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VANTELESNA OPLODNJA DANAS

OBIM pojave
USPEH i njegovo tumacenje
NADA koja nosi izazove

|




OPTERECENJE USPEHOM

* Gde je kljuc uspeha
* Potraga za svetim gralom
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NOBELOVA NAGRADA - MEDICINA

Nobelov komitet je 04.10.2010. objavio dobitnika Nobelove
nagrade iz fiziologije ili medicine za 2010. godinu za otkrice
postupaka vantelesne oplodnje

Robert G. Edwards

The Nobel Prize in Physiology or Roden 25.09.1925.
Medicine has been awarded 101 Batley, UK
times to 196 Nobel Laureates University of Cambridge, Cambridge,

between 1901 and 2010 United Kingdom




PIONIRI VANTELESNE OPLODNIJE

Nakon vise od 100 neuspelih pokusaja, 25.07.1978.
Patrik Stepto i Robert Edvards objavljuju rezultat zajednickog rada — rodenje prve
bebe zacete vantelesnom oplodnjom.

Ime joj je Lujza DZoj Braun (Oldham, Engleska).

iz Evening News

Meet Louise, the world’s
first test-tube arrival

SUPERBABE

Bourn Hall klinika, Kembrdz, Engleska,
prvi IVF kongres 1982.

o

lr'.
Wide-eyed Louise Brown pictured in hospital 18 hours after
she was born. Today she's doing well. See Page Three

Rodenje Lujze Braun, Lujza Braun (35) danas sa sinom Kameronom

25. juli 1978.



ORIGINALNO PISMO UREDNIKU LANCETA

Letters to the Editor

BIRTH AFTER THE REIMPLANTATION OF A
HUMAN EMBRYO

SIR, — We wish to report that one of our patients, a 30-year-
old nulliparous married women, was safely delivered by
casarean section on July 25, 1978, of a normal infant girl
weighing 2700 g. The patient had been referred to one of us
(P.C.S) in 1976 with a history of 9 years’ infertility, tubal
occlusions, and unsuccessful salpingostomies done in 1970
with excision of the ampullee of both oviducs tfollowed by
persistent tubal blockages. Laparoscopy in February., 1977,
revealed grossly distorted tubal remnants with occlusion and
peritubal and ovarian adhesions. Laparotomy in August,
1977, was done with excision of the remains of both tubes,
adhesolysis, and suspension of the ovaries in good position
for oocyte recovery.

Pregnancy was established after laparoscopic recovery of’
an oocyte on Nov. 10, 1977, in-vitro fertilization and normal

cleavage in culture media, and the reimplantation of the 8-

cell embryo into the uterus 2', days later. Amniocentesis at
16 weeks’ pregnancy revealed normal o-fetoprotein levels,

15. On the

from her last menstrual period, Pre-eclamptic
toxzemia. Blood-pressure was fluctuating around 140/95,
cedema involved both legs up to knee level together with the
abdomen, back, hands, and face; the blood-uric-acid was 390
pmol/l, and albumin 0-5 g/l of urine. Ultrasonic scanning and
radiographic appearances showed that the fetus had grown
slowly for several weeks from week 30. Blood-cestriols and
human placental lactogen levels also dropped below the
normal levels during this period. However, the fetus grew
considerable during the last 10 days before delivery while
placental function improved greatly. On the day of delivery
the biparietal diameter had reached 9-6 cm, and 5 ml of
amniotic fluid was removed safely under sonic control. The
lecithin: sphingomyelin ratio was 3-9:1. indicative of
maturity and low risk of the respiratory-distress syndrome.
We hope to publish further medical and scientific details

in your columns at a later date.

Department of
Obstetrics and Gynacology,
General Hospital.

Oldham OL1 2JH P. C. STEPTOE
University Physiology Laboratory.
Cambridge CB2 3EG

R. G. EDWARDS
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P re ko 5 m i I io n a d ece Assisted reproductive technology

f in Europe, 2009: results generated
i1/ from European registers by ESHRE?

