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GMN: Georgian Medical News is peer-reviewed, published monthly journal committed to promoting
the science and art of medicine and the betterment of public health, published by the GMN Editorial
Board and The International Academy of Sciences, Education, Industry and Arts (U.S.A.) since
1994. GMN carries original scientific articles on medicine, biology and pharmacy, which are of
experimental, theoretical and practical character; publishes original research, reviews, commentaries,
editorials, essays, medical news, and correspondence in English and Russian.

GMN is indexed in MEDLINE, SCOPUS, VINITI Russian Academy of Sciences. The full text
content is available through EBSCO databases.

GMN: MeauuuHckue HOBOCTH I'py3uu - eXXKeMECSYHBIN PELEH3UPYEMbI HayUYHbIA MEAUIIUHCKUN
KypHall, u3naercs PepaknnoHHO# kojuterne u MexayHapoaHOW akaaeMuel HayK, 0Opa3oBaHMS,
nckycctB u ecrectBo3Hanus (IASEIA) CIIA ¢ 1994 roma Ha pycCkOM M aHTJIMHCKOM SI3bIKax B
LeJsIX MOAACPKKHA MEAUIIMHCKON HAYKHU M YIIy4dIlIeHUs 3ApaBooXpaHeHus. B xypHaie myOnukyorces
OpUTHHANIbHBIE HAyYHbIE CTaThU B 007aCTU MEIULIMHBI, OMONOrHH U QapMaluu, CTaTbi 0030pHOTO
XapakTepa, pelieH31H, HayqHble COOOIEH!US, HOBOCTH MEIUIIMHBI U 3PAaBOOXPAHEHUSI.

Kypunan wunaexcupyercas B MEDLINE, orpaxén B 6aze manaeix SCOPUS m BUHUTU PAH.

[TonHnoTekcTOBBIE cTaThU KypHasa noctynHbl yepes b/l EBSCO.

GMN: Georgian Medical News — Lo Jo®mgganml bsdgooiEobm Losbangbo — s@oli ymggenmgoy@do
Lodg36090m Hg396%0Mgdswo Lodgoozobm gy@dmbsao, asdmoigds 1994 Fanowsb, Fo®@dmowagbls

Lbodgosdiaom gmengaools s 5dd-ol dgi3bog@gdols, yobosmengdols, 0bylE®ools, bgamgbgdols
s 596950Ldg@ Y3920 gdol Log@msdm@obm sgo0gdool gOmmdaog yodmgdsl. GMN-Jo @¢lyeo,

0ba@obg® o 39Gdebyga gbgdby J399bwass 9db3g@0dgbHyao, mgmdogmo ©s 3G5JHoggmo
bolosmols m@ogobsgoy@o Lodgibogdm LEsGogdo dgooiEobol, dom@maools s Go@dsizools
g 9@ do, dodmbogrgomo bobosmols bEs@ogdo, Mg39bbogdo.

J9abogo obpgdlo®gdygeos MEDLINE-ol Lsg@msdm@olem Lol@gdsdo, sbsbyenos SCOPUS-
ol s BUHUTHU PAH-0ol dmbsigdms dobgddo. LEs@ogdol Logao @g9Jlgo bgerdobs(gomdos
EBSCO-Ul dmbszgdms dobgdowsb.



MEJUIIMHCKHUE HOBOCTHU I'PY3UHN

ExxeMecsuHbIil COBMECTHBIN IPY3HHO-aMEPUKAHCKUI HAyUHBIN JJIEKTPOHHO-IIEYATHBIA KypHa
ATeHTCTBa MEAMIIMHCKOW HH(OpMaMK ACCOIMALIMY JIENI0BOI mpecchl [ py3un,
AKaneMuy MEIMIMHCKUX Hayk [ py3un, Mex1yHapoaHOH aka/leMUuH HayK, HHAYCTPUH,
obpazoBanus u uckyccts CLLIA.

Wznaercs ¢ 1994 r., pacupoctpansercs B8 CHI, EC u CILIA

HAYYHBIN PEJIAKTOP
Jlaypu Manaranse

INIABHBIN PEJAKTOP

Huno Mukabepunze

HAYYHO-PEJAKIIMOHHBIN COBET
Jlaypu Manaran3e - npencenareas HayuHo-pe1akiiHOHHOTO COBeTA
Apxumaaaput Axam - Baxtanr Axamanze, Amupan Anranse, Heuim Anrenasa, TeHrn3 Axmerend,
Jleo bokepus, Otap I'epamana, JImana ['ornamsunm, Hukomait [onranse,

Wpuna Keawamze, Hana Ksupksenus, 3ypad Kesannmsumy, [Tanmnko Kunatpana, Teitmypas Jlexxara,
Jloxannmywumxku Menortu, Kapaman Ilarasa, Hukonait [Tupixananmsuim, Mamyka [uprxananiiBuiiu,
Baagmm Caakanze, Bansrep Craki, @punon Tomya, Kenner Yonkep, Pamas Xemypuanm,
Pymoned Xoxendemmuep, Pamas [lenrenus

HAYYHO-PEJAKIITMOHHBIN KOJIJIET A

3ypad Bagaukxopua - npeacenarens HayuyHo-peraknmoHHOI KoJuIernu
Muxaun baxmyrckuii (CLLHA), Anexcanap ['ennunr (I'epmanus),
Awmupan I'amkpenunze (I'py3us), Koncrantun Kunuanu (I'py3us),
I'eopruit Kasrapanze (I'pysus), ['eopruit Kamkamunze (I'pysust),
[Taara Kypranunze (I'py3ust),Baxranr Macxymus (I'py3us),
Tamapa Mukabepunze (I'pysus), Tenrus Puznuc (CILA), [I3Bug Dnya (CLLA)

Website:
www.geomednews.org

The International Academy of Sciences, Education, Industry & Arts. P.O.Box 390177,
Mountain View, CA, 94039-0177, USA. Tel/Fax: (650) 967-4733

Bepcus: nedarnas. Llena: cBoOoaHast.
VYeii0BUSI MOANMCKHU: MTONKCKA IPUHUMAETCS HA 6 1 12 Mecsies.

ITo Bonpocam moanucKu 00pamaThes Mo Tes.: 293 66 78.
Konrakrherii anpec: ['py3us, 0177, Tounucu, yin. Acatnanu 7, V sTax, KomMHara 5
ten.: 995(32) 254 24 91, 995(32) 222 54 18, 995(32) 253 70 58
Fax: +995(32) 253 70 58, e-mail: ninomikaber@hotmail.com; nikopir@dgmholding.com

I1o Bonpocam pa3MemnieHus pekJamMbl o0pamarbes mo Tedr.: 5(99) 97 95 93

© 2001. Accouuanusi ieJioBoii npeccbl ['py3un
© 2001. The International Academy of Sciences,
Education, Industry & Arts (USA)



GEORGIAN MEDICAL NEWS

Monthly Georgia-US joint scientific journal published both in electronic and paper
formats of the Agency of Medical Information of the Georgian Association of Business
Press; Georgian Academy of Medical Sciences; International Academy of Sciences,
Education, Industry and Arts (USA).

Published since 1994. Distributed in NIS, EU and USA.

SCIENTIFIC EDITOR

Lauri Managadze

EDITOR IN CHIEF
Nino Mikaberidze

SCIENTIFIC EDITORIAL COUNCIL
Lauri Managadze - Head of Editorial council
Archimandrite Adam - Vakhtang Akhaladze, Amiran Antadze, Nelly Antelava,
Tengiz Akhmeteli, Leo Bokeria, Otar Gerzmava, Liana Gogiashvili, Nicholas Gongadze,
Rudolf Hohenfellner, Zurab Kevanishvili, Ramaz Khetsuriani, Paliko Kintraia,
Irina Kvachadze, Nana Kvirkvelia, Teymuraz Lezhava, Gianluigi Melotti,
Kharaman Pagava, Nicholas Pirtskhalaishvili, Mamuka Pirtskhalaishvili,
Vadim Saakadze, Ramaz Shengelia, Walter Stackl, Pridon Todua, Kenneth Walker

SCIENTIFIC EDITORIAL BOARD
Zurab Vadachkoria - Head of Editorial board
Michael Bakhmutsky (USA), Alexander Génning (Germany),
Amiran Gamkrelidze (Georgia), David Elua (USA), Konstantin Kipiani (Georgia),
Giorgi Kavtaradze (Georgia), Giorgi Kamkamidze (Georgia),
Paata Kurtanidze (Georgia), Vakhtang Maskhulia (Georgia),
Tamara Mikaberidze (Georgia),Tengiz Riznis (USA)

CONTACT ADDRESS IN TBILISI

GMN Editorial Board Phone: 995 (32) 254-24-91
7 Asatiani Street, 5% Floor 995 (32) 222-54-18
Thilisi, Georgia 0177 995 (32) 253-70-58

Fax: 995 (32) 253-70-58

CONTACT ADDRESS IN NEW YORK

D. & N. COM., INC. Phone: (516) 487-9898
111 Great Neck Road Fax: (516) 487-9889
Suite # 208, Great Neck,

NY 11021, USA

WEBSITE

www.geomednews.org



K CBEJEHHIO ABTOPOB!
[Tpu HampaBiIeHUM CTaThU B PEJAKIMIO HEOOXOAMMO COOIONATh CIIEAYIOIIUE MTPaBUIIa;

1. CraTbs 1o/mKHa OBITH IPEJCTABICHA B IBYX SK3EMIUISPAX, HA PYCCKOM MJIM AHIINHCKOM SI3bI-
Kax, Hare4yaTaHHast 4Yepes3 MoJITopa HHTEPBasia Ha 0HOI CTOPOHE CTAHAAPTHOIO JIMCTA ¢ IMPUHOM
JIEBOTO MOJISI B TPHM caHTHMeTpa. Mcrmons3yemblil KOMITBIOTEPHBIH WPUQT I TEKCTa Ha PYCCKOM U
aHTmiickoM si3pikax - Times New Roman (Kupuaiauma), s TeKCTa Ha TPY3WHCKOM SI3BIKE CIIEAYET
ucrons3oBath AcadNusx, pasmep mpudra - 12. K pykornucu, HaneyaraHHOH Ha KOMIIBIOTEPE, TOJKEH
ob1Th ipuitosker CD co craTbeit.

2. Pa3mep craThy 10IKeH OBITh HE MEHEe LIIECTH U He 00J1ee MSITHAALATH CTPAHUL] MAIIMHOIINCH,
BKJIIOYAs yKa3aTelb JINTepaTyphl H pe3ioMe Ha aHTIIMICKOM, PYCCKOM U TPY3MHCKOM SI3bIKaX.

3. B crarbe 1omKHBI OBITH OCBELICHBI aKTYaIbHOCTh IaHHOTO MaTepraa, METOAbI M PE3YJIbTaThl
UCCIIEIOBAHUS U UX 00CYyKACHHE.

[Ipu npencTaBneHny B re4aTh HAYIHBIX IKCIIEPUMEHTATFHBIX pab0T aBTOPHI IOJIKHBI YKa3bIBaTh
BUJ U KOJIUYECTBO SKCIIEPUMEHTAIBHBIX KUBOTHBIX, IPUMEHSIBIIMECS METOABI 00€30011BaHUs H
YCBIJICHHUS (B XOJ€ OCTPBIX OIIBITOB).

4. Tabnuikl HEOOXOAMMO ITPEICTABIISTH B IedaTHOH Gopme. DoTOKONHHM HE TpUHUMAIOTCs. Bee
nHu(ppoBbIe, UTOrOBbIE U MPOLEHTHBIE JaHHbIE B TA0JHMIAX JOJKHBI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuiel U rpaduKy 1OJDKHBI OBITH O3aryIaBIICHbI.

5. ®ororpadun TOHKHBI ObITh KOHTPACTHBIMH, (DOTOKOIUH C PEHTTEHOIPAaMM - B TIO3UTHBHOM
n300pakeHUH. PUCYHKH, YepTe:KN U TUarpaMMbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABHUTH B
COOTBETCTBYIOLIEE MecTO TekcTa B tiff hopmare.

B noanucsx x Mmukpodororpadusam ciaeayer yka3plBaTh CTEIIEHb YBETHUEHHS Yepe3 OKYISp WU
00BEKTUB M METOJ] OKPACKU HIIM UMIPETHALIMH CPE30B.

6. @amMIIINN OTEYECTBEHHBIX aBTOPOB IIPUBOAATCS B OPUTHHAIBHON TPAHCKPHITLIUH.

7. Ilpu opopmicHUU U HalnpaBiIeHUU cTareil B kypHan MHI' nmpocum aBTOpOB coOmronaTh
MpaBwiIa, M3IOKEHHBIE B « EAMHBIX TpeOOBaHUSAX K PYKOMHCSAM, IPEACTABISIEMBIM B OMOMETUITTHCKIE
JKYPHAIIBD), TIPUHATHIX MeXXTyHapOIHBIM KOMUTETOM PEJAKTOPOB MEAWIIMHCKUX JKYPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B KoHIEe Ka)10i OpUTHHAIBHON CTAaThbH MPHUBOANUTCS OuOIMorpaduyueckuil cCnucok. B cnmcok iure-
paTypbl BKIIIOUAIOTCS] BCE MaTepHaibl, Ha KOTOPBIE MMEIOTCS CChUTKM B TeKcTe. CHHMCOK COCTaBISAETCS
B a(haBUTHOM TOps/IKE U HyMepyeTcsi. bubnmorpaduueckoe onucanne JIMTeparypbl COCTAaBISETCS HA
A3BIKE TEKCTa IOKYMEHTa. B crrcke nureparypsl cHavana MpUBOASTCS paboThl, HATMCAHHBIE 3HAKaMHU
Ipy3HHCKOTO anaBuTa, 3aTeM KHUPWIUTHIECH 1 narnHuied. CChUIKM Ha UTHPYEMbIe paObOThI B TEKCTE
CTaThH JAIOTCS B KBAJPATHBIX CKOOKaX B BHJIE HOMEPA, COOTBETCTBYIOIIEMY HOMEPY JTAHHOM PabOTHI B
CIIHCKE JIUTEepPaTyphbl.

8. lnst momyuyeHus mpaBa Ha MyOJIMKAIMIO CTaThsl JOJDKHA UMETh OT PYKOBOAMTENS PadOThI
WIN YYPEKISHHS BU3Y U COTIPOBOIUTENbHOE OTHOIICHNE, HAMMCAHHBIC WIIM HalledyaTaHHbIe Ha OJaHKe
Y 3aBE€PEHHBIE MOJNHICHIO U NEYaThIO.

9. B xoHIIe CTaThH JOIKHBI OBITH TOJIIMCH BCEX aBTOPOB, OJTHOCTbIO IPUBEACHBI UX (haMmiIny,
MMEHa U OTYECTBA, YKa3aHBl CIY)KEOHBIH M JOMAIIHWA HOMepa Teiae(OHOB M aJpeca HIIN UHBIC
koopauHaTel. KonndgecTBO aBTOPOB (COaBTOPOB) HE AOIDKHO MPEBHIIIATH MATH YETIOBEK.

10. K crarbe n0KHBI OBITH MIPHIIOKEHBI KpaTKkoe (Ha MOJICTPAHMIIbI) pe3ioMe Ha aHIITUHCKOM,
PYCCKOM 1 TPy3MHCKOM SI3BIKaX (BKJIIOYAIOIIEE CIISAYIONINE Pa3AeIibl: BCTYIUIEHHE, MaTepral U METOIbI,
pe3yabTaThl ¥ 3aKIFOYCHIE) U CITUCOK Kio4YeBbIX ¢iioB (key words).

11. Penakiust octaBisiet 3a cOO0# MpaBo COKpaIarh U HCIPaBIsTh cTarbi. Koppekrypa aBropam
HE BBICBIIAETCSI, BCSA paboTa M CBEpPKa MPOBOAUTCS IO aBTOPCKOMY OpPHUTHHAITY.

12. Hegomyctumo HampaBjeHHE B peAakUUI0 padoT, MpeACcTaBIEeHHBIX K MeYaTH B MHBIX
W3aTEeIbCTBAX WIIN OMYOJIMKOBAHHBIX B APYTHX H3JAHUSX.

IIpu Hapymiennn yka3aHHBIX PABUJI CTATHH He PACCMATPUBAIOTCS.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 6 pages and not exceed the limit of 15 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

5. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink (or
black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

6. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

7. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

8. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

9. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

10. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: introduction, material and methods, results and conclusions) and a list of key words.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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ADOLESCENT MEDICINE: AN OPPORTUNITY TO OPEN OUR HORIZON

Adolescence is a period of great change physiologically,
psychologically and socially. Although most adolescents
make the transition to adulthood without major difficulties,
it is important for the health care professional to identify
problems and develop an approach to treatment for those
patients who need help during this time. Therefore, adoles-
cence is a time of exploration, experimentation and striving
for independence.

Young people have significantly different health care needs
compared to those of children and adults. Their needs are
diverse and are affected by the physical, emotional, psycho-
logical and socio-cultural stages of adolescence. Healthy
and at risk activities that affect adult morbidity often have
their origins during the adolescent years. Therefore it is im-
portant not to ignore problems in teens with the excuse that
the youth “will grow out of it”. Moreover, it is important
to identify the adolescent’s strengths and support system
in coping with these issues.

The American Academy of Pediatrics has recommended
that pediatric health care be extended through the adoles-
cent years and has renewed the attention of clinicians to
ensure a better quality of care for youth.

In order to improve the quality and quantity of educa-
tion in adolescent health for paediatricians and GPs, the
Study Group of the Emilia and Romagna Region for Ado-
lescent Health Care (SGA-ER) was established in 2010
in an effort to generate strategies and possible solutions

VINCENZO DE SANCTIS
Adolescent Health Care Group of Emilia - Romagna
Region (SGA-ER); Quisisana Hospital of Ferrara, Italy

© GMN

to improve the quality and quantity of pediatricians’ and
GPs’ knowledge of adolescent health care. In 2011 the
SGA-ER received the patronage of SASIA (Sociedad
Argentina de Salud Integral del Adolescente) and in 2012
the patronage of SEMA (Sociedad Espafiola de Medicina
de la Adolescencia). Since its establishment, SGA-ER,
with the support of Quisisana Accredited Private Hospital
of Ferrara, has organized an annual nationally accredited
CME course for health professionals, and other meetings
for parents.

We wish to thank the Authors of scientific papers for giv-
ing us the opportunity to prepare this adolescent issue of
Georgian Medical News, the founding Members of SGA-ER
for their cooperation and enthusiasm, and Dr. Bernadette
Fiscina for her envaluable support and help.

We are also particularly delighted by and rejoice in the
constant support which we have received from Dr. Gior-
gio Piacentini, President of Quisisana Hospital of Ferrara
(Italy). Finally, but not at least, a special thank to Dr. Nino
Mikaberidze, Editor of Georgian Medical News, for hav-
ing accepted our request and for the professional editing
of this adolescent issue.

We hope that increasing educational opportunities in ado-
lescent health may accelerate the development and dis-
semination of new and improved therapeutic approaches
for serving adolescents and also may help to attract a larg-
er cadre of physicians to this field of practice.

KARAMAN PAGAVA
Thilisi State Medical University, Georgia
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Adolescence is a period of great change physiologically,
psychologically and socially. Although most adolescents
make the transition to adulthood without major difficulties,
it is important for the health care professional to identify
problems and develop an approach to treatment for those
patients who need help during this time [2-4,10,12]. Some
young people engage in risky behaviors that reflect the
processes of adolescent development: experimentation and
exploration, including using drugs and alcohol, sexual and
other risk-taking activities that affect their physical and
mental health [2-12,12].

The purpose of this mini review is to present the services
available for adolescents and the National Health System
in Italy and to review the most relevant data on morbidity
and mortality in Italian youth.

The National Health System in Italy.

Healthcare is provided to all citizens and residents by a
mixed public-private system. The public part is the national
health service, Servizio Sanitario Nazionale (SSN), which
is organized under the Ministry of Health and is admin-
istered on a regional basis. This system was instituted in
1978 to provide universal inexpensive health care to all
residents in Italy.

The Ministry of Health is responsible for monitoring and
taking measures to improve the health status of the popu-
lation and assure a uniform level of services, care, and
assistance to the population. It also negotiates and moni-
tors the labor contracts of medical and paramedical NHS
personnel [6,11,13].

Covered are in-patient treatments that include tests,
medications, as well as surgeries during hospitalization,
family doctor visits, medical assistance that is provided
by pediatricians, and other specialists. The health system
also provides for drugs, medicines, out-patient therapies,
as well as dental treatments.

The Regions
Recent national legislation has transferred several impor-
tant administrative and organizational responsibilities and
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authority from the central government to the 20 regions.
The regions organize services that are designed to meet the
needs of their specific populations, define ways to allocate
financial resources within their territories, monitor health
care services and activities, and assess their performance.
In addition, the regions are responsible for selecting and
accrediting public and private health services providers and
issuing regional guidelines to assure a set of essential health
care services in accordance with national laws [11].

General practitioners (GPs) and pediatricians

Primary health care in Italy is provided mainly by general
practitioners (GPs) and pediatricians, and on-call physi-
cians (Guardia Medica) for after-hour medical care and
services.

Family doctors are entirely paid by the SSN, must offer
visiting time at least five days a week and have a limit of
1500 patients. Patients are assigned a doctor by the SSN
but if they are dissatisfied with the assigned doctor they are
free to change physicians, provided the doctor they choose
has free slots [11].

GPs and pediatricians act as “gatekeepers” for the system,
assessing the needs of citizens, prescribing pharmaceuti-
cals, ordering diagnostic procedures and referring patients
to specialists and hospitals [11].

The family paediatrician provides care for children aged
0-6 years with the possibility of extending the age group
to 14 years. Parents may request that a family paediatri-
cian assist adolescents with chronic illness up to the age
of 16 years [2-5].

There are no specific protocols for the transition to
GPs for patients with chronic diseases or special health
needs [2-5].

Few specific clinics for adolescents or young adults with
chronic illness (e.g. thalassaemia, cystic fibrosis, diabetes,
chronic renal failure) are available. The percentage of ado-
lescents affected at least by one chronic disease is 8%, by 2
chronic diseases is 1.3% and by 3 or more is 0.3% [2,5].
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However, some services for adolescents in paediatric de-
partments or gynaecologic and obstetrics wards have been
set up, mostly in large cities where university hospitals or
hospital of national relevance are located.

Specific preventive services are also available, used mainly
as family planning centers. These centers are basically per-
ceived as providers of advice for gynaecologic problems
in more than 80% of cases [6].

The total number of centres taking care of adolescents in
Italy is 4097 (50% in the North of Italy, 20% in the Central
and 20 % in the South and Islands) [2].

The Youth Health Problems in Italy

The population of Italy on January 1%, 2011 was ap-
proximately 60,477,881 (extrapolated from a population
of 60,157,214 on October 27th 2009 and a population
of 60,231,214 on February 8th 2010) and the number of
adolescents, aged 10 to 19 years, was 6,214,000.

Injuries and poisonings are the major health problems
of adolescents (27.4% of hospital admissions) and the
leading cause of death in this age group. Overall rates of
injury death for 15 to 24 year old males exceed those for
females by as much as 3:1. Although the mortality rates of
adolescent are low compared to adults, there is significant
morbidity among teens [5].

In primary care, adolescents present with a large number of
issues, in particular respiratory and musculoskeletal prob-
lems, pain syndromes, obesity, dermatological diseases,
eating disorders, mood and somatoform disorders, school
and mental health disorders (Table 1), and chronic fatigue.

Many of these may require a coordinated, multidisciplinary
management approach [5,8].

Table 1. Mental health disorders in a group of adoles-
cents (aged 14-19 years) followed in Milan

Dissociative identity disorders

(global and body images) 41%
Eating 18%
Behavioural disorders 18%
School related disorders 11%
Somatoform disorders 7%
Mood disorders 5%

In the community, common adolescent needs include con-
traception, family planning, mental health problems, and
prevention of infectious diseases (vaccinations).

The percentage of adolescents utilizing pediatric emer-
gency units is variable from 2.1% to 30%. Most adoles-
cent visits were classified as non-urgent consultations.
The main complaints were injuries, gastrointestinal
disorders, respiratory infections, psychiatric and psy-
chosocial problems [5].

Epidemiological evidence has shown that the majority of
adolescents are admitted to adult wards, especially in the
South of Italy (Table 2). However, data in the literature
support the continued development of adolescent wards
in larger general hospitals and children’s hospitals and the
importance of dedicated adolescent inpatient wards for
improving the quality of care for young people compared
to that in child or adult wards, particularly for older
adolescents [1].

Table 2. Age limits to the admission of adolescents in Italian Paediatric Units

Age North % Central % South % Total %
(Years) (n=143) (n=95) (n=145) (n=383)
14 18 17 49 26
15 9 8 6 8
16 20 22 26 22
17 50 46 25 39

In 2001, the main hospital discharge diagnoses in 127.247
adolescents (aged 15-17 years) were: injures and poisoning
(27.4%), gastrointestinal problems (13.4%), unexplained
symptoms (7,5%), respiratory illness (7.5%), musculoskeletal
problems (6.9%), urinary tract disorders (5.4%), nervous
system illness (4.6%), pregnancy complications (3.9%),
dermatological problems (3.7%), mental health disorders
3%), oncologic diseases (2.8%), infectious diseases (2.7%),
congenital malformations (2.2%), endocrine and metabolic
diseases (1.9%), haematological diseases (0.7%) [5].

Conclusions

Adolescence is a time of exploration, experimentation and
striving for independence. Young people have significantly
© GMN

different health care needs compared to those of children
and adults. Their needs are diverse and are affected by
the physical, emotional, psychological and socio-cultural
stages of adolescence [2-5,10,12]. The American Academy
of Pediatrics has recommended that pediatric health care
be extended through the adolescent years and has renewed
the attention of clinicians to ensure a better quality of care
for youth [9].

Adolescent health in the Italy is not a distinct speciality,
but is practised in some services for adolescents in paedi-
atric departments or gynaecologic wards, mostly in large
cities where University hospitals or hospital of national
relevance are located.
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Although young people have significantly different health
care needs than those of children and adults, epidemiologi-
cal evidence has shown that the majority of adolescents are
admitted to adult wards.

The most frequent causes of death in adolescents are mo-
tor vehicle accidents - more than half of which are related
to drug or alcohol use - followed by cancer and suicide.
Many of the behaviours involved call for preventive and
interventional measures.

Healthy and at-risk activities that affect adult morbidity
often have their origins during the adolescent years. There-
fore it is important not to ignore problems in teens with the
excuse that the youth “will grow out of it”. Moreover, it is
important to identify the adolescent’s strengths and support
system in coping with these issues.

In addition, many of the gynecologic problems encountered
in the adolescent population are unique to this age group.
Even if the pathology is the same, the approach involves
physician skills differing from those utilized with an adult
population. These problems are not easily addressed by
physicians with a strictly physiologic orientation, and may
not even show up on the standard review of systems that
physicians are taught to perform [12,13].

The estimated population with a chronic illness is 8%. There
are no specific protocols to deal with the transition to GPs for
patients with chronic diseases or special health needs [2-5].

Providing health care for adolescents involves a variety of
medical, social and legal knowledge, and close working
relationships must be established within the adolescent’s
network to establish an effective care system. Clinicians
who are taking care of adolescents have unique opportu-
nities to make a difference in their health and their lives
by being creative, flexible and open in the care provided.
Learning and using a few special techniques to communi-
cate with youth may make this medical intervention easier
and often more successful [7].

In order to improve the quality and quantity of education
in adolescent health for paediatricians and GPs, the Study
Group of the Emilia and Romagna Region for Adolescent
Health Care (SGA-ER) is going to organize, starting in
2012, a two year educational intervention course in ado-
lescent health.
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The purpose of this mini-review is to present the National
Health System and services available for adolescents in
Italy, and to review the most relevant data on morbidity
and mortality in Italian teens.

Adolescent medicine in Italy is not a separate speciality, but
there are some distinct services for adolescents in paediatric
departments or gynaecologic wards, mostly in large cities
where university hospitals or hospital of national relevance
are located.

Primary health care in Italy is provided mainly by general
practitioners (GPs) and pediatricians, and on-call physicians
(Guardia Medica) for after-hours medical care and services.
The number of centres providing care for adolescents in Italy
is 4097 (50% of these are in the North of Italy, 20% in the
Central regions and 20% in the South and Islands).

The population of Italy on January 1st 2011 was approxi-
mately 60,477,881 and the number of adolescents, aged 10
to 19 years, was 6,214,000.

The most frequent causes of death in adolescents are motor ve-
hicle accidents - more than half of which are related to drug or
alcohol use - followed by cancer and suicide. In primary care,
adolescents present with a large number of issues, particularly
upper respiratory infections, musculoskeletal problems, pain
syndromes, obesity, eating disorders, dermatological issues,
mood and somatoform disorders, school and mental health
problems, and chronic fatigue, many of which require a co-
ordinated, multidisciplinary management approach.

The estimated population with a chronic illness is 8%.
There are no specific protocols for the transition to adult
medicine physicians for patients with chronic diseases or
special health needs.

In order to improve the quality and quantity of education
in adolescent health for paediatricians and GPs, the Study
Group of Emilia and Romagna Region for Adolescent
Health Care (SGA-ER) is going to organize, beginning
in 2012, a two year educational intervention course in
adolescent health.

Keywords:adolescent health care, national health system,
Italy.
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Hem,}o 0630pa SIBUJICSL aHAJIM3 HauOojee 3HAYMMBIX I10-
Kazaresu 3a00J1eBaeMOCTH U CMEPTHOCTHU CPEIU UTAJIbAH-
CKUX IOAPOCTKOB.

HO,HpOCTKOBaH MEAUIMHA B Wranuu He sBIsSETCS OTACIIb-
HOM CIICHMAJIBHOCTBIO, OJJHAKO B OOJIBILINX ropoaax Impu
YHUBCPCUTCTCKUX HUJIN 6OHLHHHaX O6HIeHaHI/IOHaJ'H)HOI‘O
3HAYCHUA B COCTABE NCANATPUICCKUX U THHCKOJIOTUYCCKUX
ACapTaMCHTOB UMEIOTCA CJ'Iy)K6I)I, OpeaHA3HAYCHHBIC 1JI1
OAPOCTKOB.

[lepBuuHast MeaMIMHCKAs MOMOIb B MrTamuu okasbl-
BaeTCsl BpayaMu oOLIed MpakTHUKHU U NeJuaTrpamu, B
Hepabouee Bpems - JIexypHbIMU Bpauamu (Guardia
Medica). B Uranuu Bcero 4097 neHTpoB, OKa3bIBalo-
IMX MEJAMLIMHCKYIO IOMOIb MOJAPOCTKAM (Cpeau HHUX
50% - B ceBepHoit UTanuu, no 25% - B IeHTpalbHOU U
10xHON UTanun).

© GMN

Hacenenue Wranuu Ha nepsoe sitHBaps 2011 roga co-
crasisiio npumepno 60,477,881, cpenu Hux 6,214,000
noapoctkoB (10-19 ner).

OCHOBHBIMU NPUYUHAMU CMEPTH CPEAU MOAPOCTKOB SIB-
JISIFOTCSL JIOPO’KHO-TPAHCIIOPTHBIE MpouciiecTBys (B Ooiee
YeM I0JIOBUHE CIIy4aeB CBA3aHHBIE C IPUEMOM aJIKOTOJIS
WJIM HAPKOTHKOB), 32 HUMH CJIE/IYIOT PaK U CaMOyOHHCTBO.
B niepBuuHOE 3B€HO 3/1paBOOXpaHEeHMs HOIPOCTKH 0Oparia-
I0TCSI 1O TIOBOJLY PA3JIMYHBIX IPUYHH - UHOEKIIMN BEPXHUX
peCIUpaTopHbIX MyTel, NPoOIeMbl CO CTOPOHBI KOCTHO-
MBILIEYHOIN CHCTEMBI, OOJIEBbIE CHHAPOMBI, OKUPEHHE,
HapyleH!s MUIIEBOro MOBEACHHUS, AEPMATOIOIHYECKUe
poOJIeMBbl, HapyLIEHHsI HACTPOCHUsI, COMaTo()OpMHBIE Ha-
PYILEHUS, IIKOJIbHBIE TPOOJIEMBI, TPOOJIEMbI yMCTBEHHOTO
310pPOBbsI, XPOHUYECKAsl yCTaJI0CTb. MHOrue u3 mepe-
YHCJICHHBIX HAapyLIEHUI TpeOyIoT KOOPAMHUPOBAHHOTO
MYJIBTHIUCIMIIIMHAPHOTO MOAX0/A.
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XpOHUYCCKUMHU 3200JICBAaHUSMU CTPAIACT TPUOTH3UTCIIb-
HO 8% MOAPOCTKOB, OJJHAKO, HET CIEIUATbHBIX MPOTOKOIOB
JUTS TIEPEBO/IA MAIIMCHTOB C XPOHHMYCCKUMU 3a00JICBAHUSIMU
WIH CTICHUATLHBIMU MEIUIIMHCKUMHU HYXXIaMHU K Bpauam
10 MC/IUIIUHE B3POCIIBIX.

C 2012 r. ¢ 1ebI0 YAYYIICHUS KauecTBa 00pa30BaHUs 110
MOIPOCTKOBOM MEIUIIMHE MEIUaTPOB W Bpaueh oOImei
HIpakTUKU [pynna 1o u3y4eHUro 310pOBbsl NOLPOCTKOB
peruona Dmuinuu U Pomanbsu (SGA-ER) paspaborana
IJIaH COOTBETCTBYIOIIUX CIIEHUAIBHBIX ABYXTI'OAWYHBIX
KypCOB.
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Adolescence is a period of great change physiologically,
psychologically and socially. Although most adolescents
make the transition to adulthood without major problems,
it is important for the health care professional to identify
problems and develop a treatment approach for those pa-
tients who need help during this time [1-5,8,12,13,16].

Adolescent medicine in Italy is not a distinct speciality but
is practised in some services for adolescents in paediatric
departments or gynaecologic wards.

Pediatricians and general practitioners (GPs) provide most
of the accessible health care for youth in the Italian health
care system. The family paediatrician provides care for
children aged 0-6 years with the possibility of extending
treatment until 14 years of age, and up to the age of 16 for
adolescents with chronic diseases [1-5].

It is well known that physicians involved in adolescent care
need a variety of medical, psycho-social, mental health, and
legal knowledge. Because not all of these issues are readily
addressed by physicians with traditional medical training,
the Study Group of Adolescent Health Care of Emilia and
Romagna Region (SGA-ER), in response to the identified
needs of pediatricians and GPs [12], designed a two year
educational course to improve knowledge, skills and self-
perceived competence in adolescent health care.

This paper presents the goals, content and instructional
design of SGA-ER educational intervention.

Youth Health Problems in Italy

Injuries and poisonings are the major reasons for adolescent
hospitalizations in Italy (27.4% of hospital admissions) and
the leading cause of death in this age group. Overall rates
of injury death for 15 to 24 years old males exceed those
for females by as much as 3:1. In 2001, the main hospital
discharge diagnoses in 127,247 adolescents (aged 15-17
years) were (after injures and poisoning): gastrointestinal
problems (13.4%), unexplained symptoms (7,5%), respi-
ratory illness (7.5%), musculoskeletal problems (6.9%),
urinary tract disorders (5.4%), nervous system illness
(4.6%), pregnancy complications (3.9%), dermatological
problems (3.7%), mental health disorders 3%), oncologic
diseases (2.8%), infectious diseases (2.7%), congenital

© GMN

malformations (2.2%), endocrine and metabolic diseases
(1.9%), and haematological diseases (0.7%) [5,12].

Although the mortality rates of adolescent are low com-
pared to adults, there is a significant morbidity among
teens [5].

In primary care, adolescents present with a large number of
issues, in particular respiratory illnesses, musculoskeletal
and pain syndromes, obesity, dermatological problems,
eating disorders, mood and somatoform disorders, school
and mental health issues, and chronic fatigue, many of
which require a coordinated, multidisciplinary manage-
ment approach [5,12].

In the community, common adolescent needs include con-
traception and family planning, mental health problems,
and prevention of infectious diseases (vaccinations).

The utilization of pediatric emergency units is variable,
ranging from 2.1% to 30% among adolescents. The main
complaints were injuries, gastrointestinal disorders,
respiratory infections, psychiatric and psychosocial
problems [5].

