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Hedef ézellikleri:

1. Etkili olabilmeli
- 2.Guvenli olmali
~ 3.Klinik gereksinimlere yanit verebilmeli -
4. Ekonomik gereksinimlere yanit verebilmeli

5. llaglanabilir olmali
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ILAG: Kiigiik molekiiller
BiYOLOJiIK AJAN: Biiyiik molekiiller

Hedefin belirlenmesi
Hedefin validasyonu
Hedefin vurulmasi
Olcim yontemlerinin gelistiriimesi
Vurus serilerinin olusturulmasi
Vurustan — isabete (lead belirlenmesi) ... oenevier:
Isabetli vuruslarin optimizasyonu Fare, kobey  oun)
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"Human-Ab phage library (library size=10'
lScreening (49 cell li

Screened out human-Ab phage
(500 000-1 000 000)

Isolated Ab showing specific reactions on the
cancer cell membrane (approx. 12 000 clones)

l Sequencing of isolated clones

Adjustment for redundancy of above
clones (approx. 4200 kinds of clones)

Characterisatitzln, validation
an
Ag identification

Intotal, 488 kinds of mAb against
29 Kinds of TAA were selected

49 hdcre dizini kullaniimis.
Monoklonal Antikor havuzu
icin  500.000-1.000.000 arasi
MoAb bakiimis. 12.000 klon
sekansi  yapimis. Kanser
hiucresi yuzeyinde reaksiyon
yapan 4.216 MoAb elde
edilmis. Son asamada 488
MoAb uygun bulunmus

Cancer Sci. 2011 Jan;102(1):175-81. doi: 10.1111/].1349-7008.2010.01739.x. Epub 2010 Oct 12

Selection and analysis of anti-cancer antibodies for cancer therapy obtained from antibody phage

library.

Kurosawa G, Sumitome M, Ukai Y, Subere J, Muramatsu C, Eguchi K, Tanaka-Hashiba M, Sugiura M, Ando M, Sato N, Morita M, Inaba K, Morigaki §,

Takasaki A, Akahori Y, Miyakawa 5, Uyama |, Maeda K, Shiroki R, Hoshinaga K, Mizoguchi Y, Hattori ¥, Sugioka A, Sugiura M, Kurosawa Y.



KLINIiK ILAC CALISMALARI

FAZ IV

Ruhsat sonrasi calismalar

llacin gercek yasamdaki performansi
Seyrek yan etkilerin gosterilmesi
Ozel popilasyonlardaki etkinligin ortaya cikmasi
Uzun sure sonra ortaya ¢ikan yan etkilerin
gozlenmesi



Faz I'den onaya kadar ulasma olasiligi
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Toplumu iyi temsil ediyor

Yan tutma (bias) 6nlenmis

Istatistik agidan gucglo



A. TEDAVI PLANLAMASI

B. TARAF TUTMAYI ONLEME
Korleme-Maskeleme

Kontrol gruplarinin secimi

Randomizasyon



| e— ] | -

A. TEDAVI PLANLAMASI

B.



=l — - - = _ R =
— e — " — —
= g R N’ e TR B = LNl L L B Nzl LB B NS —_ Ll

KOAH’ta bakteriyel pnédmonide antibiyotik kullanimi



Tek kollu calisma
Paralel calisma
Withdrawal (gericekme) calisma

Capraz (crossover) calisma
Faktoriyel calisma

Sagkalim calismasi



Toplam 312 KOAH + bakteriyel pnémoni hastasina
Solithromycin verilmis. %71.7 etkili bulunmus (p<005).



Paralel calisma

Solithromycin (5 glin) + placebo (2 giin)

4

R*

Moxifloxacin (7 giin)

Toplam 860 KOAH + bakteriyel pnémoni hastasi 1:1 randomize edilerek bir kola
Solithromycin + Plasebo, diger kola ise Moksifloxacin verilmis. (%78.2 vs %77.9)

Lancet Infect Dis. 2016 Apr;16(4):421-30. doi: 10.1016/51473-3089(16)00017-7. Epub 2016 Feb 5.