4 !( A.P. Ferraretti*, V. Goossens, M. Kupka, S. Bhattacharya, ). de Mouzon,
J.A. Castilla, K. Erb, V. Korsak, and A. Nyboe Andersen, The European

,2009 Evropa 537 463 ciklusa (> 50% e e s o7 T aropean Society of

ESHRE Cantral Office, Masrstrazt 6], Grimbergen 8-1852, Beigum =5
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067 ciklusa na milion Zena e e e

| SUMMA RY ANSWER: Despi i inth mberof ies reporting data, th il ber of ART cycles has continued

o increase year by year and, while pregnancy ratesin 2009 remained similar to those reported in 2008, the number of ransfers with multiple
0g doba 166-2726 1) el e s

WHAT IS KNOWN ALREADY: Snce 1997 ART datain Furope have been callected and reported in 12 manuscripts, published in Human

i} ; 0 0 I ] STUDY DESIGN, SIZE, DURATION: Retrospective datacollection of European ART data by the EIMConsortiumfor the European Sodety

- ' (] ﬁ ;6 /O d O 4 5 /o ' F I of Human Re productionand Embryology (ESHRE); cycesstrted between |5t januaryand 3 lst Decemberare collected on ayearty basis; thedat
' w r v ! i are collected by the National Registers, when existing, or on a voluntary basis

E F I 3 i PARTICIPANTS/MATERIALS SETTING, METHODS! From 34 countries ( —2 compared with 2008), 1005 clinics reported 537 463
treatment cye IVF (135 621, imtrax injection (ICS, 266 084), ryo repiacement (FER, 104 153), gz do-
nation (ED, 21 §04), invi (M, 1334), prei ; ic diagnosis/s areening (PGD/ PGS, 4389) and frozen cocyte replace-
ments (FOR, 4278). Europ partner’ssemen (|UI-H) and donor (IUI-D) semenwerersparted
from 21 and | 8 countries, respectively. Awmlof\ﬁZﬁﬁlUl H (4 12.7%) and 29 235 IUID (+ 17 3%) cydles wereinchided. Dz available from
each country are presented in the wbles; total val lbers and percentages ) refer to those countries where all dat: have been reported,
MAIN RESULTS AND THEROLE OF CHANCE: In2| countrieswhere al clinics reported tothe AR T register, atcta of 199 020 ART cycles
were perfarmedina of 373 B milicn, 2t 1067 cycles per For IVF, the cinical pregancy rates per aspir-
ation and pertransferwere 28.9 and 32. 9%, respectivelyand for IC31, the comesponding rateswere 28.7 and 32 0%. In FER cycles, the pregnancy rate
perthawingwas 20.9%; in ED cycles, the pregnancy mte per transfer was 42 35, The delivery rate ter|U-Hwas8 3 and |3.4% after IULD. InIVFand
€Sl ycles, 1,2, 3 and 4+ embryos weretransieredin 242, 57.7, 16.9.and | 2%, respectively. The proportions of single ton, twinand tiplet deliveries
after WFand ICSI (combined) were 79.8, 19 4 and 0.8%, respectively, resulting in 2 totalmultiple delivery rate of 20.2%, compared with 21. 7%in 2008,
223%in 2007, 208%in 2006 and 21 8% in 2005, In FER cyces, the mutiple delivery rate was 13.0% (12.7% twins and 0.3% triplets). Twin and triplet
delivery rates assodated with 1L cydes were 10.4/0.7% and 10.3/0.5%, following treatment with husband and donor smen, respectively.
LIMITATIONS, REASONS FOR CAUTION: Th froma numberof c

ahik adli of the rek ek clesand deliveries. A 1 d 4 diffe

ugh
methads of callection, results should be interpreted with cution.
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Figure 2.4: Live births per 1,000 women, by age!, selected vears
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NEKRITICNOST U POTRAZI ZA USPEHOM

Stopa trudnoce se koristi l‘

u marketinske svrhe 'ﬂ.
Mulitpli embriotransferi BUY. OR ELSE.
Neprimenjivanje stope

_ ] _ e TRuTh AL
implantacije kao merila - /

Primena brojnih
intervencija bez naucne
oshove

,Kuvanje® u IVF-u




POSLEDICE NEKRITICNE POTERE ZA USPEHOM VISOKA STOPA
MULTIPLIH TRUDNOCA

X Procenjeno je da jedna troplodna

trudnoca kosta zdravstveni sistem i h : |d t t'

do 2000 pokusaja VTO O n e C I a a I m e
///1ETTPrIa ESET 4/ najveco) Reducing multiple births after IVF

meri zavisi od dobre reimbursement
politike.

