ABojouLDOpUT DLIRIP Ul YdJeasay [edlul)d 4O [euinof

CRPE

Journal of Clinical Research in Pediatric Endocrinology

ISSN: 1308-5727
E-ISSN: 1308-5735

September 2021 volume 13 issue 3 WWW.jCrpe.org

Family 2

Family 3

i g

\ N | ] 0 \
[\ i f\ \ \ |
! \“U/ \ \A 3 \ iy g (VY J_/\ \ 4R | e I /\ J)
CTGCCeATGAGT CB41+1G>A G/A C CTT CAfGTAA AT c;;nsolzxsgus b = /A
| PHisssiAg
A ) i A il
/’"\f" I u/\ \ /\/\‘ I A \ i
PLL VYV YY) ,\ _u,. /\_ A
CTGCCETGAGT CC\T:C\BT-A.A./;,;Y
Family 4 Family 5
I |
\ ; / f N o
N x AN A \ A
WV WL A LWL
IVVUWYVIYY pem s LUV WYY RAATATRTCRATA AT ) LA S A A
6/a €.841+1G>A /A A G G AA G A A g €.3514C>T or

AS_‘L\ [\ JV

CTGCCETGAGT

p.Arg172Ter

f \ :‘(\ / \ ,\f
L J\ A X \\,A.L)L\

A

AGGAAGAATC

69€-157 :9bed 1707 Joquiaidas € :anss| €] :DWNIoA

Pedigree and mutational analysis of the patients with novel TRPM6 variant
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Kisa Boy
Hafif MPS1'e isaret Eden BIF §|fre Olabilir.™

Kisa boyun yani sira, hafif MPS1’li hastalarda asagidaki
semptomlardan bir veya daha fazlasi gorulebilir*’

Korneal bulutlanma Kronik otit

Kronik sintizit

Kisa boyun

Kardiyovaskiiler
hastalik .
Respiratuar
enfeksiyonlar

ve hastalik
Eklemlerde
kontraktiirler

Kifoz ve
Umbilikal/inguinal omurilikte baski

herni

Karpal tiinel

sendromu Hepatosplenomegali
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ALDURAZYME®, Mukopolisakkaridoz | (MPS I; a-L-iduronidaz eksikligi) tanisi konmus hastalarda,

hastaligin norolojik olmayan bulgularini tedavi etmek amaayla
uzun siireli enzim replasman tedavisinde endikedir.®

Referans: 1. Morishita K and Petty RE. Rheumatology 2011;50v19-v25. 2. Malkog ., Van Tip Dergisi: 13 (2):67-70, 2006. 3. Wilma Oostdijk Diagnostic Approach in Children with Short Stature Horm Res 2009;72:206-217. 4. Wraith EJ. Espert Opin.
Pharmacother. 2005;6(3):489-506. 5. Pastores GM, Arn P, Beck M, et al. Molecular Genetics and Metabolism 2007;91:37-47. 6. Muenzer J, Wraith JE and Clarke LA. Pediatrics 2009;123:19-29 7. Beck M, Arn P, Giugliani R, et al. Genet MEd
2014;16(10):759-65. 8. Aldurazyme Kisa Urtin Bilgisi