Emilia and Romagna Region

Emilia-Romagna (ER) today is considered as one of
the richest and most developed regions in Europe [9].
Bologna, the region’s capital, has one of the world’s first
universities [10]. Emilia-Romagna has thirteen cities with
populations above 50,000 (based on 2006 estimates):
Bologna (population: 381,860 - metropolitan area
1,000,000), Modena (pop. 185,228), Parma (pop. 187,159),
Reggio Emilia (pop. 170,355), Ravenna (pop. 149,084),
Rimini (pop. 138,060), Ferrara (pop. 131,907), Forli (pop.
112,477), Piacenza (pop. 99,340), Cesena (pop. 93,857),
Imola (pop. 66,340), Carpi (pop. 64,517) and Faenza (pop.
54,749) [11].

SGA-ER establishment and aims

The Adolescent Health Study Group of the Emilia and
Romagna Region (SGA-ER) was established in 2010 in
a effort to generate strategies and possible solutions to
improve the quality and quantity of pediatricians’ and GPs’
knowledge of adolescent health care.
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The Council Board Group (CBG) consists of 1 coordinator
and 5 members (all are pediatricians), 1 counsellor, 1
education specialist and 1 registered general nurse. Health
professionals who have demonstrated involvement in
adolescent health care are welcomed as members. The
registration for SGA-ER is free of charge. The Coordinator
carries out the policies that are created by the CBG and
SGA-ER membership. Honorary Members as of June 2012
include pediatricians and adolescent medicine specialists
Monica Borile (Argentina), Bernadette Fiscina (USA) and
Daniel Hardoff (Israel).

In 2011 the SGA-ER received the patronage of SASIA
(Sociedad Argentina de Salud Integral del Adolescente)
and in 2012 the patronage of SEMA (Sociedad Espafiola
de Medicina de la Adolescencia).

SGA-ER has a website: http://www.sga-er-sga.blogspot.
com/ and soon will have an I-Phone and I-Pad app entitled
“Adolescent Planet” for health professionals, teens and
parents.

Since its establishment, SGA-ER, with the support of
the Quisisana Accredited Private Hospital of Ferrara, has
organized an annual nationally accredited CME course (31
hours of multidisciplinary lectures and participants’ case
presentations) for health professionals, and other meetings
for parents. Forty pediatricians and GPs have completed
these courses. Except for feedback questionnaires
commonly used at the end of courses, no assessment has
yet been made to evaluate the impact of this training on
the participants or their clinical practice.

The SGA- ER educational intervention in adolescent health
care

Increasing educational opportunities in adolescent health
may accelerate the development and dissemination of
new and improved therapeutic approaches for serving
adolescents and also may help to attract a larger cadre of
physicians to this field of practice [6,7,14,15].

Other pediatric subspecialties, e.g. oncology, rheumatology
and adolescent psychiatry, have developed successfully in
Italy and may represent excellent models for adolescent
medicine specialists to emulate.

Several methods and approaches have been implemented
to improve physician skills in adolescent health care. In
the first two years of SGA-ER, we followed the model fa-
voured in the UK that consists of delivering an adolescent
educational intervention course to all health professionals,
rather than creating a separate specialty [17].

SGA-ER convened to identify the following steps for the
course implementation:

a) Knowledge and skills required by professionals in caring
for adolescents (Table 1);

14

MEJTUIIMHCKUE HOBOCTHU I'PY3UU
LSIS@HOZIRM LSFIRNGO6(M LOSLLI6()

b) Building the field: proposals, key objectives, topics,
description, time table, national accreditation (CME)
(Table 1);

¢) Overall challenges in evaluating programs and strategies;
d) Staff: selection of a multidisciplinary team of experts
in the following areas: adolescent medicine, counselling,
dermatology, endocrinology, gynaecology and obstetrics,
paediatrics, paediatric allergy, pulmonology, public health,
radiology, education, health information technology (Table
2);

e) Participants’ case presentations with interactive discus-
sion;

f) Required readings;

g) Useful websites for health professionals;

h) Recommend outcome measures;

i) Measures to evaluate the impact of the training pro-
gramme in adolescent health;

) Identification of gaps in training.

Conclusions

The population of Italy on January 1st 2011 was approxi-
mately 60,477,881 and the number of adolescents, aged 10
to 19 years, was 6,214,000.

Adolescent medicine is a field dedicated to helping young
people grow and thrive. In Italy, it is not a distinct spe-
ciality, but is practised in some services for adolescents
in paediatric departments. The number of centres taking
care of adolescents in Italy is 4097 (50 % in the north of
Italy, 20% in the central regions and 20% in the south and
islands) [3].

In Italy there is a growing interest among healthcare profes-
sionals to extend their knowledge in adolescent health care.
Helping physicians to learn and to change their practice is
the purpose of continuing medical education design. For-
mal training curricula and postgraduate diploma courses in
adolescent medicine have been developed in United States,
Canada, Australia, Israel and Switzerland [6-8,13]. The
length of training courses varied among different countries
and training needs of the participants.

SGA-ER was established in 2010 in an effort to generate
strategies and possible solutions to improve the quality
and quantity of pediatricians’ and GPs’ knowledge of
adolescent health care. Increasing educational oppor-
tunities in adolescent health may help to accelerate the
development and dissemination of new and improved
therapeutic approaches for serving adolescents and may
also attract a larger cadre of physicians [6,7,14,15]. Dur-
ing the first two years, we followed the model favoured
in the UK that consists of delivering an adolescent
educational intervention course to all health profession-
als, rather than creating a separate specialty [13], and
the suggested strategies of Fox et al. [7] for enhancing
training.



GEORGIAN MEDICAL NEWS
No 9 (210) 2012

Table 1. Knowledge and skills required by professionals in caring for adolescents (Adapted From Kittredge D, Baldwin
CD, Bar-on ME, Beach PS, Trimm RF (Eds.). (2004). APA Educational Guidelines for Pediatric Residency. Ambulatory
Pediatric Association Website. [Available online: www.ambpeds.org/egweb] and ref. 3, 6, 8,13, 14)

1.GOAL. Improve knowledge, skill and attitude in the generic concept of adolescent health, screen for health risks,
provide health promotion and appropriate management plans

Intervention content

1. Be familiar with questionnaires (e.g., GAPS), trigger questions (e.g., from Bright Futures) and structured
interview techniques (e.g., HEEADSSS; HEADSFIRST)

2. To perform and interpret adolescent screening according to guidelines by experts in the field

(e.g., AAP, Bright Futures and GAP)

3. To evaluate immunization status

4. Conducting a physical examination

5. Psychosocial screening (e.g., school performance, mood disorders, tobacco and substance abuse, sexual risks,
media use, other risk taking behaviors) and adolescent mental health screening such as depression, anxiety and
related disorders.

6. Nutrition, obesity and eating disorders

7. Promoting Healthy Eating and Healthy Lifestyles according to recommended guidelines

(e.g., AAP, Bright Futures and GAP)

8. Sexual and reproductive health

9. Sexuality, contraception and STD

10. Medicolegal and ethical issues that apply to adolescents.

11. Be familiar with adolescents with chronic illness and special needs

12. Enhancing compliance

13. Communication/consultation skills

14. To help adolescents to use health services appropriately during their teens and guide them

in their transition to adult care

2. GOAL: Understanding normal adolescent growth, development and behaviour and recognize deviations

from the norm

3. GOAL: Evaluating and managing common signs, symptoms and situations or risks in adolescents, recognizing
when referral is indicated

4. GOAL: Diagnose and manage common conditions in adolescents

5. GOAL: Recognize, manage and refer adolescent conditions that generally require consultation or referral

7. GOAL: Enabling competencies, resources and contacts

8. GOAL: Offering resources to families to promote and improve the health and well-being of adolescents
Pediatricians should encourage both parents to be involved in the health care, education, discipline and emotional
support of their children.

Physicians must be aware of family influences and dynamics that impinge on adolescent health

Table 2. Selection criteria and characteristics of a competent trainer (From: Training needs for nutrition education:
Guidelines for in-service training of nutrition educators. C Hosmer, JT Dwyer, A Villarroel http://www.fao.org; modified)

. Interested in such subjects and sensitive to concerns of adolescents

. Graduates/post graduates in any discipline

. Non-judgmental

. Understands and takes into account the motivation and participation patterns of adult learners

. Understands and provides for the needs of clinicians

. Knows the community and its needs

. Knows how to use various methods and techniques of teachung

XL || N[N~

. Possesses communication and listening skills
AFTER THE SESSION

1. Summarize each session and ensure that the objectives are achieved and contents are covered

2. Carefull consider any suggestions made by participants and try to incorporate them, if possible, into subsequent
sessions

3. If personal questions are asked, the facilitator uses his/her discretion in answering
© GMN 15




Forty pediatricians and GPs have completed such courses
(2010/2011). No attempt was made to assess the impact
on the participants or their clinical practice. However,
the feedback questionnaires commonly used at the end of
courses to measure attainment of educational objectives
were administered.

The effectiveness of an educational intervention in ado-
lescent health designed for general practitioners was sup-
ported in a recent study [14]. A total of 108 self-selected
general practitioners attended and completed a multifaceted
educational program in the principles of adolescent health
care (2.5 hours per week for 6 weeks), followed 6 weeks
later by a 2-hour session of case discussion and debrief-
ing. The design of the intervention, using evidence-based
educational strategies, proved effective and expeditious in
achieving sustainable and large improvements in knowl-
edge, skill, and self-perceived competency compared with
the randomly allocated control group of practitioners. The
changes were generally sustained over 12 months and
further improved in the independent observers’ rating of
competence. Almost all participants reported a change in
their practice since the intervention.

In order to expose the participants to a larger array of issues
that are relevant in the comprehensive health care of adoles-
cents, a 2-year education course is in progress for 2013. We
hope that the patronage and the common interests with other
Societies (SASIA and SEMA) in teaching adolescent health
can provide an additional opportunity for networking, interac-
tion and exchange of ideas amongst professionals.
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SUMMARY

THE SGA-ER EDUCATIONAL INTERVENTION
IN ADOLESCENT HEALTH CARE FOR ITALIAN
PHYSICIANS: GOALS, CONTENT AND INSTRUC-
TIONAL DESIGN
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SFiscina B., ‘Marsciani A., "Piacentini G., *Timoncini G.,
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of Private Accredited Quisisana Hospital, Ferrara, Italy;
8Pediatrician, Forli, Italy; °Pediatrician, Imola, Italy, "’Pe-
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Adolescent medicine is a field dedicated to helping young
people grow and thrive, in relation to their particular stage
of development. In Italy, adolescent medicine is not a dis-
tinct speciality, but it is practised in some services for ado-
lescents in paediatric departments. Increasing educational
opportunities in adolescent health may help to accelerate
the development and dissemination of new and improved
therapeutic approaches for serving youth and also attract a
larger cadre of physicians. Other pediatric subspecialties,
e.g. oncology, rheumatology and adolescent psychiatry,
have developed successfully and may represent excellent
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models for adolescent medicine specialists to emulate. The
Adolescent Health Study Group of the Emilia and Romagna
Region (SGA-ER) was established in 2010 in an effort to
generate strategies and possible solutions to improve the
quality and quantity of knowledge in adolescent health
care for pediatricians and GPs. Several methods and ap-
proaches have been implemented to improve physicians’
skills in adolescent health care. The authors report the goals,
content and instructional design of an educational course
in adolescent medicine. Alliances with other adolescent
health groups may provide an additional opportunity for
networking, interaction and exchange of ideas amongst
professionals.

Keywords: Adolescent health care, Italy, medical educa-
tion, physician needs.
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[enbro MOAPOCTKOBOM MEIUIIMHBI SIBSICTCS CIIOCOOCTBO-
BaTh 3/10POBbIO0 U PA3BUTHIO MOJAPOCTKOB C YUETOM HUX
BO3pacTHBIX ocobeHHocTed. B Mrtanuu nmoapocTtkoBas
MEIUITMHA HE SBJISIETCS OTACIbHOMN JUCIUTIIIMNHON, OJHAKO
MPAKTUKYETCS B CIENUATBHBIX CIIY)X0axX MpU MeauaTpH-
YECKUX JemapTaMeHTaX. YBEJIWYCHUE YHciIa o0pa3o-
BaTEJIbHBIX BO3MOYKHOCTEH B MOJPOCTKOBOW MEIUIIMHE
MPUBJICKATEIBHO I Bpaueii U MOXKET CIIOCOOCTBOBATH
Pa3BUTHIO M BHEPEHUIO HOBBIX U YCOBEPILIEHCTBOBAHHBIX
METO/IOB U MOJIXO/IOB B 3/IpaBOOXPAHEHUHU MOAPOCTKOB. Ta-
KHE NIeIUaTPUICCKUE CyOCTIeNaIbHOCTH, KaK OHKOJIOTHS,
PEBMATOJIOTUS M OJPOCTKOBAS ICUXUATPHS, 1at0T IPUMEDP
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JUIsl TIOJIp@KaHHsl CIIEUAIICTaM MTOAPOCTKOBOIM MEIUIIH-
HbI. [ pynma 1o u3yueHuo 310pOBbsl OIPOCTKOB PErHOHA
Omunuu u Pomanbu 6b1a co3nana B 2010 roay kak mo-
MBITKA Pa3pabOTKK CTPATerMu U BO3MOXKHBIX PELICHUH C
LEJbI0 YITy4IIeHNs] 3HAaHUW B 00JIaCTH 3/[PaBOOXPAHEHUS
MOJPOCTKOB JUIsl TIEJUaTPOB M Bpaueil oOmiero mnpo-
¢ust. PaznuyHble METO/BI M MTOJXO/IbI OBLIH BHEPEHBI
JUISL yTy4IIeHUs] BpaueOHBIX HABBIKOB B 3TOH 00JIacTH.
B paGore npeacraBiieHsbl 1)U, COEPKAHUE U AU3AITH
HHCTPYKIUH y4eOHOro Kypca Mo MOAPOCTKOBON Meau-
nuHe. CBs3M ¢ APYTUMH MOJOOHBIMU TPYIIIIAMU MOTYT
CHoCcoOCTBOBATh CO3/IaHUI0 COOTBETCTBYIOIINX Pad0UNX
ceTeil, COTpYAHUYECTBY U OOMEHY HJIESIMU MEKIY IPO-
(dheccuoHanamu.
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LEGAL AND ETHICAL ISSUES IN ADOLESCENTS’ HEALTH CARE

Hardoff D.

Adolescent Medicine Services of the Clalit Health Services, Israel
and Reuth-Open-Door of the Israel Planned Parenthood Association

Adolescence is a time of great physical change and matur-
ing brain function. This leads to adolescents establishing
independence and coming to terms with the implications
of their own actions. The definition of maturity in adoles-
cents depends on the developmental domain that is under
consideration. Most adolescents reach physical maturity by
the age of 16 [5], however only by the middle of the third
decade of life young people are expected to be psycho-
logically and cognitively mature [29]. The World Health
Organization has defined adolescents as individuals within
the age range of 10 to 19 years, and young people as indi-
viduals within the age range of 10 to 24 years. The legal
age (age of majority) is the age at which a person may by
law assume the rights and responsibilities of an adult [38].
The vast majority of countries set the legal age at 18, but
ages as low as 14 and as high as 21 also exist. The British
14th century “Rule of Sevens” has been used by US courts,
stating that “a child less than 7 years of age has no capacity
to formulate criminal intent and thus could not be guilty
of a crime. A child between the ages of 7 and 14 years is
presumed not to have the capacity to form criminal intent,
and a child older than 14 years of age is presumed to have
such capacity, although evidence could be introduced to
disprove these presumptions” [35]. This Rule of Sevens
was adopted, for example, to determine a minor’s maturity
for refusal to medical treatment [40]. The adaptations of
the rigid laws related to the capacity of children and ado-
lescents to be involved in the decision processes regarding
their health, were possible following several declarations
of children’s rights: “The opinion of the child shall be con-
sidered as an increasingly crucial with the increasing age
and maturity” [39]; “In all actions the interest of the child
shall be a primary consideration” [41]; and “Children and
adolescents have the right to be listened to on all matters
affecting them” [42]. The mature minor doctrine (MMD)
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that was developed in the US is the common-law rule that
allows a mature adolescent to give consent for medical
care [35]. This doctrine emphasizes that from the age of
14 years adolescents become increasingly autonomous
and their capability for medical decision-making may be
considered already similar to adult capacity [24]. MMD
encourages early self-care and facilitates a better transition
into the adult medical system [36].

The following discussion will focus on three major issues
related to legal and ethical aspects in adolescents’ health
care: confidentiality, consent to health care, and research
involving adolescents.

Confidentiality

Confidentiality refers to the “privileged and private nature
of information provided during the health care transaction”
[6]. Confidentiality protection is essential in the develop-
ment of independence that includes the gradual assumption
of responsibility for personal health, health behaviors, and
medical decisions [6,19]. Adolescents are more likely to
seek health care if their provider assures that the informa-
tion discussed during the visit will be kept confidential
[13,14,16,43]. Concerns regarding lack of confidentiality
protection may cause some adolescents to go without health
care [21]. Parents, as the legal guardians of their adoles-
cent child, have the privilege to receive all information
concerning their child’s health. However, confidentiality
keeping becomes complex when the needs and wishes of
the adolescent conflict with the opinions and preferences of
the parents [9]. In providing confidential care, it is therefore
important to balance the needs of the patient, parents, and
provider [13]. Confidentiality should be discussed at the
beginning of the adolescent-provider relationship, explic-
itly defining the circumstances under which confidentiality
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is “conditional”. Disclosure is required by law in situations
such as abuse, suicidal or homicidal ideations, as well as in
certain sexually transmitted infections (STIs) that require
reporting to public health departments [27]. In addition, a
serious threat to patient safety may warrant disclosure [2].
For example, when an adolescent patient discloses consensual
sexual relationship with a family member, person of author-
ity, or member of the clergy; or when the sexual relationship
involves violence or coercion [2]. Whenever breaching of
confidentiality is indicated, clinicians should allow the ado-
lescent’s participation in the decision to whom the information
should be delivered [3]. Privacy concerns affect adolescents’
choices of provider, and may lead young people to forgo care
entirely resulting in negative outcomes. For example, forgoing
contraceptive care may lead to unplanned pregnancy and STIs
[28]. When an adolescent is at risk for harming himself or
herself, confidentiality must be breached [34], as well as when
risky behavior is discovered and is assessed by the clinician as
threat to the safety of the patient or to others [30].

Unfortunately, there are more laws in place that protect
confidentiality in the context of the physician-patient or
health care professional-patient relationship than in the
context of billing and insurance claims. In both contexts
there are multiple ways in which confidentiality can be
breached, sometimes as a result of policies that dictate
disclosure of confidential information. Thus, there is no

guarantee that the billing and insurance claims process
will not divulge private information to a parent or guard-
ian [28]. Confidentiality of adolescent patients may be
inadvertently breached through documentation of their
health care visits, followed by parents’ request for copies
of the medical record [44]. This is particularly true when
documenting sexual health, mental health, and behavioral
issues [31]. Pharmacists may refuse to fill a prescription for
contraception for a minor without parental consent, even
if the prescription was legally provided [7].

Consent to health care

Informed consent may be defined as the autonomous
act by a patient or research subject to expressly permit
a professional person to perform a medical action on the
patient or to include a person in a research project [26].
Obtaining true informed consent consists of a number of
critical elements: disclosure of the pertinent medical facts
and alternative courses of action; ensuring patient capacity
to understand the decision to be made; ensuring patient
understanding of the medical information; the absence of
coercion or manipulation; and the ability to consent [12].
Whenever minors are the subjects for medical intervention,
consent for the procedure is required from the patient’s
parent or guardian, since in many countries, including the
United States, Britain, and Greece, laws deem adolescents
incompetent to give valid informed consent [4,23].

Parental Permission — Adolescent Assent

Medical Intervention
and Research
. .| Adolescent [
Maturity Consent k Age
Behavioral Risk
Issues Factors

Fig. A multi-factorial model regarding consent to medical treatment and research in adolescents

The need to balance appropriate standards for decision
making capacity with the individual rights of the pedi-
atric patient, has given rise to the concept of assent in
clinical decision-making. A 1995 policy statement by the
American Academy of Pediatrics (AAP) defined assent as
having four essential elements: helping patients achieve
a developmentally appropriate awareness of the nature
of their condition; telling patients what they can expect
with tests and treatment(s); making a clinical assessment
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of the patients’ understanding of the situation and the
factors influencing how they respond; and soliciting an
expression of patients’ willingness to accept the proposed
care [11]. The international Convention on the Rights of
the Child limits parental powers and duties, by “adoles-
cents’ evolving capacities” for self-determination. There
is usually no chronological “age of consent” for medical
care, but a condition of consent, meaning capacity for
understanding. Minors may grant or even deny assent to
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treatment for which guardians provide consent [8]. Re-
garding sexual health for example, modern legal systems
recognize that sufficiently mature adolescents can decide
not only to request care for contraception, abortion and
STIs, but also whether and when their parents should be
informed [10]. Laws developed over the past half century
have significantly improved adolescents’ access to essential
sexual and reproductive health care. Special considerations
apply to consent and confidentiality questions pertaining
to family planning, contraception, and pregnancy-related
care for minors [20]. Moreover, there is no evidence that
abortion during adolescence causes negative psychological
consequences, decreased fertility, or increased risk in future
pregnancies [17]. In Israel, physicians may confidentially
prescribe contraceptive pills to female adolescents. This is
based on the regulation that any activities that are common
among minors are permitted even without their guardians’
consent. Pregnant adolescents in Israel may legally consent
for termination of pregnancy without parental involvement.
Confidentiality is allowed to be kept following a decision
of a specific committee that includes a gynecologist and
a social worker.

Cancer treatment in adolescents is another example of the
complex issues around the role the adolescent patient plays
in the decision-making process. It is clear that educating
adolescent cancer patients and involving them in their treat-
ment provides the groundwork for the clear and supportive
communication with the patient. However, there continues
to be some controversy regarding what constitutes appropri-
ate assent, particularly with regard to seeking the patient’s
permission to proceed with treatment [1].

The same considerations apply to adolescents consenting to
other medical treatment issues, such as adolescents’ consent
for primary health care and emergency room interventions,
psychiatric evaluation, and eating disorder treatment. Once
again an assessment of the developmental capabilities of
the individual patient is an essential component of the as-
sent process [15].

Research

Participation by specific populations in health research is
critical in order for those populations to receive the full
benefits of research. Protection of adolescents in research
should be based on understanding of their developing ca-
pabilities and a careful assessment of the risks and benefits
of'including adolescents in research projects. The basis for
clinical research regulation of the National Commission
for the Protection of Human Subjects of Biomedical and
Behavioral Research —the Belmont report — was established
in 1979 [25]. It proposed for the first time a clear separa-
tion between research and standard health care practice.
The purpose of medical practice is to provide diagnosis,
preventive treatment or therapy to particular individuals. By
contrast, the term “research” designates an activity designed
to test a hypothesis, permit conclusions to be drawn, and
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thereby to develop or contribute to generalizable knowl-
edge. The Belmont Report provides the moral foundation
for the ethical principles in the conduct of research: respect
for persons, beneficence, and justice. Respect for persons
means treating a person as an autonomous being and not
as a means to an end; Beneficence is the ethical obligation
to do good and to avoid harm, and in research it means
maximizing benefits and minimizing harm; Justice entails
a fair distribution of the benefits and burdens of research,
with a specific notion that vulnerable persons should be
protected from the burdens of research.

When adolescents are the subjects of research these three
ethical principles require development related consider-
ations [37]: Respect means balancing between the emerging
capacity of an adolescent for independent decision-making
and the need for continued special protections; Beneficence
applies not only to benefits to individual adolescents, but
also to benefits of adolescents as a group as well. Indeed,
the principal threats to adolescent health and well-being
are mostly social and behavioral, and behavioral research
generally presents little risk and may provide benefit to
the individual adolescent or adolescents as a group [45];
Justice interests demand that adolescents are not exploited
for the benefits of others, but also that adolescents are not
excluded from participation in research that may have direct
or indirect benefit [37]. Owing to uncertainty about the legal
and ethical status of adolescent involvement in research,
adolescents are frequently excluded from research that is
needed to improve adolescent health care. Regulatory pro-
cedures, while protecting adolescents, increase the potential
for the neglect of important research needs of adolescents.
A balance between the need for research in children and
adolescents and its regulation is necessary [33]. There are
differences in adolescent and parents understanding and
appreciation of research risks and procedures, as well as
in opinions about decision-making authority for research
participation [18]. Children are capable of assent when
they become able to understand the research in question.
While development varies across individual children, exist-
ing data suggest that most children develop this ability by
approximately age 14. Until instruments are developed to
assess the assent capacity of individual children, this age
should be used as the threshold for assent [32].

The requirement for permission by the parent or guard-
ian may be waived in two circumstances: if the minor is
“emancipated” and if the institutional review board (IRB)
finds that permission is not a reasonable requirement (e.g.,
studies of abused or neglected children). Many IRBs rec-
ognize legitimate circumstances in which the requirement
for permission may be waived: Research on diseases or
conditions for which adolescents may obtain treatment
without parental permission; Research involving “mature
minors,” which presents no more than minimal risk; Re-
search designed to meet the needs of children designated
by their parents as “in need of supervision”; and research
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involving children whose parents are legally or functionally
incompetent [22].

Conclusions
Focusing on confidentiality, consent to health care, and
research in adolescents several points are emphasized:

- From the age of 14 years adolescents become increas-
ingly autonomous and their capability for decision-making
already becomes similar to adult capacity.

- Adolescents are more likely to seek health care if their
provider assures confidentiality.

- In providing confidential care a balance should be
considered between the needs of the adolescent patient,
parents, and provider.

- There is no chronological age of consent, but a condition
of consent that takes into consideration the adolescent’s
capacity for understanding.

- Adolescent’s assent for both medical treatment and re-
search is always mandatory.

- Involving adolescents in research should be based on
understanding of their developing capabilities and a careful
assessment of risks and benefits.

Figure 1 summarizes the multi-factorial model regarding
consent to medical treatment and research in adolescents.
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SUMMARY

LEGALAND ETHICALISSUES INADOLESCENTS’
HEALTH CARE

Hardoff D.

Adolescent Medicine Services of the Clalit Health Ser-
vices, Israel and Reuth-Open-Door of the Israel Planned
Parenthood Association

This review examines confidentiality, consent to health
care and research involving adolescents in regard to legal
and ethical aspects. Adolescents are more likely to seek
health care if their provider assures confidentiality, but in
providing confidential care a balance should be considered
between the needs of the adolescent patient, parents, and pro-
vider. The vast majority of countries set the legal age at 18, but
from the age of 14 years adolescents’ capability for medical
decision-making may be considered already similar to adult
capacity. Instead of chronological age of consent, permission
for consent must take into consideration the adolescent’s ca-
pacity for understanding the medical treatment or the research
in which the adolescent is requested to be involved. At all
circumstances adolescent’s assent for both medical treatment
and research is always mandatory. Involving adolescents in
research should be based on a careful assessment of risks
and benefits together with understanding of the developing
capabilities of the adolescent.

Keywords: Adolescents. Legal issues, Ethics, Confiden-
tiality, Consent, Research.

PE3IOME

IMPABOBBIE 1 STUYECKHE BOITPOCBHI OXPAHbI
310POBbBSA NOJAPOCTKOB

Xapnod .

Meouyunckoe obcnyscusanue noopocmros Cuysrcool me-
ouyunckux ycaye «Knanumy, Hspauno u L{enmp "Omxpoi-
mas /leepv" H3paunvckoii Accoyuayuu nianuposanus
cemvl

B 00630pe paccMarprBaroTCs IPaBOBBIE M ITHUECKHE ACTIEK-
TBI BKJIFOUEHHMS TIOJPOCTKOB B UCCIIEOBAHUE C YUETOM HX
comiacys Ha MPOBEACHHE MEJUIIMHCKAX BMEIIATEIbCTB U
KOH(UICHINATBHOCTH. [Ipy okazaHMn KOH(UAEHINANb-
HOW MEIMIIMHCKOHN ITOMOIIHN CIIEyeT yYUTHIBaTh OajgaHc
HY>K/]I IAlIMEHTA-NI0APOCTKA, pOAUTENEN U poBaiinepa. B
OOJNBIIMHCTBE CTPaH MPABOBAs IEECIOCOOHOCTh HACTY-
maeT ¢ 18 set, ogHako ¢ 14 meT crmocoOHOCTh MOAPOCTKOB
Y4JacTBOBATh B NPHUHITHN MEIUIMHCKOTO PEIICHHUS MOKHO
CPaBHUTb C TAKOBOH Y B3pOCIIbIX. BMeECTO XpoHOMornieckoro
BO3pAcTa MPU B3ATHU PA3PEIICHUs Ha COIIACHE IPH IPO-
BEJICHUM MEUIMHCKUX BMEIIATEIbCTB WM HCCIIEIOBAHUS
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ClIeyeT YUUTHIBaTh HACKOJIBKO MOIPOCTOK MOHMMAET B 4eM
3aKJII0YACTCS JIeUEHUE WM HCCIIEA0BAHUE, B KOTOPOE ero/ee
BKJIFOUAIOT. [Ipy Bcex 00CTosITENBCTBAX COIIACHE OIPOCTKA
KaK Ha JICYCHUE TaK U MPOBEJCHHUE UCCICAOBAHUA 00s3a-
TenbHO. BKiIoueHne moapocTka B UCCIIEN0OBAaHUE JOIKHO
0a31pOBaThCs HA TIIATEILHOM OLIEHKE PUCKOB U TTOJIB3bI IIPH
yueTe ypOBHS pa3BUTHS.

Agboydy

dobosOoms xobesi3gol Lads@megdbmogo s gmo-
30 Logombgdo

©. 3oMEOMR0

mxobol o gadgol sbmzos@os s gengaro@ols
xobogol Lodboby®ol dmbosdpms dgwoobols
Lsdbobyy®o, oliGsgano

dodmboangsdo gosbsgobodygaos dmbodpgdols
33209-35do hodmgol Lads@men gdb®ogo @s gmogygeo

ob3gdBgdo domo msbbdmdols gomgomolifobgdom.
dJobodgdo 03 dgdmbgggsdo dododmoggh wxob-
©5330b ©oFgbgdamgdgol,omEs ©e0{dgbyogebo
50056 3mbgogbiosmdsdo. jmbgowgbiosmymo
Lodgoo0bem wobdomgdols aofggolsls gomgseolifobgd-
90 9bps 0dbsls dbmenme  InbsBeo 35i30gb@0L,
ddmod@gooli s 3Bmgon Mol Lakodmgdoms dognsb-
Lo. J3996900L o 9ddegenglmdsdo ogmooygeo
9B gdsdmbogngds, doMomsesw, 18 Fanols sbisjowsb
ofygds, mgdas 14 fanols sbsjowsh dmbs®ogdols
9650, dmbsfoemgmds doommb LsdgooEobm  as@s-
Vazadosegdols dogdsdo 339 Fgodargos yobbogngar
06l dmbA ool gRagdsdmbogn gdols Abgogls.
JOmbm@myog@mo sbisgols 3o®Es,00bbdmdols bgds@m-
3oL domgds 9bes gdgsdgomegls dmbsdeols gbo@ls,
ho( g9l LodgooEobm d39@bognmdbols ob 3gemgg30ls
sALL. yggems aomgdmgdsdo d3g@bogmdols  ob
3320 935bg Imbo@ol msbbdmds Logoenwgdyeome.
dobodwols 3geggado hodmgs gbps 9dgs®gdmogls
®0bggools s Loy gdbeols g ueeslidon dgaeligodsls
dobo gobgoms®gdols @mbol gosmgsgofobgdom.

SEXUALITY IN YOUNG PEOPLE WITH PHYSICAL DISABILITIES:
THEORY AND PRACTICE

Hardoff D.

Reuth-Open-Door of the Israel Planned Parenthood Association
and Adolescent Medicine Services of the Clalit Health Services, Israel

Persons with disabilities are identified as those who have
long-term physical, mental, intellectual, or sensory im-
pairments which, in interaction with various barriers, may
hinder their full and effective participation in society on
an equal basis with others.

The United Nations General Assembly adopted the Conven-
tion on the Rights of Persons with Disabilities on December
2006. The Convention stated that persons with disabilities
and their family members should receive protection and as-
sistance, so that families can contribute towards the full and
equal fulfillment of the rights of persons with disabilities
[19]. Sexuality and sexual function are just as important
to persons with disabilities as they are to their able-bodied
counterparts [11,22,24]. Despite the call for universal
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access to reproductive health at the 4th International Con-
ference on Population and Development in Cairo in 1994
[20], sexual and reproductive health was omitted from the
Millennium Development Goals and remains neglected [6].
Indeed, young people with physical disabilities and their
parents often admit that they have inadequate knowledge
about sexual and reproductive health (SRH) [18]. Schools
provide sex education that is unrelated to sexuality and
disability [4], and even when sexuality is discussed with a
health professional, frequently it is not applied to the spe-
cific disability [17]. Therefore, young people with physical
disabilities and their parents frequently receive their sex
education from friends and the media [5], and refrain from
discussing sexuality issues with a health care provider un-
less these issues are raised by the professional [18].

23



Adolescents and young adults with physical disabilities
have been shown to be less active socially, and to have dif-
ficulties in developing intimate relationships as well as in
gaining sexual experience as compared to their able-bodied
age mates [25,26]. These barriers may be associated with
psychological maladjustment and low sexual self-esteem
due to parental overprotection and negative attitudes of
other people around [28]. Moreover, individuals with
acquired disabilities due to accidents or illnesses during or
after puberty often do not see themselves as members of the
disability community. Thus, they frequently lack the social
support that people who have grown up with disabilities rely
upon [22]. Social isolation has been demonstrated in younger
adolescents with cerebral palsy and spina bifida, where only
14.7% and 28.3% respectively indicated that they had ever
been on a date [3]. Still, sexual activity has been reported in
up to 47% of patients with spina bifida [21].

While persons with disabilities have the same needs for
SRH services as everyone else, all too often, the SRH of
persons with disabilities has been overlooked by both the
disability community and professionals who work in SRH
services [22]. Moreover, persons with disabilities prob-
ably have greater needs for SRH education and service
delivery than persons without disabilities due to multiple
reasons, including lack of accessibility to SRH services
and relevant information, and increased vulnerability to
abuse [22]. The recommendation that adolescents and
young adults with disabilities should be provided with more
help in independence skills, and that personal counseling
services should be made available is not new [10,27] and
intervention models have already been proposed [1,9,28].
Collaboration of professional staff with families and peers
of young people with disabilities may indeed foster more
informed decisions regarding their social and sexual
lives [2]. However, professionals often have limited
experience regarding sexuality issues when working
with adolescents and young people in medical settings
[8,12,14], and parents often have difficulties in discuss-
ing sexual issues with their adolescent children [15].
Therefore, young people with disabilities deserve SRH
services that address their unique needs and are run by
professionals who are both sensitive to and familiar with
these needs. Comprehensive sexuality education was
recommended as vital for normal growth and develop-
ment of adolescents with developmental disabilities [7],
while dedicated services regarding sexuality and physi-
cal disabilities are scantly reported [13].

In 2004 the Israel Family Planning Association in collabo-
ration with the Reuth Medical Center for rehabilitation in
Tel Aviv established a comprehensive multi-professional
counseling service - “Reuth Open-Door” (ROD) - dedi-
cated to young people, aged 12 to 35 years, with physical
and sensory disabilities and to their families, targeting
at social relations, sexual relationships and SRH issues.
Beside individual and group counseling, ROD also pro-
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vides consultations and organizes workshops for profes-
sionals who encounter young people with physical and
sensory disabilities regarding SRH issues. ROD’s core
team includes a rehabilitation psychologist, a rehabilitation
social worker, and a consultant physician specializing in
adolescent medicine with special experience in adolescents
and young adults’ sexuality and disability issues. Further
consultation is available at the sexual rehabilitation clinic
of the Reuth Medical Center. The utilization of ROD by
young people with physical disabilities between 2006 and
2009 was recently published [16], reporting that out of
1203 people contacting the service, 301 were invited for
intake and 74 patients actually arrived for intake at the
service. Among the patients who showed up for intake
(62% males), 59% were in their third decade of life, 30%
were older than 30 years and 12% were younger than
20 years. Neurological disorders were the most frequent
(76%) causes for disabilities among the ROD’s patients,
including cerebral palsy in 28% and spina bifida in 10%.
Muscular dystrophy was present in 8% of the patients
[16]. Regarding relationships, similar to previous reports
[25,26], while 82% of the ROD’s patients were engaged in
social relationships, just 54% had ever dated and only16%
reported having experience in sexual relations [16]. This
may be associated with psychological maladjustment and
low sexual self-esteem due to parental overprotection and
negative attitudes of other people around [28]. The main
reasons for consultation request at ROD were engagement
in relationships with a partner in 42% of the patients, sexual
functioning in 23%, and socialization skills in 14% [16].
Two thirds of ROD’s patients resided with their parents
and only nine per cent lived with a partner, demonstrating
their social isolation, as had been previously reported in a
younger group of patients [3].

