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MEAETEZ kai "MeAétec”

(linical decision making: more than just an algorithm
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Aev oralérovue timota 1o fefaimwuévo,
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KAINIKEZ MEAETEZ
TPEXOYZEZ AMANTHZEIS SE BAZIKA EPQTHMATA
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ENTIMOTHTA

HOika TTaparnTwpara oTtnv ‘Epeuva

K. Fapdikac

Sir Cyril Burt 1883-1971
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MEAETEZ ka1 " MeAérec”

“Don't get too caught up in the deluge of data
and statistics: it' s time to reconnect with the
patient.”

Gianni Bonadonna 1995

CLICAL TRIALS AND TRAVAILS

Vincent T. DeVita 2003




This article was retracted in June 2001.
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RETRACTION !

Retraction: A Genomic Strategy to Refine Prognosis in
Early-Stage Non-Small-Cell Lung Cancer.
N Engl J Med 2006:355:570-80.

March 2 2011

to the editor: We would like to retract our article...
.. We deeply regret the effect
of this action on the work of other investigators.
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TToAAawAouv MuéAwpa
PBSCT + Thalidomide vs PBSCTx2 ?

Tunisian Myeloma Study Group

2008 111: 1805-1810
Prepublished online Sep 17, 2007;
doiz10.1182/blood-2007-07-101212

Single autologous stem-cell transplantation followed by maintenance
therapy with thalidomide is superior to double autologous
transplantation in multiple myeloma: results of a multicenter
randomized clinical trial

Abderrahman Abdelkefi, Saloua Ladeb, Lamia Torjman, Tarek Ben Othman, Amel Lakhal, Neila Ben
Romdhane, Halima EI Omri, Moez Elloumi, Hatem Belaaj, Ramzi Jeddi, Lamia Aissaoul, Habib
Ksouri. Assia Ben Hassen. Fahmi Msadek, Ali Saad, Mohamed Hsairi, Kamel Boukef. Ahlem Amouri.
Hechmi Louzir, Koussay Dellagi, Abdeladhim Ben Abdeladhim and on behalf of the Tunisian Multiple
Myeloma Study Group

From waw blosdjournal " 3¢ HELLENIC SOCIETY OF HEMATOLOGY on e 10. 2000. For personal use
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O £Ovikoc npwacg otn Notia Kopéa nrav ararewvac!

2EOYA : O X.. eOvikoc npwac yia Tnv £peuva Tou oTd
PAaoToKUTTAPpA KaTadIKAOTNKE Yia umefaipeon KovOUAiwv Kal
yia mapavopn ayopd avOpwrivwyv wapiwv. .0 X. €deife
peTapéAela Kal To diIkaoTNPIo Tou eméPaAe moivy GUAAKIONG HE
TPIETA AvadoToAR.

Me Tnv anopaon Tou dikaoThpiovu ypaprtnke o OAiIPepoc
emiAoyo¢ oTn otadiodpopia evoc avOpwmou o omoiog
KATOTE XAPAKTNPIOTNKE Npwag ...

KaBnuepiviy, 27 Oktwppiov 2009




AiTia Twv HBIkwv TTaparTwuaTwy
K. Flapdikac
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EvaykaAiopog Twv eraipeiwv

Publish or Perish

“Deadly Medicines and Organized Crime’’
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Xpovia AcppokutTapikn Asuxaipia

CHI = 19.50
P < .001
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FCR MeTta 25 xpovia

FCR holds up to the test
of time: CLL8 follow-up
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S. BARTHOLOMEW'S 1990




OClwdén Aspypwpara
Aokipyéc kai Aokipaoiec x 20 érn
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Olwodn Acsppwuara
Rituximab... yera 30 xpovia

P
: WR-CHGHHMM
= CHOP (188/205)

Mumber of Patients at Risk

Probability of Overall Survival

645 609 571 475 420 279 141
541 510 485 419 385 224 96
[ I I I 1 I I

0 1 2 4 5 6
Years

Post-Induction Treatment: 1: Observation

Hiddemann W. et al. 2005 National LymphoCare Study, 2014
2004-7, 2700 pts

The Search for Surrogate Endpoints in Trials in Diffuse Large
B-Cell Lymphoma: The Surrogate Endpoints for Aggressive
Lymphoma Project




XYI'KPITIKEX MEAETEX

A CLINICAL TRIAL OF SANOCRYSIN IN PULMONARY
TUBERCULOSIS!

