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SUNUM PLANI

**Hipoglisemi nedir ?

s*Saglikli genclerde hipoglisemiye cevap
s»Saglikli yaslilarda hipoglisemiye cevap
s*Diyabetik eriskinlerde hipoglisemiye cevap
s*Diyabetik yaslilarda hipoglisemiye cevap

s*Sonuc



Hipoglisemi nedir?
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¢ Genel olarak whipple triadi ile tanimlanir \/

v’ Disuk plazma glukoz konsantrasyonu (Diyabetik olmayanlarda

kan glukoz 50-55 mg/dl alti)

v Duslk plazma glukoz konsantrasyonu ile uyumlu

semptomlarin ve/veya belirtilerin varhg

v" Plazma glukoz konsantrasyonlari arttirilinca klinik semptom ve

belirtilerin hizla diizelmesi

Can J Diabetes 40 (2016) 66-72



Glukoz dengesi

Toplam glukoz girisi

¢ Egzojen glukoz alimi

¢ Endojen glukoz tretimi
(insulin azalir, glukagon ve

epinefrin artar)

v KC de glikojenolizis,

glukoneogenez,

v’ Bobrekte: glukoneogenez

Toplam glukoz cikisi
¢ Beyinin kullandigi glukoz
¢ Diger dokularin kullandig

glukoz (insulin artar,

epinefrin azalir)

v’ kas, yag, KC, bobrek



Kontur-regulatuvar-karsit duizenleyici sistem
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TN 81 mg/d Norohormonal ve
semptomatik Cevap

(hiyerarsi)

gmﬂpm hwumm 57.6 mg/dl
/dl

Gﬂgiﬂﬂ'l&dﬁfum’ﬂﬂﬂ] 54-50.4 mg

Severe neuroglycopenia
(e.g. coma, seizures)

Arterialised plasma glucose level (mmol/L)




Semptomlar

**Adrenarjik-Norojenik-otonomik
(3.2 mmol/I (57.6 mg/dl) alt
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**Noroglikopenik
3-2.8 mmol/L (54-50.4 mg/dl) alti

Bas donmesi

Bulanik gorme
Konusma glicligi
Konsantrasyon bozuklugu
Uyusukluk

Yorgunluk/ uyku hali
Konflizyon

Gugsuzlik

Bilissel bozukluklar
Bayginlik

Davranis degisiklikleri,
Psikomotor bozukluklar

Daha dustk glukoz seviyelerinde ndbet
ve koma

Diabet Med. 2001 Sep;18(9):690-705.
Neth J Med. 2006 Sep;64(8):269-79.
Drug, Aging 200<1; 21(8): 511:530
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Saghkh insanlarda kontr-regulatuvar yanit

¢ Yasla beraber azalir

¢ Cocuklar ve gencler hipoglisemiye yetiskinlerden daha glicli
ve daha erken tepki verirler

¢ Erkeklerde kadinlardan daha belirgindir
¢ Bu cevap saglikli bireylerde tekrarlar

¢ Kronik hiperglisemi sonrasinda daha yliksek glukoz
seviyelerinde

¢ Tekrarlayan hipoglisemi sonrasi ise daha diisiik glukoz
seviyelerinde olusur

Diabetes 1997;48:1328-35.
Diabetes 2000;49:65-72.



Yaslanma siireci
hipoglisemiye
vanitlari degistiriyor mu?
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Yaslilarda hipoglisemiye yanit fazla gaI|§|Imam|§
Konturegiilatuvar hormonal yanit
Kortizol ve growth hormon, epinefrin ve glukagon yanit defektif

Glukagon ve epinefrin salgilanmasi icin esik degerler: Genclerde
59 mg/dl, Yashlarda 50 mg/d|I

Yaslanmanin etkisi yok ?
Semptomlar

Semptom profili degiskendir
Semptomlarin yogunlugu degisebilir
Semptom skorlari daha dusuk

QJ Med 88:439-445, 1995
Diabetes 43:403— 410, 1994
J Clin Endocrinol Metab 78:1341-1348, 1994