The reasons for the limited utilization of the ROD service
were difficulties in transportation to the clinic and in find-
ing escort for aid in accessibility to public transportation
[16]. Indeed, according to a recent WHO report, the main
barriers to approaching health services for people with dis-
abilities are affordability of health services and transporta-
tion [23]. SRH services are often inaccessible to persons
with disabilities for a number of reasons, such as physical
barriers, lack of disability-related clinical services, stigma
and discrimination. Physical barriers to health services
include limited transportation to clinics, lack of ramps
and examination tables, as well as lack of information and
communication materials (e.g. materials either in Braille
or large print, use of simple language, self-explanatory
pictures, sign language interpreters etc.). Additionally,
inadequate coordination among health care providers and
lack of funding contribute to the inaccessibility to SRH
services [22].

In order to overcome transportation barriers for SRH ser-
vices in Israel, the Israel Family Planning Association has
established a service similar to ROD for young people with
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disabilities in the North of Israel in 2010, and is planning
to establish another such facility in the Southern region of
the country.

In summary, sexuality and sexual function are just as
important to persons with disabilities as they are to their
able-bodied counterparts, and SRH services for young
people with disabilities are just as necessary as they are
for the general population. Even the limited number of
existing SRH services are underutilized, mainly due to
barriers in accessibility. Health authorities should therefore
provide the resources for the development of accessible
comprehensive multidisciplinary SRH services dedicated
to young people with disabilities, and thus fulfill the United
Nations General Assembly declaration on the rights of
persons with disabilities.

REFERENCES

1. Ager J, Littler J. Sexual health for people with learning
disabilities. Nurs Stand 1998;13: 34-39.

2. Augutis M., Levi R., Asplund K., Berg-Kelly K. Psy-
chosocial aspects of traumatic spinal cord injury with onset
during adolescence: A qualitative study. J Spinal Cord Med.
2007;30:55-64.

3. Blum R.W., Resnick M.D., Nelson R., St. Germaine A.
Family and peer issues among adolescents with spina bifida
and cerebral palsy. Pediatrics. 1991; 88: 280-285.

4. Cardenas D.D., Topolski T.D., White C.J., McLaughlin
J.F., Walker W.O. Sexual functioning in adolescents and
young adults with spina bifida. Arch Phys Med Rehabil.
2008; 89: 31-35.

5. Gatti C., Del Rossi C., Ferrari A., Casolari E., Casadio
G., Scire G. Predictors of successful sexual partnering
of adults with spina bifida. J Urol. 2009; 182 (4 Suppl):
1911-1916.

6. Glasier A, Giilmezoglu AM, Schmid GP, Moreno CG,
Van Look PF. Sexual and reproductive health: a matter of
life and death. Lancet 2006; 368: 1595-1607.

7. Greydanus DE, Omar HA. Sexuality issues and gyneco-
logic care of adolescents with developmental disabilities.
Pediatr Clin North Am 2008; 55: 1315-1335.

8. Haboubi N.H., Lincoln N. Views of health professionals
on discussing sexual issues with patients. Disabil Rehabil.
2003; 25: 291-296.

9. Haefner HK, Elkins TE. Contraceptive management
for female adolescents with mental retardation and handi-
capping disabilities. Curr Opin Obstet Gynecol 1991; 3:
820-824.

10. Hallum A. Disability and the transition to adulthood:
issues for the disabled child, the family, and the pediatri-
cian. Curr Probl Pediatr. 1995; 25: 12-50.

11. Hwang, K., Johnston, M., Smith, J.K. Romantic At-
tachment in Individuals with Physical Disabilities. Rehab
Psych. 2007; 52: 184-195.

© GMN

12. Ide M.Sexuality in persons with limb amputation: a
meaningful discussion of re-integration. Disabil Rehabil.
2004;26: 939-943.

13. Jackson AB, Mott PK. Reproductive health care for
women with spina bifida. Scientific World Journal 2007;
7: 1875-1883.

14. Low W.Y., Zubir, T.N.Sexual issues of the disabled:
implications for public health education. Asia Pac J Public
Health. 2000; 12: 78-83.

15. National Information Center for Children and Youth
with Handicaps (NICHCY), Washington, DC. Sexual-
ity Education for Children and Youth with Disabilities
1992; 1: 9-13.

16. Porat O, Heruti R, Navon-Porat H, Hardoff D. Coun-
seling Young People with Physical Disabilities Regarding
Relationships and Sexuality Issues: Utilization of a Novel
Service. Sex Disabil 2012; 30: 311-317.

17. Sawin K.J., Buran C.F., Brei T.J., Fastenau P.S. Sexu-
ality issues in adolescents with a chronic neurological
condition. J Perinat Educ. 2002; 11: 22-34.

18. Sawyer S.M., Roberts K.V. Sexual and reproductive
health in young people with spina bifida. Dev Med Child
Neurol. 1999; 41: 671-675.

19. United Nations. Enable - Development and human
rights for all: Convention on the Rights of Persons with
Disabilities. United Nations Protocol. December 2006.
20. United Nations: Report of the International Confer-
ence on Population and Development, A/CONF. 171/13,
18 October 1994.

21. Verhoef M., Barf H.A., Vroege J.A., Post M.W., Van
Asbeck F.W., Gooskens, R.H., Prevo, A.J.Sex education,
relationships, and sexuality in young adults with spina
bifida. Arch Phys Med Rehabil. 2005; 86:979-987.

22. WHO/UNFPA. Promoting sexual and reproductive
health for persons with disabilities. New York: 2009.

23. WHO: Disability and health. 2011; Fact sheet 352.
24. Wiegerink D.J., Roebroeck M.E., Donkervoort M.,
Cohen-Kettenis P.T., Stam H.J. Social, intimate and sexual
relationships of adolescents with cerebral palsy compared with
able-bodied age-mates. J Rehabil Med. 2008; 40:112-118.
25. Wiegerink D.J., Roebroeck M.E., Donkervoort M.,
Stam H.J., Cohen-Kettenis P.T. Social and sexual relation-
ships of adolescents and young adults with cerebral palsy:
A review. Clin Rehabil. 2006; 20:1023-1031.

26. Wiegerink D.J., Roebroeck M.E., Donkervoort M.,
Cohen-Kettenis P.T., Stam H.J. Social, intimate and sexual
relationships of adolescents with cerebral palsy compared with
able-bodied age-mates. J Rehabil Med. 2008;40:112-118.
27. Wiegerink D., Roebroeck M., Bender J., Stam H.,
Cohen-Kettenis P. Sexuality of Young Adults with Cerebral
Palsy: Experienced Limitations and Needs. Sex Disabil.
2011;29:119-128.

28. Xenakis N., Goldberg J. The Young Women’s Program:
A health and wellness model to empower adolescents with
physical disabilities. Disabil Health J. 2010; 3: 125-129.

25



SUMMARY

SEXUALITY IN YOUNG PEOPLE WITH PHYSICAL
DISABILITIES: THEORY AND PRACTICE

Hardoff D.

Reuth-Open-Door of the Israel Planned Parenthood As-
sociation and Adolescent Medicine Services of the Clalit
Health Services, Israel

Sexuality and sexual function are important to persons with
disabilities just as they are to their able-bodied counterparts,
but knowledge about sexual and reproductive health (SRH)
among persons with disabilities is frequently inadequate.
Adolescents and young adults with physical disabilities
are less active socially, and have difficulties in developing
intimate relationships. Thus, despite greater needs for SRH
education and service delivery than persons without disabil-
ities, dedicated services regarding sexuality and physical
disabilities are scantly reported. Together with a literature
survey on sexuality and disability in adolescents, a unique
comprehensive SRH service for young people with physi-
cal disabilities is described in this review. Despite being
interdisciplinary, the utilization of the service was limited
due to difficulties in transportation to the clinic and in find-
ing escort for aid in accessibility to public transportation.
Health authorities should provide the resources for the de-
velopment of accessible comprehensive multidisciplinary
SRH services dedicated to young people with disabilities,
and thus fulfill the United Nations General Assembly dec-
laration on the rights of persons with disabilities.

Keywords: Adolescents, physical disabilities, sexuality,
sexual and reproductive health, rights of persons with
disabilities.

PE3IOME

CEKCYAJIbHAS )KU3Hb MOJIOJBIX JIFOJEM
C OTPAHUYEHHBIMHA ®U3NYECKNMMU CIIO-
COBHOCTSsMMU: TEOPUS U ITPAKTHUKA

Xapnog .

Llenmp "Omxpoimas /leeps"” Hspaunvckoii Accoyuayuu
NAAHUPOBaHus cemvl u Meduyunckoe obcayrcusanue noo-
pocmros Ciyarcovl meouyurckux yeaye « Knanumy, Hzpauno

CekcyalbHasl )KU3Hb U CEKCyalibHass QYHKIUSI TaKkKe
BaXKHBI JUISI JIMI[ C OTPAHUYCHHBIMH (U3UUYECKUMU
criocobrOCTSIME (ODC), KaKk U IJIsT 3M0POBBIX, OJHAKO
JIOCTATOYHBIX 3HAHUH O CEKCyalbHOM H PENpOAYK-
tuBHOM 370poBhe (CP3) y mumr ¢ ODPC He umeercs.
[onpoctku u mMomoasie nogu ¢ ODC conmanbHO
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MCHEE aKTHUBHBI U MMCIOT TPYIHOCTH B HaJaKHBaAaHUHU
HHTHMHBIX B3auMOOTHOIICHUH. OMHAKO, HECMOTPS Ha
noTpeOHOCTh B 0Opa3oBanuu B cepe CP3 u okazanuu
COOTBETCTBYIOMUX ycuyr nunam ¢ ODC, n1ocTaTOYHbIX
CBEJEHMUH O CIENUalbHBIX CIYyXk0ax, 3aHUMAIOIUXCS
cexcyanbHbiMU Bompocamu jaull ¢ ODPC He umeercs.
B mpexacrasieHHO# paboTe, Hapsay ¢ 0030pOM COOT-
BETCTBYIOIICH JTUTEPATYPhI, OMMMCHIBACTCS CIICIIHATbHAS
ciyx0a, OKa3bIBaoIass HEOOXOIUMYIO TIOMOIIb JTHI[AM
¢ O®C. OxgHako UCHIOIB30BAHHE ITOH CIIY’)KOBI BEChbMa
OTPAaHUYCHO BBUAY TPYIAHOCTCH B TPAHCIOPTHUPOBKE U
COTIPOBOXK/ICHUU ATUX JIUI] B KJIMHUKY. AHAJIU3 IUTEpa-
TYPBI BBISIBUJI HEOOXOIUMOCTD BBITIOJTHCHUS PCILICHUS JIe-
knapauuu ['enepansHoit Accambien OOH o mpaBax nuil
C OrpaHUYEHHBIMH CIIOCOOHOCTSAMHM, KOTOPasi 00sI3bIBAET
PYKOBOJICTBO CHCTEMBI 3IpaBOOXpaHEHHUsI 00CCICYUTh
HEOOXOIUMBIMH pECypCaMy MYJIbTHAUCTUILTHHAPHY IO
cnyx0y CP3 nns nun ¢ ODC.
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ADOLESCENT IMMUNIZATION

Kattamis Ch.

First Department of Pediatrics, University of Athens, Agia Sophia Children Hospital, 115 27 Athens, Greece

National Immunization Programs (NIPs) in children were
implemented worldwide during the twentieth century. Dur-
ing the last decades immunization programs were modified
to cover adolescents and adults as well. The extension of
pediatric immunization program was imposed when it
was realized that there was a relatively high prevalence
of certain vaccine preventable diseases in adolescents, as-
sociated either to incomplete immunization or to waning
of vaccine induced immunity like pertussis, diphtheria
and others. In addition the production of new vaccines for
severe diseases, predominating in adolescents as human
papillomavirus and meningococcal infections, favored the
extension of pediatric immunization programs to adoles-
cence and adulthood.

To emphasize the role and essential need for this modifica-
tion the Committee of Infectious Diseases of the American
Academy of Pediatrics changed the definition of “The stan-
dards for Pediatric Immunization Practices” to “Standards
for Child and Adolescence Immunization Practices” [10].

The recent National Immunization Programs for children,
adolescents and adults have two main goals. The “immedi-
ate”, which aims to the prevention of a severe disease in
vaccinated individuals and the “ultimate” which aims to
eradicate the disease in a particular population and in long
term worldwide.

In this review some general issues of active immunization,
common to pediatric and adolescent immunization are dis-
cussed in brief and adolescent immunization in detail.

Evolution of immunization programs.

The rapid evolution in the implementation of national im-
munization programs occurred during the second half of
the 20th century. In 1962, when available vaccines were
few and massive immunization programs had just started
in developed countries it was predicted that “Never in the
history of human progress has a better and cheaper method
of preventing illness has been developed, that immuniza-
tion at its best” [7].

These predictions were confirmed after prolonged and
systematic implementation of immunization in infants and
children in developed countries. At present it is generally
accepted that vaccination is the most effective, applicable
and cheap method to prevent infectious diseases [1]. The
statement is confirmed from data on the morbidity prior and
after prolonged implementation of immunization programs
for preventable diseases in UK and USA; both countries
have high vaccine coverage and accurate surveillance data.
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In England the morbidity for 9 vaccine preventable diseases
was compared prior and in 1997. The overall reduction for
the 9 diseases exceeded - 99%.The total annual number
of 1,639,000 patients prior to immunization was reduced
t0 6,600 in 1997.Poliomyelitis was completely eradicated,
reduction of other diseases exceeded - 99% with the ex-
ception of tetanus - 97%, and pertussis - 98%. Similar
data were reported in US for 2001and for 10 preventable
diseases. Smallpox and poliomyelitis were also eradicated,
reduction of diphtheria, measles, mumps, rubella (includ-
ing congenital), hemophilus influenza exceeded - 99%, of
tetanus - 97% and pertussis - 95% [2,3].

National immunization programs for children were univer-
sally implemented in developed countries in the second half
of'the last century. During this period there was a persistent
and increasing alertness and improvement in immunization
practices due to anumber of factors as the continuous accumu-
lation of experience on vaccines’ effectiveness and the type,
incidence, severity and management of adverse reactions, the
improvement of efficacy of old vaccines and the production
of new vaccines for common severe diseases.

The evolution and enrichment of NIPs with new vaccines
in developed countries is summarized in table 1.

Prior to1960, 3-5 vaccines were available for use (smallpox,
BCG, DTPw, DT and pertussis).Gradually the number of
vaccines increased to more than 25. Prior to 1985 produc-
tion of new vaccines and improvement of old, were slow
as was the rate of changes of NIPs. Since 1985, there were
rapid advances in the development of new vaccines and
improvement of old ones. It was unfortunate that a number
of new vaccines were too expensive to be included in the
national programs of many countries. The NIPs are formu-
lated, as a rule, by scientific national committees having as
guidelines: 1) the structure, capability and funding of the
national health system;

ii) the rate of morbidity and mortality of the disease in the
population and

iii) the socio-economic status of the country [1,3]. This ex-
plains the existing heterogeneity in the practices of pediatric
and adolescent immunization within developed countries,
and much more with the WHO Expanded Program of Im-
munization (EPI) for undeveloped countries.

WHO EPI program started in 1974 covering only tuberculo-
sis, diphtheria, tetanus, pertussis, polio and measles, with a
minimum number of five doses, injections and visits. Later
hepatitis B and hemophilus influenza type b infections were
added to the EPI in the majority of undeveloped countries
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[18]. In developed countries immunization practices vary
in regard to the number of diseases covered, the type of

vaccines, the number of visits and injections, the interval
between doses and others.

Table 1. Evolution of vaccines for immunization programs

Prior 1960
+  Smallpox
+ Diphtheria
DT
Tetanus :I 1961-70
Pertussis DTPw - —
Tuberculosis Poliomyelitis
(BCG) (IPV/OPV)
*  Measle
Mumps 1971-85
*  Rubella
MMR
Pneumococcal
(PPSV)* 1986-1995
Meningococcal - HepB
MPSVY™ i :
( : H!b . 1996-2007
Hib Conj
Pertussis Acellular .  Varlcella
DTaP . PCV
Influenza™
Hep A™
+  Tdap
+  MCV4
Rotavirus
*For selected groups S

To relieve children from the discomfort of injections and
parents from frequent medical visits, new combined poly-
valent vaccine have been manufactured and licensed. The
advantages of the new combined vaccines as compared
to common mono and polyvalent vaccines are: improved
efficacy, lower incidence of side effects, better compliance

because of reduced number of injections and minimization
of discomfort, reduction of medical visits and lower cost.
The more commonly used new combined polyvalent vac-
cines are those based on acellular pertussis DT vaccine
(DTaP). The more popular combination in the market is
shown in table 2.

Table 2. Combined Polyvalent vaccines incorporated with DTaP

B  DTaP B DTaP-HBV

B DTaP-IPV B DTaP-Hib-HBV

B DTaP-Hib H DTaP-IPV-HBV

B  DTaP-Hib-IPV B DTaP-IPV-Hib-HBV

Adolescent Immunization: Prerequisites

For adolescent immunization a major prerequisite is the
precise assessment of the immune status, preferably at
the preadolescent period of 8-10 years or at early adoles-
cence at 11-12 years. The assessment of immune state is
based mainly on the immunization records kept usually
by parents; these data are supplemented with information
from parents as regard vaccine administration, physical
immunization after viral infection of measles, mumps,
rubella, chickenpox, hepatitis A and B. In case of doubt,
immunity is assessed by antibody detection [1,10].

Detection of antibody or antibodies is the best method to
confirm the presence of immunity. The procedure is expen-
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sive, time consuming and not easily applicable. Individuals
with un-clarified immune state are considered non-immune
and follow the standard immunization practices for the
respective disease and age group.

Assessment of immune state identifies three groups of
adolescents:

I) Individuals who completed the pediatric immuniza-
tion program and are ready to proceed to the adolescent
program.

II) Adolescents inadequately vaccinated for one or more
diseases skipping one or more vaccine doses. They have to
catch up pediatric immunization prior or parallel to adoles-
cent immunization. I1I) Adolescents that are at high risk for
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certain vaccine preventable infectious diseases [11].

Compliance with national pediatric immunization programs
varies from country to country, and is best reflected by the
proportion of immune adolescents to pediatric vaccines. At
present a major activity of adolescent immunization covers
the catch up process of pediatric vaccination.

Recommendations for Adolescent Immunization Practices

National Immunization Program (NIP) of US and devel-
oped Europeans countries include recommendations for
immunization of the three age groups, children, adolescents
and adults. In US the recommendations for immunization
practices for the three age groups is the product of careful
review of all aspects of vaccines by the Advisory Com-
mittee of Immunization Practices (ACIP) and adoption
of the committee’s recommendations by the Centers for
Disease Control and prevention (CDC), in collaboration

with the American Academy of Pediatrics, American
Academy of Family Physicians and other professional
organizations [1,10]. The recommendations and schedule
of immunization are annually revised, are considered the
more advanced and are used as prototype for immuniza-
tion practices by the majority of pediatricians and health
providers worldwide.

The adolescent immunization schedule, as part of the whole
NIP is formulated to cover all three groups of immune state
of adolescents. Vaccines covering the needs of adolescents
are classified in three groups based on the immune state of
the individuals (Table 3). The first group includes vaccines for
routine administration to all adolescents, immune for prevent-
able diseases covered by childhood immunization program.
The second group includes vaccines for catch up vaccination
of not fully immunized adolescents. The third group consists
of vaccines recommended for high risk adolescents.

Table 3. Classification of vaccines in adolescent immunization program

1. Vaccines for Adolescents

° Influenza (TTV or LAIV)

° Human papillomavirus (HPV2 or HPV4)

° Meningoccocal conjugated (MCV4)

° Tetanus-diphtheria-acellular pertussis (Tdap)
2. Catch up vaccines for not fully immunized adolescents
° Hepatitis B (HepB)

° Inactivated polio (IPV)

° Measles, mumps and rubella (MMR)

° Varicella (Var)

3. Vaccines for certain high risk adolescents

° Hepatitis A (HepA)

° Pneumococcal polysaccharide (PPSV)

The update, mildly modified, schedule of adolescent
immunization recommended by AAP and CDC for
2012 in US is illustrated, in Figure. The modifications
cover mainly the discrepancies in the definition of

adolescence in regard to cutoffs ages. The adolescent
immunization schedule utilizes four vaccines for
routine administration to all immune adolescents to
pediatric vaccines.

Fig. Recommended adolescent immunization schedule
for 2012 in U.S (Modified, Pediatrics 2012;129(2):385-6)

Adolescence age (years) Pre- Early Mid Late
Vaccines 9-10 11-12 13-14 15-18 19-21
Tetanus -Diphtheria Pertussis (Tdap) 1 dose** 1 dose* 1 dose (if indicated)**
Human Papillomavirus {(HPV2/HPV4) 3 doses* Complete 3 dose series**
Meningococcal (MCV4) 1 dose* | Booster at 16 yrs**
Influenza (TIV or LAIV) YEARLY*

Hepatitis B (Hep B)

Complete 3- dose series**

Poliomyelitis (IPV)

Complete 3- dose series**

Measles - Mumps - Rubella (MMR)

Complete 2- dose series**

Varicella (Var)

Complete 2- dose series™*

Hepatitis A (Hep A)

Complete 2- dose series™**

Pneumococcal (PCS or PPSV)

1 dose***

* - Range of recommended ages: for all adolescents *HPV2 or HPV4 for females, HPV4 for males,; ** - Range of
recommended ages for catch-up immunization; *** - Range of recommended ages for certain high risk groups
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These are: i) The trivalent inactivated influenza vaccine
(TIV), or the live attenuated influenza vaccine (LAIV); the
vaccine it is recommended annually for all adolescents up
to the age of 21 years. In a number of European countries
is recommended only for high risk groups with chronic
diseases mainly of respiratory system.

ii) The human papillomavirus vaccine (HPV) .Two vac-
cines are licensed for use for females; the bivalent HPV2
and quadrivalent HPV4. The last one is also recommended
for males. Ideally HPV vaccines should be administered
before potential exposure to papillomavirus through sexual
activity. In females routine vaccination with either HPV2
or HPV4 in a 3 dose series is recommended at the age of
11-12; and for the not vaccinated at ages 13-26 years.

iii) The meningococcal conjugated quadrivalent vaccine
with serotypes A, C, W and Y (MCV4). A single dose is
recommended at the age of 11-12 years with a booster dose
at the age of 16yrs. For unvaccinated adolescents a single
dose is also recommended from 13 to 21 years.

iv)The adult type of tetanus-diphtheria-acellular pertussis
vaccine Tdap. The vaccine is similar to TDaP (used in
children) but with reduced dose of diphtheria toxoid and
acellular antigenic components of pertussis. Tdap is recom-
mended as a booster dose for adolescents aged 11-12 years,
repeated in 10 years [13,15].

For the inadequately vaccinated group of adolescents the
catch up procedures use the vaccines of pediatric immu-
nization: IPV, HepB, MMR, and Var. and for the high risk
groups of adolescents the PPSV, HepA and MCV4 vaccines.
Of major importance for the adolescent immunization pro-
gram is the compliance with the catch up procedures that
have to be completed preferably in early adolescent period.
The procedures depend on the type of missing vaccines, the
skipped number of doses and the age of initial vaccination.
Information for the catch up procedures are analytically
provided by CDC and AAP in the recommendations for
adolescent immunization practices [13,15]. Information can
be modified and adjusted to the NIP of each country.

Vaccines for treatment

Certain vaccines are used to treat non-immune adolescents
exposed to infectious diseases that are prevented by vac-
cines. Diseases with a beneficial outcome are:

i) measles; vaccine administered within 72 hours from
exposure prevents clinical manifestation and within 3-5
days ameliorates clinical signs;

ii) Chickenpox; varicella vaccine could be effective within
72 hours from exposure; it is contraindicated for immuno-
suppressed patients for whom hyper immune globulin is
indicated;

iii) hepatitis B: in case of exposure to HBV ,HepB vaccine
preferable in combination with hyper immune globulin is
most effective to prevent clinical and biochemical findings
of disease. This is the common practice to treat neonates
born to HBsAg positive mothers and other non-immune
individuals at high risk of HBV infection. iv) hepatitis A.
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HepA vaccine prevents disease if given within 5-7 days
of exposure and is recommended as alternative to gamma
globulin [1,13,15].

Adolescent Immunization Background and Perspectives
During the last decades NIPs are in a continuous revise
targeting to extend universal immunization programs to
adolescents and adults, to formulate precise recommenda-
tions for old and new vaccines and to evaluate the preven-
tion cost effectiveness and safety of novel vaccines. Exten-
sion of universal immunization programs to older ages is
expected to prolong immunity throughout life, maximize
vaccines’ prevention efficacy minimizing morbidity and
mortality rates for vaccine preventable diseases in the
population. Informative are the results of a recent survey
in U.S. comparing morbidity and mortality rates prior and
after implementation of NIP for 13 vaccine preventable
diseases for the year 2006 for morbidity and 2004 for
mortality. A greater than 92% decline in morbidity and a
99% or greater decline in death, were found for diphtheria,
mumps, pertussis and tetanus. An endemic transmission of
poliomyelitis, measles, rubella and smallpox viruses has
been eliminated. Declines of 80% or greater were reported
for cases and deaths for most vaccine preventable diseases
targeted since 1980 including hepatitis A, acute hepatitis
B, Hemophilus influenza b, and varicella . Decline in cases
and deaths for invasive S pneumonia were 34% and 25%
respectively [14].

Contemporary NIPs for adolescents recommend vaccines
exclusively addressed to adolescents and vaccines common
for all ages. These vaccines, as a rule, protect from serious
diseases with a high morbidity, considerable mortality and
chronic sequels. In US, human papillomavirus affects an-
nually more than 6 million adolescents; nearly three in four
females aged 15-24 years. While most of HPV infections
clear on their own, infection may have a chronic process
with serious consequences. Chronic HPV in females can
lead to cervical cancer, the second leading cause of cancer
deaths among women; about 500,000 new cases are diag-
nosed annually worldwide. Seventy percent of cervical
cancer is related to chronic infections with the oncogenic
types 16 and 18 of HPV. For the protection of HPV infec-
tion, two vaccines were recently licensed: the HPV2 (with
types 16 and 18) and HPV4 (with types 6,11,16 and 18).
Both are recommended for adolescent girls as a three dose
series at 0,2,and 6 months, at 11-12 year of age, and 13
through26 years to provide protection against HPV type
cervical cancer, cervical cancer precursors, vaginal and
vulvar precursors and anogenital warts. HPV4 is recently
recommended for adolescent boys for protection against
anogenital warts and the rare anal, penile and oropharengeal
cancers related to HPV [9]. The third vaccine exclusively
prepared for adolescents and adults is the adult type of
diphtheria - tetanus - pertussis vaccine. Universal imple-
mentation of DT initially and DTwP or DTaP in childhood
immunization reduced considerably morbidity and mortal-
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ity in US and other developed countries. Diphtheria became
extremely rare; recently an increasing number of isolated
cases were reported in European countries in adolescents
exposed to diphtheria bacillus imported by immigrants.
Tetanus on the other hand still affect inadequately vac-
cinated adolescents as tetanus bacteria are ubiquitous.
To minimize further morbidity and mortality of the two
diseases a booster dose of Td at the age of 11-12 years,
repeated in 10 years throughout life, is recommended.

Pertussis is the least well controlled vaccine preventable
bacterial disease in developed countries. Whole and acel-
lular pertussis vaccines (single or in combination with
tetanus and diphtheria) took a very long time to be accepted
for universal use because of serious adverse reactions. In
developed countries vaccination of infants and toddlers
with four doses of DTwP or DTaP vaccine reduced mor-
bidity for more than 95 percent. On this schedule vaccine
induced immunity wanes in 4-6 years compared to 12-15
years of natural immunity, while epidemiological studies
demonstrated a continuous trend of increasing morbidity
in adolescents. Though the precise incidence of pertussis
is difficult to assess because of substantial underreport-
ing, data from US, UK and France estimate the annual
incidence of pertussis between 300-500 cases per 100.000
populations. Pertussis causes nearly 300,000 deaths annu-
ally worldwide [6]. Whether disease is subclinical, mild
or severe, infected (diagnosed or undiagnosed) adoles-
cents may serve as an important reservoir of infection for
neonates and other individuals at higher risk for serious
illness or pertussis related death. To prolong the efficacy
of pertussis vaccination and vaccine induced immunity a
booster dose of the novel Tdap vaccine is recommended
at the age of 11-12 years, repeated every 10 years lifelong.
European countries chose the administration of Tdap for
all adolescents and young adults with or without selective
vaccination for groups of adults, as parents, childcare and
healthcare workers and elders at risk of severe pertussis
disease [5,8].

Compliance with adolescent immunization program is
expected to achieve further improvement in the control of
vaccine preventable diseases and their serious sequels as
are liver and cervical cancers.

Comment and Conclusion

The successful implementation of infants and children im-
munization to achieve and maintain high coverage levels
throughout childhood resulted in a considerable reduction
of morbidity and mortality of vaccine preventable diseases.
The overall benefits of vaccines is difficult to assess as they
are influenced by a number of factors, most of which change
during the span of NIP implementation. Crucial factors for
this assessment are the precise follow of vaccine coverage,
which is directly related to the compliance of immuniza-
tion process combined with precise surveillance of vaccine
preventable diseases.

© GMN

At present the major issue is the low compliance of vac-
cination program of adolescents. Surveys on adolescent
vaccines coverage and disease surveillance in US and other
countries showed a gradual increase, which is still well
below the desirable level for effective prevention. This is
the case not only for the novel but also for the old vaccines
of adolescent immunization. In US, a recent study among
adolescents aged 13-17 years disclosed for 2010, 68.7%
coverage for Tdap, 62.7% for MCV4 and only 32% for the
3 doses HPV2 or HPV4 for females. Coverage for catch
up vaccines (MMR, HepB and Var) was also below the
desirable level of 90%. A most interesting finding was the
wide variation of coverage among states [4].

Increase of immunization rate is suspended by a number of
barriers. An important one is the lack of special units within
the health system to provide health services for adolescents.
Based on the structure of health system adolescents are
under the care of pediatricians, family physicians or general
practitioners who, as a rule are not familiar to the unique
needs of adolescent health care. Recently units of adolescent
medicine were organized within the university departments
of pediatrics in US and few developed European countries
and WHO promoted the development of youth friendly
health services units in Europe and worldwide. These units
are open to primary health care visits, including preventive
[16,17]. To promote immunization a comprehensive health
care visit for all adolescents at the age of 11-12 years that
includes evaluation and implementation of immunization
program is recommended.

Another barrier is the changing behavior among adoles-
cents and their parents or guardians. While children have
no control over healthcare decision adolescents play as a
rule a key role in decision making for their own health. It
is therefore important to educate adolescents, parents and
guardians about the benefits of vaccines and seriousness
of preventable diseases. In addition healthcare providers
must be familiar to the recommendation of adolescent
immunization practices, follow the instructions for vac-
cines administration and provide requested data on disease
surveillance and vaccine coverage.

In conclusion, vaccines are one of the greatest achievements
of biomedical science and public health. Continued efforts
to improve efficacy and safety of vaccines and vaccine
coverage among all age groups will provide overall public
health benefit. Adolescent immunization programs are still
below the desirable immunization rates critical for the pro-
gram’s diseases prevention. A major immediate challenge
for adolescent immunization is to improve compliance for
achievement and maintenance of high vaccination rates for
this age group.

Abbreviations for vaccines
DT: diphtheria - tetanus toxoids (pediatric); DTaP: diph-
theria —tetanus toxoids and acellular pertussis; HepA:
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hepatitis A; HepB: hepatitis B ; HPV2/HPV4:human
papillomavirus bivalent and quadrivalent; IPV: Inactivated
poliovirus; LAIV: Live attenuated influenza; MCV4:
quadrivalent meningococcal conjugate; OPV: oral polio-
virus; PCV: Peunococcal conjugate; PPSV: Peunococcal
polysaccharide; Td: adult tetanus and diphtheria toxoid;
Tdap: tetanus and reduced diphtheria toxoids and acellular
pertussis(adult type); TIV: Trivalent inactivated influenza;
VAR: varicella.
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SUMMARY
ADOLESCENT IMMUNIZATION
Kattamis Ch.

First Department of Pediatrics, University of Athens, Agia
Sophia Children Hospital, 115 27 Athens, Greece

During the last century National Immunization Program
(NIP) were implemented worldwide. The program started
with a small number of vaccines for universal administra-
tion to infants and young children. In the second half of
the century an evolution (slow in the start and rapid later)
occurred in the structure of NIPs especially in developed
countries. NIPs were enriched with new and more effec-
tive vaccines and expanded to adolescents and adults.
The Adolescent Immunization Program (AIP) developed
its own instructions and schedule that are continuously
revised to improve further its efficacy. AIP composes of
three main parts: a) the administration of novel vaccines
produced for exclusive use in adolescents, b) the catch up
process to supplement incomplete pediatric immunization
schedule and c) the coverage of high risk groups with the
appropriate vaccines.

The novel vaccines for adolescent immunization are: the
human papillomavirus (HPV2 and HPV4), the conjugated
meningococcal with serotypes A, C, Wand Y, (MCV4), and
the adult type of tetanus — diphtheria-pertussis (Tdap).

Even in developed countries adolescent immunization is
still below the desirable rates, critical for the prevention of
diseases covered by the program. Thus at present a major
challenge for adolescent immunization programs of devel-
oped countries is improvement of compliance to achieve
and maintain high vaccination rates, for this age group, to
provide an overall public health benefit.

Keywords: adolescent immunization, national immuniza-
tion schedules.
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PE3IOME
NMMYHUM3AIUSA TOAPOCTKOB
Karramuc K.

Acpunckuii ynugepcumem, nepewiil neouampuyeckui Oe-
napmamenm, [Jemckuii cocnumans Auia-Coguu, Agunsi,
Ipeyus

B TedeHne nocneHeTro CTONETHS BECh MUP OBLIT OXBaueH
[Iporpammoii BceoOmieit mmmyHn3anuu. Ha HagampHOM
JTane B NPOrpaMMy BaKIMHAIIMHM MIIAACHIEB M JeTei
JOIIKOIBHOTO BO3pacTa OBUIM BKIIOYCHBI BAKIIMHBI
OTpaHWYEHHOTO YHciIa Oone3Heil. Bo Bropoii monoBmHe
CTOJIETHSI B CTPYKTYpPY HAIMOHAJIBHBIX KaJIEHAAPEH IpH-
BHMBOK, B 0COOGHHOCTH B Pa3BUTHIX CTPAHAX, BHECECHBI
OTIpe/IeJICHHbIE KOPPEKTHUBbl. OHM OBUIM JOTOIHEHBI
HOBBIMH U 0oJee 3¢ (HeKTUBHBIMU BaKIIMHAMH U PaCIIpo-
CTpaHEeHBI Ha ITOJPOCTKOB U B3pOCIbIX. [y mporpaMMel
nMmyH#3anuu noapoctikos (ITUIT) 6sutn pazpaboTansl
COOTBETCTBYIOIINE HHCTPYKIIUHU U KaJCHIAPh, KOTOPHIC
MTOCTOSTHHO TIEPECMATPHUBAIOTCS C [ENIBIO HX YCOBEPIIIEH-
creoBaHus. [IMII cocTouT U3 Tpex OCHOBHBIX YacTei:
a) Ha3HAUCHHE HOBBIX BaKIIMH, pa3pa00TaHHBIX HCKITIO-
YUTEIBHO IS MOAPOCTKOB; O) Mpolecc HaBepCTaHUS
— JOTIOJTHEHHUE HETIOJIHBIX MEANaTPUIECKUX IPOTpamMMm;
B) obecredeHne TPYII C BBICOKUM PHCKOM COOTBET-
CTBYIOLIMMH BAKI[MTHAMH.