J. BURNS AMBERSON, JR., B. T. McMAION axp MAX PINNER

1753 James Lind
controlled trial
Citrus - scurvy

1898 Johannes Fibiger
Alternate — allocation
Diphtheria antitoxin

1931 James Burns Amberson

Silesian Terra Sigillata Coin flip
1580 Sanocrysin - tuberculosis




TYXAIOITIOIHXH / ITPOOIITIKEX
MEAETEX

BRITISH MEDICAL JOURNAL

LONDON SATURDAY OCTORER 30 1948

STREPFTOMYCIN TREATMENT OF PULMONARY TUBERCULOSIS
A MEDICAL RESEARCH COUNCIL INVESTIGATION

4

1962 Food, Drug, and Cosmetic Act

1970 TTpoonTikég, TuxaiomoINHEVEC

MeAéTeg
Sir Austin Bradford Hill
1897 - 1991




RANDOMIZED, CONTROLLED TRIALS, OBSERVATIONAL STUDIES,
AND THE HIERARCHY OF RESEARCH DESIGNS

The NEW ENGLAN D
JOURNAL o MEDICIN E
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ETTIOETIKEZ OEPATIEIEZ
70 - 2000




Aéppwpa Hodgkin

More is better

ABVD > MOPP 1975

MOPP - ABVD x12 Il

MOPP/ABV x8 |

BEACOPPx8

MeyaOepancia |




2002 Aéppwpa Hodgkin
AupipoAicc. ..

EDITORIAL

Advanced Hodgkin's Disease: ABVD Is Better,
Yet Is Not Good Enough!

Volker Diehl




XXEATAXMOX
More is not necessarily better |

Hodgkin's Lymphoma — The Great Teacher

Joseph M. Connors, M.D.

B Overall Survival

100
= BEACOPP 89%
84%

ABVD

Hazard ratio, 0.75
P=0.39

£
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e
o

No. of No. of
Patients Events

BEACOPP 163 15
ABVD 168 22

T
2 3

The NEW ENGLAN D
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EmlOetika Agpoopato
More is better?...2000

"70 CHOP > COP

4

m BACOD
MACOP - B
ProMACE - Cytabom

4

MeyaOepancia |




EniOeTika Asppwpara
1993 more is not better

PATIENTS RELAPSES 3-YEAR
AT RiIsk OR DEATHS ESTIMATE
— CHOP 225 114 41%
----m-BACOD 223 109 46%
3 - — ProMACE-CytaBOM 233 115 46%
A\l - - MACOP-B 218 119 41%
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2000... the different is better
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The greatest derangement of
the mind is to believe in
something because one wishes
it to be so.

~ Louis Pasteur

AZ QUOTES




‘Eto1, aAAa 15 xpovia...
urTw¢c more is better?

R/CHOP14

Autologous Transplantation as Consolidation
° R/CHOEP for Aggressive Non-Hodgkin’s Lymphoma

® R/A Cv BP Myeloablation for Lymphoma — Question Answered?

Moel Milpied, M.LC

+ R/DA-EPOCH




KAivikéc MeAETeC
TToAUTIHO EpyaAcio aAAa...

EwiAoyn - AoOeveic

KdaOs BeBaiornra ori oI TPOOTTTIKESC MEAETEC gival n uovn Auon
Oa onuaive oxi1 OTI TO EKKPEUES KAIVEI TTPOC MIA KATsuOBuvon
aAAa Ori gival EKTOC EAEyxou.

