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Session: PS 06 Unusual forms of diabetes

A rare cause of type 2 diabetes, dyslipidaemia and pancreatitis: familial partial lipodystrophy: pre

family with lipodystrophy

G.A. Molnarl, S. Sanchez Iglesiasz, E; Csajboka, Z: Nagyl, D. Araujo-ViIarz, I. Wittmann™;
1second Department of Medicine and Nephrology-Diabetes Centre, University of Pecs Medical School, Pecs, Hungary, 2ce
Medicine and Chronic Disease, University of Santiago de Compostela, Santiago de Compostela, Spain, 3First Department o

Szeged, Hungary.

1. Background and aims: Conditions of insulin resistance, hyperglycaemia and hypoglycaemia due to
hyperinsulinaemia become more frequent and are sometimes hard to diagnose. Sometimes, rare conditions can be
in the background.

A 1983-born female patient presented at our outpatient department because of high glucose values and frequent
hypoglycemic episodes.

In the past medical history, she had a urogenital malformation operation at the age of 11. She was treated several
times because of pancreatitis episodes between 2004-2012, in the background severe hypertriglyceridemia was
present. In 2018, diabetes was diagnosed, along with severely elevated insulin levels. Dietetotherapy was initiated.
Because of dyspnea, heart CT was undertaken, no coronary disease, but a highly enlarged liver of especial
density (16 HU) was seen. She could not take metformin because of abdominal complaints and
hypoglycemia-feelings, acarbose was also tried, but also led to more frequent hypos and abdominal cd
thus she was only treated using diet, but no antidiabetics.

2. Materials and methods: Standard laboratory tests, abdominal MRI scan, skinfold
total body fat content was performed using standard equations. DNA was prepared fro
cells with standard procedures (Sambrook and Russell, 2006). The lamigaAagene (LM
surrounding intronic sequences were amplified with PCR; primegs
(Araujo-Vilar et al., 2003).

3. Results: On physical examination, slightly C
the extremities, masculine-type muscula
1B).

Figure 1. and acanthosis nigricans (B) of the index case.

Her HbA,, va

ushingoid face

£.2%, then 5.9%, the triglyceride value was 7.6 mM despite fibrate and ezetimib
s negative, the C-peptide 4.9 ng/ml. ACTH, cortisol, renin-aldosterone, GH, IGF-1

Upon consultatio our endocrinologist, to exclude endocrine malignancies (like MEN-1), abdominal
MRI was requested, that described a very large, highly steathotic liver (approx.. 35-40% fat content), and
signs of a chronic pancreatitis.

The mother of our index patient showed a similar phenotype, she is known type 2 diabetic, currently
treated with metformin and MDI insulin. The suspect of a genetic cause was strengthened by the
phenotype of the sister of the index case (Fig. 2.), in her case, we initiated metformin.

References
- Sambrook J, Ruzsell DW. The Concenzed Protocols from Molecular Cloning: A Laborstory Manusal: Cold Spring Harbor Laboratory Presz; 2006.

Miért én tartom ezt az elbadast?

1

igure 2. Stature and phisical marks of
views as well as AP views are shown. Please note difference between upper and lower part of the
body, the masculin body form,thin and musculous extremeties, the plebomegaly. All images are
shown with permission of the patients.

The distribution of body fat is rather uneven, skinfolds of the index case were: biceps: 4mm,
triceps: 4mm, subscapular: 25 mm, suprailiacal: 9 mm, thigh: 6mm, calf: 6mm, waist
circumference 86 cm, hip circumference 87 cm. The body fat content estimated from standard
equations (depending on the equation, between 9.74%, 14.99% ill. 19.69%) markedly differed
from the result of the bioimpedance-based value (26,2%), due to the uneven fat distribution.
Upon permission of the ethical board, we turned to the European Lipodystrophy Register, beacuse
of suspected familiar partial lipodystrophy. Genetic analysis was performed in Santiago de
Compostela, and verified a heterozygous mutation at c.1445G>T, p.(Arg482Leu) in LMNA gene
(exon 8), along with other, benign polymorphisms (Fig 3.).
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Figure 3. c.1445G>A, p.(Arg482Leu) in LMNA gene (exon 8) in heterozygotic form

GTTCCCACCAANGTTCa

4. Conclusion: As a result of international collaboration, the proposed diagnosis has been verified. Work-
up of other family-members is in progress. Leptin administration is planned for the index case.