HoBbIMH BakIIMHAMH JUIsi UMMYHH3ALUU TTOAPOCTKOB
SIBJISIFOTCSI BAKIMHA IPOTHB BUPYCa NAITUIIOMbI YeJIOBEKa
(HPV2 and HPV4), koHBIOTHpOBaHHAS MEHUHTOKOKKOBAsI
BaknuHa ¢ ceporunamu A, C, Wand Y (MCV4) n BakunHa
MIPOTHUB CTOJOHIKA-KOKITIOMA-TU(PTEPUN Il B3POCIBIX
(Tdap).

Jlaxxe B pa3BUTBHIX CTpaHax OXBaT MOAPOCTKOB IpPH-
BHMBKaMH HIKE )KEIAeMbIX ITOKa3aTesIel, HE0OX0IUMBIX
IJIS TIPEBEHIINN COOTBETCTBYIOIMNX MHpekmuit. Crue-
JI0BaTeJbHO, OCHOBHBIM BbI30BOM B IIMII B pa3BuThiX
CTpaHax SBISIETCS YIy4dIICHHE KOMIUIAHEHCa C IENIBI0
JOCTHXEHHS ¥ COXPAHEHUSI BBICOKHX ITOKa3aTesei
BaKIIMHALIMHU JJIS1 3TOH BO3PACTHOMH TPYIIIBL, YTO OyJeT
CIoCcoOCTBOBATH YIYUIICHHIO OOIIECTBEHHOTO 3/IPaBo-
OXPaHEHUS B [EJIOM.
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EFFECTS OF GROWTH HORMONE ON HEART STRUCTURE
AND FUNCTION IN ADOLESCENCE
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Growth hormone (GH) is secreted by the somatotrope cells
of the anterior pituitary gland. In the circulation, various
molecular forms of GH exist, the majority of which are
bound to the carrier proteins corresponding to the extracel-
lular domain of the GH receptor (GHR) [3]. GH stimulates
hepatic production of Insulin Growth Factor 1 (IGF-1) in
the presence of sufficient nutrient intake. IGF-1 is critical
on promoting the anabolic effects of GH on the target tis-

sues such as bone, muscle and fat (Fig. 1). The secretion
of GH is maximal at mid-puberty, accompanied by very
high circulating IGF-1 levels in addition with the concomi-
tant increase of insulin resistance [36]. On the contrary a
gradual decline of GH and IGF-1 secretion characterizes
adulthood. In adolescence, where the most anabolic effects
and cardiac performance reach a zenith, GH-IGF-1 system
plays a crucial role.
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Fig. 1. GHRH-GH-IGF I axis effects on target tissues. GH (Growth Hormone), GHRH (Growth Hormone
Releasing Hormone), IGF-1 (Insulin like Growth Factor -1), GHR (Growth Hormone Receptor)

Heart as a target organ for the GH-IGF-1 axis

Both GH and IGF-1 receptors are expressed in cardiac
myocytes in vitro and in vivo [21]. IGF-1 causes hyper-
trophy of cultured rat cardiomyocytes [28]. Experimental
studies proved the anti-apoptotic effect of IGF-1 on the
cardiomyocyte [9]. In addition, GH and IGF-1 enhance the
role of calcium in the myocardial contractility. Intracellular
calcium content and calcium sensitivity of myofilaments in
cardiomyocytes increase by the direct action of both GH
and IGF-1 [10,25].

Studies on rats showed that exogenous administration
of GH and IGF-1 induce cardiac hypertrophy without
development of significant fibrosis. Cardiac performance
increases both in vivo and in the isolated heart. Addi-
tionally GH excess produced by a GH-secreting tumor
in rats have yielded conflicting measures of cardiac
function in vivo with either increased or decreased
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contractility. IGF-1 has been postulated to initiate,
mediate, or modulate cardiac hypertrophy either per
se or in response to several stimuli; including pressure
and volume overload [11].

The exact mechanism of the GH-IGF-1 axis and other
interfering factors on the physiology of the cardiovascular
system is complicated. Apart from GH and IGF-1 system,
other hormonal and biochemical factors are implicated.
Such important factors for example are GH secretagogues
(GHS) and ghrelin. Ghrelin not only promotes GH secretion
and regulates appetite and metabolism, but also exerts a
number of effects on the cardiovascular system. The main
cardiovascular actions of GHS are possible inotropic
effects, vasodilation, cardioprotective effects against
ischemia, and in vitro effects on cardiomyocytes involving
cell proliferation and anti-apoptotic actions. Interestingly
GHS may be expressed directly on the heart and vasculature
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rather than being mediated by GH. Evidence to suggest this
feature is the GHS binding sites on cardiomyocytes and the
fact that some of the effects of GHS can be expressed also
in the absence of GH [27].

The ability of GH to trigger cardiac muscle growth plays
a pivotal role in the physiology of the heart. Specifically
GH has both direct and indirect actions on the cardiovas-
cular system. GH acts directly on the cardiac muscle and
augments cardiac contractility, independent of myocardial
growth. It also improves myocardial energetics and me-
chanical efficiency. Among the indirect effects of GH
on the heart, the most consistently found is the decrease
of Peripheral Vascular Resistance. GH may also raise
Preload through its sodium-retaining action. Its inter-
ference with the hormonal system that regulates water
and electrolyte metabolism leads to expansion of blood
volume and to increase of glomerular filtration rate.
Particularly important is the effect of GH on skeletal
muscle mass which together with the enhanced respira-
tory muscle activity contributes to the better function
and performance of the cardiovascular system.

Heart function in Growth Hormone Deficient adolescents
The existence of a relationship between GH-IGF-1 and the

cardiovascular system has also been suggested by clinical
studies. The majority of these studies report an increased
risk for cardiovascular morbidity and mortality in patients
with GH deficiency (GHD) either with adulthood or child-
hood onset. A limited number of studies involve adolescents
and children (Table 1). GH deficient patients have a reduced
life expectancy, with approximately a twofold higher risk of
death from cardiovascular disease compared with healthy
controls [9,23,38]. This is likely related to the direct and
indirect adverse consequences of GHD on the cardiovascu-
lar system; hypercoagulability, abdominal obesity, insulin
resistance, impairment in lipid profile, atherosclerosis,
endothelial dysfunction, reduction of pulmonary func-
tion and muscle performance [5,12]. Specifically, GHD
patients were reported to perform a reduction in the
thickness of the left ventricular (LV) posterior wall, in-
terventricular septum, LV internal diameter and LV mass
(LVM) index [1,33]. Such findings are not established
in adolescents with GHD. A recent study in GHD chil-
dren and adolescents showed no significant differences
in parameters of cardiac systolic function and LVM in
comparison with controls. However, significantly higher
Isovolumetric Relaxation Time (IVRT) values and el-
evated IMT values in the common carotid artery were
observed in adolescents with GHD [43].

Table 1. Main studies on the heart function and structure in children and adolescents

Reference Diagnosis | Patients | Age (y) | GH tx duration (y) Cardiac Changes
Stamoylfaznéiou 2000 GHD 42 4.3-16.7 3 No change
Treated until FH, LV mass normal during tx,
Colao 2002 [23] GHD 15 17-20 then s.topped, and decireas?d during dlsc.:ontl'nu-
re-instituted ation, increased again with
for %5 yrs re-institution
Shulman 2003 [28] GHD 10 10 1 LV mass and
SF increased
Lanes 2005 [24] GHD 10 14 ) LV mass increased
Salerno 2006 [27] GHD 30 8 2 LV mass increased
Barton 1992 [35] ISS 18 6 1 No change
Daubeney 1995 [34] ISS 15 7.8 4 No change
Matura 2007 [41] TS 67 16.5 4.5 No change

Abbreviations: GHD- Growth Hormone Deficiency, ISS-Idiopathic Short Stature;
TS - Turner Syndrome; LV- Left Ventricular; FH- Final height; SF- Systolic Fraction

Growth Hormone Replacement Therapy and the Heart
in GHD adolescents

Current practice in GHD adolescents is to discontinue GH
replacement therapy at final height. The persistence of
GHD should be then reevaluated by appropriate GH testing
because one third to one half of patients with GHD during
childhood do not have persistence of the disease in adult-
hood. The rest show persistent GHD causing deleterious
consequences in adulthood as mentioned above. Continua-
tion of GH treatment after final height may have beneficial
effect on the cardiovascular system in GHD patients.
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Growth hormone replacement therapy in GHD adult
patients showed to have positive effects on their heart
structure and function [6]. Amato et al, showed that GH
replacement induces an increase in the LVM index by 26%
in GHD adults [1]. These effects disappeared after 6 months
of GH discontinuation. In another cohort of 20 young adult
GHD patients, with either childhood onset disease or adult
onset disease, there was a significant increase in the LVM
during the 12 months of GH replacement [ 13]. Importantly,
it was shown that the hypertrophic effect of GH replace-
ment subsided during treatment and was not detectable 2
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years after therapy continuation; cardiac mass was similar
to pre-treatment values after 10 years of replacement [44].
Additionally, the effects on cardiac mass are strictly GH
dependent as it was observed in a group of patients with
GHD receiving GH replacement therapy [14].

Anumber of studies on GH treatment of GH deficient adoles-
cents showed no adverse effects on the heart. On the contrary,
some of them presented the beneficial role of GH substitu-
tion in the cardiovascular system generally. Johannsson et al.
reported that the discontinuation of GH treatment in GHD
adolescents, results in the accumulation of relevant cardio-
vascular risk factors like increase of body and abdominal fat
and total and LDL cholesterol concentrations [29]. In another
study, a decrease in the LVM index was found in adolescents
with GHD when GH treatment was discontinued. The LVM
index returned to normal levels 6 months after treatment was
re-instituted [ 15]. Lanes et al. in a cross sectional study includ-
ing GH-treated and untreated GHD adolescents and controls
reported abnormal lipid and lipoprotein-a concentrations in
the untreated group [30]. However, there was no abnormality
in cardiac mass and function.

More limited are the studies in children. A few studies on
the effect of GH on the cardiovascular system in children
with GHD, showed no significant alterations during GH
therapy [3,4,8,16-18,20,24,34,37,39,41,42]. On the con-
trary, Shulman et al found that LVM indexed for Body Sur-
face Area (BSA) increases with GH treatment in severely
GHD children [41]. The increase rate of LVM was greater
than the increase rate of BSA, suggesting that GH could
be a trophic factor for the heart [41].

Growth Hormone excess and the Heart in adolescence

GH excess may affect heart morphology and performance
in acromegalic patients [16]. Chronic GH excess in acro-
megaly induces a specific cardiomyopathy, characterized
by concentric hypertrophy in the theoretical absence of
other cardiomyopathy [16]. This condition is rarely found
in adolescents. However, young patients with early-onset
acromegaly have increased LV mass, improved cardiac
performance at rest, reduced exercise capacity and duration,
with normal or mild abnormalities of diastolic ventricular
filling, leading only to a decrease in cardiac performance
on effort [17,24,34]. Cardiomyopathy can be asymptomatic
for years before clinical and instrumental signs of cardiac
involvement are noted. In cases of GH hypersecretion, the
suppression of GH should start as early as noted in order to
arrest the adverse effects of GH excess on the cardiac mor-
phology and performance in acromegalic patients [18].

There are little data assessing cardiac structure and func-
tion in non GHD children and adolescents (Table 1). GH
therapy has not yet been demonstrated to cause any adverse
cardiac effects and any early signs of cardiomyopathy have
not been reported. In short, normal children, LV size and
function were reported to remain within the normal range
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even after 4 years of GH treatment [20] or when high doses
of GH were used [2]. However, early detection and early
normalization of GH and IGF-1 levels is essential to arrest
cardiovascular disease later in life [4,8].

Growth Hormone Effect in Other Conditions

In adolescents with Noonan (NS) or Turner syndrome (TS),
the effect of GH treatment on the heart has been studied with
controversial findings. Some of the studies in adolescents
with NS or TS treated with GH showed no signs of LV hy-
pertrophy [19,26,31,40]. However some other studies, have
reported an increased risk for adverse events of GH treat-
ment like diabetes which may have a negative indirect effect
on their cardiovascular system later in life [37]. There is no
evidence that GH treatment in these patients might be related
to adverse effects on the structure and function of the heart
or the main vessels. The National Cooperative Growth Study
(NCGS) has collected efficacy and safety data for 5220 TS
children treated with GH. From this large population cohort,
it was concluded that the aortic dissection/rupture incidence
reflects the higher baseline risk for lethal events in TS which
seemed to be unrelated to GH treatment [7]. On the contrary,
GH replacement therapy may even have beneficial effects on
the mechanical properties of the arterial wall, particularly in
distensibility [22,45].

Growth hormone treatment has been shown to be beneficial,
in adolescents with chronic heart failure secondary to dilated
cardiomyopathy. Cardiovascular effects of GH treatment,
included a trend towards the improvement of LV ejection
fraction in these patients [32]. Additionally, GH is safe and
effective in treating growth failure in children after cardiac
transplantation [35]. GH therapy among anthracycline treated
survivors of childhood cancer increased LV wall thickness, but
the effect was lost after therapy was discontinued [31].

In conclusion GH-IGF-1 system plays a crucial role on the
structure and function of the cardiovascular system in adoles-
cence via its direct and indirect effects. Nevertheless GH treat-
ment may have favorable and unfavorable effects on the heart
depending on the condition, dose and duration of treatment.
Thus, it should be closely regulated with a thorough follow up
of the patients in adolescence in order to avoid complications
on the cardiovascular system later in life.
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EFFECTS OF GROWTH HORMONE ON HEART
STRUCTURE AND FUNCTION IN ADOLES-
CENCE
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Until recently, growth hormone (GH) and insulin-like
growth factor 1 (IGF-1) were considered to control only
linear growth. Apart from growth effect, GH has additional
important physiological functions in the human body in-
fluencing several metabolic processes, body composition,
muscle strength, and bone mineral density. In adolescence,
where the majority of these physiological functions reach
a zenith, GH plays a crucial role.

The ability of GH to trigger cardiac muscle growth by direct
and indirect effects plays a pivotal role in the physiology of
the heart. Patients with childhood or adulthood onset of GH
deficiency are exposed to increased risk for cardiovascular
morbidity. GH treatment may have beneficial effect on the
cardiovascular system in GH deficient adolescents. On the
other hand discontinuation of GH treatment in these patients
may result in the accumulation of relevant cardiovascular
risk factors such as increase in body and abdominal fat and
LDL and total cholesterol concentrations.

No potential adverse cardiac effects of GH therapy have
been so far demonstrated in short stature patients with
normal GH secretion. Nevertheless, no evidence of heart
hypertrophy or cardiomypathy has been documented in
adolescents with GH excess has been reported in adults.
Nonetheless, normalization of GH and IGF-1 levels in
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such patients is essential in order to arrest cardiovascular
disease later in life.

Keywords: Growth Hormone, IGF-1, Heart, Left Ven-
tricular Mass.

PE3IOME

Y®PEKTBI BO3JEICTBUSI TOPMOHA POCTA
HA CTPYKTYPY U ®YHKLUM CEPILA B OJI-
POCTKOBOM NEPHOJIE (OB30P)

Toym6a M., *Heok.1eoyc B., 2Illammac K.,
Maxkoccud A.,>Cropauc H.

"Hazucckut cocnumanv, Iagoc, Kunp; *Kunpcxuil
UHCTMUMYM HeB8PONO2UU U 2eHeMUKU, Oenapmamenm
MOLEKVIAPHOU 2eHemuKuy, ynuxyuu u nevenus, Hurxosus,
Kunp, 3Tocnumans Maxapuoca IlI, neouampuuecxoe
ondokpunnoe omoenenue, Huxosus, Kunp; ‘Cneyuanu-
3UPOBAHMBII NEOUAMPULECKUT YeHMP, NEOUAMPUYECKAs]
kapouonozusi, Cmposonoc, Kunp; *Jlonoonckuil ynueep-
cumem npu Huxo3utickom ynueepcumeme, Meouyunckas
wxona Cs. I'eopeus, Kunp

ITo ceit nens cuntany, uro ropmoH pocta (I'P) u nncyamnHo-
nono6HsIi axrop pocra 1 (MDP-1) KOHTpOIUPYIOT THIIH
JTUHEHHBIH pocT. OHaKO, TOMUMO BO3JCHCTBUS Ha POCT,
I'P BbImonHsieT 3HaYMMBbIe (PU3HONOTHUECKHE (DYHKIUH B
opraHu3Me 4ejoBeka. B yacTHOCTH, OH BIMSAET Ha pas-
JIMYHBIE META0OJIMUYECKUE MPOIECChl, MBIIICUHYIO CHITY,
MUHEPAJIbHYIO IUIOTHOCTB KOCTEH. B IoApOoCTKOBOM IIEpUO-
Jie, Kor/a OOJIBIIMHCTBO ATUX (PU3HOJIOTUYECKUX (QYHKIHIT
JIOCTUraeT CBOEro 3eHuTa, I'P urpaer pemaromniyro poss.

Hcxons U3 M37I0XKEHHOT0, LIENbI0 0030pa SBUIICS aHAIN3
PETPOCIEKTUBHON U TEKYILEH HAy4HOU JIUTEpaTypsl O
BJIMSIHUY TOPMOHA POCTA Ha CTPYKTYPY ¥ QyHKIMHU cepia
B TIOZIPOCTKOBOM IIEPUOJIE.

AHau3 TUTEpaTyphl BBIABUI, YTO CIIOCOOHOCTH ['P ObITh
TPUTTEPOM POCTA CEPACUHOIN MaCChI TOCPEICTBOM MPSIMOTO
U HETIPSAMOTO BO3[[GI7[CTBI/IH UTrpacT 3HAYUTCIIBHYIO POJIb
B (usuoniornu cepana. [lanueHTsl ¢ HaYaaIbHON CTaau-
el HepocraroyHocty ['P B eTCkoM WM MOXPOCTKOBOM
BO3paCTE IMOJABEPKEHBI MOBLIIIEHHOMY PHUCKY Pa3BUTHS
CePJIEYHO-COCYAUCTHIX 3a0oneBanuid. [loaTomy nedenue
I'P mosioxxuTenbHO BIMSAET Ha CEPACYHO-COCYAUCTYIO
cuctemy (CCC). Ilpekpaienue nedenus I'P y momoOHbIx
OOJIBHBIX YacTO CHOCOOCTBYET YBEIWYCHUIO OXKHUPEHUS,
KOHOCHTpAIU JUIIUI0B HU3KOH TJIOTHOCTHU U O6HICFO
XOJIeCTEpUHA.

[o ceromusimHMN eHb, MOTEHIMAIBHBIX MOOOYHBIX (-
¢exroB nedyenus ['P nHa CCC 00nbHBIX C THITOCTATYPOH C
HOpMaJibHOU cekpeuueid ['P He BbIsiBIeHO. B nuteparype
He 00HApPYKEHO TaKXKe AaHHBIX O PA3BUTHU THIEPTPODUH
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cep/la U KapJJMOMUOIIATUH Y B3POCIbIX ¢ M30bITKOM ['P B
IIOAPOCTKOBOM Iiepuoze. Pe3ynbrarsl aHanmsa peTpocek-
THBHOM M COBPEMEHHOW HAay4YHOM JIMTepaTyphl 110 BbILLICYKa-
3aHHOMY BOIPOCY JMKTYIOT HEOOXOAMMOCTH ITPOBEICHUS
COOTBETCTBYIOIIUX MEp 10 HopManu3auuu yposHen I'P u
HNDP-1 y mompoctkoB ¢ aedurmrom I'P ¢ mespio npeBeH-
IIUH KapIHOBACKYISIPHBIX 3a00I€BaHUII.
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Congenital adrenal hyperplasia (CAH) is a recessively
inherited disorder which is caused by the loss or severe
decrease in the activity of one of the enzymatic steps re-
quired for cortisol biosynthesis in the adrenal cortex. The
most common form of CAH (95% of all cases) is due to 21-
hydroxylase deficiency (21-OHD) resulting from molecular
defect in the steroid 21-hydroxylase (CYP21A2) gene, with
an overall estimated incidence of 1:10,000 to 1:15,000 for
the severe classic form and 1:500 to 1:100 live births for
the non classic form (NC-CAH) [19,27,28,39].

As expected from the prevalence of CAH and NC-CAH, the
frequency of heterozygotes in the population for 21-OHD is
quite common and varies considerably, ranging from 1 in 10
to 1 in 60 in certain populations and ethnic groups [8,10,30,40],
and in some cases it may affect as 1 in 3 of Askenazi Jews [51].

The incidence of the genetic defects of 21-OHD has been
extensively studied and ethnic specific distribution of mu-
tations has been reported [1,9,13,15,16,22,37,38,45,49].
Approximately 95% of the mutated CYP21A2 alleles is the
result of recombination events between the homologous
CYP21A2P pseudogene and the active CYP21A42 gene,
while the remaining 5% represent new mutations [14,20].
In population studies with a large number of non-classical
patients, the percentage of alleles with identified mutations
is variable, ranging from 80% to 100% [7,12,48], signifying
the necessity to evaluate the CYP21A42 regulatory regions.
Several studies in the Mediterranean region, including
studies from our group have reported as the most prevalent
genetic defects, the mutations IVS2-13A/C>G, p.Q318X,
p.V28I1L, ¢.329 336del (8bpdelE3) [29,37,38].

Compared to normal female individuals, female carriers
for 21-OHD frequently demonstrate an exaggerated se-
cretion of the 21-OH precursors 17-hydroxyprogesterone
(17-OHP) and progesterone (P4) [24,47] and lower levels
of 11-deoxycorticosterone [34] and aldosterone [33] after
ACTH administration. In fact, between 50-80% of carri-
ers exhibit a 17-OHP level after ACTH stimulation that is
above the 95" percentile of the control value [34].

In this study, we investigated a cohort of 17 Cypriot girls

with premature adrenarche and 17 adolescent females with
hyperandrogenemia and determined whether heterozygous
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mutations of the CYP21A2 gene are responsible for pheno-
typic and metabolic abnormalities. To test this hypothesis
the hormonal response to ACTH was evaluated in the 34
females with clinical signs of hyperandrogenism along with
direct DNA sequencing and MLPA analysis for mutations
in the CYP21A42 gene.

Material and methods. Biochemical and Clinical Evalu-
ation. Thirty four unrelated Greek Cypriot female patients
were studied. Of these 34 females, 17 were girls, who pre-
sented with premature adrenarche before the age of 8 years
and 17 adolescents, who had signs of hyperandrogenemia
(severe acne or hirsutism, with or without menstrual disor-
ders and complete lack of virilization). Informed consent
for this study was obtained from the parents or guardians
of the minors. Patients were characterized on the basis of
clinical and an elevated plasma 17-OHP [2,10]. Serum
17-OHP concentrations were measured with the commercial
RIA method (Beckman Coulter).

Amplification of the CYP21A2 gene

The CYP21A42 genes of all patients were analysed using
genomic DNA isolated from peripheral blood samples.
Molecular analysis was performed according to a cascade
strategy as previously described [29,37,38]. The primers
P1-P48 [47] were used to amplify the fragment containing
the -370 bp CYP21A2 promoter, the 5’ untranslated region
ofthe CYP21A2 gene that is mainly located in the first 167
nucleotides upstream the ATG codon and the 3’ untranslated
region that is 536 nucleotides downstream the TGA stop
codon of the CYP21A2 gene [26].

MLPA Analysis

DNA from the 34 female patients in this study analyzed by
direct sequencing was also examined with the multiplex
ligation-dependent probe amplification (MLPA) technique
(MRC Holland, Amsterdam, Netherlands). MLPA was
employed to investigate any possible large gene deletions
and large gene conversions in the CYP21A2 gene.

The kit detects mutations for exons 1, 3, 4, 6 and 8; among
these are 8bpdelE3, p.1172N, Cluster E6 and p.Q318stop
mutations. Furthermore, this kit contains 3 CYP21A1P-
specific probes, 3 TNXB probes, 1 C4A4 probe, 1 C4B probe
and 1 probe for the CREBLI gene located g-telomeric of
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TNXB. In addition, 2 other probes located on chromosome
6p21.3, 1 Y-chromosome specific gene (UTY) and 16
reference probes are included. Briefly, 50-200 ng DNA
was denatured and hybridized overnight at 60 °C with
the SALSA probe mix. Samples were then treated with
Ligase-65 enzyme for 15 min at 54 °C, the reactions were
stopped by incubation at 98 °C for 5 min. Finally, PCR
amplification was carried out using BigDye terminator v1.1,
cycle sequencing kit (Applied Biosystems, Foster City, CA,
USA). Amplification products were run on an automated
Applied Biosystems 3130x/ Genetic Analyzer. The raw data
were analyzed by using Coffalyzer 9.4 Software (MRC
Holland, Amsterdam, Netherlands). The size of migration

of exon-specific peaks was identified according to their
migration relative to Gene Scan 600 LIZ size standard
(Applied Biosystems, Foster City, CA, USA).

Results and their discussion. Characteristics of the 34
females

The overall frequency of the molecular defects detected
in the pool of these females is shown in Table 1. The
most frequent mutation within the 34 unrelated alleles
was p.V281L (52.9%), followed by p.Q318stop (20.6%),
p-V304M (8.9%), p.P482S (5.9%), p.P453S (5.9%), large
deletion/conversion exons 1-4 (2.9%) and large deletion/
conversion exons 6-8 (2.9%).

Table 1. Mutation frequency of affected alleles from 34 unrelated heterozygote girls
and adolescent females with hyperandrogenemia

CYP2?A2 Number of alleles % of alleles
mutations
p.V281L 18 52.9
p-Q318stop 7 20.6
p-V304M 3 8.9
p-P482S 2 5.9
p.-P453S 2 5.9
Deletion/conversion exons 1-4 1 2.9
Deletion/conversion exons 6-8 1 2.9

The clinical phenotype and hormonal characteristics of the
patients are as follow. Seventeen of the CYP21A2 heterozy-
gote female patients presented premature adrenarche and
were diagnosed in childhood (Table 2). The remaining
seventeen CYP21A2 heterozygote female patients were
diagnosed in adolescence with clinical signs of hyperan-

drogenemia (Table 3). Among the seventeen CYP2/A2
heterozygote adolescent patients, irregular menses with or
without PCOS was the most common presenting symptom
(11/17), followed by hirsutism (as determined by a Ferri-
man Gallway score more than 8) with or without acne in
8 out of 17.

Table 2. Clinical features, basal and adrenocorticotropic hormone (ACTH) stimulated 17-OHP levels in 17 CYP21A2
heterozygote girls who presented with premature adrenarche before the age of 8 years

Age of 17-OHP, nmol/L 17-OHP, nmol/L ACTH .
No. diagnosis Genotype Ba,sal ’ StiI;mlated 60’ Polymorphism
1 7 Large del 1-4 2.4 14.5 p-N493S
2 7 p.-P453S/X 3.9 32
3 7 p-V281L/X 3.5 23.5
4 7 p-V281L/X 3.2 25.4
5 7 p.P453S/X 2.2 14.7
6 7 p.-V304M/X 8.3 13.7
7 8 p-V281L/X 7.7 20.2
8 8 p-V281L/X 7.7 24.2
9 8 p-V281L/X 6.6 20.0
10 8 p-V281L/X 4.1 12.6
11 8 p-V281L/X 5.9 23.6
12 9 p- V281L/X 2.1 21.3
13 9 p-Q318stop/X 2.7 12.0
14 9 p- V281L/X 4.4 22.8
15 3 p-Q318stop/X 15.6 27
16 9 Del EX6-8/X 6.5 11.7 p-N493S
17 9 p-V281L/X 43 18.2
© GMN 41
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Table 3. Clinical features, basal and adrenocorticotropic hormone (ACTH) stimulated 17-OHP levels
in 17 CYP21A2 heterozygote adolescent females with hyperandrogenemia

17-OHP,
17-OHP, nmol/L ..
No .Age Of. Genotype nmol/L, ACTH Clmlca! Polymorphism
diagnosis . Presentation
Basal Stimulated
60’
1 14 p-Q318stop/X 4.7 10.3 PA,AH
2 14 p.-V281L/X 2.6 21.0 PA,AH
3 15 p.V281L/X 5.2 28 PCOS p.N493S
4 17 p.P482S/X 6.7 14.7 M p.N493S
5 16 p.-V281L/X 4 22.8 IM, A, H p-N493S
6 15 p-Q318stop/X 4.8 17.7 A H
7 16 p-P482S/X 3.5 37.1 IM, H, PCOS
8 15 p.V281L/X 5.7 26.4 M
9 16 p.-V281L/X 7.1 19.4 A H
10 17 p-V304M/X 2.4 9.6 M
11 17 p.-V281L/X 12.4 22.2 M, A
12 16 p.V281L/X 5.7 26.3 A, H
13 16 p-Q318stop/X 9.2 10.5 IM, H p.N493S
14 17 p.-V281L/X 5.1 15.7 A, H, PCOS
15 17 p-V304M/X 5.1 11.8 IM, A, PCOS
16 16 p-Q318stop/X 6.7 19.6 IM, A, H, p.N493S
17 15 p.Q318stop/X 4.2 14.3 M

PCOS = Polycystic ovary syndrome; IM = irregular menses;,
A = acne; H = hirsutism; PA = premature adrenarche

The relationship between the severity of the mutation
and the biochemical data in carrier hyperandrogenic fe-
males is also presented in Tables 2 and 3. Mean plasma
basal 17-OHP (nmol/L) level in the girls with premature
adrenarche was 5.44+3.3 (mean = SD, range 2.1 -15.6) and
rose to 19.9+6.0 (mean = SD, range 11.7-25.4) after ACTH
stimulation. Mean plasma basal 17-OHP (nmol/L) level
in the adolescent females with hyperandrogenemia was
6.0+2.4 (mean = SD, range 2.4-12.4) and rose to 19.3+£7.4
(mean + SD, range 37.1-9.6) after ACTH stimulation.
Higher mean plasma values of 17-OHP after 60 minutes
of ACTH stimulation were exhibited in female carriers of
the p.V281L mutation when compared to the mean values
observed in female carriers of other CYP2/A42 mutations
(21.9 nmol/L vs 17.0 nmol/L).

Numeral of investigators have suggested that mild 21-
OHD plays a role in the development of hyperandrogenic
disorders, including premature adrenarche, hirsutism, acne,
irregular menses, androgenic alopecia and polycystic
ovary syndrome [3,43]. In the present study all females
with hyperandrogenemia exhibited a significant 17-OHP
elevation with values above the normal range after 60
minutes of ACTH stimulation. This finding was indicative
of carrier status for 21-OHD and was further confirmed by
molecular analysis of the CYP21A2 gene.
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All 17 girls and 17 adolescent females had identifiable
heterozygote mutations in the CYP21A42 gene. The most
frequent mutation identified was p.V281L (52.9%), fol-
lowed by p.Q318stop (20.6%), p.V304M (8.9%), p.P482S
(5.9%), p.P453S (5.9%), large deletion/conversion exons
1-4 (2.9%) and large deletion/conversion exons 6-8 (2.9%).
In the past, several studies have demonstrated a high preva-
lence of heterozygous CYP21A42 mutations to be associated
with an increased risk of hyperandrogenism [2,8,9,25,31].
Recently, a high prevalence of heterozygous mutations was
reported in a cohort of French Mediterranean girls with iso-
lated premature pubarche. In a similar manner as in the case
of our patients, the French girls with premature pubarche
were found to exhibit high 17-OHP levels [32].

We are not aware of the incidence of NC-CAH in our
population, however the classical form seems to be rare in
Cyprus since we had only ten cases (6 males, 4 females)
diagnosed over the past 30 years (1980 - 2010). Given the
total number of births during this period which is 310.000
(www.mof.gov.cy), the incidence of classical CAH in live
births is 1:30000, much less than expected [19,27,43].

The most prevalent mutation in the present study was
the mild missense mutation p.V281L and it was ob-
served in 18/34 patients or 52.9% of the alleles as in
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most populations studied [4,11,13,15,16,18,35,41].
The overall frequency of p.V281L is however one of
the highest found for this mutation both in Greek [10]
and other populations in Europe and the Mediterranean
area [1,6,9,13,17,18,22,36,45]. This mutation is quite
common in our population [37,38]and in a random
screening of healthy individuals, often used as controls
in our laboratory, p.V281L was determined in 26 out of
600 alleles or 1/23 [unpublished data].

The higher ACTH stimulated 17-OHP mean values exhib-
ited in the female carriers of the p.V281L mutation when
compared to the mean values observed in female carriers
of other CYP21A42 mutations (21.9 nmol/L vs 17.0 nmol/L)
suggest increased exposures to androgens and point to
more severe impairment of 21-OHD in the symptomatic
p-V281L carriers. As observed by other studies as well, the
missense p.V281L although a mild mutation when inher-
ited in the heterozygote state may exhibit higher ACTH-
stimulated 17-OHP levels and higher rates of either PCOS
[2], irregular menses or hirsutism [5]. It is speculated that
the impairment of enzymatic activity in the symptomatic
p.-V281L carriers is caused by a dominant-negative effect
of this particular mutant allele on the wild type and that is
reducing drastically its activity. The mutant enzyme may
interfere or compete with the wild type for the conversion
of 17-OHP to 11-deoxycortisol [2].

The rare missense p.V304M was first found in a 7 year
old girl with premature adrenarche and in 2 adolescent fe-
males with irregular menses and PCOS. The large deletion/
conversion of exons 1-4 and large deletion/conversion of
exons 6-8 were respectively found in two young girls at the
age of 7 and 9 years, both diagnosed with mild NC-CAH
and premature adrenarche. We highlight that p.V304M is a
mild and rare mutation and after expression in COS-1 cells
the mutated enzyme was found to have residual activity of
46% for conversion of 17-OHP and 26% for conversion of
progesterone compared with the normal enzyme [23]. To
our knowledge p.V304M missense mutation was reported
only by our group in Cypriot patients with the NC-CAH
form [29] and in a female patient of Asian origin who pre-
sented hirsutism, acne and alopecia at the age of 24 [23].
The p.V304M missense mutation is located at a region
suggested to be involved in substrate interaction in a model
of the protein [21,51].

In the present report all children presented with premature
pubarche as expected and most of the adolescent females pre-
sented with irregular menses and to a lesser extent with PCOS.
No association could be found between presenting symptoms
in adolescents and the type of molecular defect.

In conclusion this study demonstrates that the frequency
of the underlying genetic defect in heterozygote patients
with NC-CAH is similar to that observed in other popula-
tions. Although the clinical expression of NC-CAH is not

© GMN

solely depended on the genotype, discrimination between
mild and severe alleles should be made and the systematic
evaluation of 17-OHP values after synacthen stimulation
testing should be performed in all girls with premature
adrenarche. Knowing the genetic defect is of immense help
in detecting heterozygote carriers in antenatal diagnosis
and genetic counselling.
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SUMMARY

GENETIC DEFECTS IN THE CYP21A2 GENE IN
HETEROZYGOUS GIRLS WITH PREMATURE
ADRENARCHE AND ADOLESCENT FEMALES
WITH HYPERANDROGENEMIA

"Neocleous V., 'Shammas C., 'Phedonos AP., 2Karaoli E.,
’Kyriakou A., *Toumba M., 'Phylactou LA., '**Skordis N.

'Department of Molecular Genetics, Function Therapy,
The Cyprus Institute of Neurology and Genetics, Nicosia,
Cyprus, *Paediatric Endocrine Unit, Makarios Hospital,
Nicosia, Cyprus, 3lasis Hospital, Paphos, Cyprus, *St
George's, University of London Medical School at the
University of Nicosia

Congenital adrenal hyperplasia (CAH) is a common auto-
somal recessive disorder primarily caused by mutants in
the CYP21A2 gene.

Heterozygosity for CYP21A2 mutations in females increas-
es their risk of clinically manifesting hyperandrogenism
and the present study was designed to seek evidence on the
prevalence and consequences of heterozygous CYP21A2
mutations in children with premature adrenarche and ado-
lescents with hyperandrogenemia.