Sir Bradford Hill




TiIIEpav Tov Tuoyoomomuevov
KAvikov Meietwv ?

Z.. Mélog
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XTON ITPAI'MATIKO KOXMO

Age and acute myeloid leukemia: real world data on decision to treat and
outcomes from the Swedish Acute Leukemia Registry

Real world data on primary treatment for mantle cell lymphoma:

a Nordic Lymphoma Group observational study

Outcomes of CLL patients treated with sequential Kinase inhibitor
therapy: a real world experience

Real-world data on prognostic factors and treatment in peripheral T-cell
lymphomas: a study from the Swedish Lymphoma Registry




MeAeTec TTapaTnpnong

Randomized Chnical Trials and Observational Studies:
Is There a Battle?

There are three prmapal mams of acquiring knowledge:
olservation, reflection, and experirentation. Observation
collas facts; rflaction ombme ther expenimentation
verfies the result of tht cormbimation

Denis Diderot (1713-1784)

Pragmatic Trials




PeaAiopgoc Twv MeAeTwy
Pragmatic Trials

* Epeuvnréc / AoOeveic

+ OepaneuTikn Ttapépupaon
- TTapakoAoUOnon

+ AvaAuon amoTeAEoHATWY




5 YEARS OF AGE OR OLDER
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HAIkiwpévol

TO THE EDITOR:

Survival outcomes in the very elderly with DLBCL prior to and after the
introduction of rituximab: a US population-based study

Diffuse large B-cell lymphoma in the elderly

How to treat old MCL patients:
one size fits it all?

Treatment of Hodgkin
lymphoma in older patients

Treatment of older patients with chronic lymphocytic
leukemia: key questions and current answers

42 INTERNATIONAL CONFERENCE ON
HEMATOLOGIC MALIGNANCIES AT OLDER AGE: BIOLOGY AND THERAPY
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"TOLERABLE" Toxicity ?

Chemoimmunotherapy Is Not Dead Yet in Chronic
Lymphocytic Leukemia

Chemoimmunotherapy May Not Be
Dead Yet in Chronic Lymphocytic
Leukemia, But Fludarabine Plus
Cyvclophosphamide Plus Rituximab Is
Potentially Facing Life Support

JouRNMAL oF CLINICAL ONCOLOGY COMMENTSE AND CONTROVERSIES




AITIA ATAKOTTHZ OEPATIEIAZ

21iIc MEAETEZ ...EEEMEN Tnc vooou

4

2tov TTPATMATIKO KOZMO... "Managable” Toxicity

Table 2. Reasons for discontinuation first Kl

|brutinil (n = 258 discontinuation events) iddaligb n = 58 discontinuation events)

* Toxicity was the most
commaon reason for
discontinuation of ibrutinib or
idelalisib in treated patients
with CLL.

* Kl-intolerant patients, but
less =0 those with CLL
progression, can be
successfully treated with
an alternate Kl




Average First-Line and Lifetime Cost =

of CLL Management per Person (5]
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Koivwvikn / Oikovopiki Kardaotaon

O€cia Aecuxaipia Olwdn Asppwpara

Fig 1. Aiveyear relative survival by socioeconomic status and period of diagnosis, 1988 to 1997 and 1998
to 2005, California

1988-1997 m1998-2005
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Ofcia Aeuxaipgia / Mewypa@ikn wepioxn

ACUTE MYELOID LEUKEMIA IN THE REAL WORLD

Cumulative Proportion Surviving (Kaplan-Meier)
Include condition: Age<60 AND Dx='AML' AND Age>39

region SG, n=129
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Otcia Asuxaigia
2000-2013 867 pts

MRC/NCRI trial

off-trial

Danish National Leukemia Registry 2016




O¢cia Acsuxaigia
7% Ocparnciac oTov KoopHo Twv Ivdiwv




Acppwpara KNZ
oTov Koouo Tou Memorial

Ovorall Surviva
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Omuro A. et al 2015