Aldurazyme®100U/ml IV infiizyon igin konsantre gézelti: ¥ Bu ilag ek izlemeye tabidir. Bu liggen yeni giivenlilik bilgisinin hizli olarak belirlenmesini saglayacaktir. Ruhsatlandirma sonrasi siipheli ilag advers reaksiyonlarinin raporlanmasi biiyiik Gnem
tagimaktadir. Raporlama yapilmasi, ilacin yarar/risk dengesinin siirekli olarak izlenmesine olanak saglar. Saglik meslegi mensuplarinin herhangi bir stipheli advers reaksiyonu Tiirkiye Farmakovijilans Merkezi (TUFAM)'ne bildirilmesi gerekmektedir
(www.titck gov.tr; e-posta: tufam@titck.gov.1r; tel: 0 800 314 00 08; faks: 0 312 218 35 99). Her bir Aldurazyme flakonu 500U laronidaz icermektedir. 1 ml 100U (yaklasik 0.58mg) laronidaz igermektedir. Infiizyon igin konsantre gézelti. Berrak/hafif
opelasans ve renksiz /acik sari renkli gozelti. Ambalaj miktari: 1 flakonluk ambalajlarda. Endikasyonlari: Aldurazyme® mukopolisakkaridoz | (MPS I; a-L-iduronidaz eksikligi) tanist konmus hastalarda, hastaligin nérolojik olmayan bulgularini tedavi etmek
amaclyla uzun siireli enzim replasman tedavisinde endikedir. Kullanim sekli ve dozu: Aldurazyme® tedavisi, MPS | veya dider kalitimsal metabolik hastaliklarin tedavisinde deneyimli olan hekimler tarafindan takip edilmelidir. Aldurazyme® uygulamasi,
acil durumlarda kullaniimak iizere hayata dondiiriicti cihazlarin oldugu uygun klinik kosullarda yapilmalidir. Aldurazyme®in tavsiye edilen dozu viicut agirligina gore her hafta bir kez intravendz infiizyon yoluyla verilen 100U/kg'dir. Baslangigtaki infiizyon
hizi olan 2U/kg/saat, hasta tarafindan tolere ediliyorsa, her 15 dakikada artirilarak maksimum 43 Ulkg/saat degerine kadar gikabilir. Uygulanacak toplam hacim yaklasik 3-4 saat icerisinde verilmelidir. Infiizyon icin konsantre ¢ozelti, aseptik teknik
kullanilarak % 0.9 NaCl (i.v.) gozeltisi ile seyreltilmelidir. Seyreltilen Aldurazyme® ¢ozeltisinin 0.2 mikrometre'lik i¢ filtresi olan bir inflizyon seti ile uygulanmasi tavsiye edilmektedir. Belirlenen flakon, uygulamadan 20 dakika 6nce oda sicakligina gelmesi
igin buzdolabindan gikartilirak; seyreltme éncesi yabanci madde ve renklenme agisindan goz ile kontrol edilir. Cozelti herhangi bir gozle gérilebilir partikiil icermemelidir. Yabanci madde igeren veya renklenme goriilen flakonlar kullaniimamalidir. Vuciit
agirligi 20 kg'dan az veya esit ise 100 ml'ye, vuciit agiridi 20 kg'dan fazla ise 250 ml'ye % 0.9 NaCl (i.v.) ile seyreltilir. UyarilarfOnlemler: Aldurazyme® ile tedavi edilen hastalarda infiizyon sirasinda veya infiizyon yapilan giiniin sonuna kadar olan
slirede infiizyona bagli reaksiyonlar olusabilir. Tedavi edilen hastalar yakindan takip edilmelidir. Altta yatan akut bir hastaligi bulunanlar, advers reaksiyon agisindan daha bilyiik risk tasirlar. Ozellikle, ciddi st solunum yolu tutulumu olan hastalarda,
inflizyon ile ilgili siddetli reaksiyonlar bildirilmistir, bu sebeple 6zellikle bu hastalar yakindan takip edilmelidir. Antikor olusum durumu diizenli olarak takip edilmeli ve rapor edilmelidir. Bu tibbi iiriin sodyum igerir ve intravendz %0.9 Sodyum Kloriir ile