Hypoglycemia counterregulation in elderly humans:

relationship to glucose levels

Ortiz-Alonso, F. Javier, Andrzej Galecki, William H.
Herman, Marla J. Smith, John A. Jacquez, and Jeffrey
B. Halter. Hypoglycemia counterregulation in elderly hu-
mans: relationship to glucose levels. Am. J. Physiol. 267
(Endocrinol. Metab. 30): E497-E506, 1994.—This study was
designed to define the effect of human aging on hypoglycemia
counterregulatory mechanisms. A hyperinsulinemic (2
mU -kg—!-min~!) glucose clamp procedure was used to control
glucose and insulin levels during stepwise lowering of plasma
glucose. Counterregulatory hormones, hepatic glucose produc-
tion (HGP), glucose utilization, and symptoms of hypoglyce-
mia were studied in 13 healthy young [age 24 = 1 (SE) yr] and
11 healthy old (age 65 * 1 yr) nondiabctic volunteers on two
occasions: ) at matched euglycemia and 70 and 60 mg/dl
(study 1) and 2) at matched euglycemia and 60 and 50 mg/dl
(study 2). The old had consistently lower epinephrine (P <
0.005), glucagon (P < 0.02), cortisol (P < 0.05), and pancre-
atic polypeptide (P < 0.02) responses at the 60-mg/dl glucose
step in study 1. However, these differences were no longer
detectable at the more severe hypoglycemic stimulus of 50
mg/dl in study 2. A consistent increase in HGP occurred in
both groups only at the 50-mg/dl glucose step (study 2) and
was not different between young and old. There were also no
differences in symptom responses between young and old. In
summary, we found that elderly individuals have a subtle
impairment of the glucose counterregulatory response during
moderate hypoglycemia, but this impairment is no longer
detectable during more severe hypoglycemia.

13 saglikh geng (24 y) ve 11 saghkli
yasl (65y)

¢ Hiperinsiilinemik klemp teknigi
***Kan glukozu: oglisemiden 70-60
mg/dl (1. grup) ve

“*Oglisemiden 60-50 mg/dl (2. grup)
disuruluyor

**Konturregiilatuvar yanit

**Semptom skoru
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s Saghkh yash bireyler gencler ile karsilastirildiginda hipoglisemiye,

benzer esik degerlerde, kontur-reglilatuvar yanitta belirgin bir fark

yok e
Eh__a
s Hafif-orta dercede hipoglisemide minimal bir fark var le)

** Yashlarda endojen glukoz tretimi, semptomlar ve kontr-reglilatuvar

cevab siddetli hipoglisemide korunmus
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Altered Hierarchy of Profective
Responses Against Severe Hypoglycemia
in Normal Aging in Healthy Men

OBJECTIVE — To investigate the effect of normal aging on the protective responses against
hypoglycemia, in view of the fact that type I1 diabetes is primarily a disease of aging, and its
treatment is associated with risk of hypoglycemia with cognitive impairment

RESEARCH DESIGN AND METHODS — Plasma glucose was lowered stepwise from
5 to 2.4 mmol/l and restored by manipulation of an infusion of 20% glucose during 220-min
intravenous infusion of 1.5 mU - kg™! + min"! soluble insulin in 14 men; 7 were aged 60-70
years and the other 7 were 22-26 years, Changes in neurohumoral responses, subjective aware-
ness, and choice reaction time were assessed,

RESULTS — Hormonal responses were similar in the two groups, but symptoms began ear-
lier i the younger men (at a plasma glucose of 3.6 + 0.1 vs. 3.0 £ 0.2 mmoll, P = 0.02) and
were more intense (P = 0.03). Four-choice reaction time, a measure of psychomotor coordi-
nation, deteriorated earlier in the older men (at a plasma glucose of 3.0 £ 0.1 vs. 2.6 0.1
mmol/, P = 0.07) and to a greater degree. The difference between the glucose level for sub-
jective awareness of hypoglycemia and the onset of cognitive dysfunction was lostin the older
men (0.0£0.2vs, 0.8 £ 0.1 mmol/], P < 0.007).