The hormonal response to ACTH was evaluated in 17 girls
with clinical signs of premature adrenarche and 17 adoles-
cent females with hyperandrogenemia, along with direct
DNA sequencing and MLPA analysis for mutations in the
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CYP21A2 gene. The suspicion of heterozygote state
was based on the median plasma 17-OHP before and
60 minutes after ACTH stimulation. All 34 patients
were identified as carriers of CYP21A2 mutations.
The most frequent mutations among this cohort of
carriers were the mild p.V281L (52.9%), followed
by p.Q318stop (20.6%), p.V304M (8.9%), p.P482S
(5.9%), p.P453S (5.9%), large deletion/conversion
exons 1-4 (2.9%) and large deletion/conversion exons
6-8 (2.9%). Higher values of stimulated 17-OHP levels
were found in the carriers of the p.V281L mutation
compared with carriers of other mutations (mean=21.9
nmol/L vs 17.0 nmol/L). This finding supports the

MEJTUIIMHCKUE HOBOCTHU I'PY3HUU
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already identified notion that carriers of the mild
p-V281L are at higher risk for hyperandrogenism than
carriers of severe mutations.

In conclusion: a. Females with premature adrenarche
and hyperandrogenemia are likely to bear heterozygous
CYP21A2 mutations, therefore systematic evaluation of
17-OHP values in combination with the molecular testing
of CYP21A2 gene is beneficial, b. carriers of the mild
p-V281L, are at higher risk of androgen excess compared
to carriers of other types of mutations.

Key words: NC-CAH, CYP21A2, 17-OHP.

PE3IOME

MYTALMUUN I'EHA CYP21A2 Y TETEPO3UT'OTHBIX IEBOYEK C PAHHUM AJIPEHAPXE
M TEBOYEK-IIOJIPOCTKOB C T'MITEPAH/IPOTEHEMHUEM

'Heoxu1eyce B., Ilammac K., '®eronoc A., 2Kapaoau E., 2Kupuaxoy A., *Toymoa M., '®@uiaaxroy J1., **Ckopauc H.

'Kunpckuil uncmumym Hegpoaocuu u 2eHemuKu, 0enapmamenm MOIeKVIAPHOU 2eHeMUKY, QYHKYUuu U 1edeHus,
Huxoszus, Kunp, *I'ocnumane Makapuoca IlI, neduampuueckoe snooxkpunnoe omoenenue, Huxosus, Kunp;
SUasucckuil 2cocnumans, Iagoc, Kunp; *Jlonoonckuil ynusepcumem npu Huxosutickom ynueepcumeme,
Meouyunckas wixona Ce. I'eopeus, Kunp

BpoxnenHnas runepniasus HaIIOYEYHHKOB 4acTOE
ayTOCOMHO-PEIIeCCUBHOE 3a00IeBaHIE, B OCHOBHOM, 00Y-
cnoBnenHoe myTanusiMu B CYP21A2 rene. ['ereposurot-
HocTh 10 CYP21 A2 MyTamusiM y >KCHIIIH MOBBIIIAET PUCK
KIMHUYECKH MaHU(eCTUPOBAHHON I'MIepaHIPOTeHHH.

Llemnpi0 HACTOAILETO HCCIIEA0BAHNUS IBUJIOCH OTIPEACIICHUE
gacToTel HocuTenbecTBa CYP21A2 myTarmii y nereii ¢ pan-
HHMM aJpeHapXxe ¥ NOIPOCTKOB C THIEPaHIPOreHEMUEH.

T'opMoHabHBIN OTBET HAa aAPEHO-KOPTUKOTPOITHBIN TOp-
MoH (ACTH) onpenemnsiicst y 17 neBouex u 17 neBouek-
MOJIPOCTKOB C TUIIEpaHIPOTreHeMHEH. Y BceX MPOBOIMIIOCH
Takxke npsmoe cekBenupoBanue JAHK wu ananus ammnim-
¢ukarun npod (MLPA) ¢ menbio BBISIBICHUS MYTaIlHi
B rene CYP21A2). Ilogo3peHre Ha HaIW9IUE TeTEPO3H-

TOTHOTO COCTOSIHMSI OCHOBBIBAJIOCH Ha Tokaszareinsix 17-
runpokcunporectepona (17-OHP) no u 60 MuHyT crrycts
nocne crumyisimnn ACTH. Bee 34 manmenTa Obuti ueH-
Tudunuposans! kak Hocutenu CYP21A2 myTanuii.

YacTtoTra MyTanmuii B 3TOH KOTOpTE OBLTA CIENYIOMICH:
nerkas p.V281L (52.9%), p.Q318stop (20.6%), p.V304M
(8.9%), p.P482S (5.9%), p.P453S (5.9%), Gonpmas nere-
st 9K30HOB 1-4 (2.9%), Gompinast nemerus 5k30H0B 6-8
(2.9%). Ilpu ctumymsanuu y Hocureneit p. V281 L myrannu
oTMmeuancs 6ornee Beicokuit yposens 1 7-OHP mo cpasme-
HUIO C HOCHUTEISIMH JPYTHX MyTanui (cpemnass = 21.9
nmol/L vs 17.0 nmol/L). DTu naHHbIe TOATBEPKIAIOT pa-
Hee BBICKa3aHHOE MHEHHE O TOM, YTO HOCUTEIH MyTalllu
p.V281L naxozastcs o 60s1ee BBICOKAM PUCKOM Pa3BUTHS
THIEPAHIPOTCHIH, YeM HOCUTEIHN JPYTUX MYTaIlIi.
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CONTINUOUS GLUCOSE MONITORING, ORAL GLUCOSE TOLERANCE,
AND INSULIN - GLUCOSE PARAMETERS IN ADOLESCENTS WITH SIMPLE OBESITY

12E] Awwa A., 'Soliman A., 'Al-Ali M., *Yassin M., “‘De Sanctis V.

!Departments of Pediatrics, Hamad Medical Center (HMC), Doha, Qatar; *Alexandria University, Egypt;
‘Department of Hematology Al-Amal hospital, Doha, Qatar;
‘Pediatric and Adolescent Outpatient Clinic, Quisisana Hospital, Ferrara, Italy

The prevalence of obesity in children and adolescents has
reached an epidemic proportion in developed countries
in the last three decades [11,23]. This has led to a strik-
ing worldwide increase in the rate of glucose metabolism
alterations in this age group [1,4]. Obesity causes various
degrees of insulin resistance which in turn increases, by vari-
ous mechanisms, insulin secretion, witnessed by the high cir-
culating insulin concentrations found in patients with obesity.
Pancreatic beta-cells may or may not be able to cope with the
sustained overload imposed by insulin resistance. Over time,
if the function of strained beta-cell declines, hyperglycemia
or even type 2 diabetes (T2DM) may ensue [8].

Standard oral glucose tolerance test (OGTT) is cur-
rently used by measuring fasting, 30, 60, 90 and 120-

© GMN

minute blood glucose levels (capillary or vein samples)
[9,20,26] or only by measuring fasting and 120- minute
levels [25,35]. It has the potential to miss the diagnosis
of many glycemic abnormalities because of possible
missing of the glucose peak. More frequent measure-
ment of glucose is often not readily accepted by parents
or patients [2]. Continuous glucose measurement of
interstitial fluid (ISF) is now possible. Interstitial fluid
(ISF) glucose equilibrates with blood glucose concentra-
tion and can be measured by automatic sampling from a
simply implanted subcutaneous sensor. The continuous
glucose monitoring system (CGMS) has been shown to
detect rapid changes and trends in blood glucose con-
centrations during real life food intake and activities
[6,7,27].The objective of the current study was to assess
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oral glucose tolerance, 72-h continuous blood glucose
concentrations by CGMS, calculate homeostatic model
assessment (HOMA), and the quantitative insulin sensi-
tivity check index (QUICKI) in children and adolescents
with simple obesity.

Material and methods. The study was conducted on
thirteen adolescents, aged 13.9+2.2 years, who were obese
(BMI >2 SD for age and sex), BMI-SDS: 4+1.06. Fasting-
08:00 AM cortisol, thyroid function (FT4 and TSH) levels
were normal in all subjects: 255.6+141 mmol/L, 13.5+1.9
pmol/L, and 2.7+1.8 mIU/L, respectively.

A standard OGTT was performed (1.75 g of glucose solu-
tion per kilogram of body weight to a maximum of 75 g).
Plasma samples were collected at 0 and after 2 hours for
determination of glucose and insulin concentration.

Impaired fasting glucose (IFG) was defined, as a fasting
plasma glucose level of 100—125 mg/dL (5.5-6.9 mmol/L);
IGT was defined as 2-h post- OGTT plasma glucose level
of 140-199 mg/dl (7.8-11.1 mmol/L); and T2DM was de-
fined as a fasting glucose level of 126 mg/dL (7 mmol/L)
or higher or 2-h plasma glucose level of more than 200 mg/
dL (11.1 mmol/L) [3].

The CGMS sensor (Medtronic MiniMed, Minnesota,
USA) was inserted subcutanecously and interstitial
fluid (ISF) glucose levels were measured for 24 hours
covering the time for OGTT. Glucose levels were
measured by the glucose oxidase reaction in ISF by
the CGMS. The sensor was inserted on the anterior
abdominal wall, avoiding any abnormal areas of skin.

MEJTUIIMHCKUE HOBOCTHU I'PY3HUU
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The CGMS functioned for 24 hours and automatically
measured ISF glucose levels every 5 minutes over
the complete study period. There was an additional
calibration requirement to align the device with two
capillary glucose readings, which were measured by
one touch ultra.

Insulin resistance was estimated by homeostatic model
assessment of insulin resistance (HOMA-IR) [21]. The
estimate obtained with HOMA-IR correlates well with
measures of insulin resistance obtained from obese children
and adolescents with the use of the euglycemic-hyperin-
sulinemic clamp technique [29,31]. QUIKI (quantitative
insulin sensitivity check index is calculated using the
inverse of the sum of the logarithms of the fasting insulin
and fasting glucose: 1/ (log (fasting insulin pU/mL) + log
(fasting glucose mg/dL) [15].

Statistical analysis: A logistic regression analysis was
performed with the presence/absence of glucose values
above 200 mg/dl at follow-up as the dependent variable.
Linear regression equations were used to investigate cor-
relations between the different variables including: age,
BMI, insulin, C-peptide, and glucose data measured by the
two methods (OGTT and CGMS). Data were presented as
mean £SD and significance was accepted at p<0.05. Excel
version 2007 was used for all analysis.

Results and their discussion. Using OGTT, the mean fast-
ing and 2h glucose concentrations were 5.02+0.73mmol/L
and 6.8+1.56 mmol/L, respectively. OGTT revealed 3 cases
(23%) with IFG (>5.6 mmol/L), 4 cases (30%) with IGT
(>7.8 <11.1 mmol/L) (Table 1).

Table 1. Glycemic abnormalities detected by different methods in obese adolescents

Normal IF IGT T2DM Hypoglycemia
OGTT 47% 27% 30% 0 0
CGMS 16.4% 36% 69% 7.6% 38%
HbA1C% 100% 0 0 0 NA

OGTT = Oral glucose tolerance; CGMS = continuous gl

ucose monitoring system, HbA1C= glycated hemoglobin,

IF = impaired fasting glucose; IGT= impaired glucose tolerance; T2DM = type 2 diabetes mellitus

Using the CGMS supported with the multiple blood
glucose monitoring (glucometer) (3-4 times/day), IFG
was detected in four cases, two of them were detected
with the OGTT as well, the maximum BG (2h or more
after meal) were >7.8 and <11.1 mmol/L (IGT) in 9
children (69%) and >11.1 mmol/L (diabetic) in one
case (7.6%). Five cases had a minimum BG recorded
of <2.7 mmol/L (hypoglycemia). Measuring HbA1C %
(mean levels 5.7+0.3%) detected no abnormality (none
>6.5%) (Table 2).

The mean values of HOMA and QUICKI were 6.93+8.06
and 0.34+0.126, respectively. Eleven patients out of thirteen
had HOMA values >2.6 and QUICKI values <0.35 denoting
insulin resistance. Beta cell mass percent was 200+£94.8%
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and insulin sensitivity was 50.4+45.5% denoting insulin
resistances with hyper-insulinemia and preserved beta cell
mass (Table 3).

There were no significant correlations between the
HOMA and the QUICKI with the BMI, fasting blood
glucose concentrations, or the age (r: <0.2 , p>0.05).
The age was positively correlated with the BMI (r: 0.82,
p<0.001). Triglycerides concentrations were positively
correlated with the BMI and the average glucose con-
centrations detected with the CGMS (r: 0.48, p<0.01
and 0.54, p<0.01, respectively) while it was negatively
correlated with the QUICKI (r=-0.75, p<0.001). The
BMI was negatively correlated with the QUICKI (r:-
0.47, p<0.01).
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Table 2. Glycemic data in our obese adolescents

Gender ?T?lIeT .OGTT Average Minimal Maximum HbALC
0% (Time 120%) G-CGMS G-CGMS G-CGMS
F 5.1 8.4 5.2 3.5 7.8 5.7
M 6 6.3 4.7 2.3 7 5.8
F 4.5 4.2 6.3 2.5 10.2 5.8
M 4.7 6.3 7.8 4.8 22.2 5.6
F 4.5 7.8 6.7 2.2 8.5 5.5
F 4 8.1 5.5 2.2 10.8 5.9
F 6.3 6.2 5.9 3.3 8.1 6.1
M 6.2 9.6 5.6 2.2 8 6.4
M 5.3 7.6 6 4.4 8.2 52
F 4.8 5.5 5.1 3.1 8.7 5.7
F 4.6 6.7 5.8 4.17 11.05 5.8
Mean 5.07 6.99 5.87 3.15 10.05 5.73
SD 0.73 1.5 0.85 0.96 4.23 0.31
OGTT = Oral glucose tolerance; 0 = fasting — 2h = 2 hours after oral glucose load;
CGMS = continuous glucose monitoring system, G = glucose; HbA1C= glycated hemoglobin
Table 3. Degree of obesity and insulin-glucose indices in our adolescent subjects
Gender Age (yrs) BMI SDS QUICKI HOMA
F 18 3.17 0.293523049 6.30
M 11 6.6 0.317725885 3.47
F 16 3.36 0.401477284 0.76
M 12 3.7 0.756304196 4.48
F 14 4.1 0.321274302 3.20
F 13 3.4 0.258471204 18.26
F 14 3.6 0.267676393 13.44
M 13 1.68 0.295536939 5.97
M 17 3.12 0.309839702 4.24
F 12 2.83 0.304976941 4.69
F 13 - 0.24549719 29.24
Mean 13.9 3.5509 0.343000936 6.874
SD 2.2 1.1847 0.122267105 7.7732

Oral glucose tolerance test is usually used to identify IGT,
T2DM, insulin sensitivity and insulin secretion. However,
the glucose peak in OGTT and the diagnosis of glucose
excursion changes and trends might be missed. In our
obese adolescents, OGTT diagnosed 3 cases (23%) with
IFG (> 5.6 mmol/L), 4 cases (30%) with IGT (> 7.8 <11.1
mmol/L), and no case with diabetes. Using OGTT, Sinha et
al (20) reported an high percentage of IGT in obese children
and adolescents (25% and 22%, respectively), irrespective
of ethnic group. Sun et al [34] observed an IGT in 9.6%
and DM in 2% of their obese children. Wiegand et al (22)
found an IGT in 36% and DM in 5.9% out of 102 obese
children. They diagnosed IFG in (2%) 12 0f 491 obese chil-
dren. Using the screening algorithm for DM as advocated
by the American Diabetes Association, high percentage of
patients with IGT and DM would have been missed if FBG
was used alone [37].

© GMN

The use of the CGMS gives potential insights both into
overall glucose levels, mean glucose, and variability of the
full 24-hour period [38]. The CGMS has been validated as
a reliable and accurate measure of blood glucose in adults
[6,7,16].Studies have shown that ISF glucose levels gener-
ally follow venous blood glucose levels, and finger stick
measured capillary glucose levels[5,14,32].

We used CGMS in 13 obese adolescents with randomly
selected and compared the results obtained with those
detected by performing OGTT. In the present study, us-
ing CGMS has detected significantly more glycaemic
abnormalities (76.6%) (IGT and diabetes) compared to the
standard OGTT (53%). These findings denoted the presence
ofhigh prevalence of glycaemic abnormalities in our obese
children and adolescents.
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In consistence with our findings, Kestild et al [17] found
CGMS superior to the self monitoring of blood glucose in
pregnant women and detected 31% who required treatment
versus only 8% detected by self monitoring.

In cystic fibrosis patients, Martin-Frias et al [19] reported
that CGMS allows a better detection of glucose disorders
than OGTT as only one patient was diagnosed with DM
using OGGT and 7/13 (53.8%) with CGMS.

Eleven patients out of our 13 obese adolescents had
HOMA values >2.6 and QUICKI values <0.35 denoting
insulin resistance. The mean values of HOMA and QUICKI
were 6.93+8.06 and 0.34+0.126, respectively. Beta cell
mass percent was 200+94.8% and insulin sensitivity was
50.4+45.5% denoting insulin resistance with hyperinsuli-
naemia and preserved beta cell mass. Consistent with our
findings, Sinha et al [30] found that impaired oral glucose
tolerance was associated with insulin resistance while beta-
cell function was still relatively preserved.

In our adolescents triglycerides (TG) concentration was
negatively correlated with the QUICKI suggesting its
contribution to the insulin resistance state. This can be
explained by the increased free fatty acid flux resulting
from increased lipolysis secondary to adipose-tissue insulin
resistance which induces or aggravates insulin resistance
in liver and muscle through direct or indirect generation of
metabolites, altering the insulin signalling pathway [13].

Five of our patients had a minimum BG recorded of
<2.7 mmol/L (hypoglycemia). The timing of nocturnal
hypoglycaemia was variable. Zou et al [38] noted both
nocturnal hypoglycemia and hyperglycemia in some obese
children of unknown reason. Veldhuis et al [36] reported
that both GH secretion and burst frequency were negatively
correlated with the degree of obesity (ponderal index). An
impaired GH response to hypoglycaemia and a failure of
glucose load to inhibit spontaneous and stimulated GH
release are documented in obese patients; furthermore,
drugs able to block lipolysis and thus to lower serum free
fatty acids (NEFA) significantly improve GH secretion
in obesity. Elevated free fatty acid (FFA), increased
secretion of leptin, low spontancous GHRH secretion, high
somatostatin secretion, and increased negative feedback
of IGF-I were previously considered as possible causes
of the blunted GH secretion in obese subjects. Caloric
restriction and weight loss are followed by the restoration
of a normal spontaneous and stimulated GH release. On
the whole, hypothalamic, pituitary and peripheral factors
appear to be involved in the GH hyposecretion of obesity.
This defective nocturnal secretion of GH may relatively
decrease the insulin resistance in obese subject making
them liable to hypoglycemia at night [10,12,18,24].

In conclusion, in obese children and adolescents, CGMS
is superior to OGTT and HbA1C in detecting glycemic
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abnormalities, which appears to be secondary to insulin
resistance.
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SUMMARY

CONTINUOUS GLUCOSE MONITORING, ORAL
GLUCOSE TOLERANCE, AND INSULIN - GLU-
COSE PARAMETERS IN ADOLESCENTS WITH
SIMPLE OBESITY

12E] Awwa A., 'Soliman A., 'Al-Ali M., *Yassin M.,
‘De Sanctis V.

'Departments of Pediatrics, Hamad Medical Center
(HMC), Doha, Qatar, *Alexandria University, Egypt, *De-
partment of Hematology Al-Amal hospital, Doha, Qatar;
“Pediatric and Adolescent Outpatient Clinic, Quisisana
Hospital, Ferrara, Italy

In obese adolescents pancreatic beta-cells may not be able
to cope with insulin resistance leading to hyperglycemia
and type2 diabetes (T2DM).

To assess oral glucose tolerance, 72-h continuous blood
glucose concentrations (CGM) and calculate homeostatic
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model assessment (HOMA), and the quantitative insulin
sensitivity check index (QUICKI) in 13 adolescents with
simple obesity (BMI SDS=4+1.06).

OGTT performed in 13 obese adolescents (13.47+3 years)
revealed 3 cases (23%) with impaired fasting glucose (IFG:
fasting glucose >5.6 mmol/L), 4 cases (30%) with impaired
glucose tolerance (IGT: 2h blood glucose >7.8 <11.1 mmol/L),
and none with diabetes. Using the continuous glucose moni-
toring system ( CGMS), IFG was detected in 4 cases, the
maximum serum blood glucose (BG : 2h or more after meal)
was >7.8 and <11.1 mmol/L (IGT) in 9 children (69%) and
>11.1 mmol/L (diabetes) in one case (7.6%). Five cases had a
minimum BG recorded of <2.7 mmol/L (hypoglycemia). No
glycemic abnormality was detected using HbA 1C (5.7+0.3%).
11/13 patients had HOMA values >2.6 and QUICKI values
<0.35 denoting insulin resistance. Beta cell mass percent (B %)
=200+94.8% and insulin sensitivity values (IS)=50.4+45.5%
denoted insulin resistance with hyper-insulinaemia and pre-
served beta cell mass.

In obese adolescents, CGMS is superior to OGTT and
HbA1C in detecting glycemic abnormalities, which appears
to be secondary to insulin resistance.

Keywords: Obesity, Adolescents, Children, Continu-
ous glucose monitoring (CGM), Oral glucose tolerance
(OGTT).

PE3IOME

HENPEPBIBHBIIT MOHUTOPUHI INIFOKO3bI,
TOJEPAHTHOCTB K NEPOPAJIBHO ITPUHU-
MAEMOM# [NTIOKO3E U ITIAPAMETPbI MHCYJIU-
HA " ITTFIOKO3bI Y IOJPOCTKOB C TIPOCTBIM
O KUPEHUEM

1231 ABBa A., 'Coauman A., 'Ain-Aan M.,
3Mccun M., ‘Jle Cankruc B.

'Xamaockuti meduyunckuil yenmp, neouampuyeckuil
oenapmamenm, Joxa, Kamap,; *Anrexcanopuiickuil
yuueepcumem, Eeunem; 3Anv-Amanvexuil cocnumans,
2cemamonoauyeckuti denapmamenm, Joxa, Kamap, *Keu-
CUCAHCKUTLL 20CnUmaib, Ambyramopnas Kiunuka oemeti u
noopocmkos, @eppapa, Umanus

VY neteii ¢ oxUpeHHEM MaHKpeaTnyeckue 0eTa-KIeTKH He
CIIPABJISIIOTCA C PE3UCTEHTHOCTHIO K HHCYIHHY, YTO BEAET
K TUIIONIMKEMUU U pa3BUTHIO 1uabera 2 Tuna.

[enpto paboOTH! SBHIJIOCH OMpPECICHUE TOJNIEPAaHTHOCTU
K IEepopaibHO MPUHUMAEMOHN IIIOK03€, KOHIICHTPALlun
IJTIOKO3BI B KPOBHU B T€UeHHE O€CIIPEPhIBHOTO 72-4aCcOBOTO
MOHHUTOPHHTA, FOMEOCTATUUECKOM MOZIEIN 1 MHJIEKCA KaueCT-
BEHHOM OLIEHKH TyBCTBUTENBHOCTH K MHCYIUHY Y TIOIPOCT-
KOB ¢ IpocThIM oxkuperueM (BMI SDS=4+1,06).
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[lepopanbHas Harpys3ka TIOKO30H y 13 moapocTkoB
(13,4743 ner) BIsIBUIIA HAPYIIIEHUE MTOKA3aTENsI [TTIOKO3BI
Haromak (>5,6 mmol/L) B 3 cinyuyasix, B 4 ciaydasx - Ha-
pYLICHHE TOJIEPAaHTHOCTH K TIIIOKO3€ (IOKa3aTelb III0-
KO3bI yepe3 2 yaca mocie npuema numu ->7.8 and <11.1
mmol/L), H{ Yy OIHOTO MOAPOCTKA HE OTMEUCHBI CIIBUTH,
XapakTepHble JJs caxapHoro auabera. [Ipu nposenennn
72-4acOBOTO MOHUTOPHHIA TMITOIIMKEMHS HATOIIAK Ha-
Onronanach B 4 ciaydasx, y 9 MoIpoCTKOB COEpKaHHE
[IIFOKO3bI OBLTO B Tipesenax >7,8 <11,1 mmol/L, B oqHOM
ciydae ypOBEHb IJIIOKO3bl COOTBETCTBOBAJ AUAOETY
(>11,1 mmol/L). B 5 ciyuasix Oblia onpezesieHa Truro-
mkemust (<2,7 mmol/L). ITpu ucnons3oBannun HbA1C
(5,740,3%) rmuxeMu4ecKue HApYIICHUS HE BBIABICHBL. Y
11 u3 13 manueHToB noka3areiab FTOMEOCTaTHIeCKON Moie-
JIM TIpeBbIIa 2.6, UHIEKC 4yBCTBUTEIILHOCTH K HHCYIIUHY
6bu1 MeHee 0.35, 4To yKa3bIBaeT Ha PE3HCTEHTHOCTH K
uHcynuHy. [TporieHt maccel Oeta-kieTok (200+94,8%) u
MOKa3aTey YyBCTBUTENLHOCTU K HHCYAUHY (50,4+45,5%)
yKa3bIBaJIM Ha PE3UCTCHTHOCTD K MHCYIIMHY IIPH COXpaHe-
HHUH Macchl 0eTa-KIIETOK.

YV moApOCTKOB ¢ OKUPEHUEM TPUMEHEHHUE HETIPEPHIBHOTO
MOHUTOPUHIA IJIIOKO3bI B KPOBU MMECT NMPEUMYUICCTBO
nepej nmepopajbHON Harpys3koi miroko3oir u HbA1C
JUIA BBISABJIICHUS TTIMKEMUYCCKHUX HapymeHHﬁ, KOTOPBEIC,
MO-BUAUMOMY, SABJIAIOTCA CICACTBHUEM PE3UCTCHTHOCTU K
WHCYJIHMHY.

Mgboydy

2930b0b 9F939@0 3mbodm@obyo, o g@sb@mds
390m@omyg@e domgdgmo a@gimbol dodotrm
©> 0blygmob-aasmbol 3o@sdgBmgdo do@@ogo
Lodlygbol dJmbg ImboMgddo

125, gem 5385, Lmgnodsbo, '3, sen-5@00,%d. 0sllobo.,
3. g bobgBolo

3sdools Lodgoozobem (396 ®0, 3g@os@d®ools ©g-
300303960,  ©Mmds, goBoMo; Zomgdlsbo@oonls
960390L0E 930, 93303 9; *o@-sdo@ols 3ml3odsmo,
3dgds@memaool ©g3s@BsdgbBo, wmds, JoGomo;
4330L0Lobols 3ml3o@omo, dsgdgms s dmbos@ms
3 geoBm@g@o Jeobogs, BgOoms, 0Gogos

Iyob dogdggddo 35b30goLols dgBo-gx®Mggdl o@
‘dggde@osm aosmasbmb 0bliygaobolsedo Ggbol-

B9bA™ds, G533 0§393L d03gdaaogzgdools ws Godo
2 ©05bgB0l (H20) aobgomomgdsl.

dobobo: m@omydo abom dowgdbymo yanggm-
bobodo Go@g@sb@dmdols asblobmg®s, 72 bm-ols
3obdogenmdsdo Lobbendo geneggmbols 3mb96¢-
as300l (byy) 9Vy39H0 ImboGmaobyo, dmdgm-
bAobygdo dmwgmols (39) aodmosbyo®odgds ©o
0blgmobols@do mgobmd®ogo 3@ dbmdbdgemdols



GEORGIAN MEDICAL NEWS
No 9 (210) 2012

3obbobwgds InbodEgddo dod@ogo Lodlydbom
(Lbgyeool dsbols obpgdlols SDS=4+1.06).

Ygegagoo: 13 bgeb (13,473 (enol) dmbodedo
mOsmag®o abom dJowgdymo yayzmbobowpdo
AM@gHbGMool goblsbwg@molisl 3 ‘dgdmbgggsdo
(23%) opaobps YbImbyg gengszmbols Johggbgdenols
3595M9lgds (>5.6 mmol/L), 4 ‘dgdmbgggsdo (30%)
30530bobodo Bmegdob@mdols s®mgggs (boggg-
b0l Jowgdowsb 2 Lm-do aengzmbol dgdggenmds
Lolbeodo >7.8 <11.1 mmol/L), osdg®o oGO goOm
dgdmnbggzodo o6 godmgmobps. yenygimbols -
43960 dmboBm@obaol 3oMmdgddo bdmby aen-
30bol dohggbgdarols dmds@gosl swyogo 3Jmbos
4 dgdmbgggsdo, Logggdol domgdowsb 2 bm-do 9
dmboddo gaezmbol dgdggemds dgomagbos
>7.8 <11.1 mmol/L, bogoe goim dgdmbgggsdo oyo
s@gdo@gdmes 11.1 mmol/L (dgglodsdgdmos dsdo-

o560 ©0569L). 5 dgdmbgggodo smobodbs Jodm-
3e039d0s  (<2.7 mmol/L). yeoygimbols 3Gmgoaols
oM®g93900 HBAILC (5.7+0.3%)-0l a5dmygbgdolisls
o0 oy gboas. 11713 353096 L 38>2.6, bmenm oblsy-
gobolisdo mgobmd@ogo M9bolEgb@mdols Bgli@o
<0,35, @53 0bbygeobolbodo MgboliBgbdmdsby
dogmomgds. dgBo-gx®gegdols dslols 3GmEg6@0
(200+94.8%) o o0blygeobswdo Ip@dbmdgamdols
dohggbgdangdo (50.4+45.5%) dogmomgdos 0bligemo-
bobowdo GgbolRgbBmdsby o bg@e-gx®gogdols
‘dgbodhgbgdagen doloby.

by dob Jmbomegddo gerogzgdoyg@mo 3GmGogols
oMM393900L  slisagbow, Mo baga®ayoms, Hmd
0blygaobols m9boliBgbBmdsl dnliwgal,g30@s@glimds
g60dgds Lolbando aenggmbols 9Fy39@ dmbodm@obyls,
O>@aG0 3bom ganegmboli ws@godmgols Bgb@obs
> HBAIC 20blobemg@slosb ‘dgosmgdoo.

CAPILLAROSCOPY AND ECG PARAMETERS IN CHILDREN
AND ADOLESCENTS WITH DIABETES MELLITUS TYPE I

L2Chakhunashvili G., 'Jobava N., \Chakhunashvili K., 'Shvangiradze M., \Chakhunashvili D., *Pagava K.

!Association of Georgian Pediatric Cardiology, °New Children’s Hospital; *Thilisi State Medical University

All subjects in modern pediatric cardiology, which is about
diagnosis, treatment and preventions are of great importance
[1-4]. 2-5% of population has diabetes type I and in recent
years the disease rate is increasing, especially in children, 6-12
years old, all over the world. Disease rate of diabetes type I
increases by 3.5% annually. In 2003 we had 63 new cases,
in 2006 — 72. By 2020 diseased population is expected to be
significantly increased. At the same times chronic or acute
complications of diabetes remain one of the main reasons of
lethality or disablement. Prevention of those complications
are professional as well as social issue [5,7,10,11]. Diabetes
is associated with high risk of cardiovascular diseases. The
disease increases the chance of developing cardiovascular
pathologies by 2-4 times, compared to healthy population.
Development of cardiovascular diseases in children during
diabetes is not well studiedproblem [8,9,16]. The disease
causes endocrine dysfunction that leads to metabolic changes
in myocardium, which effects electric conduction. Arterial
hypertension, dyslipidemia and hyperglycemia increases the
speed of developing diabetic cardiomyopathy [6,15].

Aim of the research - evaluate EKG parameters during
diabetic cardiomyopathies; detecting changes in Capil-
laroscopic parameters.

Materials and methods. Cases of 32 children (6-15 years
old, 17 boys,15 girls) diseased with diabetes type I were
© GMN

studied, who were hospitalized In TSMU pediatric clinic’s
endocrine department. 13 of them were diagnosed and their
cases were studied at once, 10 of them had been diagnosed
2-5 years before, 9 of them — 5-10 years before.

We did capillarosopic examinations. we determined carpil-
larospopic background (pink, pale, cyanosis), transparency
(transparent, dimmed), number of capillaries (6-7 in sight,
more or less), diameter of capillaries ( dilated, contracted),
shape of capillaries (hair like, anastomosis, loop like),
Order/Disposition of capillaries (shows some order, does
not show any order), blood flow type (homogenous, fast,
slow), capillaries( homogenous, non-homogenous). 8 types
of ST and T wave changes were determined [1-4].

I group — 12 patients with no complications of Diabetes type
I. I group — 20 patients with diagnosed complications of
Diabetes type I (Diabetic cardiomyopathy, angiopathy). 6 of
them with diabetic encephalopathy , 4 of them with diabetic
encephalopathy and peripherial diastolic neuropathy, 3 of them
encephalopathy, 4 of them nephropathy and retinal angiopathy.
Studies and examinations were held after decompensation of
diabetes type I (without keto-acidosis) . Level of glycolised
hemoglobin was 8-11%, level of glucose 4 to 15 mmole/L,
level of glucose in Urine from 0 to 4%. Control group included
20 healthy children of the same age. EKGs were recorded in
12 standard leads and additional heart leads.
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Differences between groups were determined based on
coefficient (t>1,96; P<0,05). SPSS 11-5 was used to provide
mathematic service.

Results and their discussion. 50% of patients had various
subjective complaints — 13 patients complained about tiring
casily, 8 —shortness of breath after physical load, 4 — dizziness,
3 —syncope. Majority of these complaints were from patients
who had Diabetes type [ with complications. Only 4 children
who did not have complications complained about tiring eas-
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ily. Changes in EKG were shown in 29 patients (90,6%) and
these changes were quite diverse (Table 1).1/2 of patients had
hypertrophied left ventricle, in rare cases right ventricle or both
ventricles were hypertrophied. Most patients with hypertrophy
of both ventricles were part of Group II, however, Hypertrophy
of left ventricle was at the same rate in both groups. Atrial
hypertrophies occurred only in group II. As seen from the table,
in 1/3 cases we had left atrial hypertrophy, 50% of them were
combined with right atrial hypertrophy. Only 1 patient had
right atrial hypertrophy alone.

Table 1. ECG changes in children and adolescents with DMTI

Group II Group I
Detected Changes n=20 n=12
abs. % abs. %
Left Atrial Hypertrophy 3 15 1 5
Right Atrial Hypertrophy 5 - -
Both Atrial Hypertrophy 3 15 - -
Left Ventricular Hypertrophy 11 55 4 41.6
Right Ventricular Hypertrophy 20 - -
Both Ventricular Hypertrophy 15 - -
Deep Q wave 10 50 2 16.6
Damaged Ventricular Repolarization 13 65 11 91.6
Low T wave 2 10 5 41.6
Two-phased or Inverted T wave 9 45 3 25
High, Sharpened T wave 2 10 2 16.6
Prolonged Ventricular Electric Systole 4 20 4 333

Typical EKG parameter was pathologic Q wave, which
was mostly met in group II and in some patients it’s depth
reached 10-17mm. Electric systole of ventricles also were
prolonged.

Parameters of diabetic cardiomyopathy were damaged
repolarization, which was shown by ST deviation from
the isoline, decreased amplitude, two-phased or inversion

of T wave in I, aVL and V4-6 leads. In 13,5% of group
II patients in V4-6 leads tall, narrow-based, sharpened T
wave was registered; Changes in QRS complex were also
more frequent than group I. EKG recorded damages of
rhythm and conduction in 64% of patients (Table 2). Sinus
tachycardia was in 45%, sinus bradycardia —40%, slowed
heart rhythm was significant in group II patients and in 1/3
of them heart rate was 47-53.

Table 2. Damage types of rhythm and conduction in children and adolescents with DMT1

Group II Group I
n=20 n=12

abs. % abs. %
1 Sinus Tachycardia 9 45 5 41
2 Sinus Bradycardia 8 40 4 333
3 Ectopic Rhythm 4 20 2 16.6
4 Supraventricular Extrasystole 9 45 3 25
5 Ventricular Extrasystole 3 15 2 16.6
6 Supraventricular Paroxysmal Tachycardia 2 10 - -
7 Ventricular Paroxysmal Tachycardia - - - -
8 Disorder of Atrioventricular Conduction 2 10 - -
9 Disorder of Interventricular Conduction 4 20 1 12.5

Sinus, atrial and ventricular extrasystoles were found rarely
and equally in both groups. However, only in group II we
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Supraventricular paroxysmal tachycardia was found only
in 2 patients who had pulse rate of 133-155. We had not
met paroxysmal ventricular tachycardia, what consents
with literature data [7,12].