- Arajo-Viar D, Loidi L, Domingues F, Cabezaz-Cerrato J. Phenotypic gender differences in subjects with familial partial fipodyztrophy (Dunnigan variety) due to 3 nuclear lamin A/C RA82W mutation. Horm Metab Rez 2003:35{1):26-35.




Miert ebben a temaban”? A lypodystrophia mortalitasa
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A betegség progressziojaig eltelt atlagos idé 7,6 év, ami a GLD és az FPLD
esetében hasonlo.
A varhato atlagos élettartam 51,2 év GLD esetén és 66,6 év FPLD esetén.

3
Martin Wabitsch | Ulm University Medical Center PL= Partial lipodystrophy, GL= Generalized lipodystrophy Akinici B et al. J Clin Endocrinology Metab 2019; 104: 5120-5135



LD: ritka és elethosszig tarto metabolikus betegseg

Metabolikius € Vi komplikaciok:
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: eltérések mortalitas
A lipodystrophia (LD) olyan ritka betegségek csoportja, amelyeket a zsirszovet diffuz vagy részleges hianya
Jel Ie m ez . 41 Akinci, B et al. J Clin Endocrinol Metab 2019, 104:5120-5135; 2. Brown RJ, et al. J Clin Endocrinol Metab 2016, 101(12):4500-4511; 3. Gupta

N, et al. J Clin Endocrinol Metab 2017, 102(2):363-374; 4. Fourman L & Grindspoon SK. J Clin Endocrinol Metab 2022, 107: 1714-1726
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taplalékfelvételt €és az energiafelhasznalast

Periférias hatas

-t, hogy ez alapjan allitsa be a

A majban:

* (-) glukoz felszabadulas
* (-) steatosis

* (+)inzulin érzékenység

Az izomban:

* (+) glukoz felvétel

+ (+) FFA oxidacio

* (+)inzulin érzékenység

a-sejtekben:

* (+) glukagon szekrécio
pB-sejtekben:

* (-) inzulin szekrécié

IL, interleukin; TNF, tumour necrosis factor; PAI, plasminogen activator inhibitor
Coelho M, Oliveira T, Fernandes R. Biochemistry of adipose tissue: an endocrine organ. Arch Med Sci. 2013 Apr 20;9(2):191-200. doi: 10.5114/aom352013.33181. Epub 2013 Feb 10

Park HK, Ahima RS. Physiology of leptin: energy homeostasis, neuroendocrine function and metabolism. Metabolism. 2015 Jan;64(1):24-34.
Ceddia RB. Direct metabolic regulation in skeletal muscle and fat tissue by leptin: implications for glucose and fatty acids homeostasis. Int J Obes (Lond). 2005 Oct;29(10):1175-83.

Kelesidis T, et al.. Narrative review: the role of leptin in human physiology: emerging clinical applications. Ann Intern Med. 2010 Jan 19;152(2):93-100..
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. Oral EA. Lipoatrophic diabetes and other related syndromes. Rev Endocr Metab Disord. 2003 Mar;4(1).

. Moon HS et al. Leptin's role in lipodystrophic and nonlipodystrophic insulin-resistant and diabetic individuals. Endocr Rev. 2013 Jun;34(3):377-412.

. Kelesidis T, et al.. Narrative review: the role of leptin in human physiology: emerging clinical applications. Ann Intern Med. 2010 Jan 19;152(2):93-100.

. Park HK, Ahima RS. Leptin signaling. F1000Prime Rep. 2014 Sep 4;6:73.

. Park HK, Ahima RS. Physiology of leptin: energy homeostasis, neuroendocrine function and metabolism. Metabolisng 2015 Jan;64(1):24-34.

. Unger RH. Minireview: weapons of lean body mass destruction: the role of ectopic lipids in the metabolic syndrome. Endocrinology. 2003 Dec;144(12):5159-65. 6
. Unager RH. Roth MG. A new bioloay of diabetes revealed bv leptin. Cell Metab. 2015 Jan 6:21(1):15-20.
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Lipodystrophia formai

Generalisalt LD Partialis LD

Oroklédé GLD | Familiaris PL >zerzett PLD

-

Oroklédé GLD Szerzett GLD FPLD Szerzett PLD
Berardinelli-Seip szindro Lawrence szindroma ! Dunningan varians Barraquer-Simons
LMNA gén HZ missense szindréma
! mutacio