uygulanir; bu sebeple sodyum diyetindeki hastalarda g6z ontinde bulundurulmalidir. Arag ve makina kullanma tizerine etkisi incelenmemistir. Bobrek/karaciger yetmezligi bulunan hastalarda ve geriyatrik popiilasyonda Aldurazyme®in guvenlilik ve etkililigi
degerlendirilmemistir. Dolayisiyla bu hastalarda herhangi bir doz rejimi tedavisi yapilamamaktadir. Pediyatrik popiilasyonda doz ayarlamasi gerekli degildir. GebelikiLaktasyon Doneminde Kullanim: Gebelik kategorisi B'dir. Cocuk dogurma potansiyeli
olan kadinlar ve kontrasepsiyon ile ilgili veri yoktur. Aldurazyme® acikga gerekli olmadigi siirece gebelik stiresinde kullaniimamalidir. Laronidaz siite gegebilir. Yeni doganlarin anne siitii yoluyla laronidaza maruz kalmasinin neden olacag etkiler ile ilgili
yeterli veri olmadigindan, Aldurazyme® kullanirken emzirmenin durdurulmasi tavsiye edilmektedir. Aldurazyme®in insanlarda tireme yetenegine etkisi ile ilgili bilgi bulunmamaktadir. Yan Etkiler/Kontrendikasyonlar: Etkin maddeye veya formiilasyonda
yer alan yardimci maddelerden herhangi birine kars siddetli asiri duyarlilik (anaflaktik reaksiyon). Klinik ¢alismalardaki istenmeyen etkilerin biyik bir kismi (Faz 3'te %53 ve Faz 4'te %35) infiizyon ile iligkili olay olarak siniflandirilmistir. Infiizyona bagli
advers etkilerin bazilar siddetlidir. Zamanla birlikte bu reaksiyonlarin sayilari azalir. En sik ilag advers etkiler: Bag agrisi, bulanti, karin aginisi, kasint, artralji, sirt agrisi, ekstremitelerde agri, flushing, yiksek ates, infiizyon bélgesinde reaksiyonlar, kan
basinci artis, oksijen satiirasyon diisiist, tagikardi ve tiremedir. Doz Agimi: Doz asimi vakasi bildiriimemistir. llag Etkilegimleri: Tibbi diriinler ile ilgili herhangi bir etkilesim galismasi yapiimamistir. Metabolizmasi nedeniyle laronidazin sitokrom p450'den
kaynaklanan etkilesimler igin uygun bir aday oldugu sdylenemez. Aldurazyme®, laronidazin hiicreler tarafindan aliminda potansiyel etkilesim riski nedeni ile klorokin veya prokainle birlikte kullaniimamalidir. Raf 6mrii/Saklama Kogullari: Raf 6mrii 36
aydir. Mikrobiyolojik giivenlilik agisindan Griin hemen kullaniimalidir. Eger hemen kullaniimazsa, kullanmadan énce saklanma ve kosullari kullanicinin sorumlulugundadir ve 24 saatten fazla olmayacak sekilde, 2-8C'de, 1siktan korunarak saklanmalidir.
Ruhsat tarihi ve numarasi: 20.10.2007; 123/17 KUB revizyon tarihi: 05.11.2014 Ruhsat Sahibinin Isim ve Adresi: Genzyme Europe B.V. Hollanda lisans! ile Sanofi Saglik Urinleri Ltd. $ti. Biiyiikdere Cad. No: 193 Levent-Sisli Istanbul Tel:0212 339
10 00 www.sanofi.com. Daha genis bilgi iin firmamiza basvurunuz. Regete ile satilir. 19/02/2020 tarihi itibariyle KDV dahil parekende satis fiyati Aldurazyme® 100U/ml IV infiizyon igin konsantre ¢ozelti: 3.584,61TL'dir. KUB OZETI Onay Kodu:
GZTR.ALDU.20.02.0104b
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AIMS AND SCOPE