In both groups we studied changes of ST and T wave. The
changes were more often in group II. However, alterations
in group I were also significant. Thus consideration of ST
and T wave changes in children and adolescents with DMT1
seems to be quite important. Capillaroscopy data in groups
I and II are represented in tables 3 and 4.

Table 3. Capillaroscopy data in patients with DMT1 without complications (group 1)

Index Changes %
Capillary background Pink 100
Transparenc Slightly Dimmed 66.6
P Y Transparent 333
. . Normal 58.3
Capillary Diameter Slightly Dilated 41.6
. Hair Clip like 66.6
Capillary Shape Slightly Bended in venous part 333
Capillary Order In order 100
Slow 8.3
Blood Flow Homogenous 91.6
. . Increased 83.3
Capillary Quantity Normal 16.6
General Capillaroscopy Results Homogenous 100

In patients from the I group capillaries were pink in all
cases, transparency was a little dimmed, number of capil-
laries was increased in 83.3% of cases, shape was mainly

hair clip like with curved venous part, diameter normal,
disposition in order, blood flow homogenous, capillaries
also homogenous.

Table 4. Capillaroscopy data in patients with DMT1 with complications (group II)

Index Changes %

Pink 40

Capillary background Pale 35
Cyanosis 25

Transparenc Dimmed 70

P Y Transparent 30

. . Normal 30
Capillary Diameter Pathological changes 70
Capillary Shape Changed 75
Capillary Order In order 60
Blood Flow Slow 80

. . Decreased 70
Capillary Quantity Normal 30
General Capillaroscopy Results Homogenous 40

In patients from the II group number of capillaries was
vastly decreased [9,11], cyanosis was detected in the back-
ground, transparency was decreased, capillaries tended to
contraction and dilation of venous part. Shape changes
were also significant (loop like and bended). Disposition
was also out of order, blood flow was slow.

Thus, both EKG and capillaroskopy changes are statisti-
cally more significant in the group II patients.

One has to emphasize also that capillaroscopy is cheap,
non-invasive method and gives important additional in-
© GMN

formation not only for diagnosis but for the prognosis of
complications development as well.

Conclusions: In children and adolescents with Diabetes
mellitus type 1 ECG and capillaroscopy should be per-
formed on the regular basis in order to reveal early changes
and start the appropriate treatment in time.
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SUMMARY

CAPILLAROSCOPY AND ECG PARAMETERS IN CHILDREN
AND ADOLESCENTS WITH DIABETES MELLITUS TYPE 1

L2Chakhunashvili G., 'Jobava N., !Chakhunashvili K., 'Shvangiradze M., '\Chakhunashvili D., *Pagava K.

!Association of Georgian Pediatric Cardiology, *New Children’s Hospital; *Thilisi State Medical University

Aim of the research: Evaluate ECG parameters and detect
changes in capillaroscopy parameters in children and ado-
lescents with Diabetes mellitus type 1 (DMT1).

ECG and capillaroscopy were performed in 32 children and
adolescents (6-15 years old, 17 boys, 15 girls) with DMT1.
Disease duration — less than 2 years -13, 2-4 years — 10, 5-10
years — 9 cases. The patients were divided into two groups:
I group — 12 patients with no complications of DMT1
(in all them duration of disease was less than 2 years), II
group — 20 patients with diagnosed cardiac complications
of DMTT1 (diabetic cardiomyopathy, angiopathy). Addition-
ally 6 of them had diabetic encephalopathy , 4 - diabetic
encephalopathy and peripheral neuropathy, 4 - nephropathy
and retinal antipathy. Level of glycosides hemoglobin was
8-11%, level of glucose 4 to 15 mmole/L. Control group
included 20 healthy children of the same age.
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In group I ECG is less informative. Hypertrophies of left
ventricle and atrium and disorders of repolarization were
mainly found in group II. In 62.5% of cases rthythm and
conduction disorders were revealed, which were more often
in group II. Capillaroscopy changes (pale and cyanotic
background, decreasing of the number of capillaries in
sight, dilated and contracted diameter, pathological shape
and order of capillaries, slow blood flow) were seen both
in I and II groups with more prevalence and intensity in
the latter one.

In children and adolescents with Diabetes mellitus type
1 ECG and capillaroscopy should be performed on the
regular basis in order to reveal early changes and start the
appropriate treatment in time.

Keywords: Diabetes mellitus type 1, children, adolescents,
ECG, capillaroscopy.
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KAIINXJIJIAPOCKOIINYECKHE U 9KI' ITAPA-
METPBI ¥ JIETEH C CAXAPHBIM JTUABETOM
I TUITA

L axynamsuiu I, /:xo6asa H., 'Yaxynamsuan K.,
MIsanrupansze M., 'Yaxynamsuiu /1., *Tlarasa K.

!Accoyuayusn neduampos-kapouono2os I pysuu,; *Hoewiil
demckuil eocnumanw, STounucckuii 20cyoapcmeentiviil
Mmeouyunckuil ynusepcumem, I py3us

Henp uccnenoBanus - orenka DK 1 KanmmuIsIpoCKOMIH-
YEeCKUX IapaMeTPOB Yy JETEH U MOJPOCTKOB C CaXapHBIM
nmuaderom I turma (CIT-1).

OKT" n xammmisipocKonwst mpoBeaeHa y 32 aereit u mos-
poctkoB (6-15 net, 17 mamsauxos, 15 nesouek) ¢ CAT-1.
JurensHOCTH OOne3nu: Menee 2 et — 13, 2-4 roga — 10,
5-10 et — 9 ciyqaes.

[ManueHTsl ObLIM pa3AeieHbl Ha JABE TPYIIIIbI: IIepBasi rpyIi-
ma — 12 0ompHBIX 06€3 0CcTIoKHEHHUH (Y BCeX UTNTETFHOCTh
6ome3nn He mpeBbImana 2 jer), [ rpymma — 20 60mpHBIX
C IMarHOCTHPOBaHHBIMH ocnoxHeHusmMu CIT-1 co cto-
POHBI CEePACYHO-COCYAUCTON CHCTEMBI (IuadbeTndeckas
KapMOMHUOIIATHSI, AHTHOTIATHSN ).

JIOTIOJTHUTEIIBHO MMEITH MECTO CICAYIOLINE OCIOKHEHUSL:
nuabermdeckas dHIedamonaTus - 6, nunadeTmaeckas
sHIedanonaTus u neprudepudeckas HeBponarus — 4, He-
(pomaTus 1 peTHHAIBHAS AaHTHONATHS - 4 CiTydasi. YpOBEHb
IIMKOJIM3UPOBAHHOTO reMoroOuHa - B mpenenax 8-11%,
YPOBEHB IITIOKO3BI — 4- 15 MMounb/1. KoHTponbHYTO Tpymniry
coctaBmwn 20 37I0pOBBIX JETEH TOTO e BO3pacTa.

B I rpynme OKI Opima Mmenee nuHpopmatuBHa. [ umeprpo-
(bust IeBOTO JKEITyTOYKA U IPEACEP IS B OCHOBHOM HAOITIO-
namuck y nanuenTos Il rpynmet. B 62,5% Oblin BeISIBIICHBI
HapyUIEHUs] pUTMa U IPOBOAUMOCTH, TAKKE B OCHOBHOM
BO BTOpOil rpynne. Kanwuisipockonuueckue U3MEHEHUs
(OnmenHBIif M TIMAHOTHYECKUH (DOH, CHIDKEHHE YHCIIa KalTnI-
JISIPOB B TI0JI€ 3PEHUSI, PACIIMPEHNE U Cy)KCHHE KalTUIIPOB,
M3MEHEHNS UX ()OPMBI 1 YTIOPSIIOIEHHOCTH, 3aMEUIEHHE TOKa
KPOBH) HAOMIOMAJICH B 00EUX TPYIIIAaX, OMHAKO C OONBIIEH
YaCTOTOM U BBIPAKEHHOCTBIO BO BTOPOU.

OKI" u KanmmuUIAPOCKONIHIO CIEeTyeT MPOBOANTE y JAeTei
u nioapoctkoB ¢ C/IT-1 peryisipHO ¢ IETbI0 BBIABICHUS
PaHHUX M3MEHEHWH M CBOEBPEMEHHOTO Hadajla COOTBET-
CTBYIOIIETO JICICHUSL.
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CLINICAL, BIOCHEMICAL AND RADIOLOGICAL MANIFESTATIONS
OF SEVERE VITAMIN D DEFICIENCY IN ADOLESCENTS VERSUS CHILDREN:
RESPONSE TO THERAPY

2Soliman A., De Sanctis V., 'Adel A., 'El Awwa A., 'Bedair S.

'Department of Pediatrics and Radiology, Hamad Medical Center, Doha, Qatar;
’Pediatric and Adolescent Outpatient Clinic, Quisisana Hospital, Ferrara, Italy

Low levels of vitamin D are considered a major public
health problem especially during the winter [20]. Vitamin D
deficiency (VDD) causes rickets in children and osteomala-
cia in adolescents. Rickets cases are still being reported in
the Arab gulf area and worldwide. Osteomalacia also still
occurs, but its symptoms are much less specific and are
easily missed [1,2,9,11,18,23,25]. Vitamin D deficiency
leads to hypocalcaemia, secondary hyperparathyroidism
and increased bone turnover. This may be associated with
osteoporosis and fractures. In prolonged and severe cases,
osteomalacia and rickets (failure in mineralisation of new
bone) may occur, resulting in progressive bone pains, myo-
pathy and a waddling gait [16,27]. The clinical spectrum
of VDD ranges from subclinical to frank deficiency, with
serum 25- hydroxyvitamin D (250HD) levels less than 20
ng/dl [1,2,9,11,18,20,23,25].

The usual method of supplementation with oral ergocal-
ciferol tablets (1000 IU) is often inadequate, especially in
severe deficiency states [21]. To maintain a healthy blood
level of 250HD (80 to 100 nmol/L), most healthy persons
require at least 1000 IU of vitamin D each day if they do
not get exposure to the sun. Topping up to adequate levels
quickly is the goal.

Recommended repletion therapy consists of 50 000 TU
of vitamin D2 weekly for 8 weeks or 2000 IU of vitamin
D3 daily for 8 weeks. Doses of 4000 IU of vitamin D3
have been used safely for several months, and there is
evidence that doses up to 2000 IU/d can be considered
safely [6,8,20,26]. However, compliance with oral vitamin
D preparation is always not good [20]. A mega dose of
intramuscular vitamin D is suggested as an alternative to
oral dose to avoid poor compliance [3].

The aim of this study was to monitor the effects of treating
hypovitaminosis D in children and adolescents with a mega
dose of IM cholecalciferol.

Material and methods. In this prospective study all chil-
dren and adolescents with VDD attending to the General
Pediatric and Endocrine Clinics of Hamad Medical Centre,
Doha, Qatar, between October 2008 to October 2011 were
studied.

Inclusion criteria included all adolescents and children with
history, symptoms and/or signs of VDD and low serum
250HD <10 ng/ml.
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Exclusion criteria included: 1.Vitamin D deficiency asso-
ciated with underlying disease, such as fat malabsorption,
liver disease and renal insufficiency. 2.Patients receiving
total parenteral nutrition. 3. Vitamin D deficiency secondary
to heritable disorders of vitamin D metabolism, including 1
alpha hydroxylase deficiency (pseudo-vitamin D deficiency
rickets), vitamin D receptor defects (hypocalcemic vitamin
D resistant rickets. 4.Phosphopenic rickets of any etiol-
ogy (where hypophosphatemia is the primary cause of the
rickets, and not due to calcipenic rickets with secondary
hyperparathyroidism).

All patients were subjected to the following:

1. Detailed history taking including nutritional intake and
exposure to sun

2. Anthropometric measurements including weight, height,
and head circumference.

3. Physical examination ,including clinical manifestations
of vitamin D deficiency.

4. Biochemical investigations, including: measurement of
serum creatinine, Ca, PO4, albumin, ALP, parathormone
(intact PTH molecule) and 25 OHD concentrations. Serum
Ca was corrected for individual variations in serum albumin
using the formula: corrected serum calcium (mmol/L) =
measured serum calcium (mmol/L) + 0.02 x [40 — measured
albumin (g/L)].

Patients with plasma 25-OHD levels less than 20 ng/ml
were considered to have vitamin D deficiency. The pres-
ence or absence of radiological evidence of VDD was
determined from routine radiological films of the wrist
and/or knee. All participants with VVD were treated with
a therapeutic intramuscular injection of cholecalciferol
(10,000 U/kg , maximum dose 600.000 IU (15 mg).

During each clinic visit, every 2-3 months, the anthropo-
metric and radiological parameters were reassessed and
recorded and the laboratory tests repeated.

PTH, 25 OH D and IGF-I were measured by radioim-
munometric assay using kits purchased from Mediagnost;
Reutlingen, Germany. Intraassay coefficient of variation
(CVs) were 6.9%, 5.8% and 7.9% respectively, and interas-
say CVs were 7.9%, 5.9% and 8.2% respectively.

Ethical approval
Research Ethics Board, Hamad Medical Centre, Doha
Qatar approved the protocol of the study and informed
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consents were obtained from all the parents of the subjects
enrolled in this study.

Results are expressed as the mean+SD and analyzed by
paired student t-test to compare growth parameters and
analyte concentrations before versus after treatment. A
non-paired Student t test was used to compare age and sex-
matched groups. Correlations between variables of interest
were examined by linear regression analyses.

Results and their discussion. Infants and young children
(age 1.9£0.5 years) with severe VDD had enlarged 3
wrist joints (42/45), cranial bossing (39/45), wide anterior
fontanel (27/45), Harrison’s sulcus (11/45), chest rosaries
(27/45), bow legs (29/45), delayed teething (40/45), delayed
motor milestones (sitting, standing , walking appropriate
for age (36/45), short stature (length SDS< -2) (12/45);
craniotabes (3/45) and hypocalcemic tetany (11/45). The
most frequent biochemical abnormality was high alkaline
phosphatase (ALP) (45/45), followed by low phosphate
(PO4) (36/45) and low calcium (Ca) (8/45).

Variable radiological manifestations due to VDD were
detected in all children (45/45) These changes included
irregular (interrupted) or absent line of ossification at the
metaphyseal front, excessive osteoid deposition (wide wrist
space) with cupping, decalcification of the metaphysis,
and shafts of long bones (thin cortex) with subperiosteal
erosion of the shafts.

a b

At presentation adolescents with severe VDD presented
with pain in weight bearing joints, back, thighs, knees,
and calves (30/36) difficulty walking and/or climbing
stairs and/or running (8/36), muscle cramps and/or
facial twitches and/or carpo-pedal spasms (12/36) and
genu valgum (2/36). Biochemical serum abnormalities
included high ALP (31/36), low phosphate (10/36) and
low Ca (4/36).

19 out of 35 of adolescents with VDD had radiological
changes. Two different radiological patterns have been
recognized in adolescents. In pattern 1 (n=7) the le-
sions appear as metaphyseal multi-locular cystic lesion
with sclerotic margins, exocentric subcortical location
without significant cortical erosions, periosteal reac-
tion, osteoporosis, or other metaphyseal manifestations.
This pattern occurred in adolescents with normal or
increased BMI and good intake of milk/milk products
(Fig. 1). Whereas pattern 2 (n=12) appeared as general-
ized diminished bone density with prominent primary
and secondary bone trabeculations, widening of the
metaphyseal zone with relatively more lucency (zone
of poor ossification) with rather loss of all bone trabe-
culations. No cupping or fraying of the metaphyses was
identified (Fig. 2). This pattern occurred in adolescents
with relatively lower BMI (<18- underweight) with no
or poor intake of milk/milk products and lower IGF-I
levels compared to those with pattern 1 (142456 ng/ml
versus 199478 ng/ml, p=0.002), p = 0.002).

Fig. 1. Plain radiography of the knee joint for an adolescent with VDD and pattern 1:
a - the lesions appear as metaphyseal multi-locular cystic lesion with sclerotic margins,
exocentric subcortical location; b - after 6 months of treatment; c - after a year of treatment

© GMN
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Fig. 2. Plain radiography of the knee joint for an adoles-
cent with VDD and pattern 2: absent line of ossification at
metaphyseal front, decalcification of the metaphysic and
shafts of long bones (very thin cortex) with subperiosteal
erosion of the shafis
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Three months after the injection of a mega dose of cholecal-
ciferol all biochemical abnormalities were corrected with
significant improvement of symptoms related to vitamin
D deficiency in all children (45/45) and in the majority
(33/36) of adolescents. Six months after the vitamin D
injection, complete healing of the radiological evidence of
VDD was achieved in all rachitic children and the major-
ity of adolescents (16/19). Three adolescents with pattern
I required treatment for 18 months to achieve a complete
disappearance of their radiological signs (cysts) (Fig. 1).

The majority of patients had 25 OH D level equal or >
20 ng/ml.

Table presents a comparison between the 2 study groups:
children with VDD (n=45) versus adolescents with VDD
(n=36) before and 3 months after injection of a mega
dose of vitamin D. Before treatment 25 OH D and Ca
concentrations did not differ among the 2 groups. Serum
PO4 concentration was significantly lower and PTH and
ALP concentration was higher in children compared to
adolescents with VDD.

Table. Comparison of laboratory data in children and adolescents with vitamin D deficiency
before and 3 months after vitamin D i.m. injection

Infants (n=45) Adolescents (n=36)
before after before after

Ca mmol/L 2.05+0.25 2.2+0.12* 2.1+£0.29 2.3+0.12*
PO4 mmol/L 0.98+0.23 1.5+0.29%* 1.33+0.55 # 1.6+0.32%*

ALP U/L 8974217 # 381459 *# 495+195 211£59*
25 OH D ng/ml 6.7+2.9 25.5+7 * 7.9+2.2 27.8+5.2%

PTH pg/ml 212472 # 32413 * 141+42 42+18*

IGF-I ng/ml 25+18 # 42422%# 144:36# 211+65*

* - p<0.01 after versus before treatment

# - p<0.05 infants versus adolescents

The injection was successful to keep serum 250HD levels
at normal level (>20 ng/ml) in the majority of children
(41/45) and adolescents (31/36) for 3 months but not for
6 months.

Serum creatinine levels remained normal in all partici-
pants throughout the study and the 2-hours urine calcium/
creatinine excretion index remained in the normal range
in all subject.

In this study, adolescents with severe VDD had different
clinical and radiological presentations compared to children
with VDD. Some of them were asymptomatic and some did
not have significant radiological manifestations. Biochemi-
cally both adolescents and children with VDD had high
PTH and ALP and low phosphate. However, adolescents
with VDD have relatively lower PTH and higher phosphate
compared to children with VDD.
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Ina VDD state, only 10-15% of dietary calcium and 50-60%
of dietary phosphorus are absorbed. The poor absorption of
calcium causes a decrease in serum-ionized calcium levels.
This is immediately recognized by the calcium sensor in the
parathyroid glands, resulting in an increase in the secretion
of parathyroid hormone (PTH). PTH conserves calcium
by increasing tubular reabsorption of calcium in both the
proximal and distal convoluted tubules. However, PTH
enhances the expression of Receptor Activator for Nuclear
Factor k B Ligand (RANKL) on osteoblasts to increase
the production of mature osteoclasts to mobilize calcium
stores from the skeleton. PTH also decreases phosphorus
reabsorption in the kidney, causing loss of phosphorus into
the urine and hypophosphatemia [19,24]. The significantly
higher PTH concentrations in infants with VDD compared
to adolescents with VDD can explain their lower serum
phosphate level (phosphaturia). Although serum calcium
level is usually normal in the majority of patients with
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VDD with rickets, it is the low serum phosphorus that
leads to an inadequate calcium x phosphorus product,
which is necessary to mineralize the osteoid laid down
by osteoblasts [10,13,19,24]. This may explain the florid
appearance of radiological rachitic manifestations in our
infants with VDD patients (with significantly lower PO4
level) compared to adolescents (higher phosphate level).
The secondary hyperparathyroidism stimulates the kidneys
to produce 1,25(OH)2D.

In addition, a considerable number adolescents with severe
VDD (19/36) presented with radiological changes of two
different patterns. Analysis of the history and biochemical
data of these adolescents revealed that patients with pat-
tern 1 had significantly higher BMI, IGF-I concentrations
and were consuming adequate milk/milk products (i.e.
better calcium and phosphate intake) [22]. In support to
our data serum IGF-I level is significantly higher in simple
obese versus non-obese adolescents matched for pubertal
stage [24]. In children and adolescents IGF-I functions in
an endocrine and autocrine/paracrine manner as a bone
trophic hormone that positively affects bone growth and
bone turnover by stimulating osteoblasts, collagen synthe-
sis, and longitudinal bone growth and acquisition of bone
mass. In adults IGF-I is important in the maintenance of
bone mass [10,13,19,24]. The significantly higher IGF-I in
adolescents with type 1 pattern can explain the maintenance
of their bone mass compared to those with pattern 2 and
infants with significantly lower IGF-I level [22]. The two
latter groups had significantly osteoporotic changes of the
cortices of long bone.

In support of our findings, calcium intake has been shown
to correlate with bone density in healthy children and
adolescents. In a group of 151 healthy girls and boys, 7-15
yr old, Rizzoli et al. [17] reported that dietary calcium
intake was the most significant determinant of spinal bone
density and that the majority of children with low spinal
and femoral neck bone density had low dietary calcium
intake. Dietary calcium supplementation has been shown
to improve bone density. Dairy products consumption is
reported to positively influence bone mineral density at the
spine, hip and forearm in adolescents, leading thereby to a
higher peak bone mass [14,15,17,29].

Adolescents appear to have better adaptation to VDD
compared to children as evidenced clinically by fewer
clinical manifestations, higher phosphates, lower PTH
lower incidence of hypocalcemia and fewer radiological
changes. This may be explained partially by their higher
bone mass, slower rate of growth (lower calcium-phosphate
demands) and higher concentrations of IGF-I (promoting
bone mineral accretion) compared to children with VDD.

In addition, adolescents with pattern 1 appear to have better
adaptation to VDD because of maintaining near-normal
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bone architecture of the cortex of long bones (better bone
mass) and having higher serum PO4 concentrations and
absence of hypocalcemic episodes (two patients with pat-
tern II had symptomatic hypocalcemia).

This can be explained by their higher fat mass (BMI >25),
IGF-I concentrations and consumption of milk (better
calcium and phosphate intake). All these factors have been
shown to maintain bone density in children and adolescents
[10,13,19,22,24].

Treatment of our adolescents and children with VDD, using
a megadose of vitamin D every 3 months, has been shown
to have a positive effect on bone, resulting in mineralisation
of osteoid, disappearance of osteopenia and correction of
epiphyseal, metaphyseal and diaphyseal changes.

A report of bone histomorphometric changes in 28 patients
with osteomalacia treated with various vitamin D prepara-
tions and calcium showed a significant reduction in osteoid
volume and an increase in mineralised bone volume in
cortical and trabecular bone after therapy [7].

A meta-analysis reported significant increases in lumbar
spine bone mineral density (BMD) after 12 months of
therapy, and a slower increase in femoral neck BMD in
postmenopausal women [14]. The usual method of supple-
mentation with oral ergocalciferol tablets (1000 IU) is often
inadequate, especially in severe deficiency states [20,21].
There are some data to suggest that an annual intramus-
cular injection of 150,000-300,000 IU of ergocalciferol
(vitamin D2), as a form of depot for supplying vitamin D
daily requirements, has been associated with a reduction
in fractures of the upper limbs in the elderly [2].

People in the Arab Gulf area are at high risk of VDD
because of their dark skin (particularly if veiled) and lack
of exposure to the sun to avoid the very hot weather es-
pecially those with rapid rate of bone growth (infants and
adolescents) [5,12]. Exposure of hands, face and arms to
one-third of a minimal erythemal dose (MED) of sunlight
(the amount that produces a faint redness of skin) most
days is recommended for adequate endogenous vitamin
D synthesis. If this sun exposure is not possible, then a
vitamin D supplement of at least 400 IU (10 ug) per day
is recommended.

In VDD, supplementation with 3000-5000 IU ergocalciferol
per day for 6-12 weeks is recommended. Larger-dose prepa-
rations of cholecalciferol are available and would be useful
to treat moderate to severe vitamin D deficiency states. One
or two annual intramuscular doses of 300, 000 IU of chole-
calciferol have been shown to reverse vitamin D deficiency
states [4,5,7]. Our simple dosing regimen (a mega dose every
3 months) proved to be convenient and safe and improved
patient compliance as suggested by others [3,28].
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In conclusion,decreased circulating IGF-I in patients with
VDD appears to be an adaptive process to inhibit linear
growth (growth plate) and bone mineral accretion (dia-
physis) during vitamin D deficiency to maintain normo-
calcemia through the osteolytic action of increased PTH.
The variability of this adaptation in adolescents with VDD
versus (relatively slower rate of growth, higher bone mass,
higher serum IGF-I and phosphate concentrations and
lower PTH levels) versus children with VDD can explain
the differences of clinical and radiological manifestations
among the two age groups. An IM megadose of chole-
calciferol is an effective therapy for treatment of VDD in
adolescents for 3 months but not for 6 months.
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SUMMARY

CLINICAL, BIOCHEMICALAND RADIOLOGICAL
MANIFESTATIONS OF SEVERE VITAMIN D DEFI-
CIENCY IN ADOLESCENTS VERSUS CHILDREN:
RESPONSE TO THERAPY

’Soliman A., *De Sanctis V., 'Adel A., 'El Awwa A.,
'Bedair S.

!Department of Pediatrics and Radiology, Hamad Medical
Center, Doha, Qatar, *Pediatric and Adolescent Outpatient
Clinic, Quisisana Hospital, Ferrara, Italy

Objectives: to compare clinical, biochemical and radio-
logical manifestations of severe vitamin D deficiency
(VDD - serum 25 OH — vitamin D level <10 ng/ml)
in adolescents and children and to investigate the ef-
fects of an intramuscular injection (IM) of vitamin D3
megadose.

Design: in this prospective study 36 adolescents and 45
children with severe VDD were studied. An IM dose
(10,000 IU/kg, max 600,000 IU) of cholecalciferol was
injected and parameters of calcium homeostasis were
measured at intervals of 3 months.

Results: at presentation, infants and young children
(age 1.9+0.5 years) with severe VDD had enlarged
wrist joints (42/45), cranial bossing (39/45), wide ante-
rior fontanel (27/45), Harrison’s sulcus (11/45) , chest
rosaries (27/45), bow legs (29/45), delayed teething
(40/45), delayed motor milestones (36/45), short stat-
ure (length/height SDS <-2)(12/45), craniotabes (4/45)
and hypocalcemic tetany ( 11/45). The most frequent
biochemical abnormality was high alkaline phosphatase
(ALP) (45/45), followed by low phosphate (PO4) (36/45)
and low calcium (Ca) (8/45). Adolescents with severe
VDD presented with pain in weight bearing joints, back,
thighs, knees, and calves (30/36) difficulty walking and/
or climbing stairs and/or running (8/36), muscle cramps
and/or facial twitches and/or carpopedal spasms (2/36)
and genu valgum (2/36). Biochemical serum abnormali-
ties included high ALP (31/36), low phosphate (10/36)
and low Ca (4/36). Variable radiological manifestations
due to VDD were detected in all children (45/45) and in
some of adolescents (19/35). Two different radiological
patterns have been recognized in adolescents. Three
months after injecting a mega dose of cholecalciferol
all biochemical abnormalities were corrected with sig-
nificant improvement of symptoms related to VDD had
been reported in all children (45/45) and in the majority
(33/36) of adolescents with VDD. 3-6 months after the
injection, complete healing of the radiological evidence
of VDD was achieved in all rachitic children and the
majority of adolescents (16/19).
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Conclusion: it appears that adolescents adapt better to se-
vere VDD compared to infants, with less severe clinical,
biochemical and radiological manifestations. An IM mega
dose of cholecalciferol is effective therapy for treatment
of VDD in children and adolescents for 3 months but not
for 6 months.

Keywords: vitamin D deficiency, adolescents, children,
radiology, treatment.

PE3IOME

KJIMHUYECKHUE, BUOXUMHWYECKHUE U PEHT-
TEHOJIOTMYECKUE MPOSIBJAEHMS TSAXKEJIOMN
HEJOCTATOYHOCTHU BUTAMMHA D V¥ IIOJ-
POCTKOB U JIETE/: OTBET HA JIEYUEHUE

2Cosmman A., *[le Cankruc B., 'Anen A., '951 ABBa A.,
"Benaup C.

' Xamaockuii meouyunckuil yenmp, denapmamenim neoua-
mpuu u paouonozuu, Jloxa, Kamap; *Keucucanckuil 2o-
cnumanv, AMOYIamopHas Kiunuka oemeu u noOpPOCmKos,
Deppapa, Umanus

Ienpro uccnenoBaHus sIBUIOCH ONPENEICHUE KIMHUYE-
CKUX, OMOXUMHYECKHX ¥ PEHTTCHOJIOTHUECKIX TPOsIBIIC-
HUW TSOKENOW HEJOCTATOYHOCTH BUTamMuHa D (ypoBeHb
25 OH Buramuna D B ceiBopotke kpoBu <10 ng/ml) y
MO/IPOCTKOB U JIeTel u omnpexnenenue 3hp(HeKToB BHYTPHU-
MBIIIIEYHON MHBEKIIMHM MEraio3bl BUTamuHa D3.

Juzaiin: B npocrieKTHBHOE UCCIIC0BAHUE ObLTH BKIFOYCHBI
36 moAPOCTKOB U 45 AeTel ¢ THKENON HE0CTaTOYHOCTHIO
BUTaMuHa D. BHYTpUMBIIIEYHO BBOAMIN XOJIEKaIbIH(e-
poi (10,000 IU/kg, max 600,000 IU), mapameTpsI Kabiiue-
BOT'0 TOMEOCTAa3a U3YyUYaINUCh C 3-MECAYHBIM HHTEPBAJIOM.

ITpu noctynnenun y nereit panuero Bo3pacra (1,9+0,5 ner)
C TSDKEJIOM HEeJOCTAaTOYHOCThI0 BUTaMuHa D oTMeuanucey
YTOJIIIICHUE 3aMsCThEeBBIX CycTaBoB (42/45), Oyropua-
ToCTh uepena (39/45), yBenudyeHnue NEPEHErO POTHIYKA
(27/45), T'appuconosa 6opozaa (11/45), paxuruueckue
yetku (27/45), uckpusienue Hor (29/45), 3anoznanoe
npope3biBanue 3y0oB (40/45), 3amo3nanoe pa3BUTHE MO-
topuku (36/45), runocrarypa (amuHa/Beicora SDS<-2),
KpaHuoTtadec (4/45) U runokagUeMUAYCCKass TCTaHUS
(11/45). HanbGonee yacThiMU OMOXUMHYECKHMHU CJIBUTa-
MU OBLIN MOBBIICHUE MICTOYHON (ocdaraser (45/45),
cHmxkenue ocdaros (36/45) u runokansiuemus (8/45).
Y NOJPOCTKOB K& OTMEYaNCh 0OJIb B CYyCTaBax, MOJBEpP-
ralolIMXCsl BECOBOI HarpysKe, CruHe, 0epax, KOJICHX 1
roneHsix (30/36); 3aTpyIHEHHBIC X01b0a H/HJIH MOIBEM 110
nectHuie u/unu Oer (8/36); MbIIIEUHBIE CIIA3MBbI W/HITH 110~
JIepTUBaHMS JIMIA U/WIK KapIiolealbHbIi crasm (2/36) u
genu valgum (2/36). OT™Medannch OHOXUMUICCKUC CIIBUTH:
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noBbIICHHE MIeTouHON (ocdaraser (31/36), cHmKeHnE
¢docharos (10/36) u runokansuuemust (4/36). Paznny-
HbIC PCHTTCHOJIOTMYECKUE H3MEHEHUSI, 00y CIOBICHHBIC
TSHKEJIOM HEJJOCTATOYHOCThIO BUTaMuHa D, nMenu mecTto
y Bcex aerteit (45/45) u yactu noapoctkos (19/35). V nox-
POCTKOB OTMEYAJIUCh JIBa MATTEPHA PEHTTEHOIOTUYECKUX
n3MeHeHull. Tpu Mecsna cirycTs ociie BHY TPUMBILIECYHOM
HMHBEKIIMU METa103bI XOJCKabIH(eposia Bce OnoXuMude-
CKHE MapaMeTpbl HOPMAIM30BAIUCh, OTMEUAIOCh TaKkKe
CYILICCTBEHHOE YIYUIICHHE CUMIITOMOB, 00YCIOBICHHBIX
TSKEJION HEe0CTaTOuHOCThIO BUTaMuHa D y Bcex nmereit
(45/45) u GonbrmHCTBa TOAPOCTKOB (33/36). 3-6 Mecs-
LIEB CITyCTS TOCJIe UHBEKIUN OblIa JOCTUTHYTA TOJIHAS
HOpMaJIHM3aIusl PeHTICHONIOTUYECKUX U3MEHEHHUH y BCEX
PaXUTHYHBIX JCTEH ¥ OOJBIIMHCTBA MOAPOCTKOB (16/19).

BBIBOJIBI: TOAPOCTKHU MO CPABHEHUIO C IETHMU PAHHETO
BO3pacTa 0oJiee JICTKO aJalTUPYIOTCSA K TSOKEIOH He-
JIOCTAaTOYHOCTU BUTaMHHa D - y HUX MeHee BhIpaKeHBI
KJIIMHUYCCKUE, OMOXUMUYCCKUE U PEHTICHOJOTHYCCKUE
NpOsIBIICHUSI. BHYTpUMBIIIeUHasT HHBEKIUS MErajio3bl
xosiekanbiudepona spisercs 3GppexTUBHON Tepanueit
TSIKEJI0M HEeJJOCTaTOYHOCTU BUTaMuHa D y nereit u noa-
POCTKOB B T€UEHUE TPEX MECSIIEB.
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VITAMIN D STATUS IN HEALTHY EGYPTIAN ADOLESCENT GIRLS

TAmr N., ZHamid A., 'Sheta M., 'Elsedfy H.

'Paediatrics Department; *Clinical Pathology Department,Ain Shams University, Cairo, Egypt

Over the last decade there had been growing evidence
of high prevalence of vitamin D deficiency especially
among adolescents [7,12,16]. Contributing factors include
dark skin colour [4], dietary calcium deficiency [7], and
inadequate sun exposure [6,16]. Females who remain
fully covered for religious or social reasons seem to be at
greatest risk [9,12]. It is estimated that as many as 1 bil-
lion people worldwide suffer from vitamin D deficiency
or insufficiency (commonly defined as levels below 20 ng/
ml and 30 ng/ml respectively), and this was shown to be
prevalent across all age groups, genders, and geographic
regions [18].

Optimizing vitamin D levels in vitamin D deficient children
and adolescents is one of the strategies of maximizing peak
bone mass. Peak bone mass directly affects bone mineral
density, and both are risk factors for osteoporosis in later
life [21]. The aim of this study was to investigate the vita-
min D status in adolescent females in Egypt. The primary
outcome was to assess the vitamin D status among a cohort
of healthy adolescent girls and its relation to sun exposure.
Secondary outcomes included the relation between vitamin
D status and dietary intake of calcium and vitamin D, so-
cioeconomic status, and body mass index.

Material and methods. Seventy five healthy adolescent
girls aged 14-17 years attending Ain-Shams University
Nursing School in Cairo participated in the study. They
were all recruited during the summer months in the period
between May 2008 and August 2009. The study was ap-
proved by the ethics committee of the faculty of medicine,
Ain Shams University, Cairo, Egypt. All girls and their
families gave informed consent. Girls were excluded if
they had history of liver, kidney, or bone disease, or used
any medication known to affect bone metabolism including
calcium and vitamin D supplements.