Efficacy and safety of oral solithromycin versus oral moxifloxacin for treatment of community-
acquired bacterial pneumonia: a global, double-blind, multicentre, randomised, active-controlled,
non-inferiority trial (SOLITAIRE-ORAL).

Barrera CM', Mykistiuk A%, Matev H?, Nitu MF?®, Karimjee N5, Dareski PA®, Mitha I¥, Tanaseanu CM®, Malina JM®, Antonovsky ¥'®, Van Rensburg DJ'!, Rowe

BH'2, Flores-Figueroa J'3, Rewerska B', Clark K'5, Keedy K%, Sheets A'S, Scott D', Horwith G'%, Das AF', Jamieson B'%, Fernandes P'5, Oldach D'7;
SOLITAIRE-ORAL Pneumonia Team. 16




Capraz (crossover) ¢alisma

Metronom ile CPR Metronomsuz CPR

R

!

MANKEN

Metronomsuz CPR Metronom ile CPR

Uzun suren hastaliklar icin gecerli. GonUllGler tedavilerin ikisini de belirli bir ara ile alir ve kendi
kendilerinin kontrolU olurlar
Akut hastaliklarda gig. Uzun ve kalici etkili ilaglarda yapma (carry-over effect)

Pediatrics. 2015 Now; 136(5):905-11. doi: 10.1542/peds.2015-1858. Epub 2015 Oct 12.

Use of a Metronome in Cardiopulmonary Resuscitation: A Simulation Study.
Zimmerman E', Cohen N2, Maniaci V?, Pena B?, Lozano JM?, Linares M2,




PROPORTION SURVIVING

Calisma, 6lum ya da relaps gibi tanimlanmuis bir

olaya kadar devam eder

1.0

0.9 \
084 |
0.7 4
0.6 —
0.5
0.4
0.3

0.2

0.1

0.0 —

0

=7

12

24 36 48 60 72 84 96 108 120 132
MONTHS FROM DATE OF POSTCHEMOTHERAPY SURGERY

T 1111 & “"17 "1 7 17

[
144

noktasi
ite veya

te gozlenmeyen
Ir



Diger Tasarimlar:
Faktoryel calisma
Withdrawal (gericekme) calismasi
N-1 calisma
Add-on calisma

Yeni tasarimlar:

Adaptif tasarimlar
Basket ¢alismalar
Teleskopik calismalar
Dikissiz Faz ¢alismalari



KLINIK CALISMA TASARIMININ
PARCALARI

A.

B. TARAF TUTMAYI ONLEME
= Korleme-Maskeleme

= Kontrol gruplarinin secimi

= Randomizasyon

23



Kor ya da maskelenmis ¢calisma, ¢alismaya katilan
gonullGlerin:

A. calhisma ilaci alip almadiklarini
B. kontrol grubunda olup olmadiklarini
bilmedikleri calismadir.



Acik ¢alisma (open label)

Tek kor (Single-blind)

Cift kor (Double-blind)

Cift maskeli (Double-dummy)

3. kisi korlemesi (Third party-blind)



FeOGalililN Sui Vsl ol AV an

Calismada kullanilanilaglar gondllg,
arastirici ve degerlendiren tarafindan
bilinir.

pxacilin
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Genellikle hasta ilaglari bilmez.
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Cift kor calisma hem gonillindn hem de
calismacilarin hangi hastanin tedavi grubunda,
hangi hastanin kontrol grubunda olup olmadigini
bilmedikleri ¢calismadir.

Lancet Infect Dis. 2016 Apr;16(4):421-30. doi: 10.1016/51473-3089(16)00017-7. Epub 2016 Feb 5.