CONCLUSIONS — Older men are prone to more severe cognitive impairment during
hypoglycemia than younger men and are less ikely to experience prior warning symptoms if
blood glucose falls. This effect of normal aging may contribute to the risk of severe hypo-
glyceria in older diabetic patients treated with sulfonylureas and insulin.

v'7 saglikli yasli (65y) ve 7 saglikh genc erkek
(23y) gondllG instlin inflzyonu veriliyor

v'ilk 40 dk kan sekeri 5 mmol/I olacak sekilde
tutuluyor

v'Sonrasinda sirasiyla 3.8, 3.4, 2.8 ve 2.4
mmol/l'ye distraliyor

v'sonrasinda tekrar 5 mmol/I'ye cikariliyor
v'Konturregiilatuvar hormonlar
v'Hormonlarin esik degerleri

v'Semptomlar degerlendirilmis

DIABETES CARE, VOLUME 20, NUMBER 2, FEBRUARY 1997



Table 1—Hormonal responses to stepped hypoglycemia in younger and older men

Hormone peak response

A undes cure (per 140 mi

Older Younger P value ~ Older Younger P value
Epinephrine (nmol/) 7.7t14 64+14 0.5 348 £ 63 280+ 45 0.4
Norepinephrine (nmol/) 2807 1504 0.2 391 £ 60 260417 0.08
Glucagon (nmol/l) a1l 48+ 16 0.4 15605+£93] 17.828+139 0.2
Growth hormo \ 0.4
Cortisol (nmol 0.15
' \J .o
Pancreaticpoly % Bazal kontrregulatuvar hormon cevaplari 0.3
Data are means 4
s*Hormonlarin salgilandig1 esik glukoz degerleri
Table 2—Gluf
——— acisindan fark yoktu
é Older Younger ~ Pvalue

Epinephrine a 34502 32:02 0.30

Norepinephrine 34102 35:0.2 0.82

Glucagou -40 0 40 BO 120 160 200 - - -

Growth hormone - 32202 2801 0.09

CDTt'lECI] re 2—Epinephrine responses to the hypoglycernic challenge. The curves are not .-.-Ii_ffew:m.zlg + 02 28 + D ] O.:!_l

Data are means + SE.



Table 3—Glucose thresholds for change in four-choice reaction time during stepped hypoglycemia

in younger and older men

s*Hipoglisemiye hormonal yanitta bir fark yok

s*Semptomlarin siddetinde bir azalma var
*Norohiimoral yanitlara karsi duyarliligin

azaldigini gostermektedir

*1*H$>& . . . ‘ A«g/dl) ortaya

cikarken

s*Genclerde PG= 3.6 £+ 0.1 mmol /| (64.8 mg/dl) ulastiginda tipik semptomlar gozikti
s»*Yaslilarda semptom yogunlugu daha azdi (21 vs 27, p=0.03)

s»Adrenarjik semptomlar acgisindan fark varken, néroglikopeni acisindan fark yoktu
*»*Yasli insanlarda reaksiyon zamani genclere gore belirgin olarak bozulmustu

**Hipoglisemi diizeltildikten sonra kognitif islevin normale donmesi gecikmis



Diabetes Care. 2005 Dec;28(12):2948-61

Arterialised Blood Diabetes Care 20:135-141,1997

glucose (mmol/1})

4.0
SYMPTOMS v i T
35 _| (3.6 mmol/1)
SYMPTOMS
3 srooosooooenTmensmnsesny, f SR
(3.0 mmol/l)
‘.~ REACTION TIME
2.5 FOUR CHOICE Younger men
REACTION TIME (2.6 mmol/l)
20

v'Hipoglisemi semptomlarini farkindalik icin glisemik esikler,
v'Geng ve yash diyabetik olmayan erkeklerde bilissel islev bozuklugunun baslangici

Genglerde: Semptomatik cevap KS > kognitif fonksiyon bzk KS
KS farki yaklasik 1 mmol (18 mg/dl)
Yaslilarda:Semptomatik cevap KS ~ = kognitif fonksiyon bzk KS = 54 mg/d|+4

noroglikopeni riskini artmi
k g P S )




Saghkh yaslilarda hipoglisemi...

Hormonal yanit genellikle normal

Noroglikopenik semptomlar-kognitif bzk- Adrenarjik semptomlarla es

zamanli veya daha once ortaya cikiyor
Adrenarjik semptomlarin siddeti azalmis

Tipik semptomlari yaslilarda KS< 54 mg/dl ortaya cikarken, Genclerde
KS<65mg/dl gorilmekte