The Journal of Clinical Research in Pediatric Endocrinology (JCRPE) publishes
original research articles, reviews, short communications, letters, case reports
and other special features related to the field of pediatric endocrinology.
JCRPE is published in English by the Turkish Pediatric Endocrinology and
Diabetes Society quarterly (March, June, September, December). The target
audience is physicians, researchers and other healthcare professionals in all
areas of pediatric endocrinology.

JCRPE is indexed in EBSCO, SCOPUS, EMBASE, Engineering Village, Reaxys,
Index Copernicus, CINAHL, ProQuest, GALE, Turk Medline, Tiibitak Ulakbim TR
Index, Index Medicus/PubMed, Turkiye Citation Index, PubMed Central (PMC),
Science Citation Index-SCI-E, Hinari, GOALI, ARDI, OARE, PubMed/MEDLINE,
J-GATE, Idealonline and DOAJ.

JCRPE has an impact factor 1.933 in 2020.
**The 5-year impact factor 2.153 in 2020.

The journal is printed on an acid-free paper.

Permissions

Requests for permission to reproduce published material should be sent to
the publisher.

Galenos Publishing House

Address: Molla Gurani mah. Kagamak Sok. 21/1 Fatih, Istanbul, Turkey
Telephone: +90 212 621 99 25

Fax: +90 212 621 99 27

Web page: http://www.galenos.com.tr/en

E-mail: info@galenos.com.tr

Copyright Notice

The author(s) hereby affirms that the manuscript submitted is original, that all
statement asserted as facts are based on author(s) careful investigation and
research for accuracy, that the manuscript does not, in whole or part, infringe
any copyright, that it has not been published in total or in part and is not being
submitted or considered for publication in total or in part elsewhere.
Completed Copyright Assignment&Affirmation of Originality Form will be
faxed to the JCRPE Editorial Office (Fax: +90 212 621 99 27).

By signing this form,

1. Each author acknowledge that he/she participated in the work in a
substantive way and is prepared to take public responsibility for the work.

2. Each author further affirms that he or she has read and understands the
“Ethical Guidelines for Publication of Research”.

3. The author(s), in consideration of the acceptance of the manuscript for
publication, does hereby assign and transfer to the Journal of Clinical Research
in Pediatric Endocrinology all of the rights and interest in and the copyright
of the work in its current form and in any form subsequently revised for
publication and/or electronic dissemination.

Open Access Policy

This journal provides immediate open access to its content on the principle
that making research freely available to the public supports a greater global
exchange of knowledge.

This work is licensed under a Creative Commons Attribution-NonCommercial-
NoDerivatives 4.0 International License.

GENERAL INFORMATION

Manuscripts must be written in English and must meet the requirements of
the journal. Papers that do not meet these requirements will be returned to
the author for necessary revision before the review. Manuscripts submitted
to JCRPE are evaluated by peer reviewers. Authors of manuscripts requiring
modifications have two months to resubmit a revised paper. Manuscripts
returned after this deadline will be treated as new submissions. The journal
is in compliance with the uniform requirements for manuscripts submitted
to biomedical journals published by the International Committee of Medical

INSTRUCTIONS TO AUTHORS

Journal Editors (NEJM 1997; 336:309-315, updated 2001). Upon submission
of the manuscript, authors are to indicate the type of trial/research and
provide the checklist of the following guidelines when appropriate: Consort
statement for randomized controlled trials (Moher D, Schultz KF, Altman D,
for the CONSORT Group. The CONSORT statement revised recommendations
for improving the quality of reports of parallel group randomized trials. JAMA
2001 ; 285 : 1987 - 91), the QUOROM statement for meta-analysis and systemic
reviews of randomized controlled trials (Moher D, Cook DJ, Eastwood S, Olkin
I, Rennie D, Stroup DF. Improving the quality of reports of meta-analyses of
randomized controlled trials: the QUOROM statement. Quality of Reporting
of Meta-Analyses. Lancet 1999; 354 : 1896 — 900) and the MOOSE guidelines
for meta-analysis and systemic reviews of observational studies (Stroup
DF, Berlin JA, Morton SC, et al. Meta-analysis of observational studies in
epidemiology: a proposal for reporting Meta-analysis of observational studies
in Epidemiology (MOOSE) group. JAMA 2000; 283: 2008 — 12). Keywords are
included according to MeSH (Medical Subject Headings) National Library of
Medicine.

Once the manuscript is accepted to be published in The Journal of Clinical
Research in Pediatric Endocrinology, it receives a Digital Object Identifier (DOI)
number. Uncorrected full text files can be reached online via PubMed and Ahead
of Print section of the journal’s website (http:/Awww.jcrpe.org/ahead-of-print).
All contents will be printed in black and white.

NEW

Article Publication Charges for accepted case reports is $100. Please contact the
editorial office for detailed information by the following link:

info@jcrpe.org

In case of exceeding 5000 word limit, the author is charged with $50 for each
page.

In case of using more than 6 figures in the article, the author is charged with
$50 for each figure.

All other forms of articles are free of publication charge.