Report of the Expert Group on Multiple Births after IVF

(P

Professor Peter Braude

u Doing 309 eSET cycles leads to a twin birth rate of around 209,

" Doing 509 eSET cycles leads to a twin birth rate of around 109;

" Doing 709 eSET cycles leads to a twin birth rate of around 5%.

® Noan Purnla_ (hild In Time s work differently from the UK: generally patients have better access to publicly funded IVF

treatments, which directly influences patients’ attitudes to eSET, and their patient profile
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NOVE TEHNOLOGHE | POSTUPCI U INFERTILITETU
DA LI'NAS ONE VODE DO CILJA?

* PGS/PGD
* TIME LAPSE
" Assisted hatching

orl rasta za
<l n ! trljum (G CSF)
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NOVE TEHNIKE U EMBRIOSELEKCUJI
POTRAGA ZA PRAVIM EMBRIONOM

TIME LAPSE PGS




TIME LAPSE ANALIZA
STA NAS UCHMORFOKINETIKA

Bolja embrioselekcija?

PRIMO-VISION
EMBRYOSCOPE Otpimalan softver
Standardizovano za
77)7, datu populaciju.
Da li imamo vise
trudnoca?
f T | &
52E 8.
- @e@d@ e

giass,



Time-lapse systems for embryo incubation and assessment in
assisted reproduction (Review)

Armstrong S, Arroll N, Cree LM, Jordan V, Farquhar C

THE COCHRANE
COLLABORATION®

Authors’ conclusions

There is insufficient evidence of differences in live birth, miscarriage, stillbirth or clinical pregnancy to choose between TLS and
conventional incubation. Further data explicitly comparing the incubation environment, the algorithm for embryo selection, or both,
are required before recommendations for a change of routine practice can be justified.




OSNOVNE DEFINICUE

PGD — Preimplantaciona genetska dijagnostika

metoda za identifikaciju zdravih i nezdravih
embriona u fertilnoj populaciji pacijenata u cilju
sprecavana prenosenja naslednih bolesti.

PGS — Preimplantacioni genetski skrining

Metoda za identifikaciju euploidnih embriona u
infertilnoj populaciji pacijenata



ISTORIJAT PGD/PGS

1985 PCR
1990 PRVI PGD NA LJUDIMA (Winston)
1992 PGD Cistic¢na fibroza (Handyside)

1993 PGS (Delhanty 1993, Munne 1993)



ZASTO PGS?

Sta je PGS?
Kome ga ponuditi?
Sta oéekujemo od procedure — zadovoljstvo?

Sa kakvim izazovima i razoCaranjima se
suoCavamo —zabrinutost?



NOVE TEHNOLOGHE | POSTUPCI U INFERTILITETU
KOJI'NAS VODE DO CILIA?

er PGS/PGD

Izt ajbo ‘. embriona i
A DO € (3 OStI 1111 ” \




PGS

Pre svega i jedino najsuverenija metoda
embrioselekcije.

Ne moze stvoriti embrion boljim nego sto jeste.

Moze nam pomoci da izaberemo najbolji iz prve i
skratimo vreme do trudnoce, smanjimo breme
neuspeha i implementiramo SET sa sigurnoscu.



OBIM PGS —A — DA LI JE TO NOVINA ILI RUTINA?

ESHRE PGD consortium
1997-2010.

60 centara

39431 ciklusa

6231 dece rodeno

i

Series 1

De Rycke HR 2015
Jan.— Dec. 2010
62 centra

5780 ciklusa
1071 hromozomske abnormalnosti
108 X vezane bolesti
1574 monogenske bolesti
2979 PGS

1503 trudnoce
1152 zivorodenih



PGS




PGS/PGD

Hromozomske aneuploidije su najcesci uzrok prekida
trudnoce nakon prirodne koncepcije i In Vitro fertilizacije.

Pojava aneuploidnih embriona ima eksponencijalni rast u
deceniji pred menopauzu.

Najveci skorasnji pomak u preimplantacionoj genetskoj
dijagnostici je uvodenje metode komparativne genomske
hibridizacije (mArrays) za detekciju hromozomski
abnormalnih oocita i embriona, uz implementaciju NGS

tehnologije.



KLJUCNA PITANJA

Zasto PGS za selekciju

Koje tehnike za genetsku
analizu koristiti

Kada izvoditi biopsiju
(polarno telo, D3, D5)
Klinicki benefit na
oshovu dokaza
Tehnicki i organizacioni
1zZazovi

Zasto PGS

Visoka stopa aneuplidnih
oocita i embriona u
ljudskoj populaciji koja
raste sa godinama (<5%
oocita sa 20 godina i
preko 50% nakon 37. god
aneuploidno).



