0.49 0.52
p ->t-test 0.90 0.95 1.00 0.90 0.85

The evaluation of thethorax circumference growth (p>0,91 for all age groupship
(p>0,84 for all age groupsarm (p>0,85 for all age groupsshank (p>0,86 for all age
group9 and the skull (p>0,91 for all age groupsdo not register differences statistically
different for the two batches.

Table no.4. The average of the gowth differences of the thorax on age groups

179

8 vears and onl 10 years and 13 years and 16 years and
Age group 5 -8 years y one day — 13 one day — 16 one day — 19

day — 10 years

years years years
Batch S M S M S M S M S M
The average 1 year| 0.44 0.47 0.42 0.43 0.3y 0.4 0.43 0.44 0|39.37
of growth
difference 2 083 | 087 | 08| 081 076 078 08l 083 0F8 0
years
p ->t - test 0.91 0.97 0.94 0.96 0.96
Table no.5. The average of the gowth differences of the hip on age groups

8 vears and on 10 years and 13 years and 16 years and
Age group 5 -8 years y oneday—-13 | oneday-—16 | oneday-19

day — 10 years

years years years
Batch S M S M S M S M S M
The averagg 1 year 0.7 0.6 0.56 0.57 0.4 0.44 0.65 0.69 034 370
of growth
difference 2 1.24 | 1.19 1 1.01| 07| o076 107 112 062 0.
years

p ->t - test 0.87 0.98 0.84 0.89 0.96




Table no. 6. The average of the gowth differences of the arm on age groups

8yearsand | 10 yearsand| 13 years and 16 vears and one
Age group 5-8years | oneday—- 10| oneday- 13| oneday- 16 Y
day — 19 years
years years years
Batch S M S M S M S M S M
The average 1 year 0.4 0.42 0.39 0.4 0.3B 0.39 04 0.42 0§32 36 0.
of growth
difference 2 0.77 0.8 0.74 0.78] 0.67 0.71 0.72 0.75 0.63 0.49
years
p -> t-test 0.93 0.93 0.92 0.92 0.85
Tableno.7. The average of the gowth differences of the shank on age groups
10 years and| 13 years and
8 years and ong 16 years and one
Age group 5 -8 years day — 10 years one day — 13| one day— 16 day — 19 years
years years
Batch S M S M S M S M S M
The averagq 4 oo | 037 03d 033 035 o031 o0B2 o 037 927 03
of growth
difference ["2vears| 0.7 | 0.74 062| 065 06 061 064 068 055 06
p -> t-test 0.94 0.92 0.97 0.92 0.86
Tableno. 8. The average of the gowth differences of the shank on age groups
8 years and| 10 years and| 13 years and 16 vears and on(L
Age group 5—-8years | oneday— 10 one day- 13| one day - 16 Y
day — 19 years
years years years
Batch S M S M S M S M S M
The average 1 year 0.34 035 0.3 031 0.29 0.3 0.82 0|33 0.27 .290
of growth
difference | 2 071 | 0.73| 061 064 056 06§ 0.6 07 055 057
years
p -> t test 0.96 0.94 0.91 0.96 0.93




General conclusions:

1.

10.

The study of the linear growth parameters allovesappreciation of the effects of
the CSI therapy over the growth rate. Regarding wiagst, out of the resulted
values, we have noticed a slight influnce of thewgh rate for the subjects treated
with CSI, in comparison with those belonging to th#ness batch, the growth
difference being of maximum 1 mm, after one, retipely two years, p >0.85.

The influence of the growth rate of the waist foe subjects treated with CSl is not
significat from a statistic point of view.

The average of the length of the shank for theesubjtreated with CSI, in
comparison with those of the witness batch waslemaith maximum 0.5 mm

after one, respectively two years of treatmenth\pit- 0.86.

The influence of the growth of the shank of thejscis treated with CSI is not
significant from a statistic point of view.

In the case of the plant, the growth was small¢héncase of the children treated
with CSI, in comparison with the witness batch,haialues of maximum 0.4 mm
after one year, and 0.6 mm after two years otimeat, with p > 0.85.

The inhaler corticosteroids don’t affect the lengtbwth of the plant.

In the case of the circumference of the thoraxatlerage of the growth difference
was smaller for the subjects treated with CSI mgarison with those from the
witness batch with values of maximum 0.3 mm aftex gear, and 0,4 mm after two
years of treatment with p > 0.91.

The inhaler corticosteroids don’t affect the lenggmowth of the thorax
circumference.

In the case of the circumference of the hip, therage of the growth difference was
smaller for the subjects treated with CSI in cangoar with those from the witness
batch with values of maximum 1 mm after one yead, @6 mm after two years of
treatment with p > 0.84.

The inhaler corticosteroids determine a insignificareduction of the hip

circumference.



11.

12.
13.

14.
15.

16.
17.

18.

19.

Regarding the arm circumference, we have noticddyht affection of the growth
process for the subjects treated with CSI, in camapa with those in the withness
batch, a decrease of maximum 0,2 mm after one gadrQ,6 mm after two years of
treatment with p > 0.85.
The inhaler corticosteroids don’t affect the growftihe arm circumference.

In the case of the shank circumference, the aveshtjee growth difference was
bigger for the subjects of the witness batch in ganson with those under inhaler
corticotherapy, with values of maximum 0,3 mm aéiee year, and 0,5 mm after
two years of treatment with p > 0.86.
The inhaler corticosteroids don’t affect the growththe shank circumference.

In the case of the skull circumference, the averddbe growth difference was
smaller for the children treated with CSI, in comgan with those in the witness
batch, with values of maximum 0,1 mm after one yaad 0,4 after two years of
treatment with p > 0.91.
The inhaler corticosteroids don't affect the growthhe skull circumference.
The growth process of the children treated withalah corticosteroids in small
doses, during two years, is not significantly iefheced.
The growth rate for the studied subjects was simuilith the literature data which
indicate a stressed growth and development dune@ges of 10-15.

The results of the study allow us to snatader no doubt the use, for the asthmatic

pacients, of inhaler corticosteroids in small dosesing a long period of time.
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