Daha yuksek KS dizeylerinde bilissel bozukluk gelisir, Hipoglisemi

duzeltilince daha ge¢c normale déner

Hipoglisemi farkindaliginda kayip vardir



Diyabetik hastada hipoglisemi

Table 1-Proposed glucose levels when reporting hypoglycemia in clinical trials
bu deger ayni zamanda konturregiilatuvar
Level 1
mekanizmalarin aktive oldugu esiktir
A glucose alert value of 3.9 mmol/L (70 mg/dL) or less. d not be reported

clinical studies, altnough this would depend on the purpose of the study

Level 2
A glucose level of <3.0 mmol/L (<54 mg/dL) is sufficiently low to indicate serious, clinically

e
level 3

Severe hypoglycemia, as defined by the ADA (6,7), denates severe cognitive impairment
requiring external assistance for recovery




Diyabetik eriskin bireylerde

hipoglisemi

¢ Hipoglisemi siki glisemik kontroliin
saglanmasinda kisitlayici bir faktorduir

*¢* Hipoglisemi = Tip-1 DM

“* TIDM > T2DM(insiilin) > T2DM (OAD)

** T1IDM ve uzun donem T2DM’de
hipoglisemiye fizyolojik yanitlarda belirgin

defektler olusmaktadir

Gorme bozuklugu

%@

Anksivete

BagAgrsi Sinirlilik Hali Gicsiizhik/Bitkinlik

B [5) &5
T

Terleme Titreme Bas Donmesi

/“\
!

£

o

Hizh Kalp At

Hong Kong Med J 2015;21:444-54
Diabetes Care 2005;28:2948-2961



Konturregulatuvar-karsit diizenleyici sistem
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Figure 2. Responses of glucagon, adrenaline and cortisol to insulin-induced hypoglycaemia in nondiabetic control
subjects (light grey bars), T1i DM patients with intact hypoglycaemic awareness (black bars) and T1 DM patients with

hypoglycaemia unawareness (dark grey bars) ="
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Compared with control subjects., both TiDM groups exhibit absent glucagon responses and reduced adrenaline and cortisol responses to
hypoglycaemia. In TrDM patients with hypoglycaemia unawareness, the onset of the adrenaline response is shifted to a lower glucose level and

hyvpoglycaemic symptoms are largely absent during hypoglycaemia. BL denotes baseline.

Neth J Med. 2006 Sep;64(8):269-79.
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L)

T2DM-insiilin

insilin eksikligi gelisen-insilin kullanan T2DM’lilerde hipoglisemi
farkindasizligi da dahil olmak Gizere TIDM'lilerle ayni konturregulatuvar

yanit kusurlarina sahip olurlar

10 yildan uzun insulin tedavisi hipoglisemi riskini artiran dnemli bir

belirtectir
Siddetli hipoglisemi sikligi TAIDM’lilere benzer

T2DM-OAD, T2DM-insilin ve saglikli kontrol grubunda Hipoglisemiye

glukagon cevabi karsilastiriliyor

OAD alanlarda ve saglikhlarda bozulmamisken,T2DM-instlin neredeyse

mevcut degil

Diabetes 51: 724-733, 2002

Diabet Med 22:449- 455, 2005

Diabet Med 10:231-237, 1993

Diabetes Care. 2005 Dec;28(12):2948-61



Counterregulatory response to hypoglycemia

Condition Glucose Insulin Glucagon Epinephrine
Mondiabetic 1 Decreases Increases INncreases
T1CM 1 Mo Mo Attenuated

=N == = = TCreogge™ Thregse™ -
T 200
Early Crecreases Increase=s Increases
Late (Ab=olute Mo Mo lncreases Attenuated
endogenous Crecrease™ Increase =
in=sulin deficient])

Iatrogenic hypoglycemia is the result of the interplay of absolute or
relative therapeutic insulin excess and compromised physiological

and behavioral defenses against falling plasma glucose

concentrations in type 1 diabetes mellitus (T1DM) and advanced
type 2 diabetes mellitus (T2DM).

= Defective glucose counterregulation.
= Hypoglycemia unawareness.

Courtesy of Dr. Phifip Cryer.