MEDICINSKO OPRAVDANIE ZA PGS

The nature of aneuploidy with
increasing age of the female partner:
a review of 15,169 consecutive
trophectoderm biopsies evaluated
with comprehensive

chromosomal screening

| e e
Gonclusion(sr sand 0. g

Feri it

. ©2014 by E ‘ E

or " Wort, Compriensi oo s cnbrpons acuploiy, IV,

',1 Prelmplantation graeie Secain,trophectoder opey

17771117

AN

Distribution of zamples evaluated relative to the age of the female partner and the ensuing comprehensive chromosomal screening results.

Euploid Aneuploid
Oocytes retrieved Cohorts of embryos Ho. of biopsies Percentage Percentage

Age (y) {m = SEN) evaluated (n) evaluated (n) n of total n of total
22 235+35 9 72 40 Lh.6 32 44 4
23 193 +£1.7 12 76 45 La.2 3 408
24 215+ 2.1 13 74 57 2.2 22 278
25 129+£11 17 90 50 056 40 444
26 151 & 1.1 29 175 132 75.4 43 246
27 16.2 + 0B E L 240 175 129 &5 271
28 130+ 07 57 335 2559 7.3 76 227
29 139+ 04 106 A 464 793 111 207
30 129+ 04 126 B0 616 76.8 186 232
N 139+ 03 164 A6 5495 &9.0 267 310
32 111 +02 193 1.023 705 689 318 31.1
33 139+ 04 231 1.324 913 &9.0 411 310
34 137+ 04 2 1,156 794 687 362 313
35 Me+03 2 1,22 800 655 422 345
36 128+ 03 267 1,2 g2 &4.5 456 35.5
37 101 £ 0.3 257 1,153 B62 L7.4 4491 426
38 8702 2 1.123 5as 0.1 L38 4749
39 105+ 02 272 1,008 475 471 L33 L2989
40 1M2+03 2449 953 398 41.8 Lo5 La2
41 92+03 234 750 233 31.1 L7 689
42 87 +02 150 453 113 249 340 75.1
43 60 +03 79 217 36 166 181 834
44 57 +02 41 a5 10 11.8 75 532
45 5.0+ 04 2 £ 4 15.7 35 543
46 118+05 4 43 12 279 31 2.1
47 63+03 4 17 i] 0.0 17 100.0
48 2 1 1 ] 0.0 1 100.0
49 4 1 2 i] 0.0 2 100.0
Tatal 3,30 15,169 9,001 6,168

Franasiak. Aneuploddy versus age. Ferdl Sienl 2014




PORED OOCITA | VISOKA STOPA ANEUPLIDIJA U EMBRIONIMA

Preko 2/3 humanih embriona aneupolidno

58% do 30 te god

77% preko 30 god

Mantzouratou et al 2007.



TEHNIKE PGS-A ISTORUAT | IZAZOVI

PGS — FISH (mali broj hromozoma, PGS - PCR

brojne tehnicke poteskoce)
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Table 3. Advantages and drawbacks of different embryo-stage biopsies

Biopsy stage Polar body (cocyte) Day 3 blastomere Day 5-6 trophectoderm
Advantages * no effect on development * low number of cells required * low number to test

ample time for genetic testing « all indications * more cells available
excellent for maternal origin + time for genetic test all indications
avoids legal and ethical concerns less mosaicism
Drawbacks high number tested mosaicism blastocyst culture
sequential biopsy ADO needs vitrification
no information on mutations of paternal origin possible lower implantation rates expertise required




PG Cantral
Study or Subgroup  Events Total Events Total Weight  Risk Differance

W-H, Fixed, 85% CI
2 190 3BE% D050 00
202 384% 001020, 0003
1053 10.3% D04 026 001
130 SR% 00328 00
i 50 BE% Q06021008
Subdotal [35% C1) 87 525 100.0%  -0.08 [0.13, -0.03)
Tital evenls BE{IE%) 136 (26%)
Helerogeneity: Chit = 251, df = 4 (P = 0.64); IF= 0%
Test for overall effect Z = 3.38 (P = 0L000T)