Acppwpata KNZ
OTOV TPAYHATIKO KOOHO

9165 -ve Pts | National Cancer Database
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Acppwpata KNZ
OTOV TPAYHATIKO KOOHO
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TTpwTtonmaOn Asppwuatra MeocoBwpakiou
oTtov koopo Tou NCI

ORIGINAL ARTICLE

Dose-Adjusted EPOCH-Rituximab Therapy
in Primary Mediastinal B-Cell Lymphoma

Orveral | 5ureival [75)

Eventfree Survival 7€)

Dunleavy K. et al. 2013




Kpitnpia EmiAoyne -KataAAnAdTnrac

Re-FEvaluating Eligibility Criteria for Oncology Clinical Trials:
Analysis of Investigational New Drug Applications in 2015

Broadening Eligibility Criteria to Make Clinical Trials More
Representative: American Society of Clinical Oncology and
Friends of Cancer Research Joint Research Statement
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EPMHNEIA ATIOTEAEZMATN
Evrurwoeic... TlpayparikoTnra

Progress in Cancer Care: The Hope,
the Hype, and the Gap Between Reality
and Perception
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An Inquiry Into the Causes and Effects of the
Variolse Vaccinae, Or Cow-Pox.1798

Edward Jenner 1749-1823

The Roval Seciety of London
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The New England
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TEMPORARY REMISSIONS IN ACUTE LEUKEMIA IN CHILDREN PRODUCED BY
- FOLIC ACID ANTAGONIST, 4-AMINOPTEROYL-GLUTAMIC ACID (AMINOPTERIN)*

Sioney Farser, M.D.,t Louis K. Diamono, M.D.,} Roserr D. Mercer, M.D.§
Roszrr F. Svvester, Jr., M.D.{ awp James A. Worrr, M.D.||

BOSTON




Beit, T Flaewcat, verie, 2, 71,

The Use of Chlorambucil and Sterowds 1n the Treatment of

Chronie .L}-*Il‘lphuu:t}-'ti:;: Leukacmia

D. A Go Garton, B0 Worsnaw, L Szowl ann [0 V. Dacn

1he t’n ster Beofty Reses arch Institute™ (the Royal Concer Hmﬂ.uz and the Royal Marsdin
Huspital® the Dopartinens of Radiotherapy, Hanunersavirh Hmmr..:h atrd the Depotintent of
Haewtology, Postoraduate Medical School of Fondon*
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Chlorambucil vs Ibrutinib !
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4 Craft, 1940; Untreated. All Stages
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Alkylating Agents Only
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V. De Vita

Progress in the Treatment of Hodgkin's Lymphoma

Dan L. Longo, M.D., and Vincent T. DeVita, Jr., M.D.
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Antibody
The antibody,
brentuximab,
specific for CO3('

Anti CD30 - Aéppwpa Hodgkin
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Brentuximab Vedotin (SGN-35) for Relapsed
CD30-Positive Lymphomas
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Cytotoxic agent
The synthetic microtubule-disrupting agent,

monomethyl auristatin E (MMAE, vedotin),
that induces target cell death’

Percentage of patients free
of PD or death

1
A synthetic protease-cleavable linker
that covalently attaches MMAE to the
CD30-directed antibody and releases
the agent within the target cell
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NHL: Increase in Survival Over Time

Rate of 5-Year Relative Survival, 1975-2003*

1

Rituximab
introduced

N W

Percentage of Patients

—_

Year of Diagnosis
NHL = non-Hodgkin lymphoma.
* Data represent patients of all ages, all races, and both sexes.

SEER Database. www.seer.cancer.gov.
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National Cancer Institute, 1983-2013 - 14396 pts
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Progress in the Treatment of Hodgkin's Lymphoma

Introduction
of cobalt-60 l ‘—Introduction
radiotherapy of combination
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Introduction w
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Year
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Disease specific survival (n=2075)

Rates of Death from Hodgkin's Disease, 1935 through 2000.