MANUSCRIPT CATEGORIES

All manuscripts must adhere to the limitations, as described below, for text
only; the word count does not include the abstract, references, or figure/
table legends. The word count must be noted on the title page, along with
the number of figures and tables. Original Articles should be no longer than
5000 words and include no more than six figures and tables and 50 references.

Short Communications are short descriptions of focused studies with important,
but very straightforward results. These manuscripts should be no longer than
2000 words, and include no more than two figures and tables and 20 references.

Brief Reports are discrete, highly significant findings reported in a shorter
format. The abstract of the article should not exceed 150 words and the text/
article length should not exceed 1200 words. References should be limited to
12, a maximum of 2 figures or tables.

Clinical Reviews address important topics in the field of pediatric endocrinology.
Authors considering the submission of uninvited reviews should contact the
editors in advance to determine if the topic that they propose is of current
potential interest to the Journal. Reviews will be considered for publication only
if they are written by authors who have at least three published manuscripts in
the international peer reviewed journals and these studies should be cited in
the review. Otherwise only invited reviews will be considered for peer review
from qualified experts in the area. These manuscripts should be no longer
than 6000 words and include no more than four figures and tables and 120
references.

Case Reports are descriptions of a case or small number of cases revealing
novel and important insights into a condition’s pathogenesis, presentation,
and/or management. These manuscripts should be 2500 words or less, with
four or fewer figures and tables and 30 or fewer references.
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Consensus Statements may be submitted by professional societies. All
such submission will be subjected to peer review, must be modifiable in
response to criticisms, and will be published only if they meet the Journal’s
usual editorial standards. These manuscripts should typically be no longer
than 4000 words and include no more than six figures and tables and 120
references.

Letters to the Editor may be submitted in response to work that has been
published in the Journal. Letters should be short commentaries related to
specific points of agreement or disagreement with the published work.
Letters should be no longer than 500 words with no more than five complete
references, and may not include any figures or tables.

Note on Prior Publication

The journal publishes original research and review material. Material previously
published in whole or in part shall not be considered for publication. At the
time of submission, authors must report that the manuscript has not been
published elsewhere. Abstracts or posters displayed at scientific meetings need
not be reported.

MANUSCRIPT SUBMISSION PROCEDURES

JCRPE only accepts electronic manuscript submission at the web site www.
jcrpe.org

After logging on to the website www.jcrpe.org click ‘online manuscript
submission’ icon. All corresponding authors should be provided a password
and a username after providing the information needed. If you already
have an account from a previous submission, enter your username and
password to submit a new or revised manuscript. If you have forgotten
your username and/or password, e-mail the editorial office for assistance.
After logging on the article submission system with your own password
and username please read carefully the directions of the system to provide
all needed information. Attach the manuscript, tables and figures and
additional documents.

All Submissions Must Include:

1. A cover letter requesting that the manuscript be evaluated for publication
in JCRPE and any information relevant to your manuscript. Cover letter should
contain address, telephone, fax and e-mail address of the corresponding
author.

2. Completed Copyright Assignment & Affirmation of Originality form. This
form should be filled in thoroughly and faxed to the JCRPE Editorial Office at
+90 212 621 99 27.

3. Completed Disclosure of Potential Conflict of Interest Form. The
corresponding author must acquire all of the authors’ completed disclosure
forms and fax them to the editorial office at +90 212 621 99 27.

Authors must complete the online submission forms. If unable to successfully
upload the files please contact the editorial office by e-mail.

MANUSCRIPT PREPARATION

General Format

The Journal requires that all submissions be submitted according to these

guidelines:

e Text should be double spaced with 2.5 cm margins on both sides using
12-point type in Times Roman font.

o All tables and figures must be placed after the text and must be labeled.

o Each section (abstract, text, references, tables, figures) should start on a
separate page.

* Manuscripts should be prepared as word document (*.doc) or rich text

format (*.rtf).
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Title Page

The title page should include the following:

o Full title

e Short title of not more than 40 characters for page headings

e Authors’ names, and institutions, and e-mail addresses

¢ Corresponding author’s e-mail and post address, telephone and fax numbers
¢ At least three and maximum eight key words. Do not use abbreviations in
the keywords

¢ Word count (excluding abstract, figure legends and references)

¢ Name and address of person to whom reprint requests should be addressed
¢ Any grants or fellowships supporting the writing of the paper

¢ The acknowledgements, if there are any

o If the content of the manuscript has been presented before, the time and
place of the presentation

e The ORCID (Open Researcher and Contributor ID) number of the all authors
should be provided while sending the manuscript. A free registration can be
done at http:/orcid.org.