FPLD, familial partial lipodystrophy; LD, lipodystrophy. 1. Garg A, et al. Biochim Biophys Acta. 2009;1791:507-513; 2. Akinci G, et al. Am J Med Genet A 2024. doi:10.1002/ajmg.a.63533. [Epub ahead of print]
3. Brown RJ, et al. J Clin Endocrinol Metab. 2016;101:4500-4511



Lipodystrophia formal

OROKLODO SZERZE

genetikai hattér, mutacio autoig 2gSEQ
4

GENERALISALT Congenitalis (CGLD) rzett .G D)
(GLD) (Berardinelli-Seip) Law
ek- vagy

pttkorban kezd6dik

Kialakulasa hetekig vagy
evekig is tarthat

— Sziletéskor vagy

Zsirszovet hianya kisgyermgkkorban

akran gyermekkorban kezdédik
— Altalaban sulyos

==m, 23S (FPLD) Szerzett (APLD)

innigan, Kobberling) (Barraquer-Simons)

Metabolikus
abnormalitas?

PARTIALYS (2EL

Pubertas kérnyékén - Gyermek- vagy ,
, , R feln6ttkorban Kialakulasa
— Valtoz6 lokalizacidoban hénapokig vagy évekig is
kialakuld zsirvesztés tarthat
— Altalaban az also testfel _ Altalaban az felsé testfél

etabolikus — Felnéttkorban ) o ]
- , ., , — Valtozo sulyossa
abnormalitas? — Valtoz6 sulyossag yossag
1. Brown 2017
8 2. Handelsman 2013

3. Gupta 2017
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A partialis lipodystrophia (PLD) jellemzOi

Familiaris PL (FPLD) Szerzett API D)
FPLD2 (Dunnigan tipus) = leggyakoribb altipus (Barraaiter-Sir. <

Q zsirvesztés

@) valsszini

zsirvesztés

valészin(
zsirvesztés zsirvesztés
Zsirszoveti .
closzlas ‘ lehetséges lehetséges
zsirvesztés zsirvesztés
zsirlerakodas
Eletkor

gyermekkor, fiatal feIn6ttkor vagy felnéttkor

Férfi:n6 arany 1:4
lonalis elvesztése. Kompenzald

s gyakori, mely elhizas vagy Cushing-
szindréma latszatat kelti.

llemzd lehet a hyperphagia, kiilénb6zé sulyossagu
metabolikus abnormalitas.

A zsirszovet fokozatos elvesztése fejtdl lefelé,
zsirfelszaporodas a csipd kordl, fenéken, labakon.
Metabolikus abnormalitds kevésbé gyakori, de valtozo
sulyossagban eléfordul.

Jellemzé6 tiinetek

. 1. Brown RJ, et al. The Diagnosis and Management of Lipodystrophy Syndromes: A Multi-Society Practice Guideline. J Clin Endocrinol Metab. 2016 Dec;101(12):4500-4511.
. 2. Handelsman Y, et al. The clinical approach to the detection of lipodystrophy - an AACE consensus statement. Endocr Pract. 2013 Jan-Feb;19(1):107-16
. 3. Gupta N et al. Clinical Features and Management of Non-HIV-Related Lipodystrophy in Children: A Systematic Review. J Clin Endocrinol Metab. 2017 Feb 1;102(2):363-374.
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A gyors diagnosztika algoritmusa

A zsirszovet hiany

* Kiemelked6 izmok

Phlebomegalia

Hepatomegalia
Zsirmaj

Hyperphagi

Klinikai jelek

Laboratoriumi eltérések

majenzimek
nhidrat haztartas zavar

Alacsony leptin/adiponectin szint

Genetikai vizsgalat Csaladi anamnézis

Genetikai teszt

Eltermann T, et al. Klin Padiatr. 2010,222:308-309, Van Maldergem L. Berardinelli-Seip congenital lipodystrophy. 8 September 2023. Updated 8 December 2016. Accessed 4
March 2024 In: Adam MP, et al, eds. GeneReviews®. University of Washington, Seattle; 1993-2024_ https://www .ncbi.nim nih_gov/books/NBK1212/; Clinical experience of Martin
Wabitsch, PhD, MD



A LD diagnozisanak felallitasa - fenotipus

mg \Lalitd
< bipdes

Fenotipikus jellemzék

« Zsirvesztés a fené
« [Zsirlerakodas az ar nyakon (cushingoid)
« Lipdmak, acanthosis NIgricans

* Izom hypertrophia, phlebomegalia

* Hyperandrogenaemia, hirsutismus
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Lipodystrophia klinikai jellemzOi