Efficacy and safety of oral solithromycin versus oral moxifloxacin for treatment of community-
acquired bacterial pneumonia: a global, double-blind, multicentre, randomised, active-controlled,
non-inferiority trial (SOLITAIRE-ORAL). —

Barrera CM?, Mykietiuk A2, Metev H?, Nitu MF*, Karimjee N5, Doreski PA®, Mitha I”, Tanaseanu CM®, Molina JM?, Antonovsky ¥'°, Van Rensburg DJ !, Rowe

BH'2, Flores-Figueroa J'3, Rewerska B'%, Clark K'®, Keedy K'®, Sheets A'S, Scott D5, Horwith G'®, Das AF'®, Jamieson B'®, Fernandes P'5, Oldach D'7;
SOLITAIRE-ORAL Pneumonia Team.

Calisma ilaci I Karsilastirma
ilaci
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Intravenoz olarak kullanilan birilacin tablet
formu ¢ikti. Kullanmasi daha kolay ve ucuz.

Calismailaci Karsilastirma
ilac
%

Karsilastirma
ilaci plasebosu  plasebosu

Nasil korleyelim?

Calismailaci



Arastirmaci, hasta ve verileri degerlendiren
ilaclar bilmez



KLINIK CALISMA TASARIMININ
PARCALARI

e Tedavi planlamasi
e KOrleme

e Tedavi kollarina ayirma yontemleri



Kontrol grubu yeni gézlemlerin
degerlendirildigi/karsilastinldigi standarttur.

Cogu klinik calismada hastalarin bir grubu arastirma
ilacini ya da tedavisini alirken, kontrol grubu o
hastalik icin standart tedaviyi ya da plasebo alr.
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Plasebo

Tedavisiz kontrol

Doz karsilastirmasi /@ /m

Lancet Infect Dis. 2016 Apr,16(4):421-30. doi: 10.1016/51473-3089(16)00017-7. Epub 2016 Feb 5.

Efficacy and safety of oral solithromycin versus oral moxifloxacin for treatment of community-
acquired bacterial pneumonia: a global, double-blind, multicentre, randomised,_active-controlled
non-inferiority trial (SOLITAIRE-ORAL).

Barrera CM', Mykietiuk A%, Metev H®, Nitu MF*, Karimjee N5, Doreski PA®, Mitha |7, Tanaseanu CM®, Molina JM?, Antonovsky ¥1°, Van Rensburg DJ", Rowe

BH'2, Flores-Figueroa J', Rewerska B"*, Clark K'®, Keedy K'®, Sheets A'S, Scoit D'®, Horwith G'%, Das AF'€, Jamieson B'®, Fernandes P'®, Qidach D'7;
SOLITAIRE-ORAL Pneumonia Team.

Tarihi kontrol

33



PLASEBO tedavi edici etkisi olmayan, inaktif hap, sivi veya
tozdur.

Klinik arastirmalarda deneysel tedaviler genellikle plasebo ile
karsilastirilir. Ancak eger karsilastirilabilecek etkin bir tedavi
var ise plasebo verilemez.

Plasebo verilen hastada, calisma ilacindan beklenen etkinin
gozlenmesine “PLASEBO ETKISI” denir.

Etkin olmayan bir maddenin etkisiz olmasi gerekirken
olumsuz etki gostermesine *“NOSEBO ETKISI” denir



Iki plasebo hapi bir haptan daha etkili

Plasebonun rengi 6nemli, pembe haplar maviden daha etkili
(konsantrasyonu toplamada)

Plasebonun sekli dnemli (Kapsuiller haplardan daha etkili —sedatif olarak)
Plasebonun uygulama sekli nemli (injeksiyon haptan daha etkili)

Pahali plasebo daha etkili

Bir pacemaker takmak ama calistirmamak kalbe iyi geliyor.

Doktorun olumlu goris vermesi etkiyi arttirmakta

Hastaya plasebo alacagini neseli bir sekilde soylemek etkiyi arttiriyor.

Expensive Placebo Works Better Than Cheap

One
by Kate Melville

Duke University (2008, March 5). You Get What You Pay For? Costly A 10-cent pill doesn't kill pain

as well as a $2.50 pill, even
Placebo Works Better Than Cheap One when they are identical

placebos, according to a new

study from Duke University.