Structured Abstracts (According to the The Journal of the American Medical
Association)

Original Articles should be submitted with structured abstracts of no more
than 250 words. All information reported in the abstract must appear in the
manuscript. The abstract should not include references. Please use complete
sentences for all sections of the abstract. Structured abstract should include
background, objective, methods, results and conclusion.

What is already known on this topic?

What this study adds?

These two items must be completed before submission. Each item should
include at most 2-3 sentences and at most 50 words focusing on what is known
and what this study adds.

Review papers do not need to include these boxes.

Introduction
The article should begin with a brief introduction stating why the study was
undertaken within the context of previous reports.

Experimental Subjects

All clinical investigations described in submitted manuscripts must have been
conducted in accordance with the guidelines in the Declaration of Helsinki
and has been formally approved by the appropriate institutional review
committees. All manuscripts must indicate that such approval was obtained and
that informed consent was obtained from subjects in all experiments involving
humans. The study populations should be described in detail. Subjects must be
identified only by number or letter, not by initials or names. Photographs of
patients’ faces should be included only if scientifically relevant. Authors must
obtain written consent from the patient for use of such photographs.

Clinical Trials Registration

For clinical trial reports to be considered for publication in the Journal,
prospective registration, as endorsed by the International Conference of
Medical Journal Editors, is required. We recommend use of http://ivww.
clinicaltrials.gov.

Experimental Animals
A statement confirming that all animal experimentation described in the
submitted manuscript was conducted in accord with accepted standards of
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Norditropin NordiFlex®
BiLDIKLERINiZiN BIR KALEM USTUNDE!
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Norditropin NordiFlex®
ilk kullanimdan sonra

21 giin oda sicakhginda
saklanabilen tek
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Gigi, 4 yasinda, gebelik yasina gére kiictk agirlikta dogmus, gebelik yasina uygun agirlikta dogmus olan ikizi ile birlikte

*Norditropin® NordiFlex® 5, 10 ve 15 mg kullanimdan sonra oda sickaliginda (25°C'ye kadar) 21 giin sureyle saklanabilir.
Referanslar: 1. Norditropin® NordiFlex® rin bilgisi.