Fobb metabolikus eltérések

* Inzulin rezisztencia, acanthosis
nigricans

« Hyperglycaemia, diabetes mellitus

« Hypertriglyceridaemia, eruptiv
xanthomak, pancreatitis

» Ektopias zsirlerakodas

angulatzavar
Hyperphagia, éhségérzet
Myopathia

Sziv

. « Cardiomyopathia

Maj . Atherosclerosis

« Zsirma;,
hepatomegalia

* Nonalkoholos zsirmaj

« Majcirrhosis

Hasnyalmirigy
» Recidiv pancreatitis

Reproductiv rendszer

* Hyperandrogenaemia,
hirsutismus

» Oligomenorrhea,
subfertilitas

» Polycystas ovarium
syndroma

Vese
 Proteinuria
* Glomerulonephri

Akinci B, et al. Curr Diab Rep. 2018;18:143



Fizikalis, eszkozos es laboratoriumi vizsgalat

» Csaladi és egyéni anamnézis felvétele
. Alapos fizikalis vizsgalat o
I

« BOrredo vizsgalat (Lange v. Harpenden kali

— felkar elililsO és hatulso felszinén, lapggka alatt
csipotovis felett, comb eliilsd felszineR@absza

« Hasi UH (maj és vese?)
* EKG, echocardiographi G
e Laboratériumi t

— Zsir- és szé
— Maj- és vesef
— Leptin szint me

kas elilso felszinén, hason,
dialis felszinén

. vizelet teszt
arozas (nem mindig alacsony)

14




A lipodystrophia genetikaja

Lipodystrophy
1

Con'genital Acqtljired
1 1

Genell'alized Pa'rtial Gene'ralized Par'tial Par'tial Locallized

- - - r - -

Berardelly-Seipx FPLD x Lawrence Barraquer-Simons
Syndrome = Syndrome Syndrome inhibitors

-

Type Gene Type Gene Autoimmune dise Cancer patients Congenital generalized

CGL1 AGAPT2 FPLD2 lipodystrophies
CGL2 BSCL2 FPLD3 d h AGPAT2
Lipodystrophic BSCL2
CGL3 CAV1 FPLD1 = ------ syndromes with CAV1
cGl4 PTRF FPLD4 lipomatosis Partial lipodystrophic CAVIN1
FPLDS LIPE syndromes
EPLDS MFN2 Complex lipodystrophic
ADRA2A LIPE syndromes
EPLD7 AKT2 LMNA
CAV1 PLIN1 OPA3
AKT2-LD CIDEC PPARG PCYTIA
Lipodystrophic syndromes i .
with autoinflammation fapeeroid podystropsy
syndromes
POMP PSMB9 BANF1 KCNJ6 PSMB8
PSMA3 PSMG2 BLM LMNA SLC25A24
PSMB4 OTULIN CAV1 MTX2 SPRTN
. Jéru |. Genetics of lipodystrophy syndromes. Presse Med. 2021 Nov;50(3):104074. s Scae gacs PR wee

ERCC8 POLD1 ZMPSTE24
FBN1 POLR3A



Gyors diagnosztika kepalkotassal

Az objektiv zsirraktar meres (DEXA és teljes test MR) informaciot nyujtanak a zsir red

* Zsirszovet hianya
» Zsireloszlas

e Zsir arnyék

* Zsirtbmeg aranya

ya €s a suprapubicus/glutealis zsir arany csokkenése FPLD-s n6knél

,deep learning” algoritmus hasznalata a képi feldolgozdsban (DEEPLIPO)

* CGL azonositasa képi feldolgozassal

Al, artificial intelligence; DEXA, dual-energy x-ray absorptiometry; FPLD, familial partial lipodystrophy; MRI, magnetic resonance imaging
1. Meral R, et al. Diabetes Care. 2018;41:2255-2258; 2. Valerio CM, et al. Diabetol Metab Syndr. 2012;4:40; 3. Adiyaman SC et al. J Clin Endocrinol Metab. 2023;108:e512-e520;
4. da Cunha Olegario NB, et al. Sci Rep. 2023;13:2176



Keépalkoto vizsgalat (DEXA)

A modszer lényege az un. ,zsirarnyékok” diagnosztizalasa.
A DEXA-vizsgalatokbdl szarmazo kéepeket rekonstrualjak,
hogy a zsirszovetet ,arnyékként” mutassak be.

A radioldgiai jelek, mint példaul a mons pubis zsir

hipertréfiaja, amelyet lipoatrophia vesz korul FPL
konnyen azonosithatok.