Height was measured without shoes, to the nearest 0.1
cm using Harpenden stadiometer (Holtain Itd, Croswell,
Crymych, UK). Weight was measured using a digital scale,
to the nearest 0-1 kg, wearing light clothing and without
shoes. Body mass index (BMI) was calculated using the
formula Kg/m?. All participants completed a food frequency
questionnaire for three consecutive days to determine the
daily intake of calcium and vitamin D. Daily vitamin D
and calcium intake were estimated using national dietary
references on the vitamin D and calcium content of food
[17]. Calcium insufficiency was defined as less than 50%
of the recommended daily intake (RDI). RDI for ages 9-18
years is 1300 mg [2]. Sun exposure questionnaire was
completed by all participants including the daily hours of
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sun exposure, use of topical sunscreens, and type of most
commonly worn clothes in order to determine the body
surface area exposed to the sun. Sun exposure index was
calculated using the method described by Barger-Lux and
Heaney [4]. Briefly, each girl provided information on daily
daytime exposure to sunlight, identifying the parts of body
surface area [BSA] exposed to sunlight (each part was given
a percentage value including arms (0.18), legs (0.36), face
(0.01), head (0.09) and anterior (0.18) and posterior (0.18)
trunk as part of the adapted “rule of nines” values total-
ing 1.0). The sun exposure index was calculated from the
formula = hours of sun exposure per week x fraction of
BSA exposed to sunlight [4]. Socioeconomic standard was
estimated based on paternal profession, educational level,
family income, income score and type of housing. A score
of 25-30 is considered high social standards (I), score of
20-25 is considered middle social standard (II), score of
15-20 is low social standard (III), and score of <15 is very
low social standard (IV) [8].

Serum concentrations of calcium adjusted for albumin
[3.5- patient’s albumin (g/dl) + patient’s measured calcium
(mg/dl)], inorganic phosphate, and alkaline phosphatase
were measured using Hitachi 917 autoanalyzer and Roche
reagents (Hitachi, Tokyo, Japan). Serum parathyroid hor-
mone was measured using the BioSource hPTH-EASIA
which is a solid phase Enzyme Amplified Sensitivity
Immunoassay performed on microtiter plates. Calibrators
and samples react with the capture polyclonal antibodies
(PAD, goat anti 1-34 PTH fragment) coated on microtiter
well (Biosource Europe S, A, Rue de I’industrie, 8-B-1400
Nivelles-Belgium). Serum 25 hydroxycholecalceferol
(25-OHD) was measured by reagents supplied by Immun-
diagnostik (Immundiagnostik AG Stubenwald-Allee 8a, D
64625 Bensheim). The test kit is a competitive protein
binding assay based on competition of 25 OHD present in
the sample with 25-OHD tracer, for the binding pocket of
vitamin D binding protein (VDBP, Ge-globulin). Since all
circulating 25-OHD is bound to VDBP in vivo, samples
have to be precipitated with precipitation reagent to extract
the analyte (Immundiagnostik AG, Germany). 25-OHD
level above 30 ng/ml was considered sufficient, between
21-30 ng/ml was considered insufficient, and less than 20
ng/ml is vitamin D deficiency [5,21].

The data were analyzed by SPSS statistical software
(version 17.0; SPSS Inc., Chicago, IL, USA). Descriptive
statistics were expressed as mean and standard devia-
tions. Chi square (X?) test was performed for categori-
cal variables. Comparison of multiple subgroups was
done by using ANOVA test. Pearson’s correlations were
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used to assess the association between variables. For
all tests a probability (p) less than 0.05 was considered
significant.

Results and their discussion. Seventy five healthy ado-
lescent girls were included in this study. All were pubertal,
with a mean age (SD) of 15.8 (0.5) years, and a mean BMI
SDS of 0.02 (1.01). More than half (54.7%) had vitamin
D deficiency (Table 2). Thirty nine girls (52%) achieved
the recommended daily calcium intake. The mean serum
calcium, phosphorus, alkaline phosphatase (ALP), albumin,
and parathyroid hormone (PTH) were within the normal
limits for age and sex (Table 3). BMI was significantly
higher among girls with adequate vitamin D levels com-
pared to those who are deficient and those who have vitamin
D insufficiency (Table 4). Both sun exposure index and
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daily sun exposure time were significantly higher in girls
with adequate vitamin D levels compared to those with
insufficient and deficient vitamin D. Those with vitamin D
insufficiency had also higher sun exposure time and sun ex-
posure index compared to girls with vitamin D deficiency.
The use of topical sun screen creams did not affect vitamin
D levels. Calcium intake was highest in girls with adequate
25-OHD, while there was no difference in vitamin D intake
between the three groups (Table 4). The only laboratory
parameter that was significantly correlated to 25-OHD
level was PTH (Table 5). It was also significantly higher in
girls with vitamin D insufficiency compared to girls with
adequate serum levels (Table 4). Serum 25-OHD correlated
positively with BMI, BMI standard deviation score (SDS),
sun exposure index, sun exposure time, and daily calcium
intake, and negatively with PTH level (Table 6).

Table 1. Background characteristics of the studied girls

Mean (SD) Range
Age (years) 15.8 (0.5) 14.1 -17.3
BMI (Kg/m?) 22.3(4.1) 16.22 - 36.7
BMI SDS 0.02 (1.01) -1.48 - 3.56
I (high) T‘El(og’))
Socioeconomic status (SES) II (middle) )
111 (low) 11 (14.7)
IV (very low) 28 (37.3)
35 (46.7)
BSA exposed to sun (%) 17.1 (7.4) 9.5-43.0
Daily sun exposure (minutes) 22.1 (12.7) 5.0-60.0
Sun exposure index 45.3 (34.3) 5.5-144.7
Use of sun screen creams Positive: Negative:
No (%) No (%)
28 (37.3) 47 (62.7)
Dietary calcium (mg/day) 647.9 (167.7) 281.2-996.3
Achievement of RDI A;Ti;:)d : NO?(S}E;‘)/ed:
39 (52.0) 36 (48.0)
Dietary vitamin D (ug/day) 12.5(5.4) 0.3-249
Table 2. 25-OHD levels in the studied girls
25-OHD level (ng/ml) No (total=75) Percentage
Adequate (> 30) 16 213 %
Insufficient (>20 - <30) 18 24 %
Deficient (< 20) 41 54.7 %
Table 3. Laboratory parameters of the studied girls
Mean (SD) Range
Calcium (mg/dl) 9.7 (0.4) 7.5-10.5
Corrected Calcium (mg/dl) 9.6 (0.4) 7.4-10.2
Phosphorus (mg/dl) 5.2(0.4) 42-6.8
Albumin (g/dl) 4.6 (0.2) 4.0-52
Alkaline phosphatase (U/1) 100.8 (48.8) 14.0 - 356.0
Vitamin D (ng/ml) 20.7 (11.0) 4.0 - 48.0
PTH (pg/ml) 38.7 (26.2) 20.0 - 200.0
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Table 4. Relation between background characteristics and 25-OHD levels

Adequate Insufficient Deficient Test P
(no=16) (no=18) (no=41)
Age (years) F
Mean (SD) 15.7 (0.6) 15.8 (0.5) 15.8 (0.5) 0.37 0.69
BMI (kg/m?) F
Mean (SD) 24.7 (4.3) 22.0 (3.3) 21.4 (4.1) 3.8 0.026
SES No (%) No (%) No (%) X?
I 0 0 1(24)
I 2 (12.5) 2(11.2) 7 (17.1)
111 9 (56.3) 8(44.4) 11 (26.8)
v 5(31.2) 8(44.4) 22 (53.7) 5.5 0.49
Sun exposure index F
Mean (SD) 79.04 (32.6) 48.8 (39.6) 30.5 (20.7) 16.5 0.0001
Sun exposure (minutes) F
Mean (SD) 37.8 (9.1) 23.1 (12.6) 15.6 (7.4) 33.3 0.0001
Sun screen No (%) No (%) No (%) X2
Positive 2 (12.5) 4(22.2) 15 (36.6)
Negative 14 (87.5) 14 (77.8) 26 (63.4) 3.7 0.16
Dietary calcium (mg/day) F
Mean (SD) 765.9 (145.4) 657.4 (158.9) 597.6 (158.5) 6.7 0.002
Dietary vitamin D (ug/day) F
Mean (SD) 13.6 (4.8) 11.9 (5.9) 12.3(5.4) 0.47 0.63
F=ANOVA X?= Chi square
Table 5. Relation between laboratory parameters and 25-OHD levels
Ade(luate Insufiicient Deficient (no=41)
(no=16) (no=18) Mean (SD) F P
Mean (SD) Mean (SD)
Calcium (mg/dl) 9.5(0.3) 9.6 (0.2) 9.6 (0.5) 0.48 0.62
Phosphorus (mg/dl) 5.4 (0.5) 5.1(0.3) 5.2(0.4) 1.6 0.21
Albumin (g/dl) 4.5(0.2) 4.6 (0.2) 4.6 (0.3) 1.9 0.15
Alkaline phosphatase (U/1) 86.1 (16.6) 103.0 (31) 105.5 (61.6) 0.93 0.4
PTH (pg/ml) 19.4 (1.7) 36.1 (5.6) 50.6 (31.6) 10.4 0.0001
Table 6. Correlations between 25-OHD and different variables
T P
Age (years) -0.08 0.51
BMI (kg/m?) 0.29 0.013
BMI SDS 0.33 0.011
Sun exposure index 0.52 0.0001
Sun exposure time (minutes) 0.63 0.0001
Dietary calcium 0.28 0.014
Dietary vitamin D 0.002 0.98
Corrected calcium (mg/dl) -0.12 0.3
Phosphorus (mg/dl) 0.15 0.2
Albumin (gm/dl) 0.18 0.13
Alkaline phosphatase (U/1) 0.11 0.36
PTH (pg/ml) -0.34 0.003

may present with muscle weakness, difficult walking, limb
pains, and carpopedal spasm [6]. Subclinical vitamin D

While rickets is the clinical manifestation of vitamin D de-
ficiency in children, adolescents with vitamin D deficiency
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deficiency even poses a greater challenge because of the
lack of clinical symptoms and signs [10,21]. The end
result is the negative effect on bone mineralization [21].
Adolescents are at particular risk because almost 50% of
peak bone mass accrual occurs during puberty [3,11-13]. 25
Hydroxyvitamin D is the precursor of the active metabolite,
calcitriol [12], and its serum concentration is an indicator of
the vitamin D status because it reflects both dietary intake
and cutaneous synthesis [6]. Cutaneous synthesis is the
main source of vitamin D in the body [14], and therefore
factors that interfere with appropriate sun exposure are
very likely to cause vitamin D deficiency [12]. Cutaneous
synthesis of vitamin D occurs through absorption of ultra
violet rays (290-315 nm) by 7-dehydrocholesterol. Any
factor that influences the number, or the absorption of
ultraviolet rays, or the amount of 7-dehydrocholesterol in
the skin would influence the cutaneous synthesis of vitamin
D3. This includes percentage of body surface area exposed
to sun, duration of exposure, and dose of ultraviolet rays,
skin colour, and time of the day, season, and latitude [14].
Reports from the Middle East showed higher prevalence
of vitamin D deficiency [12]. Although those are mostly
sunny parts of the world, vitamin D deficiency had been
attributed to inadequate sun exposure because of the effect
of cultural and religious factors on the way of dress and
the life style [1,9,12,16].

In our cohort of adolescent girls, vitamin D levels correlated
positively with the sun exposure index and the sun exposure
time. The mean (SD) daily sun exposure was 22.1(12.7)
minutes but the range was 5-60 minutes, quite a wide
range, and the mean (SD) BSA was 17.1% (7.4), thereby
emphasizing the importance of both factors comprising
the sun exposure index. i.e. percentage of body surface
area exposed to sun and duration of sun exposure. Holick
reported that exposure to sunlight for 5-15 minutes daily
in summer, autumn, and spring produces enough vitamin
D, and that exposure of about 20% of BSA was effective in
increasing 25-OHD concentrations [14]. This emphasizes
the importance of BSA exposed to sun, because although
the mean exposure time was within normal limits in our
cohort, the sun exposure index (product of exposed BSA
x exposure duration) was significantly higher among girls
with adequate vitamin D. Exposure of at least 18% of BSA
for at least 37 minutes/day is enough to achieve adequate
vitamin D levels in a sunny climate as Egypt. Serum 25-
OHD was found to be related to % BSA and sun exposure
in other studies from both east and west [6,7,9,12,16,18].
Hatun et al reported that half of their studied population of
girls who wore concealing clothes had vitamin D deficiency
in winter and their vitamin D level only slightly improved
in summer [12]. El-Hajj Fuleihan et al found that girls who
covered their head, arms and legs had a mean 25-OHD of 12
ng/ml compared to 18 ng/ml in girls who followed the usual
dress code (p<0.001) [9]. Concealing clothing is therefore
likely to affect vitamin D concentrations, and therefore
supplementing those girls with vitamin D is important.
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Adolescent girls with adequate vitamin D had significantly
higher calcium intake compared to those with deficient and
insufficient vitamin D levels. This effect did not exist for
vitamin D intake, possibly minimizing the role of dietary
vitamin D in vitamin D deficiency or insufficiency. Weng
et al, however, in their multivariable logisitic regression,
did find that daily vitamin D intake of less than 200 IU was
associated with low vitamin D concentrations [20]. The
effect of dietary calcium intake was previously explored;
an average daily intake of 280 mg was associated with
50% higher risk of vitamin D deficiency [7]. Low calcium
levels lead to secondary hyperparathyroidism which in turn
results in increased synthesis of 1, 25 dihydroxyvitamin D
that degrades 25-OHD to 24, 25 dihydroxyvitamin D, the
end result being depletion of vitamin D stores [15].

The relation between SES and vitamin D levels is conflicting.
While children and adolescents of lower SES are expected
to have poorer dietary calcium and vitamin D intake, they
might be expected to spend more time in the sun. Vitamin D
deficiency was found more prevalent among adolescents of
lower SES in some studies [9,22], while Puri et al in Delhi
found no difference between girls from lower and upper so-
cioeconomic strata [ 19]. We did not find any relation between
both variables. Most of the recruited girls were of a low/very
low SES which might have affected the results.

This study has a number of limitations. First, the sun
frequency questionnaire used to calculate the subject’s
exposed body surface area and hours of sun exposure was
subjective, as it was dependant on the subject’s judgement.
It would have been more useful to have a more objective
tool free from any subjective bias. Second, the studied
group might not be representative of Egyptian adolescents
because of unidentified sources of bias. Third, other factors
such as genetics might play a role, and therefore, reassess-
ing vitamin D status after correction of the deficiency could
help confirm/refute the hypothesis.

In conclusion, this study demonstrates that vitamin D de-
ficiency is a common problem among a group of Egyptian
adolescent girls. Inadequate sun exposure, possibly related
to cultural/social factors influence the mode of dress and
therefore sun exposure. Insufficient intake of calcium in
diet is another contributing factor. Raising the awareness of
the community on the implications of this health problem
is of utmost importance. Special emphasis should also be
placed on the importance of balanced diet and adequate sun
exposure. If not possible, then vitamin D supplementation
in the recommended dosages to those girls is important.
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SUMMARY

VITAMIN D STATUS IN HEALTHY EGYPTIAN
ADOLESCENT GIRLS

TAmr N., Hamid A., 'Sheta M., 'Elsedfy H.

'Paediatrics Department, °Clinical Pathology Department,
Ain Shams University, Cairo, Egypt

Over the last decade there had been growing evidence of
high prevalence of vitamin D deficiency especially among
adolescents. Inadequate sun exposure is considered a pre-
cipitating factor. Females who remain fully covered seem to
be at greatest risk. The aim of this study was to investigate
the vitamin D status in adolescent females in Egypt.

Seventy five healthy adolescent girls aged 14-17 years
were recruited during the summer months. Anthropometric
measures, calcium and vitamin D intake, sun exposure in-
dex, use of topical sun screen, and socioeconomic standard
were all determined. Serum calcium, inorganic phosphate,
alkaline phosphatase, and 25 hydroxycholecalceferol (25-
OHD) were measured.

Sixteen girls (21.3 %) had vitamin D deficiency, 18 were
vitamin D insufficient (24 %), and 41 had adequate vitamin
D levels (54.7 %). Both sun exposure index and daily sun
exposure time were significantly higher in girls with ad-
equate vitamin D levels compared to those with insufficient
and deficient vitamin D. Exposure of at least 18% of BSA
for at least 37 minutes/day is enough to achieve adequate
vitamin D levels in a sunny climate as Egypt. Calcium
intake was highest in girls with adequate 25-OHD, while
there was no difference in vitamin D intake. Serum 25-OHD
correlated positively with BMI, BMI standard deviation
score (SDS), sun exposure index, sun exposure time, and
daily calcium intake, and negatively with PTH level.
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Vitamin D deficiency is a common problem among Egyptian
adolescent girls. Inadequate sun exposure, possibly related to
cultural/social factors influence vitamin D levels. Insufficient
dietary calcium is another contributing factor.

Keywords: vitamin D, adolescents, sun exposure.
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CTATYC BUTAMUHA D ¥ 3/JOPOBBIX IEBOYEK
MHOJAPOCTKOB B ETUIITE

'Amp H., 2Xamun A., 'Illera M., 'icenpu X.

"Aun Hlamcxuii ynusepcumem, neduampuyeckuil oenap-
mamenm, *0enapmamenm KiuHuuecko namonozuu, Kaup,
Eeunem

CornacHo JTUTepaTypHBIM TaHHBIM, Y JIEBOYEK-ITOAPOCTKOB
3a TI0CJIe/IHEE BPEMsI 4acTO OTMedaeTcsi euInT BUTaMUHA
D. Henocratounasi cojlHeUHasi SKCIO3ULUS pPacCMaTpu-
BaeTcsl KaKk criocoOcTByrommid daxrop. KeHIHbI, Tena
KOTOPBIX MOJIHOCTBIO IMOKPBITHI Oﬂe)KﬂOﬁ, HaXoJATCA 110/
HaHOOJBIINM PHCKOM.

Ilenbro nccnenoBanus SBUIIOCh U3yUYEHUE CTATyCa BUTAMU-
Ha D y neBouek-noapocTkoB, npoxuBaomux B Erunre.

75 3M0pOBBIX JAEBOYEK-TIOAPOCTKOB B Bo3pacTe 14-17 et
HaXOJIWJIUCh 110]] HAOJIIO/ICHUEM B TEUCHUE UIOHD - aBIy-
cra. Onpenensanuch aHTPOIOMETPUUYECKUE MTOKa3aTely,
COCTOSTHHUC HOTpe6J’IeHI/IH BuTamMuHa D n KaJIbIiusl, UHIACKC
COJIHCUHOM OKCIO3UIINU, YaCTOTa MIPUMEHCHUA 3allITUTHBIX
MECTHBIX KPpEMOB B CPABHCHHUU C COIIMOIKOHOMHNYCCKUM
CTaHJApTOM. B CBIBOPOTKE KpOBU OINpPENEIISUIM KalblLuil,
Heopranuueckuit pocdop, menounyro docdarazy u 25-
ruapoxonekanabirdepon (25-OHD).

VY 16 (21,3%) neBodYeKk BBISBICH ICPUIUT BUTAMHHA
D, y 18 (24%) - Henocrarounslii, a y 41 (54,7%) —
aJieKkBaTHbIM ypoBeHb BUTaMuHa D. Haekc conHeuHoi
9KCMO3MIIMKM U BpeMs JHEBHOM 3KCHO3UILUU OBUIH CYy-
IIECTBEHHO BBIIIE y JIEBOUYEK C aJE€KBaTHBIM YPOBHEM
BUTaMMHA D, ueM ¢ HeJOCTaTOUHBIM YPOBHEM BUTAMUHA
D wunu ero nedpunutom. DKCIO3UIIUS [0 KpalHEeH Mepe
18% 1mOBEpXHOCTH Teja B TeueHUe XOTs Obl 37 MUHYT
B JICHb OKa3ajach JOCTATOYHOM I JOCTHIKECHUS aJeK-
BAaTHOTO yPOBHsI COAEpKaHMs BUTaMHHa D B ycrmoBuax
conHeyHoro kinumara Erunta. [lpuem xanbuus Obut Hau-
BBICIIMM Y AE€BOYEK C aJeKBAaTHHIM ypoBHeM 25-OHD,
YTO HE OTMEYAJIOCh B OTHOIICHUHU NMpHEMa BUTAMHHA
D. Coaepxanne ceiBoporogHoro 25-OHD koppenu-
POBAJIO IOJIOKUTENBHO C MHAEKCOM MaccChl Tejla, €ro
CTaHAAPTHBIM OTKJIOHCHHEM, HHJEKCOM U BpEMEHEM
COJIHEYHOHU 3KCNO3ULIMHU; OTPULATEIBHO — C YPOBHEM
[1apaTropMoHa.
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]Ie(bI/IHI/IT BUTaMuHa D gBJIsieTCs 4acThbIM COCTOSHHUEM y
JIeBOYEK-TIOJIPOCTKOB, NpoxuBatronux B Erunrte. Heno-
CTaTOYHasl COJTHEUHAsl SKCIIO3UITHS, BO3SMOKHO CBSI3aHHAS
C KyJIBTYPHO-COIIMOJIOTHYECKUMHU (DAKTOpaMH, BIHSIET Ha
YpOBEHb cojiepKaHus BUTaMuHa D, a HemocTarouHoe 1mo-
TpeOJieHne KallblUs C MUIIEH COoCOOCTBYIOIIMM 3TOMY
(hakTopom.
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PAPILLARY THYROID MICROCARCINOMA IN THALASSAEMIA:
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Thyroid cancer is a relatively rare pathology, but it is be-
coming more frequent in different parts of the world. For
example, in Italy in 1983-1987, the standardized incidence
rates per 100,000 inhabitants were 2.0 for males and 5.5
for females, while in 1988-1992, they were 2.5 for males
and 7.0 for females [30].

Papillary thyroid cancer (PTC) is the most common type of
thyroid cancer, making up to 70-80 % of all thyroid cancer
cases. PTC typically occurs in the middle aged with a peak
incidence in the 3™ and 4™ decades. It is more common in
women with a F:M ratio of 1.6:1 to 3:1. Both genetic and
environmental factors may increase the risk of developing
PTC. About 3% of cases of PTC are familial [10]. Patients
with PTC are usually asymptomatic and present with a
solitary thyroid nodule or with a gland that contains mul-
tiple thyroid nodules. These nodules are usually palpated
on routine physical examination or discovered during an
imaging study done for another reasons.

The occurrence of malignancies in thalassaemic patients is
an emerging concern for physicians. In a review of the lit-
erature through the Medline database we found seven cases
of PTC in TM and TI subjects [11,24]. Four were females
and three males. Their mean age was 41 years (range 32-57
years). Associated factors were iron overload resulting in
iron-induced oxidative damage, high levels of oxygen free
radical and high cellular turnover, and infections transmit-
ted via transfusions, such as hepatitis [8].
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The pathogenic role of iron in cancer development and/or
progression is not fully understood. Several carcinogenic
pathways have been described schematically:

a) iron can promote the growth of some cancer cells prob-
ably through its role in the activation of ribonucleotide
reductase; b) iron may promote the formation of mutagenic
hydroxyl radicals; ¢) iron excess diminishes host defences
through inhibition of the activity of CD4 lymphocytes and
through the suppression of the tumoricidal action of mac-
rophages; (d) iron can enhance host cell production of viral
nucleic acids which may be involved in the development
of some human tumors [3,25,28].

In this paper we report three thalassaemic patients with
incidental papillary thyroid microcarcinoma (PTMC) and
address the controversies in the clinical management.

Patient presentations

Patient 1. A 24 -year-old female came to our out patient
clinic for clinical and laboratory evaluation of her thalas-
saemia intermedia (TT) status.

In the past, she had occasional red cell blood transfusions
when her haemoglobin level dropped to 7 g/dl. The past
medical history was negative for significant clinical events.
There was no history of cancer in the family.

On examination, she was pale with scleral icterus,
splenomegaly (two fingers below the costal margin), and

71



vital signs were normal. There was no perceptible thyroid
enlargement. Bilaterally, no adenopathy was palpable.

Her haemoglobin level was low (8.5 g/dl), serum ferritin was
high and FT4 and TSH were in the normal range (Table).
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The antithyroglobulin antibodies (TgAb) measured using
a chemiluminescent immunoassay (ICMA) were positive
(120 Ul/ml; normal <40 Ul/ml), and serum thyroglobulin
(Tg, IRMA), determined according to manufacturer
recommendations, was in the normal range.

Table 1. Summary of relevant clinical, laboratory and thyroid ultrasound data
in 3 thalassaemic patients with papillary thyroid microcarcinoma

. Age Serum Thyr?ld Thyroid anti-
Patient .. Function . .
(years) HCV ferritin bodies Thyroid
TM/TI - (FT4 and
(no.) antibodies level TSH) and (TG Ab and ultrasound data
Sex (ng/ml)* TG TPO Ab)
1 24/F TI Negative 472 Normal Positive Round, hypoechogenic
nodule in the thyroid
isthmus, 8x6.5 mm
2 39/F ™ Positive 938 Normal Negative Irregular, hypoecho-
genic nodules in the
left lobe, 9x7 mm and
4x4 mm
3 42/F ™ Positive 3540 Normal FT4, Negative Oval, hypoechogenic
marginal nodule with microcalci-
increase of fication in the left lobe,
basal TSH 6 x 4.6 mm

Abbreviations: TM = thalassaemia major, Tl = thalassaemia intermedia
~normal values in females 25 — 160 ng/ml

The thyroid ultrasonography (US) showed a small hy-
poechoic nodule (8x6.5 mm in diameter) located in the
isthmus. Cervical lymph nodes were not observed.

The patient consented to fine needle biopsy (FNAC) and
the biopsy revealed histology consistent with papillary
carcinoma. The B-RAF mutation was negative.

The patient was referred to a surgeon who, after discussion
with the patient, elected to perform a total or near-total
thyroidectomy. The surgery went well and the final
pathology report confirmed the diagnosis of PTMC.
Chronic lymphocytic thyroiditis was also present. The
thyroid capsule was not infiltrated by the tumor. Cervical
lymphadenopathy was not found. The patient did not
undergo radioablation as per low-risk cancer staging.
She has been followed closely in the last 12 months
with no signs of recurrence. Follow-up visits included
measurements of FT4, FT3 and TSH, 2-3 months after
suppressive therapy with L-thyroxine, and physical
examination, neck ultrasound and thTSH stimulated serum
Tg measurement at 6-12 months.

Patient 2. A 39 year-old female patient followed in the
same hospital with the diagnosis of thalassaemia major
(TM) was found on routine thyroid US to have two ir-
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regular, hypoechogenic thyroid nodules in the left lobe,
measuring 9x7 mm and 4x4 mm. The neck examination
was normal.

The FNAC was performed on the largest nodule and
showed a tumor with a papillary pattern. The B-RAF
mutation was not checked.

The patient was HC V-antibody positive. Thyroid function
tests showed normal hormone levels. The last serum
ferritin level, during subcutaneous iron chelation therapy
with desferrioxamine mesylate, was 938 ng/ml and serum
ferritin peak at the age of 19 years was 7040 ng/ml (normal
values in females 25 — 160 ng/ml). No other endocrine
complications were present.

No lymphadenopathy was found on intraoperative
assessment. A suppressive dose of L-thyroxine was
prescribed and periodic postoperative follow-up was
recommended.

Patient 3. A 42-year old female TM patient with severe
iron overload and associated laboratory, clinical (cardiac
arrhythmias, osteoporosis, chronic HCV hepatitis) and
endocrine complications (impaired glucose tolerance test,
secondary amenorrhea) underwent thyroid ultrasound for
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a marginal increase in the TSH level (5.8 mUI/ml; normal
values: 0.5 - <4.5 mUIl/ml) with normal FT4 (Table). There
was no family history of thyroid pathology or cancer in
the family.

An oval, hypoechogenic nodule with microcalcification,
measuring 6x4.6 mm, was detected in the left thyroid lobe.
The patient consented to FNAC and the biopsy showed
histology consistent with PTMC. The B-RAF mutation
was negative.

The patient was referred to a surgeon and a near-total
thyroidectomy (leaving no more than 3 g of thyroid
tissue) was performed. Pathologic specimens confirmed
the FNA cytology diagnosis. Postoperative follow-up
recommendations were similar to those for Patient no.1.

Results and their discussion. The occurrence of
malignancies in thalassaemic patients is an emerging
concern for physicians [3,17].

In the last five years, in a single Thalassaemia Unit follow-
ing 195 thalassaemic patients, eleven cases of carcinoma
were diagnosed: 4 cases of liver, 1 of lung, 1 of adrenal
gland and 5 cases of PTC (mean age 42.6 years) [11].There-
fore, we decided to perform a thyroid ultrasonography in
addition to the periodic (every 6-12 months) assessment of
FT4 and TSH in all adult TM and TI patients followed at
the Thalassaemia Unit of Siracusa and Outpatient Clinic
of Quisisana Hospital of Ferrara.

Five TM and TI patients (8.6 % of 56 examined patients)
presented with thyroid nodules (maximum diameter, 6 to
26 mm).

To exclude thyroid malignancy, FNAC under US guidance
was done. A diagnosis of PTMC was made in 3 female pa-
tients. All underwent total or subtotal thyroidectomy with
histological confirmation of FNAC cytology diagnosis.

PTMC, as a specific subgroup of PTC, merits attention
because of its increased frequency in recent years. PTMC
accounts for about 30% of all PTCs [4]. According to the
World Health Organization, PTMC is defined as a papillary
thyroid carcinoma measuring <or=10 mm in the greatest
dimension [7].

PTMCs are mostly detected incidentally, with a high preva-
lence in autopsy studies and in histopathological examina-
tions of surgical specimens. Also, they are being diagnosed
more often with the increased practice of ultrasonography
and fine needle aspiration biopsies in recent years.

There are several prognostic risk factors in PTCs. It has
been reported that incidental microcarcinomas have a lower
risk for recurrence than the patients with nonincidental
disease [13].
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Although most patients with thyroid cancer are euthyroid,
higher TSH concentrations, even within the normal range,
may be associated with an increased risk of cancer in a
thyroid nodule. Besides age, other important risk factors
are tumor size, extension beyond the thyroid capsule and
distant metastases [ 14]. Therefore, PTCMs are considered
to have a better outcome. Neverthless, some PTMCs may
be more aggressive. In fact, local recurrences in the neck
and distant metastases have been reported in several stud-
ies [1,29].

Some controversy and concerns still persist regarding
the diagnostic approach and the optimal management of
these patients. The American Thyroid Association (ATA)
suggests that FNAC aspiration should be considered for
all thyroid nodules 10 mm or larger [7]. If worrisome
aspects present, even solitary nodules <10 mm in size, on
an individual basis, should also be considered for FNAC,
based on the clinical context, US aspect, patient wishes,
and personal experience [21].

The AACE guidelines suggest that if a nodule has at least
two sonographic criteria for malignancy, the sensitivity
of FNAC is between 87 and 93% [9]. Features suspicious
for malignancy include microcalcifications, hypoechoic
nodules, increased nodular vascularity, infiltrative margins
and masses taller than wide on transverse view. In patients
with multiple nodules, the cancer rate per nodule decreases,
but the rate of cancer per patient remains equal to that of
patients with solitary nodules [5,20].

Most of the guidelines recommend total or near-total
thyroidectomy for tumors larger than 1 cm in size [7,20].
However, there is a wide spectrum of treatment modali-
ties in several centers for tumors smaller than 1 cm and
the ideal surgical procedure for PTMC has been a debate
for decades.

In autopsy studies, PTMC has been found in 1-36% of
patients [6]. Therefore, most PTCs are latent. Ito et al. [16]
followed 162 patients with biopsy-proven papillary thyroid
cancers that were equal to or smaller than 10 mm. Seventy
percent of these tumors either got smaller or did not change
size over an 8 year period, 10.2% of them enlarged by more
than 10 mm and node metastases occurred in 1.2%.

As aresult, the authors suggested that microcarcinomas that
do not have unfavorable features can be followed without
immediate surgical treatment.

However, other Researchers [2,12,18,23,26] have stressed
that:

1. PTCs are often found to be multifocal, which is also true
for PTMC:s. It has been reported that multifocal tumors
have a higher relapse rate than unifocal tumors

2. The recurrence rate, after 10 years, was 4.6% in tumors
<1 cm, 7.1% in 1.0-1.9 c¢cm, 8.6% in 2.0-2.9 cm, 11.6%
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in 3.0-3.9 cm, 17.2% in 4.0-7.9 ¢cm, and 24.8% in tumors
>8.0 cm

3. The 10-year recurrence rate was 7.7% for patients treated
with total thyroidectomy compared to 9.8% for those who
underwent lobectomy (p<0.05). Lobectomy alone was
associated with a 2.5-fold risk of recurrence and 2.2-fold
risk of death compared to those who underwent near-total
or total thyroidectomy.

Although large studies are required to determine proper
management protocols for PTMCs and despite continuing
controversies, in our clinical practice and according to
other clinical reports [23,26] we consider total or near-total
thyroidectomy as the procedure of choice for the manage-
ment of nodular thyroid disease, including patients with
PTMC. Furthermore, total thyroidectomy reduced the risk
of persistent or recurrent disease, facilitated postoperative
I-131 ablation and whole body scanning, and allows for
more sensitive postoperative thyroglobulin monitoring
[22,27].

Opponents to this approach suggest that total thyroidec-
tomy may have complications. However, in expert hands
surgical complications such as laryngeal nerve palsy and
hypoparathyroidism are extremely rare (<1-2%) [19]. The
benefit of prophylactic central node dissection in absence
of evidence of nodal disease is controversial and should
be performed in cases of preoperatively suspected and/or
intraoperatively proven lymph node metastases [19].

Radioiodine therapy is indicated at least in selected patients
with PTMC, based on the presence of adverse prognostic
factors, such as tumor multicentricity, positive lymph
nodes, or capsular or vascular invasion [15].

Routine use of L-thyroxine to suppress TSH secretion is
recommended in the management of PTMC. Patients in
remission may be shifted from suppressive to replacement
LT4 therapy, with the goal of maintaining a serum TSH
level within the normal range.

The subsequent follow-up of these patients should be based
on yearly physical examination, serum Tg measurement
on replacement LT4 and neck ultrasound. Patients with
evidence of persistent disease, or with detectable levels of
serum Tg increasing with time, require imaging techniques
for the localization of disease and appropriate treatment,
including therapeutic doses of I-131 [19].

In conclusion, it seems that patients with thalassaemia
have a substantial risk for malignancies. Further studies are
needed in these patients to clarify the possible link between
cellular iron content, hepatitis C virus infection and cancer
development. A thyroid ultrasonography is recommended
for all adult thalassaemic patients in addition to the annual
FT4 and TSH assessment.
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SUMMARY

PAPILLARY THYROID MICROCARCINOMA IN
THALASSAEMIA: AN EMERGING CONCERN FOR
PHYSICIANS?

De Sanctis V., 2Campisi S., ’Fiscina B., ‘Soliman A.

'Pediatric and Adolescent Outpatient Clinic, Quisisana
Hospital, Ferrara, Italy; *Thalassaemia Unit, Umberto
I Hospital, Siracusa, Italy,; *Department of Pediatrics,
NYU School of Medicine, New York, NY; ‘Department of
Pediatrics, Division of Endocrinology, Hamad General
Hospital, Doha, Qatar

The occurrence of malignancies in thalassaemic patients is an
emerging concern for physicians. In the last five years, in a
single Thalassaemia Unit following 195 thalassaemic patients,
eleven cases of carcinoma were diagnosed: 4 cases of liver,
1 of lung, 1 of adrenal gland and 5 cases of papillary thyroid
carcinoma (patient mean age 42.6 years). Therefore, we de-
cided to perform a thyroid ultrasonography (US) in addition to
the periodic (6-12 months) assessment of FT4 and TSH in all
adult patients with thalassaemia followed at the Thalassaemia
Unit of Siracusa and at the Outpatient Clinic of Quisisana
Hospital of Ferrara. Thyroid nodules were found in 8.6% of
58 examined thalassaemia major or intermedia patients.

To exclude thyroid malignancy, fine needle biopsy (FNAC)
under US guidance was performed. A diagnosis of inciden-
tal papillary thyroid microcarcinoma (PTMC) was made
in 3 female patients with iron overload. According to the
World Health Organization, PTMC is defined as papillary
thyroid carcinoma measuring < or = 10 mm in the greatest
dimension. Two patients were HCV positive. All underwent
a total or subtotal thyroidectomy with histological confir-
mation of the FNAC cytology diagnosis.