Norditropin® NordiFlex®

Bilesimiz 5 mg/1.5 mL kullanima hazir kalem ml'sinde 3.3 mg, 10 mg/1.5 mL kullanima hazir kalem ml'sinde 6.7 mg ve 15 mg/1.5 mL kullanima hazir kalem ml'sinde 10 mg somatropin (rekombinant blytime hormonu) icerir. Farmasétik Form: Enjeksiyonluk
cozelti iceren kullanima hazir kalem. Endikasyonlari: Cocuklarda: Biiyime hormonu eksikligine (BHE) bagli biiyime geriligi, kizlarda gonadal disgeneziye bagli buyiime geriligi (Turner Sendromu), puberte éncesi cocuklarda kronik bobrek hastaligina bagl buytime
gecikmesi, dogum boyu ve/veya agirligi -2 SS'nin altinda olan ve 4 yasina veya daha sonrasina kadar buytimeyi yakalayamamis (son yil stiresince buytime hizi SSS < 0) gebelik yasina gére kiictik (SGA) dogmus kisa boylu cocuklarda btytime geriligi (su anki boy SSS
<-2.5 ve parental dizeltilmis boy SSS < -1). Eriskinlerde: Cocukluk déneminde baslayan BHE: Ucten fazla hipofiz hormonu eksikligi olanlarda, tanimlanmis bir genetik sebebe, yapisal hipotalamo-hipofizer anomalilere, santral sinir sistemi timérlerine veya yiksek
doz kraniyal isinlamaya bagl siddetli BHE olan kisilerde ya da hipotalamo-hipofizer hastalik veya yetmezligine sekonder BHE'li kisilerde, eger biytime hormonu tedavisini biraktiktan en az 4 hafta sonra IGF-I < -2 SSS ise test gerekli degildir. Diger tim hastalarda IGF-I
6lctim ve bir bilyime hormonu stimiilasyon testi gereklidir. Eriskinlik doneminde baslayan BHE: Bilinen hipotalamo-hipofizer hastalikta, kraniyal 1sinlama ve travmatik beyin hasarinda belirgin BHE (hipotalamo-hipofizer aksta prolaktin disinda baska bir eksiklik).
Akstaki diger eksiklikler icin yeterli replasman tedavisinin baslatiimasindan sonra bir provokatif test ile BHE gosterilmelidir. Kontrendikasyonlar: Ttimor aktivitesi bulgu varliginda; acik kalp cerrahisi, abdominal cerrahi, kazaya bagl coklu travma, akut solunum
yetmezligi veya benzer durumlari takiben akut kritik hastalik komplikasyonlari olan hastalarda; somatropine ya da bilesimindeki maddelerden herhangi birisine asiri duyarlilik durumlarinda; kronik bébrek yetmezligi olan cocuklarda renal transplantasyon yapilirken;
epifizleri kapanmis cocuklarda kullanilmamalidir. Kullanim sekil ve dozu: Cilt altina enjeksiyon ile (s.c.) kullanili. Doz hastaya gére ve hastanin tedaviye verdigi yanit géz 6ntne alinarak diizenlenmelidir. Genellikle, her gtin aksamlari ve enjeksiyon yeri degistirilerek
uygulama 6nerilmektedir. Genel olarak énerilen doz: Cocuklarda: Bilyime hormonu yetersizligi: 0.025-0.035 mg/kg/gun veya 0.7-1.0 mg/m?/gin. Turner Sendromu: 0.045-0.067 mg/kg/gtin veya 1.3-2 mg/m?/gtin. Kronik bobrek hastaligi: 0.050 mg/kg/gtin
veya 1.4 mg/m?/giin. Gebelik yasina gore kiiciik: 0.035 mg/kg/guin veya 1 mg/m?/gun. Eriskinlerde: Eriskinlerde replasman tedavisi: Doz, hastanin gereksinimine gore belirlenmelidir. Cocukluk déneminde baslayan BHE'si olan hastalarda tedaviye 0.2-0.5 mg/gin
dozla baslanmasi ve sonrasinda IGF-I konsantrasyonlarina gére dozun ayarlanmasi 6nerilmektedir. Eriskinlikte baslayan BHE hastalarinda tedaviye distk dozla baslanmasi 6nerilir: 0.1-0.3 mg/giin. Dozun, hastanin tedaviye verdigi yanit ve hastanin advers etkiler ile
ilgili deneyimleri g6z 6ntine alinarak birer aylik araliklar ile artinimasi énerilmektedir. Serum Instlin Benzeri Buytime Faktor | (IGF-1), doz titrasyonu icin rehber olarak kullanilabilir. Doz ihtiyaci yasa bagli olarak azalir. idame dozu kisisel farkliliklar géstermekle birlikte,
nadiren 1.0 mg/gtin degerinin Gzerine cikar. Uyarilar/Onlemler: Tedavisi, her zaman bu konuda bilgi ve deneyimi olan uzman hekimler tarafindan yapiimalidir. Onerilen maksimum gtinltk doz asilmamalidir. Turner Sendromlu hastalarda el ve ayaklarda biytme