Indication Good Progrosis Patiem W-H, Randam, 95% CI
Stapssan 2005° WO W 120 W/ 000F0R013
Jarsen 2008" WO I & NIB 022041003
Meyer 20067 6 2 15 M4 260K 0360863, 010]
Subiotal [35% C1} 198 190 100.0% <017 [<0.39, 0u4]
Total avanis BI(I2%) DI

Hiterageneity: Taw = 0.0 Che = 827 df= 2 (P = 0.02); F = T6%

Tesl for cverall effect 2 = 1,56 (P = 0.12)

Indication Repeated bnplantstion Failure M-H, Fixed, 95% CI
Binckesl 2008 1% T2 26 67 100.0% 098 [0.33, .03
Subtotal [35% ) T2 BT 100.0% 098 0.1, -0.03)
Tital evenls 15{21%) 26 (33%)
Helerageneity: Mol applicable

Test for overall effect Z = 2.38 (P = 0.02)
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back to the future , \
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Blastocyst biopsy: LAH on D5
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Clinical application:
Blastocyst biopsy for PGD SGD

D5 biopsy/ D5 biopsy/
D6 transfer Witrification vitrified/

Cycles treated 177 40 13
diagnosed 93% 90%

Cycles to 113 34 13
transfier

Implantation 48.8% 50% 46%
rate

Pregnancies/ 51.3% 70.5% 63%
transfier

McArthur et af . [2008) Chang e al, (2013)  Lathi et ai. [2012)
Prenat Diagn Hum Reprad ABMOnline

Clinical application: Randomised Trial: .
Blastocyst biopsy, CGH and vitrification <35, blastocyst biopsy, CGH, fresh transfer

Cycles Mat. Age Prew.
Failed
Cycles




KOME RADITI PGS?

Pacijenti koji su u IVF postupku u
starijoj starosnoj dobi (38 ili

starije), EUPLOID SINGLE EMBRYO TRANSFER

Pacijenti sa ucestalim IVF

neuspehom, bilo koje starosne The New IVF Paradlgm
dobi (3 ili vise neuspelih ). Forman, MD s b Tt Ja M :
pokusaja), 2 i

4 Ifertility

U svrhu screening-a na porodicno -~
¢ for the

prenosive genetske bolesti & generalist
.o . .e . . 1 Jani R. Jensen, MD
Pacijenti koji su nosioci TR TOOLS
. 4 Should you trust your
hromozomskih translokacija data t the clet?

Pacijenti koji imaju ucestale
pobacaje



PREDUSLOVI ZA IMPLEMENTACIJU PGS-A

ODLICNI

LABORATORISKI USLOVI

RUTINSKA KULTIVACIJA DO BLASTOCISTE
VISOKO USPESAN KRIO-VITRIFIKACIONI PROGRAM

OBUCEN

KADAR — aieroros, EMBRIOLOG, GENETICAR

DOBRA KOORDINACUA | MULTIDISCIPLINARAN RAD

ADEKVAI
LABORA

'NA OPREMLJENOST — GENETSKA
'ORIJA — SEKVNCIONIRANJE, CGH, NGS ...

LEGISLA]

'IVNI PREDUSLOVI



PGS U SRBIJI — NASI REZULTATI

2015 zapocet program (inkluzioni kriterijumi 2 ili viSe neuspesnih pokusaja, habitualne pobacaje ili starije od 38.
godina).

GAK Klinickog centra Vojvodine, uzorkovane su blastomere ili blastociste

Preimplantacione genetske analize po protokolu 24sure za aneuploidije su uradene na Institutu za zdravstvenu
zastitu dece i omladine Vojvodine.

24 polarna tela
80 blastomera
5 biopsija trofoektoderma

Amplifikacija je bila uspesna kod 63 od 109 uzoraka.

46 uzoraka nije uspesno amplifikovano u pocetnim ciklusima.

Aneuploidni nalazi su dobijeni kod 46 uzoraka (73,02%).

Sve pacijentkinje su imale neki ili sve aneuploidne embrione.

Euploidni nalazi su dobijeni kod 17 uzoraka (26,98 %), sto ih je kvalifikovalo za eventualni transfer.