In conclusion, it seems that patients with thalassaemia
have a substantial risk for malignancies. Further studies are
needed in these patients to clarify the possible link between
cellular iron content, hepatitis C virus infection and cancer
development. A thyroid ultrasonography is recommended
for all adult thalassaemic patients in addition to the annual
FT4 and TSH assessment

Key words: thalassaemia, cancer, thyroid, iron overload,
hepatitis C virus.
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HANUWLIAPHASI THPEOUTHA SI MUKPOKAPIIU-
HOMA [P TAJIACCEMHUU: HOBASI TIPOBJIEMA
JIJIS1 BPAYEN

!Te Cankruc B., ’Kammucu C.,
3Pucuuna b., *‘Comnman A.

'Keucucanckuil 2ocnumaib, AmMGy1amopHas KIUHUKa
oemeti u noopocmos, @eppapa, Umanus; *Focnuman
Vmbepmo I, Cupaxysot, Umanus; Huto-Hopckuii ynugep-
cumem, MeOUYUHCKASA WKONA, neduampuyeckuti oenap-
mamenm, Hbm—ﬁopk, CLIA; *Xamaockuil MeOuyuncKutl
yeHmp, neouampudeckuii 0enapmameHm, 3HOOKPUHOILO-
euueckoe omoenerue, Jloxa, Kamap

Pa3BuTHE 3710KaUECTBEHHBIX OIyXOJeH y OONBHBIX C Ta-
JacceMueil sBIsAeTCsl HOBOW mpoOmeMoid i Bpadel. 3a
MOCJIEIHNE 5 JIET JWIIb B OJJHOM IIEHTpPE IO TaJacCeMMUH,
B KOTOPOM IPOBOIUTCA HabmroaeHne Hay 195 nanuenramMu
C YKa3aHHBIM JJUarHO30M, OBLIO BRISIBIICHO 11 cirydaeB kap-
LUHOMEIL: 4 — ieuenu, 1 — JIerkux, 1 — HaIMOYEYHNKOB U 5
— MaNUIIPHON THPOUIHON KapIIITHOMBI (CpeTHHI BO3pACT
GomBHBIX - 42,6 Tona). [To3ToMy MBI pEIIHIIH B JOTIOHEHNE
nepuoamaeckomy (pa3z B 6-12 mecseB) ompeneaeHIio
FT4 u TSH y Bcex B3poCbIX OOITBHBIX, HAXOASIIHXCS IO
HaOJTIONICHNEM B IEHTpe 1o Tanaccemun B Cupakysax u
amOynmaTtopHOU KIMHUKE TocrinTalst Ksucucana B Deppape,
[IPOBOJIUTH HXOCKOINMIO LIUTOBUJIHON kKeie3bl. Tupeonn-
HBIE y3eIIKH Obln 0OHapyxeHbI y 8.6% 13 58 o6cnenoBan-
HBIX MAIMEHTOB ¢ OONBIION M cpeqHel Tamaccemuen. C
LEITbIO UCKITIOUEHNS 37I0KaYe€CTBEHHOTO HOBOOOPAa30BaHUs
BceM OOIBHBIM ObllIa TIpOBeIeHa OUOTICHS TOHKOW HITION
[10/1 KOHTPOJIEM 3XOCKONMU. /[MarHo3 comyTcTByrOLEH
MaNWUIIPHON TUPEOUIHONH MHUKPOKAPIIMHOMBI OBIT TIO-
CTaBJIeH y 3 KEHIIHH C Ieperpy3Koii sxeme3om. CortacHO
onpexaenenuo BO3 npy manuiisipHON THPEOHTHOM MUKPO-
KapIMHOME pa3Mep OITyXOJIH MEHbIIe win paBeH 10 MM B
HanOOJBIIIEM H3MEPEHUH. Y JIBYX NAIMCHTOK NMEJIa MECTO
renatut C BupycHas nHpekms. Bcem 60mpHBIM OBLTa TIpO-
Be/IeHa TOTaJIbHASA WIN CyOTOTalbHAS THPEOHIIKTOMHUSI.
[{uronornyeckuii 1MarHo3 MyHKTara ObLT MOATBEPKICH
THCTOJIOTHYECKH. B 3aKioueHne MOKHO OTMETUTb, UTO
MaLMEHThl C TaJlacCEMHUENl UMEIOT CYIECTBEHHbIH PUCK
Pa3BUTHS 3II0KaYECTBEHHBIX omyxoiei. HeoOxommmpl
JTaTbHEHIIINE MCCIIEA0BAHMUS 3TUX OOJIBHBIX C LIEJIBIO BBI-
SICHEHUS] BO3MOYKHOM CBSI3H MEXK/Ty COZIEpKAHUEM JKele3a
B KJIeTKaX, nH(eKIue Bupyca rematura C U pa3sBUTHEM
paka. PexkoMeHryeTcs IpoBeJEHNE 3XOCKOIH IITUTOBU-
HOH JKeJe3bl B JOMOIHEHNE K €KETOJHOMY OIPEAETICHHIO
FT4 u TSH y Bcex B3pOCIbIX OONBHBIX C TaIaCCEMHEH.
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ASN540SER MUTATION IS ASSOCIATED WITH A MILD FORM OF HYPOCHONDROPLASIA:
A7 YEARS FOLLOW-UP IN AN ITALIAN BOY
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The term skeletal dysplasias (SKD) encompasses a
wide range of skeletal disorder [9,12,19]. The degree
of short stature associated with skeletal abnormalities
is highly variable [3,9,12,13]. Some of these conditions
do respond to growth hormone (GH) therapy [1,5].
Further height can be gained through leg lengthening
procedures [6].

Hypochrondroplasia (HCH) is a genetic disorder char-
acterized by short stature and disproportionately short
arms, legs, hands, and feet (short-limbed dwarfism).
Short stature often is not recognized until early to mid
childhood or, in some cases, as late as adulthood [9,12].
Because HCH has such a wide range of variability,
many people mildly affected with HCH may never be
diagnosed. Thus, the true incidence of HCH is unknown.
No studies have been done to determine the incidence
of HCH but it is assumed to be a relatively common
disorder with an incidence equal to achondroplasia - one
in 15,000 to one in 40,000 live births [7].

HCH is caused by mutations in the Fibroblast Growth
Factor Receptor 3 (FGFR3) gene mapped to chromosome
4p 16.3. FGFR3 is a member of the tyrosine kinase recep-
tor family. The four known members (FGFR 1-4) of this
family play an important role in the regulation,proliferation
differentiation and angiogenesis, as well as other processes
involved in growth and development. FGFR3 is expressed
during skeletal growth and endochondral ossification. It
seems to have a specific role as negative regulator of bone

growth, and the known FGFR3 mutatioins result in a lin-
gand independent activation of the receptor [11].

Different FGFR3 mutations can cause very different dis-
eases such as achondroplasia but also Crouzon and Muenke
craniostenosis syndromes, CATSHL (Camptodactyly, Tall
Stature, and Hearing Loss Syndrome), LADD Syndrome
(Lacrimo Auriculo Dento Digital) and Thanatophoric I and
II dysplasias [3,7,19].

In about 70 % of HCH patients, mutations of the FGFR3
gene can be identified [4,10].

We report the clinical and radiographic features of an Ital-
ian family with HCH with an unusual N540S mutation,
inside the common mutation hot spot of this condition.The
proband was followed for 7 years.

Patient and family. The proband was a boy from North of
Italy, who was referred to the pediatric endocrinologist at
8.9 years of age because of “unexplained” short stature.

He was born at term from non-consanguineous parents.
Pregnancy was uncomplicated and the delivery was normal.
Birth weight was 3850 g (75%-90" percentile).

His growth was parallel to the 3™ centile up to the age of 7
years, when he started to have a reduction of growth veloc-
ity/year (4.5 cm/year). His anthropometric measurements
at the first examination are reported in Table 1.

Table 1. Auxological parameters in the proband and father

Patient’s age (years/months) Father
Auxological parameters

8.9 11.3 12.6 13.7 14.9 15.6 16.7 31
Height (cm) 119.7 129.3 134.1 139 148.1 | 153.2 | 157.6 | 165.7
Height (SDS) -22 -22 -23 -25 -24 -23 -24 - 1.6
Sitting height (cm) 65.7 69.3 - 78.8 81.9 85.7 89 90.8
Sitting height(SDS) -1.5 -1.8 - -1 -1.2 | -086 | -0.6 1.3
Subischial Leg 54 60 - 619 | 662 | 675 | 686 | 749
Length (cm)
Subischial Leg
Length (SDS) -2.6 -24 - -33 -33 3.3 -33 -4.1
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Standing and sitting height measurements were performed
using a Harpenden stadiometer and sitting height table.
Subischial leg length was obtained by subtracting sitting
height from standing height. Standard deviation scores for
sitting height and subischial leg length were calculated for
chronological age using published tables [20].

His clinical phenotype was unremarkable excepting for a
slight bowlegs and stocky hands.

The weight was 27.5 kg (50™ centile), head circumferences
54 cm (75" centile) and arm span 121 cm. Acanthosis nig-
ricans was not present, hearing and vision were normal.

The X-ray showed moderate narrowing of interpedicular
distances between lumbar vertebrae L1 and L5 , antero-
posterior shortening of pedicles and increased dorsal
concavity of the vertebral bodies in the lumbar spine,
short and broad femoral neck,elongated distal end of the
fibula with respect to tibia and mild shortening of 4™ and
5™ metacarpal bones. Although radiological features were
subtle, the study of the skeleton was concordant with the
diagnosis of HCH [16,22].

Biochemical and hormonal studies were whitin the normal
limits.

The growth hormone (GH) stimulation test showed a GH
peak of 13,2 ng/ml, insulin growth factor (IGF-1) was 160
ng/ml ( normal values: 70-350 ng/ml), and IGF-binding
protein-3 (IGFBP-3) was 3,6 mcg/ml ( normal values:
1.8-7.1 mcg/ml ). Thyroid function ( FT4 and TSH), basal
glucose and insulin, gonadotrophins (LH and FSH), bsal
serum testosterone were in the normal ranges for the age.

His 31 year-old father also presented a short stature and
bowlegs. The anthropometric data are reported in table 1.
Therefore, a familiar condition was suspected.

Genetic analysis

On the clinical and radiologic basis suggesting HCH
sequence analysis of the tyrosin kinase I domain of the
FGFR3 gene was performed. Blood samples were collected
after obtaining informed consent from the family. DNA was
extracted from leukocytes by standard procedures and exon
13 FGFR3 gene was amplified utilizing oligonucleotide
primers and PCR, cloned and sequenced.

The analysis showed in both subjects heterozygosity for
an A to G transversion at nucleotide 1619, resulting in
substitution of serine to asparagine at position 540 in the
tyrosine kinase domain. The unaffected mother did not
carry the nucleotide change.

Patient’s follow-up
During a 7-years-follow-up, the boy started the puberty at
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the age of 11.3 years and the growth spurt was observed
between 13.7 and 14.9 years (9.1 cm, Table).

During pubertal development the sitting height (SDS)
improved from - 1.5 to - 0.6 and the subischial leg length
(SDS) progressed from - 2.6 to - 3.3. His school progress
was considered from the family “ satisfactory”.

At the age of 16.7 year the standing height was 157.6 cm
( - 2.4 SDS), testicular volume was 15 ml and bone age
16.5 year (Tanner-Whitehouse 20 bones) [21].

Results and their discussion. There are multiple causes
of short stature. The most common causes are familial
short stature and constitutional growth delay . A variety of
endocrine and genetic disorders, including chromosomal
disorders, metabolic disorders and single gene disorders
can also result in short stature [2,8].

SKDs are genetic disorders that result in abnormal develop-
ment of part or all of the skeleton and are commonly as-
sociated with short stature [22]. Traditionally,the diagnosis
is based on the clinical appearance during development
and conventional X-ray findings. More recently,the clas-
sificationb of SKD has been based upon the expanding
understanding of the pathophysiology of bone development
and the discovery of the underlying molecular genetic
defects [24].

The most common presenting feature of children with
HCH is short stature with disproportionate limbs. Birth
weight and length are often within the normal range and
the disproportion in limb-to-trunk length is often mild and
casily overlooked during infancy.

Typically, these children present as toddlers or school-age
children to pediatricians or pediatric endocrinologists
with failure to grow. With age, limb disproportion usually
becomes more prominent in the legs than the arms. Both
rhizomelic and mesomelic, shortening have been reported,
although others have reported the predominance of neither
[9,12,13].

Overall height is usually two to three standard deviations
below the mean during childhood, and adult heights range
from 138 to 165 cm for men and 128 to 151 cm for women
[1,12]. Some investigators have reported the absence of a
pubertal growth spurt [1,5].

HCH is a clinically and molecular heterogeneous
condition. The diagnosis of HCH can be extremely
difficult to make for a number of reasons. There is
no one physical feature or X ray finding specific to
HCH and there is a great deal of overlap between
individuals with HCH and individuals in the general
population [12,13].
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Several mutations in the FGFR3 gene have been identified
in subjects with HCH. Many cases are caused by one of
two specific FGFR3 mutations, both of which lead to the
same change in amino acids in the fibroblast growth factor
receptor 3 protein. Specifically, the amino acid asparagine is
replaced with the amino acid lysine at protein position 540
(Asn540Lys or N540K). Other FGFR3 mutations probably
cause a small number of cases of HCH. Although the effects
of these mutations have not been explained, they probably
cause the receptor to be mildly overactivated, which leads
to the disturbances in bone growth seen with this disorder
.To date, only 70% of clinically diagnosed patients have
a known mutation and there are reported familial cases
not linked to chromosome 4 that supports a clinically and
genetically heterogeneous condition [10,15,16].

Subjects with HCH heterozygous for the Asn540Lys
substitution are significantly more disproportionate than
individuals without this mutation [3,10,16]. In these pa-
tients rGH treatment improves growth and reduces body
disproportion [18].

On the contrary, ASN540Ser mutation is associated with a
mild form of HCH [14,23].

Mortier et al [ 14] reported a father and daughter with clini-
cal and radiographic features of HCH who were heterozy-
gous for an A-to-G transition resulting in the replacement
of an asparagine residue at position 540 by a serine residue
(N540S).Both individual were mildly affected. The father
height was on the 10" centile. He had short limbs and
relative macrocephaly. X-rays showed definite features
of HCH.

The daughters’s anthropometric measurements showed a
height of 120.1 cm (3rd centile=123cm), weight 23.8 kg
(3rd centile), head circumference 52.5cm (50th-75th cen-
tile), span 120 cm, lower segment 58 cm(upper to lower
segment ratio 1.07), hand length 13.2 cm (3rd centile),
and foot length 18 cm (3rd centile=18.7 cm).In addition,
a prominent forehead, low nasal bridge,anteroposteriorly
flattened thorax, and lumbar hyperlordosis were found on
physical examination.

Thauvin-Robinet et al. [23] described a family in which
the N540S mutation was present in two brothers and their
father. The proband was 2-month-old boy referred for
assessment of short limbs and macrocephaly. Height and
occipital-frontal circumference were within normal limits
(-1 SD and + 1SD, respectively). No facial abnormalities
were noted except a slight large head. T here were no vis-
ceral malformations.

His brother, age 2.5 years, with macrocephaly, frontal

bossing and mild micromelia showed a height within the
normal limits.

© GMN

Family history indicated macrocephaly and micromelia in
the grand father, with a height of 163 cm (3" centile) and
the father’s sister.

Our case report the present study and the other two cases
described in the literature further confirms the clinical and
molecular heterogeneity of HCH. In our patient the degree
of short stature was mild. For these reason,t he diagnosis
is frequently not made until later childhood ,when growth
delay is first noted.

Although Asn and Ser are both polar and neutral aminoac-
ids, several evidences imply pathogenicity for this substi-
tution: other substitutions of this critical amminoacid are
associated with the disease; other two cases associated with
HCH are reported in literature; the mutation segregates in
the present family; and finally there is a strong evolutive
conservation among species of this aminoacid.

Our study stressess also the important role of the asn 540
site in the tyrosine kinase I domain in the pathogenesis
of HCH and underlines the importance that, in patients
with HCH who do not have the common N540K muta-
tion, sequence analysis of the tyrosine kinase I domain of
FGFR3 should be performed to exclude other changes in
that region.

Diagnosis requires a high degree of clinical suspicion, col-
laboration between an experienced clinician, an informed
radiologist and molecular and clinical geneticists.
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SUMMARY

ASN5S40SER MUTATION IS ASSOCIATED WITH
A MILD FORM OF HYPOCHONDROPLASIA: A 7
YEARS FOLLOW-UP IN AN ITALIAN BOY

De Sanctis V., Baldi M., 3Marsciani A., Ravaioli E.,
‘Timoncini G., SReggiani L., °Sensi A., "Zucchini A.
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Genetics, Cesena, Italy; "Pediatric Unit, Faenza, Italy

Skeletal dysplasias (SKD) are genetic disorders that result
in the abnormal development of part or all of the skeleton
and are commonly associated with short stature. The most
common SKDs that typically result in short stature include
achondroplasia/hypochondroplasia (HCH) both caused by
different mutations in the same gene. HCH diagnosis is
based on the clinical appearance during development and
conventional X-ray findings. In about 70% of patients,
missense mutations in the gene coding for the fibroblast
Growth Factor Receptor 3 (FGFR3) affects the amino acid
at position 540, mostly resulting in the amino acid exchange
N540K.Subjects with HCH, heterozygous for the N540K
substitution are significantly more disproportionate than
individuals without this mutation. We report the clinical and
radiographic features of an Italian family with HCH with an
unusual N540S mutation, inside the common mutation hot
spot of this condition. This is the first case reported in Italy
and the third in the literature. During a 7-years-follow-up,
the boy started the puberty at the age of 11.3 years and the
growth spurt was observed between 13.7 and 14.9 years
(+9.1 cm.).During pubertal development the sitting height
(SDS) improved from - 1.5 to - 0.6 and the subischial
leg length (SDS) progressed from - 2.6 to - 3.3.At the
age of 16.7 year the standing height was 157.6 cm ( - 2.4
SDS), testicular volume was 15 ml and bone age 16.5 year.
The present study and the other two cases reported in the
literature stress the important role of the asn 540 site in
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the tyrosine kinase I domain in the pathogenesis of HCH
and underline the importance that, in patients with HCH
who do not have the common N540K mutation, sequence
analysis of the tyrosine kinase I domain of FGFR3 should
be performed to exclude other changes in that region.

Keywords: hypochondroplasia, short stature, ASN540Ser
mutation, follow-up.

PE3IOME

ASN540S MYTALIMSI, ACCOLIMMPOBAHHAS C
JJETKOW ®OPMOM IT'MIMOXOH/IPOIIJIAZUM:
7-TETHEE HABJIKOJJEHUE HAJT HTAJIbSTHCKUM
MAJIBYUKOM

1Te Cankruc B., ’bBanau M., Mapcuuanu A.,
SPaBaunosn J., “Tumonunnu JIxk., SPerrmann Jl.,
‘Cencu A., Byuunnu A.

'Keucucancxuii cocnumans, Amoyramopnas KIuHUKA
demeitl u noopocmros, @eppapa, Umanus, *Tocnumany
Tannuepwr, monexynsapuas cenemuxa, enys, Umanus; *Ile-
ouampuueckoe omoenenue, Pumunu, Umanus, *Amoy-
aamopus annepzonocuu u neouampuu, @opnu, Umanus,;
SKomnanusi Mecmuulx opeanos 30pasooxpanenus Hmona,
nposunyus Bononvs, Umanus,; ‘Meduyunckas 2enemuxa,
Lesena, Umanus; ” Ileduampuueckoe omoenenue, Paenya,
Umanus

K mucnnazusim ckenera (JIC) oTHOCSTCS reHeTHYECKHe
HapyIIeHNs, BeAyIHe K HEMPaBUIBHOMY Pa3BUTHIO BCETO
CKeJIeTa MITH €T0 YaCTH, KOTOPbIE 00BIYHO ACCOLIMUPYIOTCS
¢ runoruiazueit. Haubonee yacteie JIC, mpoTekaroriue ¢
TUIIOCTATypOil, BKJIIOYAIOT B ce0si aXxOHIIPOIUIa3HI0/TH-
noxonaporuiasuio (I'XIT), oOyciioBIeHHBIC pa3THYHBIMU
MyTalMsgMH OAHOTO U Toro e reHa. Jluarnos I'XII ocHo-
BBIBACTCS HA KIIMHUYECKUX TTPOSIBIICHUSIX M OOLICPHHSTHIX
peHTTeHOoJoTHUYEeCKUX u3MeHeHusX. [Ipumepro y 70%
0O0JIbHBIX OECCMBICIIEHHAsI MYTaIHsl T€Ha, KOTUPYIOIIETro
Tpetuii petientop (akropa pocra pudporuiactos (FGFR3),
MOBpPEXKIaeT aMUHOKHUCIOTY B mo3uiuu 540 (N540K).
JInna ¢ I'XTI1, rereposurorHsie B otHotennn N540K, 6oree
JIMCTIPOTIOPIMOHAIIBHBI, YeM JInIa Oe3 3Toi MyTauu. B pa-
0ote pe/CcTaBIeHbI KIMHUUECKHE U PEHTICHOJIOT NYeCKUE
MoKa3aresid y MajlbiiKa U3 utanbsiHckoi cempu ¢ I'XII ¢
HeoObryHOM N540S MyTarmeit BHyTpH y4acTKa 0OBIYHBIX
MyTalui MpU 3TOM COCTOSHUM. OMUCHIBa€MbINl HaMH
Cily4yail €IMHCTBEHHbIN, ONMCcaHHbli B MTanuu, u Tpetuit
B MUPOBOI1 IuTeparype. Manburk HaOIOalCcs B TEYCHUE
7 net. [lyGeprar Havasncst B Bo3pacre 11,3 jet, pocToBoii
CITypT UMen MecTo B iepuoze ot 13,7 o 14,9 et (+9,1 cm).
B Teuenue myGepTaTHOTO pa3BUTHA MOKa3aTelb pocTa
cuzst (SDS) mzmenuics ¢ -1,5 no -0,6, mokazaTenb ATUHBI
Horu (SDS) - ¢ -2,6 no -3,3. K Bo3pacty 16,7 net poct
cocraBun 157,6 cMm (-2,4 SDS), o6vem Tectuxyn 15 mi,
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KOCTHBIN Bo3pacT — 16,5 net. B HacTos1eM ucciaenoBaHuu
U B IByX CIy4asx, OMMCAaHHbIX B JIUTEPAType, aKLEHTHPY-
ercs 3HadyeHne ASN540S B I nomeliHe THPO3UMHKHUHA3KI B
narorenese [ XI1 u moguepkuBaeTcst HEOOXOJUMOCTH CEK-
BeHIMaIbHOTO aHanu3a I nomeiina Tupo3unkuHassl FGFR3
y OobHBIX, HE uMeroIux 00bruHONH N540K myTtanuu, ¢
LIEJIBIO UCKITIOYECHUS IPYTUX CIBUTOB B 3TOM y4YacTKe.
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A RARE CASE OF ORGASMIC DISORDER:
PSYCHOGENIC ANEJACULATION IN AN ADOLESCENT

De Sanctis V., 2Soliman A.

!Pediatric and Adolescent Outpatient Clinic, Quisisana Hospital, Ferrara, Italy;
’Department of Pediatrics, Division of Endocrinology, Hamad General Hospital, Doha, Qatar

The age of first male masturbation occurs between 12
and 14 years of age and the vast majority of young males
experience masturbation and nocturnal emissions before
18 years of age [6,15].

The events that lead up to normal climax of male sexual
activity are distinct in 4 stages: erection, emission, ejacula-
tion and orgasm. This process is mediated by an intricate
system of humoral, neurological and circulatory events
controlled by the parasympathetic nervous system. Orgasm
and associated ejaculation are mostly controlled by the
sympathetic nervous system [2,4,7].

The process of ejaculation begins with genital stimulation in
combination with erotic impulses from brain [2,4,7]. Ejacu-
latory latency time (ELT) is probably a biological variable,
which is genetically determined and may differ between
populations and cultures, ranging from extremely rapid
through average to slow or retarded ejaculation [2,4,7].

Ejaculation disorders are uncommon but important causes
of infertility. Several heterogeneous dysfunctions belong
to this group and may be of either psychogenic or organic
origin [2,7]. The most common form of sexual dysfunc-
tion in young men is premature ejaculation. Other forms
of orgasm and ejaculatory disorders are uncommon during
the adolescent years [4,5].

This first case of anejaculation in an adolescent with

emotional discomfort. We did not find other report in the
PubMed biomedical literature citations.
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Case report.

A sixteen year-old Caucasian male presented to the Ado-
lescent Outpatient Clinic complaining of an inability to
consciously ejaculate after 40-45 minutes of masturbation.
His sexual potency was normal but no nocturnal emission
was reported. Past medical history was not significant. He
denied alcohol and marijuana use.

On examination: weight = 67 kg, stature = 172 cm, and
blood pressure =115/75 mmHg. Physical examination
showed normal head and neck, chest and abdomen. No
rash, pallor or dyspigmentation. Neurologic examination
revealed normal sensory and motor systems and intact
reflexes. Pubic hair was at Tanner’s stage 5, and testicular
volume = 20 ml (Prader’s orchidometer). The sensitivity
of his glans penis was normal. Digital rectal examination
and transrectal ultrasound to define prostate and seminal
vesicles were normal.

Laboratory evaluations showed normal hemogram, renal
and hepatic functions, serum electrolytes and urinalysis.
The serum levels of LH, FSH, testosterone and prolactin
were within the normal range (LH = 1.8 mUI/l; FSH = 3.1
mUI/l; testosterone = 541 ng/dl; prolactin = 6.6 ng/ml).

Vibratory stimulation was unsuccessful to obtain semen.
The success rate of this procedure usually is 85%, depend-
ing on the reason for the ejaculatory failure. The absence of
retrograde ejaculation was confirmed by urine examination
after vibratory stimulation and masturbation. Pshychosocial
evaluation was consistent with feeling of anxiety related to
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the inability to ejaculate, reduced erotic sensation of genital
stimulation and low self-esteem.

A diagnosis of psychogenic or idiopathic etiology of ane-
jaculation or inhibited ejaculation was made. Consequently,
he was counselled to reduce anxiety and to increase self-
confidence discussing openly the sexual functions with
a psychotherapist. During the follow-up he gradually
improved in sexual function and after 3 months he started
to have spontaneous normal ejaculations with a referred
ELT, during masturbation of 15 minutes. The mean ELT
value is 18 minutes during intercourse and 15 during
masturbation [13].

Results and theur discussion. Male sexual dysfunctions
can be divided into two main categories: endocrine-related
sexual dysfunctions and ejaculatory disorders [14].

Male hypogonadism can result from primary (testes) or
secondary (pituitary and/or hypothalamus) dysfunction.
Testosterone deficiency can have multiple presentations
depending on the age of onset. Hypogonadism in men may
decrease sexual interest, quality of erections and quality
of life [3].

Ejaculatory disorders can be subdivided into premature
ejaculation (PE), delayed ejaculation (DE), retrograde
ejaculation (RE) and anejaculation (AE)/anorgasmia [14].

DE is defined by the American Psychiatric Association
(APA) as: ‘the persistent or recurrent difficulty, delay in,
or absence of attaining orgasm following sufficient sexual
stimulation, which causes personal distress [1].

Areview by Simons and Carey over 10 years suggests that
DE or orgasmic disorders occur in 8% of community [12].
Laumann and Cow reported the same results in a large
epidemiological analysis of 1246 American men aged 18
and 59 years [8].

DE may be lifelong or acquired, global (when it occurs in all
sexual situations) or situational (when it occurs just in certain
situations). Etiologically it may be: 1. psychological such
as those associated with cultural or religious beliefs, fear
of inducing pregnancy, emotional distress or 2. Organic,
such as those associated with surgical interventions,
medical illness (diabetes, spinal cord injury, multiple
sclerosis, retroperitoneal llymph node dissection, trauma
or retroperitoneal surgery) or 3. Pharmacological use of
antidepressants, antihypertensive, antipsychotics drugs
[2,4,6,7,15].

RE or dry ejaculation is the absence of anterograde

ejaculation because semen passes backwards through
the bladder neck into the bladder. Patients experience a
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normal or decreased orgasmic sensation and contraction
of the ischeo- and bulbo-cavernosus muscles at the basis
of the penis [2,4,7]. RE may be secondary to bladder neck
incompetence, urethral obstruction, neurogenic illnesses
or drugs assumption.

AE is the complete absence of anterograde or retrograde
ejaculation. It is caused by failure of emission of semen
from prostate and seminal ducts into the urethra. Anejacula-
tion is usually associated with a normal orgasmic sensation
and is always connected with central or peripheral nervous
system dysfunction or influence of drugs. However, if
there is no organic cause, then it is considered idiopatic or
psychogenic [2,4,7,14].

Men with sexual dysfunction should be evaluated with
detailed medical and sexual history, physical examination
and appropriate investigations.

In our patient a diagnosis of psychogenic or idiopathic
etiology of anejaculation or inhibited ejaculation was made.
The following criteria were used for the diagnosis: inability
to consciously ejaculate after masturbation, the absence of
retrograde ejaculation, absence of infections /inflammation
of'the prostate, no personal history of drug consumption or
surgical procedures and absence of identifiable endocrine
or organic diseases.

A high level of anxiety was present in our patient and
probably was caused by excessive control of sexual perfor-
mance. Counselling was successful in reducing anxiety and
to increasing self-confidence and was followed by gradual
improvement of sexual function and normal ejaculations
was attained during masturbation within 3 months and
maintained during one year follow-up.Therefore, an early
diagnosis and intervention in adolescent age seems to have
a better prognosis compared to secondary lack of ejacula-
tion, which is acquired in later years of life [10].

In conclusion, clinicians following adolescents should be
able to handle a variety of tasks. Teenagers generally ask
only for limited counseling (e.g. sexually transmitted dis-
eases, contraception).To counsel adolescents about sex, the
physician must be knowledgeable about the developmental
psychodynamics of adolescent sexuality, with its biologic,
psychosocial, and moral implications. Sexual education
and information are also important to overcome any inhibi-
tion due to a lack of knowledge or misinformation [9,11].
Causes of sexual dysfunction may be due to a variety of
medical and non-medical disorders such as: diseases, medi-
cations, surgical procedures, cultural and religious beliefs,
concurrent psychopathology [2,4,6,7,15]. Although ejacu-
lation disorders are uncommon, more research is needed
in the adolescent population for a better understanding of
male orgasmic disorders.
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SUMMARY

A RARE CASE OF ORGASMIC DISORDER:
PSYCHOGENIC ANEJACULATION IN AN ADOLESCENT

De Sanctis V., 2Soliman A.

'Pediatric and Adolescent Outpatient Clinic, Quisisana Hospital, Ferrara, Italy;
’Department of Pediatrics, Division of Endocrinology, Hamad General Hospital, Doha, Qatar

Assixteen year-old Caucasian male presented with inability
to ejaculate after 40-45 minutes of masturbation. Physical
and neurologic examinations were normal. Genital and
rectal examination and transrectal ultrasound showed
normal testicles, penis, prostate and seminal vescicles. Go-
nadotropins, testosterone and prolactin levels were normal.
Vibratory stimulation was unsuccessful to obtain semen.
The absence of retrograde ejaculation was confirmed by
urine examination after vibratory stimulation and mas-

turbation. Pshychosocial evaluation was consistent with
feeling of severe anxiety related to inability to ejaculate. A
diagnosis of psychogenic of anejaculation was given and
consequently he was counselled to reduce anxiety. During
the follow-up gradual improvement of sexual function and
spontaneous normal ejaculations were achieved.

Keywords: adolescence,anejaculation,sexual dysfunc-
tion.

PE3IOME

PEJIKUI CIYUYAN OPTASMHAYECKOI'O HAPYIIEHUS:
IICUXOTEHHAS AHSKYJIAIMA Y MOJPOCTKA (CJTYYAM U3 IIPAKTUKH)

Nle Cankruc B., *Costuman A.
9

! Keucucanckuil 2ocnumaib, ambynamopHas KiuHuka oemeti u noopocmkos, @eppapa, Umanus;
2Xamaockuil MeOuyUHCKULL YeHmp, neouampuyecKuil 0enapmameHnmn,
9HOOKpUHONO2U1eckoe omoenerue, /loxa, Kamap

Ornucan ciy4ail 16-1eTHEr0 IOHOIIN KaBKa3CKOTO MPO-
UCXOXKJCHHS C HECIIOCOOHOCTBIO ISKYIHPOBATh MOCIE
40-45 munyT MactypOannn. ®usndeckoe U HEBPOJIOTHU-
YeCKOe MCCIeJOBaHUE TaTOIOTHYeCKUX U3MEHEHUI He
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BBISIBHJIO. | eHUTAIBHBIM, PEKTATBHBIM U TPAHCPEKTAIb-
HBIM Y3 HCCIeI0BaHUSIMU CEMEHHUKH, WICH, TPOCTaTa
U CEMEHHBIC ITy3bIPhKH OKa3aJHCh B HOPME, TAKXKE KaK
YPOBHH TOHAJOTPOTIHHA, TECTOCTEPOHA M TIPOJTAKTHHE.
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BuOpaunonHas cTUMyIIsIiMsl oka3ajiach 0e3yCIenIHon
U ostydeHus: ceMeHu. OTCyTCTBHE peTpoTrpagHOi
JAKYJISALUN yCTAHOBJIEHO [TIOCPEACTBOM aHAJINU3a MOUHU
nocsje BUOPAlMOHHOW CTHUMYJISIIUK U MacTypOaluu.
IIcuxoconuanbHas OLlCHKA BBISIBUIIA BBICOKUN YPOBEHD
TPEBOKHOCTHU B CBSI3M C HEBO3MOJKHOCTBIO ISKYJIH-

poBaTth. [locTaBineH nMarHo3 MCUXOTEHHOMN aHISIKY-
JNAIUY, HA3HAYEHO IICHUXOTEpaleBTUUYECKOE JICUCHHUE
JUI CHUKEHUS ypOBHS TpeBoxHOCTH. [Tocnenyromiee
HaOJI0/leHNEe BBISIBUIIO TMTOCTENEHHOE YJIYy4YIICHHUE
CeKCyallbHOM (YHKIIMH; JOCTUTHYTa CHOHTaHHAs
HOpMallbHas IAKYIALHA.

A 9boydg

m®25bdol ommgggol 0dgosmo dgdmbgggs: BLodmagbydo sbgsggeszos dmbododo

'a. g bsbJpobo, *s. bLmeodsbo

'330L0Lobol dmL3o@Gogo, dsgdgms s dbosGEms SddY@sGHM@PE0 3006035, BJAHSMS, 0B SE0S;
23535000l bsdgeoz0bm 396G 0, 3g005@@ 0o 935 5396E0,
9bm3Mm0bmemyoyg@o yobymazomgds, @mds, go@Gomo

s gdomos 16 Faool goggolioygdo Fo@mdmdmdols
gog0l dgdmbgggs goggmoiool gubsdmdomn 40-
45 §ymosbo 3sbGg@ddoigool d9dwgy. gobogydo
> bgg@mmmaogdo yodmygaggol dohggb-
900900 - be®dol goMgegddo,sbggg Lolidglm
mOa5bmgdoll @gddomy@o s H®sblMygEo-
@0 JaEE@sdyg@omo godmggam ggol dgoga s
Lomglbanggdo, slim, fobsdwgdodyg xodygomo ©o
Lomglbeng 9@ ggg900 -  sbmdsaools aogdyg.
3MbomE®M30bols, AgbGmlEgdmbobs s 3O™-
@msdBobol ©mby - be®@dgao. godoGoxoymo

© GMN

*

bEodgaosioobsls mglbaro o6 yodmogm. @gH@O™-
3O P@o  gogygmoios yodmodogbs dodwols
sbognobom goddogoygmo LbEodygamsioobs ©s
dsbPyadsgool dgdegy. glLodobmEosamy@ds
‘d9nolgdsd woseaobs dgmmgols dosmsgmo wmby,
053 5353 doMgdyeo 0gm goggmsiools ¢nbs®m-
dobmob. wooligs glodmygbygdo sbgogymsiools
©0526mbo,hoyg@odes glioJmmgdhsdos dgmmgols
YgLodEodgdmse. mobosmsbmdom Lgdlysmy@o
R96J3oo gogdxmdgbps s Joe{gymo ofbs
L3mb@obydo bm@dgao gozygmoios.

85