artisi gozlenirse, dozun, doz araligindaki daha dustk bir doza rilmesi nulmelidir. Kronik bobrek hastaligi olan hastalarda, bobrek fonksiyonlari takip edilmelidir. Turner Sendromlu ve SGA'li cocuklarda tedaviye baslamadan énce ve daha sonra yilda bir
kez aclik instlin ve kan glukoz degerlerinin 6lctiimesi ve instilin tedavisi almakta olanlarda dozun izlenmesi 6nerilir. Belirgin diyabet ortaya cikarsa biyime hormonu tedavisi uygulanmamalidir. Asiri obezite, Ust solunum yolu obstriiksiyonu, uyku apnesi dykUsti veya
tanimlanamamis solunum enfeksiyonu gibi risk faktorlerinden biri ya da birden fazlasi olan Prader-Willi sendromlu hastalarda somatropin tedavisinin baslanmasi ile ani 6lumler bildirilmistir. ilerleyen hipofiz hastaligi olan hastalarda hipotiroidizm gelisebilir. Siddetli
ve tekrarlayici bas agrisi, gorme bozukluklari, bulanti varliginda hasta papil ddemi acisindan incelenmelidir. Somatropin tedavisi goren yetiskinlerde veya cocuklarda yeni primer kanser riskinin arttigina dair bir kanit yoktur. Malign hastaligi tamamen remisyonda
olan hastalarda, somatropin tedavisi, relaps oraninin artmasi ile iliskili bulunmamistir, ancak bu hastalar relaps acisindan somatropin tedavisinin baslangicindan itibaren yakindan izlenmelidir. Somatropin uygulanan hastalarda daha 6nce teshis edilmemis olan
santral hipoadrenalizm asikar hale gelebilir ve glukokortikoid replasmani gerekli olabilir, daha 6nce teshis edilen hastada ise hastada doz artimi gerekebilir. Somatropin almakta olan bir kadin oral éstrojen tedavisine baslarsa somatropin dozunun artirimasi veya aksi
sekilde 6strojen tedavisini biraktigi takdirde blytime hormonu fazlaiginin ve/veya yan etkilerin énlenmesi icin somatropin dozunun azalmasi gerekebilir gerekebilir. Gebelik kategorisi: C. Gebelik doneminde somatropin tedavisinin giivenilirligi acisindan yeterli
kanit bulunmamaktadir. Somatropinin insan stttine gecip gecmedigi bilinmediginden emziren kadinlara verilecegi zaman dikkat edilmelidir. Yan Etkiler/Advers Etkiler: Eriskinlerde periferik 6dem, bas agrisi, parestezi, artralji eklem sertligi ve miyalji gériilebilir.
Cocuklarda dokiintd, artralji, miyalji ve periferik 6dem seyrek olarak ve bas agrisi yaygin olmayan sekilde gériilebilir. Lokal enjeksiyon yeri reaksiyonlan olusabilir. Bazi nadir vakalarda benign intrakraniyal hipertansiyon bildirilmistir. Turner Sendromlu cocuklarda
blytime hormonu tedavisi sirasinda el ve ayaklarda buyimenin arttigi bildirilmistir. Etkilesimler: Glukokortikoidler ile birlikte kullanilmasi bilytimeyi inhibe edebilir. Biiyime; gonadotropin, anabolik steroidler, 6strojen ve tiroid hormonu gibi diger tedavilerden de
etkilenebilir. Saklamaya Yénelik Ozel Tedbirler: Acildiktan sonra: Buzdolabinda (2°C-8°C) maksimum 4 hafta saklayiniz. Isiktan koruyunuz. Dondurmayiniz. Uriin, alternatif olarak, 25°C'nin altinda maksimum 3 hafta saklanabilir. Ruhsat Sahibi: Novo Nordisk
Saglik Urtinleri Tic. Ltd. Sti. Nispetiye Cad. Akmerkez E3 Blok Kat 7 34335 Etiler — istanbul. Ruhsat Tarihi ve No: Norditropin® NordiFlex® 5mg; 07.01.2002-111/56, Norditropin® NordiFlex® 10mg; 25.12.2001-111/45, Norditropin® NordiFlex® 15mg; 25.12.2001-
111/44 Yalniz recete ile kullanilmalidir. Perakende Satis Fiyati: Uriintin gtincel fiyati icin litfen firmamiza basvurunuz. Kisa Uriin Bilgisi Yenilenme Tarihi: 06.01.2020. Norditropin® NordiFlex® Novo Nordisk'in ticari markasidir. Daha genis bilgi icin firmamiza
basvurunuz

> norditropin
nordif

. ®
novo nordisk somatropin (rDNA orijinli) enjeksiyon

TR20NX00013

ex’