Ez a modszer lehetbvé teszi a lipod
diagnosztizalasat.
MI felhasznalasa:

Male - Female

knel,

‘,

ophia ok korai

Female

(

Lean Male Obese Male

LMNA p.R482Q LMNA p.R482L

3
_r—

|
e

suprackavicular fat

Auxifiar fat

~ No abdomingl sc fat

4 Ve No sc fat in extremities

Hypertrophy of mons pubis
fat surounded by ipcatrophy
("Dunnigan sign’)

Muscie hypertrophy

Increased neck and
suprackrdodar st

Abdominal obesty &
abuncant sc fat

Mons publs hypertrophy
may or may not be present

Calf muscle hypertrophy
may or may not be presemt

ik b

Lean Female

SC Adiyaman, C Altay, BY Kamisli, ER Avci, | Basara, IY Simsir, T Atik, M Secil, EA Oral and B Akinci :Pelvis Magnetic Resonance Imaging to Diagnose Familial Partial Lipodystrophy J Clin Endocrin Metab, 2023, 108, €512-520; https://doi.org/10.1210/clinem/dgad063, 21 February 2023

Bagias C, Xiarchou A, Bargiota A, Tigas S. Familial Partial Lipodystrophy (FPLD): Recent Insights. Diabetes Metab Syndr Obesl 2020 May 6;13:1531-1544.
Meral R,et al. "Fat Shadows" From DXA for the Qualitative Assessment of Lipodystrophy: When a Picture Is Worth a Thousand Numbers. Diabetes Care. 2018 Oct;41(10):2255-2258


https://doi.org/10.1210/clinem/dgad063

T1-sulyozott MR vizsgalat

Control

A

ElsGsorban nGbetegnél

A: egészseges kontroll

B: CGL

C: FPLD2

D: FPLD3

E: APLD juvenilis
dermatomyositises beteqi

Kék: subcutan zsi
Sarga: visceralis zsWszovet

18
Lim K et al. Lipodistrophy: a paradigm for understanding the consequences of "overloading" adipose tissue. Physiol Rev. 2021 Jul 1;101(3):907-993.



T1-sulyozott MR vizsgalat

geszseges kontroll
°LD1

. FPLD2

D: FPLD3

H: CGL1

I: CGL2

J: CGL4

K: AGL

> w

€ AhHve

289 FPLD-s beteg
FPLD esetén a farzsi
A glutealis zsirvastags
91,38%-0s specificitast mutatott.

agsag <13 mm.
13 mm és a suprapubicus/glutealis zsir arany 22,5 96,67%-0s érzékenyseget és

Adiyaman SC, Altay C, Kamisli BY, Avci ER, Basara |, Simsir 1Y, Atik T, Secil M, Oral EA, Akinci B. Pelvis Magnetic Resonance Imjing to Diagnose Familial Partial Lipodystrophy. J Clin Endocrinol Metab. 2023 Jul 14;108(8):e512-e520. doi:
10.1210/clinem/dgad063. PMID: 36808247.



A lipodystrophia eletmodi kezelese

« Az életmddi kezelés alapja a dietetikus segitségevel o itett'etrend és a
rendszeres testmozgas (cardiomyopathia kizarasa
» Kiegészito tuneti terapia: 1
— Diabetes mellitus estén elsd vo in, majd SGLT2 gatlé vagy GLP1 analdg, sulyos
esetben inzulin kezelés bevﬁ

tt sztatin, fibrat, omega 3-zsirsav kezelés szukseges.

— A magas triglicerli

— A hypertonia ésere els6 vonalban ACE gatlé vagy ARB adasa javasolt.

SGLT2: sodium-glutamat transporter; GLP1: glucagon —like peptid 1; ACE, angiotensin converting enzyme; ARB, angiotensin 2€ceptor blockolo;
Brown RJ, et al. The Diagnosis and Management of Lipodystrophy Syndromes: A Multi-Society Practice Guideline. J Clin Endocrinol Metab. 2016 Dec;101(12):4500-4511.



Lipodystrophia kezelese - metreleptin

A Myalepta (metreleptin) kezelés indikacigja:

General measures:

e diet and excerise, after
cardiovascular risk
assestment

* avoid recreational substances

* weight loss, especially in PL

* hypertension and
cardiovascular dysfuncion
therapy

* cosmetic issues

— azigazolt veleszuletett GLD (Berardinelli-Seip
szindroma) vagy szerzett GLD (Lawrence
szindroma) esetén felnétteknél és 2 éves vagy
annal id6sebb gyermekeknél.