Values have been adjusted for the age of the 1970 population. Data are from the Surveillance, Epidemiology, and End
Results Program and the National Cancer Institute.
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ACUTE MYELOID LEUKEMIA IN THE REAL WORLD
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Survival in AML
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Overall survival according to WHO/ECOG performance status,
only patients fit for intensive treatment

Cumulative Proportion Surviving
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Davys from Diagnoss
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Davys from Diagnosis

Juliusson, 6. et al. Blood 2009:;113:4179-4187
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First-in-Human Clinical Trials — What We Can Learn

from Tragic Failures

The Search for Surrogate Endpoints in Trials in Diffuse Large
B-Cell Lymphoma: The Surrogate Endpoints for Aggressive
Lymphoma Project




RETRACTION!

Retraction: A Genomic Strategy to Refine Prognosis in
Early-Stage Non-Small-Cell Lung Cancer.
N Engl J Med 2006:355:570-80.

to the editor: We would like to retract our article,
"A Genomic Strategy to Refine Prognosis in
Early-Stage Non-Small-Cell Lung Cancer,” which
was published in the Journa/on August 10, 2006.
Using a sample set from a study by the American
College of Surgeons Oncology Group (ACOSOG)
and a collection of samples from a study by the
Cancer and Leukemia Group B (CALGB), we have
tried and failed to reproduce results supporting
the validation of the lung metagene model described
in the article. We deeply regret the effect
of this action on the work of other investigators.

N Engl J Med March 2 2011
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npwac otn NoTia Kopéa, ..., kKatadikdoThke WaTO00 YId
urneaipeon KovBUAIWV Kai yid mapdavopun ayopd avOpwrivwy
wapiwy. ..o Xoudvyk £d¢cife peTapéAeia kal To 8IKAoTAPIO TOU
eméEPale woivil UAGKIONG HE TPIETA AvVAoTOAN. ...

Me Tnv amépaaon Tou dikaaThpiou ypa@wtTnke o OAIPepOC emiAoyog
oTn otadiodpopia evo¢ avBpwmou o oTroio¢ KATTOTE
XdApakTnpioTnke Rpwag ...

KaBnuepiviy, 27 Oktwppiov 2009




2009 Retraction |

From wwaw.bloodjournal.org at HELLENIC SOCIETY O'; HEMATOLOGY on June 19, 2008. For personal use
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Single autologous stem-cell transplantation followed by maintenance therapy with
thalidomide is superior to double autologous transplantation in multiple myeloma:
results of a multicenter randomized clinical trial

Abderrahman Abdelkefi,' Saloua Ladeb,! Lamia Torjman,! Tarek Ben Othman,! Amel Lakhal,’ Neila Ben Romdhane 2
Halima Bl Omri * Moez Elloumi, Hatem Belaaj4 Ramai Jeddi & Lamia Aissaoul, Habib Ksouri,! Assia Ben Hassen,!
Fahmi Msadek,? Ali Saad” Mohamed Hsalri,* Kamel Boukef,? Ahlemn Amouri,’? Hechmi Louzir, '® Koussay Dellagi," and
Abdeladhim Ben Abdeladhim,! on behalf of the Tunisian Multiple Myeloma Study Group