The researchers used a
standard protocol for
administering light electric




Sc Transl Med. 2017 Dec 6590415}, pii: eaan8848. doi: 10.11 26/sciransimed_aanBE4.6.

A randomized controlled safety/efficacy trial of therapeutic vaccination in HIV-infected individuals
who initiated antiretroviral therapy early in infection.

Sneller MC', Justement JS', Gittens KR?, Petrone ME, Clarridge KE', Proschan MA®, Kwan R, Shi ", Blazkova J', Refsland EW', Marris DE?, Cohen K,
McElrath MJ%3, xu RE, Egan MAS, Eldridge JHE, Benko E7, Kovacs €78, Mair 5, chun TWY, Fauci s

+ Author infarmation

Abstract

Despite substantial clinical benefiiz, complete eradication of HIV has not been possible using antiretroviral therapy (ART) alone. Sitrategies that can
either eliminate persistent viral reservioirs or boost host immunity to prevent rebound of virus from these reservoirs afier discontinuation of ART are
needed; one possibility is therapeutic vaccination. We report the resulis of a randomized, placebo-controlled trial of a therapeutic vaccing regimen in
patients in whom ART was initiated during the early stage of HIV infection and whose immune sysiem was anticipated to be relatively intact. The
objectives of our study were to determing whether the vaccine was safe and could induce an immune response that would maintain suppression of
plasma viremia after discontinuation of ART. Vaccinations were well tolerated with no serious adverse events but produced only modest
augmentation of existing HIV-specific CD4™ T cell responses, with litte avgmentation of CO8™ T cell responses. Compared with placebo, the
vaccination regimen had no significant effect opthe-dimelicsor magnitioe of virarrebewod afier interruption of ART and no impact on the size of the
HIV reservoir in the CD4™ T cell compartinfant. Notably, 26% of subjects in the placebo arm eXhibited sustained suppression of viremia (<400
copies/ml) after treatment interruption, a rate of sponl@nEcus-suppressiommgier than previougly reponed. Our findings regarding the degree and
kinefics of plasma viral rebound after ART interruption have potentially important implications for the design of future trials testing interventions
aimed at achieving ART-free control of HIV infection.
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KLINIK CALISMA TASARIMININ
PARCALARI

e Tedavi planlamasi

e KOrleme

e Kontrol

e Tedavi kollarina ayirma yontemleri
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Yayinlanan ilk randomize ¢alisma 1948'de BMJ'de

Tuberkuloz olgularinda streptomisin kullanimr ile
ilgili

Randomizasyonun amaci bilimsel degil, eldeki
streptomisin’in ¢cok az olmasi
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Yeni ve denenmemis tedaviler

Standart tedavinin nispeten etkisiz oldugu erken faz
calismalari

Gerc¢ekten dramatik yanit beklenen tedaviler



BUtUn hastalar o hastaliktan 6lurken, yeni tedavi
sonrasi bir kisim hastanin sag kalmasi

Hastalarin cogu o hastaliktan 6lurken, yeni tedavi
sonrasli hastalarin hepsinin sag kalmasi



AKUT MITEDAVISI

Number of
studies that
show a
significant
difference
between
mortality
rates

60

50

40

30

20

10

Randomlzatlon

l =

Randomization without Randomlzatlon and
blinding blinding

Chalmers,et al. N Engl J Med 1983, 309:1 358-M



RKC’In SORUNLARI

Yilda 40.000 RKC

1. Cok pahalive zor

2. Sonuclar cok genel (bireysel dUzeyde?)

3. Sonuclar cok dar alanda (¢cok secilmis hasta
gruplari-gercek hayat?)

4. Pratige yansimasi uzun suruyor



COzZUM

RANDOMIZE KLIiNiK CALISMALAR
+
BUYUK VERI (Big Data)
Ucuz, cok sayida hasta var
Randomizasyon yok — ¢ok fazla etkileyen faktor var



Tesekkur ederim!