Y
Partial
lipodystrophy (PL)

v

PL complications should be
first managed with specific
drugs: e.g. diabetes with oral
and injectable antidiabetes;
hypertryglicedemia with lipid
lowring agents

Generalized

J rophy (GL)

Metreleptin is a 1* line
therapy for GL, approved as a
replacement therapy for
patients = 2y.o.

— a megerositett familiaris PLD v
PLD (Barraguer-Simons szi
felnGtteknél és 12 év
gyermekeknél, aki
nem eredmé
szabalyozast.

a_) )

e b b [ Specific therapies for typical

complications, as diabetes and Metreleptin is a 2™ line therapy,
r I - k hypertriglyceridemia approved for patients > 12 y.0., when
eze ese . metabolic control is poor with

antidiabetes and lipid lowring agents
anyagcsere- L

y

Calcaterra V et al. Pharmacological Research 187 (2023) 106629. 21



CGL kezeles — metreleptin - eredmeny

Before metreleptin
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Simsir eta al_Diabetes Obes Metab 2017; 19(2):299-301



FPGL kezelese — metreleptin - eredmeny

Valtozas: HbA1c  Valtozas: éhomi vércukor Valtozas: triglicerid

Month Month Month
6 12 24 36 48 6 12 24 36 48 6 12 24 36 48
n=25 n=41 n=25 =17 n=11 =25 n=41 n=25 n=17 n=13 n=24 n=40 n=25 n=17 n=13
0- 05
d
14 2 =
- 1] E -
< 24 2 41 E
o n
% £ e’
g -31 b1
T 8 4
. o
4+ 8 7]
]
s
5 10+

Brown R et al. Endocrine (2018) 60:479-489

Alcsoport analizis TG=5,65 mmol/I

Valtozas: éhomi HbAlc

p < 0.001 ]

~ 9 3]

S 8 1]

g 7 9 -

g 6 8 -

T 5 g:

o 4 5 -
©

= 3 4 -

1 1 -

0 0 -

Baseline (n=29) Month 12 (n=27) Baseline (n=29) Month 12 (n=27) Baseline (n=30) Month 12 (n=28)
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LD-klinikai kep valtozasa metreleptin kezeles mellett

Fobb metabolikus eltérések
* Inzulin rezisztencia |

« HbAlc | s fajdalom |
« Hypertriglyceridaemia | afgulatzavar |
. Hyperphagia

Ektopias zsirlerakodas | és éhségérzet |

Sziv

) « Atherogen

Maj o dyslipidaemia |

« Majenzimek |

* Nonalkoholos zsirmaj
el6éfordulasa |

« Majtérfogat |

Hasnyalmirigy
 Pancreatitis

el6éfordulasa |
atasok

Testtomeg | Reproductiv rendszer
Bdrreakcio a beadas helyéen * Hyperandrogenaemia |
Neutralizalé antitestek * Oligomenorrhea,
Hpoglikémia subfertilitas javul
Lymphoma képz6deés?

Vese
* Proteinuria |

Akinci B, et al. Curr Diab Rep. 2018;18:143
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Prognozis valtozas metreleptin kezelés hatasara

Kaplan-Meier tulélési gorbe kezelt és kezeletlen betegeknél

csOkkenti a két
arom szovodmeényre

p esszio kockazatat, 55,7%-kal
ti a harom szovédményrél négy
zovédmenyre torténd progresszio
kockazatat, de nincs szignifikans hatasa az
egyrol két szovédmeényre tortend
progressziora, valdszinlleg az egyetlen
szovédmeénnyel kezelt betegek korlatozott
szama miatt.

1.00

0.75+

0.50

Survival Probability

0.25

0.00-1 :

oinvears oMo A7 LT 71,9%-kal csokkenti a mortalitasi
kockazatot. A kezelt és kezeletlen
kohorszok Kaplan-Meier tulélési gorbéi
megerdsitik ezt az eredmenyt.

Strata Number at Ris
—}— untreated 103 69 57
—}— Treated 103 101 95

14 12 12 10 10 10 9 8 8 7 5
50 43 36 31 26 22 17 17 14 7 5
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Diagnosztika algoritmusa

Es egy kis segitség, ha gyanunk ébred...

Rapid Action Plan

David Araujo-Vilar Step by Step Approach 26
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Geének:




figyelmet!