I Liploliate




Yaslilarda hipoglisemi

<

L)

L)

* Yaslilarda diyabet prevelansi NHANES 15.8%
* 65 yas ustl diyabetin cogunlugunu olusturmakta

0

% Hipoglisemi yaslilarda daha siddetli ve sonuclari daha yikici
% lleri yas ciddi hipoglisemi icin bagimsiz bir risk faktoridir

» ABD Medicare verilerine gore diyabetli yashlarda hipoglisemi, 1000 kisi-yil

basina 28.3 olayla en sik gortlen metabolik komplikasyon
s T1DM’li yaslilarda hipoglisemi genclerden daha yikici

» T2DM’de hipoglisemiye yaslanmanin etkisi cok az calismada

degerlendirilmistir

Diabetes Care 2003; 26: 1902-12.
Diabet Med 2008;25:245-254

Can J Diabetes 40 (2016) 66-72
Diabetes Care. 2006;29:1263-1268.
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Yaslilarda hipoglisemiyi tanimada gui¢lukler

Belirtiler spesifik degil
Otonom semptomlar farkedilmez veya cok az farkedilir

Diyabetik yaslilarda dengesizlik ve halsizlik, zayif konsantrasyon, glicsuzlik,
zayiflik, yaygin olarak bildirilen hipoglisemi semptomlari

Bas donmesi, gorme bozuklugu, ajitasyon veya davranis degisikligi gibi
semptomlar nedeniyle norolojik veya psikiyatrik hastalik olarak

degerlendiriliyor

Demansli olan diyabetik hipoglisemili hastalarda duygularini veya

semptomlarini iletemez

Diabet Med 15:398—-401, 1998
Diabet Med 1998; 15: 398-401.
Can J Diabetes 40 (2016) 66-72
Aging Dis. 2015 Mar 10;6(2):156-67


https://www.ncbi.nlm.nih.gov/pubmed/?term=Hypoglycemia+in+Older+People+-+A+Less+Well+Recognized+Risk+Factor+for+Frailty+Ahmed+H+Abdelhafiz

= Decreased CNS response to
hypoglycemia may result in
lack of signs and symptoms

» Cognitive issues (memory
loss, dementia) may affect
ability to plan or prepare
meals, check blood glucose,
or take medications

-« Vision changes may affect
ability to prepare meals,
check blood glucose, or pre-
pare or administer medica-
tions

« Loss of taste may decrease
appetite

« Dental problems may affect
food choices and intake

= Age-related decreases in
function may affect blood
levels of diabetes medica-
tions, increasing their effects

« Changes in motor function or
manual dexterity may inter-
fere with meal and medica-
tion preparation, and blood
glucose monitoring

Figure 1. Factors that increase the risk or decrease awareness of hypoglycemia in older adults with diabetes. In addi-
tion to those factors shown above, many nondiabetes medications, too-low HbA . targets, delayed meals, and social
factors that decrease food intake may all result in hypoglycemia. CNS = central nervous system; HbA,. = glycated
hemoalobin



Diyabetik yasl erkekler (60-70 yas) ve diyabetik genc erkeklerin (22-36 yas)
kan glikozunun kademeli olarak dusuraldigu bir calismada norojenik

semptomlar
Gencglerde: 3.6 £ 0.1 mmol /L

Yashlarda: 3 + 0.2 mmol / L baslamis

D N NN

Yasllarda semptomlarin siddeti azalmis

J/
0‘0

Hipoglisemi farkindaligi icin gap:

Yashlarda: 0 £ 0.2 mmol / L

SN

Genclerde: 0.8 £+ 0.1 mmol /L

Diabetes Care 1997;20:135-41.



Pathophysiology/Complications

O RIGINAL A RTICLE

Hypoglycemia Unawareness in Older
Compared With Middle-Aged Patients With

Type 2 Diabetes

OBJECTIVE — Older patients with type 2 diabetes are at a particularly high risk for severe
hypoglycemic episodes, and experimental studies in healthy subjects hint at a reduced awareness
of hypoglycemia in aged humans. However, subjective responses to hypoglycemia have rarely
been assessed in older type 2 diabetic patients.

RESEARCH DESIGN AND METHODS — We tested hormonal, subjective, and cogni-
tive responses (reaction time) to 30-min steady-state hypoglycemia at a level of 2.8 mmol/lin 13
older (=65 years) and 13 middle-aged (39—6+4 years) type 2 diabetic patients.

RESULTS — Hormonal counterregulatory responses to hypoglycemia did not differ between
older and middle-aged patients. In contrast, middle-aged patients showed a pronounced in-
crease in autonomic and neuroglycopenic symptom scores at the end of the hypoglycemic
plateau that was not observed in older patients (both P <X 0.01). Also, seven middle-aged
patients, but only one older participant, correctly estimated their blood glucese concentration to
be <<3.3 mmol/l during hypoglycemia (P = 0.011). A profound prolongation of reaction times
induced by hypoglycemia in both groups persisted even after 30 min of subsequent euglycemia.