“Cantra National da Grefia do Modlla Ossause, mel—hpmlL.n-tnT nis
Laboratsine

iopi Chabear, Siax; Hipital Aziza

Othrana, Turis; Hpital mikairs, Turi

From April 2003 to December 2006, 185 by first-line therapy with thalidomide- lowed by & months of .19

patients with de novo

I Fs iorml do la. Samis Publiqus, Tunis; “Centrs.
MNaticral de Transhusion Sanguine, Tunis: and "|n-nu| Puau doTunis, Tunisia

ana
Inmllndymngulhlnmv—-allg' tion of peripheral blood stem cslls with  transplant pse or pro-

collec-  therapy wlln tnllloo(rl' a

were randomly assigned Lo recelve elther

gr yelop g/m#) el
tandem transplantation up front (arm A, granulocyte colony stimulating factor. egy

strat-
Mh mysloma patients

n = 07) orone autologous stem-celltrans-  Data were analyzed on an Intent-to-treat a Jsuperior to tandem trans-
plantation followed by a maintenance basis. With a median follow-up & pitigt Inhis setting. This study was regis-
= ==

therapy with thalidomide (day + 00, 33 months (range, 6-48 monthe
100 mg per dsy uring & montns) (arm B,  3-year overall SUrVIVSl was 55%
n =94). Patients Included In arm B re-  and 85% In arm B (P
celved a second transplamt at disease progressaion-free survi
progression. In both arms, autologous A and 85% hﬂ

stem-cell transplantation was preceded  sing

at www.ClinlcalTrals.gov as (NCT
(P00, TIORTTI:I051890)
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Two prospective randomized stdies ha: &x mmii\dn 12 In this retrospective study, Moris et al' showed that o

high-doee chemotherapy with au ol tegi cell sk
(ASCT) have superior survivi s
treated with coav. kh o 1n bt gaadies et were

younger than 65 iPggle KSCT is now
mnnama o in u--

pe Francophone ‘lome (IFM) was the first
at 2 L ASCTs improved 7-year
53 and ovemll survival (OS) mtes in comparison with a

.-.sc‘r' Recently, the Bologna 96 clinical study has shown
that in comparison with a single ASCT as up-front therapy for
newly diagnosed multiple myeloma (MM), double ASCT effected
superior complete respomse (CR) mate and EFS but failed to
significantly prolong OS. Benefits affered by double ASCT were
particularly evident among patients who did not achieve at least a.
wery good partial rspoese (VOPR) after one antotransplantation.*

Second ASCT given after relapse following a single ASCT has
been used as o salvage therapy in many cemters.* Receatly. a
retrospective stady has compared tandem ASCT up front with a
strategy inclading planned mcond ASCT at relapse or progres-

second ASCT perfonmed befiore relapse and within 6 to 12 moaths
of the first ASCT improved survival.

While there have been no modomized trials to evaluate the
benefit of second ASCT following relapse, it has been suggested
that ASCT (after first relapse) may achieve the mame cutcome as
transplantation following initial therapy.'>"* Indeed, Fermand et
al'¥ showed that early transplantation improved EFS but did not
affect OS when compared with delayed transplanfation.

Although MM remains inourable with conventional treatments,
management of the discase recenty has been trnsformed with the
introduction of 3 novel agents: bortezomib.!s thalidomide.!? and
lenalidomide. '* These agents represent a new generation of treat-
ments for MM that affect both specific intmcellular signaling
pattrway= and the tumor microcovircoment.” Thalidomide is an
agent with and
Thalidomide phss dexamethascne® 2 is currently approved as
frontline treatment of MM. Furthermore, several studics have
shown that thalidomide is an effective maintenance thempy after
ASCT in patients with MM, ™32

Subrmitiad July 14, 2007; socepied September 13, 2007, Prepublished arline
as Bbod First Edifon paper, Septamber 17, 2007; DOI 10.1182/blecd-2007 -
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Retraction: A Genomic Strategy to Refine Prognosis in
Early-Stage Non-Small-Cell Lung Cancer.
N Engl J Med 2006:355:570-80.

March 2 2011

to the editor: We would like to retract our article,
"A Genomic Strategy to Refine Prognosis in
Early-Stage Non-Small-Cell Lung Cancer,” which
was published in the Journa/on August 10, 2006.
.. We deeply regret the effect
of this action on the work of other investigators.
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Dose-Adjusted EPOCH-Rituximab Therapy
in Primary Mediastinal B-Cell Lymphoma
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