Procenat euploidnih nalaza nakon preimplantacionog genetskog skrininga se uklapa u podatke iz literature.



broj pacijenata

do 30 godina

31-36 godina

godine

36-40 godina

m Neamplifikovani

B Euploidni (amplifikovani)

= Aneuploidni (amplifikovani)







STA ISKRENO MOZEMO OCEKIVATI OD PGS-A

Kraci put do cilja

Usteda vremena, smanjenje anksioznosti i bremena
neuspehal

Da li to znaci da je on resenje za sve?

Ko ce sve to da plati?
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ERA SE PRE SVEGA PRIMENJUJE ZA REKURENTNI POREMECAJ IMPLANTACIJE
DA LI SE SLAZEMO STA JE TO?

Recurrent implantation failure (RIF) klinicki entitet koji se odnosi na
situaciju u kojoj se ni nakon viSe pokusaja implantacije ne dolazi do
stadijuma trudnoce detektabilnog ultrazvukom.

| dalje ne postoji univerzalno prihvacena definicija RIF-a, zavisi od
broja embriona, ciklusa, ... Sto otezava metodologiju
naucnoistrazivackog rada

Das and Holzer, 2012
Laufer and Simon, 2012
Penzias, 2012

Simon and Laufer, 2012a
Urman_et al, 2005




ERA REZULTATI
RUIZ-ALONSO, SIMON. 2013, FERTIL STERIL

85 RIF i 25 kontrolnih pacijenata

Receptivni endometrijum 74.1% RIF pacijenti i 88% kontrolni
subjekti

Kod personalizovanog ET u RIF pacijenata 51.7% PR.

Kod pacijenata sa ,,pomerenim“ prozorom implantacije,
potvrdenim sa 2 ERA testa, kao i sa haknadnim pomeranjem
vremena transfera 50.0% PR.

Preliminarni rezultati.

:ERA®

Endometrial =
Recepfivity Array




ASITIRANI ,HATCHING" — AHA
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* Asistirani hecing se kao novi metod
za povecanje implantacionog
potencijala embriona pojavio
devedesetih godina (Cohen, 1990).
Kontradiktorni rezultati
Nije rutinski preporucljiv svim
pacijentima (ASRM, 2014).

~Mali broj studija dokazao korist u

stopi Zivorodenih, &ak i gde su

ope klini¢kih trudnoéa bile vece.

loguce pove ’-'a]n'e_ stope multiplih
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Assisted hatching on assisted conception (in vitro fertilisation
(IVF) and intracytoplasmic sperm injection (ICSl)) (Review)

Carney SK, Das S, Blake D, Farquhar C, Seif MM, Nelson L

THE COCHRANE
COLLABORATION®

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library
2012, Issue 12
heep:/fwww.thecochranelibrary.com

Authors’ conclusions

This update has demonstrated that whilst assisted hatching (AH) does appear to offer a significantly increased chance of achieving a
clinical pregnancy, the extent to which it may do so only just reaches staristical significance. The 'take home” baby rate was still not
proven to be increased by AH. The included trials provided insufficient dara to investigate the impact of AH on several important
outcomes. Most trials still failed to report on live birth rates.




FAKTORI ZA RAST ENDOMETRIJUMA

Sildenafil
Vazodilatatori
G-CSF (Neupogen)

Oprecni rezultati,
uglavnom bez benefita.

Nedostaju adekvatne
studije
Samo eksperimentalno



ZADACI ZA BUDUCNOST U UNAPREDENJU ART
EDUKACIJA EMBRIOLOGA

Master akademske studije

Reproduktivni biolog — embriolog

PMF Departman za biologiju
Medicinski fakultet
Univrezitet u Novom Sadu



BUDUCNOST VTO

Banka ovarijalnog tkiva
uzimanog od zena u
reproduktivnhom dobu i IVM
Sirih razmera

Razvoj vestacke materice?

Da se eticka razmatranja
promene i prilagode
tehnickom napretku u ovoj
oblasti!




KLIJIUCNE PORUKE

Kontinuirano unapredenje laboratorijskih uslova
Ne postoji jedan ,,Carobni Stapic”
Multidisciplinaran rad

Iskrenost u implementaciji novina (medicina zasnovana na
dokazima, dobro dizajnirane studije)

Regulacija, kontrola, standardizacija rada, manje marketinga
Novine doziveti kao komplementarne dosadasnjem tretmanu
Prikupiti objektivne dokaze o koristi od navedenih procedura

Definisati grupu pacijenata i klinicke okolnosti u kojima
mozemo ocekivati dobit.



HVALA NA PAZNIJI