CONCLUSIONS — Our data indicate marked subjective unawareness of hypoglycemia in
older type 2 diabetic patients that does not depend on altered neurcendocrine counterregulation
and may contribute to the increased probability of severe hypoglycemia frequently reported in
these patients. The joint occurrence of hypoglycemia unawareness and deteriorated cognitive
function is a critical factor to be carefully considered in the treatment of older patients.

Diabetes Care 32:1513-1517, 2000

¢ 13 yasli ve 13 orta yasli tip 2
diyabetik hasta BMI, Alc,
ilac ve cinsiyet acisindan

benzer
+¢» Hastalar tek basamakili
hipoglisemik klemp testi ile

inceleniyor
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Figure 1—Means = SE scores of sell-rated autonomic (A) and newroglvcopenic (B) symptoms
during the baseline period, at the beginning and end of the 30-min hypoglycemic plateau (indicated
by gray shade), and 30 min after restoration of euglycemia in 13 middle-aged (39— 64 years) (T
and 13 older (=65 years) (M) diabetic patients. *P <2 0.05; **P < 0.01.
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Hypoglycemia unawareness in older patients
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Figure 2—Means = SE reaction time during an auditory vigilance task al baseline, during
hypoglycemia, and after restoration of euglycemia in 13 middle-aged (39— 64 years) (L) and 13

older (=65 years) (W) diabetic patients. **P = 0.01.



Bu ¢alismanin sonucu....

Hormonal olarak hipoglisemiye verilen yanitlar her iki yas grubunda benzer

65 yas Uzeri diyabetik hastalarin néroglikopenik ve otonomik semptomlari

algilayamadigini gosterdi

Hipoglisemiye duyarsizlik s6z konusudur

Yaslanan beynin hipoglisemiye bagl fizyolojik ve bilissel degisiklikleri
algilayabilme yetenegi azalmis olabilir

Yasli diyabetiklerde hipoglisemiye bagli reaksiyon stiresi uzamistir

Yasli diyabetik hastalar ciddi hipoglisemi icin daha riskli durumdadirlar



Table 1. Frequency and intensity of hypoglycaemic symptoms in elderly Type 2

Symptom Frequency Mean
(25) intensity®
Poor concentration 68.7
Headach 10.0
M & 2 v'kararsizlik,
Sweating 5.0
Confusion 60.0 v A i
Trembling 1.2 ba; donmes:,
53.8
”%%ﬁ%ﬂ'ﬁfﬁ‘?ﬂé‘" W8 v diisiik konsantrasyon
e 53? ustii o
26.3 .
PDUﬂdlng heart 21.1 \/tltreme
T2DM/kkhasia 35.0
VWeakness 65.4 \/ter|eme
»Hipoglisemi semptom 5.0
Blurred vision 46.2 ”’Semptom yoéunluéu
gﬁ,@i L 20.4 .
> T'IVU?SOi @Jugu 3.7
: our 250
d@&&ﬁm 25 azalmig
PDDr CcOo dination 60.0
RetrasRekHbss 68.7
nghtheadedHESS 68.7
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Symptoms reported when blood glucose drops below least
tolerable level (number of patients)*

Grey (1)

***(generally unwell=genel olarak kendini kotii hissetme

=keyifsiz hissetme)

**Hipoglisemik esik siklikla tanimlanan deger <4 mmol/

I'den daha yiiksek bir deger <émmol/L alti (yashlarin tolere

ettikleri en disuk deger) olarak goriinmektedir

Drowsy (2) Not self (1)
Confused (2) Jittery (1)



Sonug....

Kontur-regilatuvar hormonlara (katekolamin),

end organ yaniti bozulmus

**Yasli insanlarda hipoglisemi atipik sekillerde bulgu verebilir

s Mutlaka yasa 6zgi hipoglisemi semptomlari hakkinda bilgi verilmedir
+»*Diyabetli bircok yash hipoglisemi belirtileri ve tedavisi konusunda az bilgi
sahibidir

**Ayni durum akrabalari ve bakicilari icin de gecerlidir

s*Unutabilirler diizenli egitim verilmelidir



