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A.NEPIAHWH

H xpovia Aepdokuttapikni Aeuyatuia (XAA) opiletal wg pa KAwviKA AepdoUmepnAaoTiKN
Slatapayn tTwv B- Aepdokuttdpwy . H Statapayr auth xapaktnpiletal anod tn cucowpeucn
AeUDOKUTTAPWY OTO HUEAD TWV OOTWV , OTO TEPLPEPLKO aipa aAd Kol oToug Aspudadéveg
KoL Tov omAnva. MpoKeLTaL ylo VOGO Twv HeyAAwv NAKLWV ( ouvABng ouxvotnta epdaviong
peTa ta 70 €tn ), e SUTAAoLo EMUTOAACHO OTO AppevV GUAO , EVW CUYXPOVWG ATTOTEAEL TN
ouxvotepn Hopdr AeuxaLpiog oTIg XWPES TOU AUTIKOU KOOHOU. NUAVTIKO Bruo otV
BepaTEUTIKN AVILUETWTILON TNG XAA AmOTEAECE N XPON TWV AVOCTOAEWV ONUATOSOTIKWY
06wV, Twv avtl- BCL2 kat twv avtl-CD20 avtiowpdtwy. MpdKeLtal yla Ta véa BepameuTika
xnuelodappaka ibrutinib, obinutuzumab, idelalisib, kot venetoclax. Ot Tuyatlomolnpéveg
eheyxoueveg KALWVLIKEC SOKLUEG (RCTs) amoteAoUv To mLo afLOmLoTo HECO yLo TNV afloAdynan
NG AMOTEAECUATIKOTNTOC TWV KAWVIKWY TtapepBacswy . H péBodog CONSORT (Consolidated
Standards of Reporting Tests) gival pla mpooéyylon nou Baoiletal otnv TeKpnpiwon yla t
BeAtiwon tng moldTNTa TNG UTIOBOANC EKBECEWV OXETIKA LE TUXOLLOTIOLNUEVEC EAEYXOEVEG
KAWVIKEG LEAETEG. ZKOTIOG TNG tapoloag LEAETNG elval n afloAdynan TNG MoLOTNTAG TWV
Snuooteupévwy RCTs oxeTIKA pe TN Xprion Twv ibrutinib, obinutuzumab, idelalisib, kot
venetoclax yla tn Bgparmeia tng XAA, cupdwva pe tn Alota CONSORT.

NE€eig kKAeLSLA: CONSORT, Tuxaomolnpéveg eEAeyXOUEVEC KALVIKEG SOKLUEC , Ibrutinib,
Obinutuzumab, Idelalisib, Venetoclax, Xpovia Aspdokuttapikn Asuxatpia .

Elcaywyn: Ot tuyaia eAeyxopeveg KAWVIKEG SokLUES (RCTs) eival to mo alomnioto epyaleio
yla tnv afloAdynon tng AmoTEAECUATIKOTNTOG TWV KAWVIKWV apepBacswv. Ta Evomolnpéva
Mpotuna Aokipwyv Avadopdg (CONSORT) eival pia mpoaoéyylon mou Baociletal o
Tekpnpiwon yla t BeAtiwon Tng moLOTNTAG TWV TUXQLOTIOLNUEVWVY EAEYXOUEVWV KALVIKWY
SOKLUWV.

216x0¢: H afloAdynon tng molotntag avadopds Twy TUXOLOTIOLNUEVWY EAEYXOUEVWY
KAWIKWV SOKLUWYV Ttou SnuocteuTtnkayv amnod to 2010 éwg to 2018 kal avadépovral o
0.oBeveig pe XAA oL omoiot édafav we Bepaneio omolodnmote amnod ta vedtepa Gpappaka
xnuewoBepanelac- ibrutinib, obinutuzumab, idelalisib kat venetoclax - . H afloAdynon €yive
xpnotpomnowwvtag th Aiota CONSORT.

MéBoboL: 2to PubMed €ylve avalitnon TUXALOTIOLNEVWY EAEYXOUEVWV KALVIKWY SOKLUWY -
dnuootevpéveg otnv ayyAlki yAwooo- mou mepleAdppovav acBeveic pe xpoévia
Aepdokuttapikn Asuxatluia ol omolol EéAapav w¢ Beparmeia éva amno ta akolouba ddapuaka
ibrutinib, obinutuzumab, idelalisib kat venetoclax. Ot Sokipég OewprnOnkav emAé€Lpeg otav
Ol CUUETEXOVTEC lxav ekxwpnBel tuxaia o Touldaylotov Suo ouddeg Bepaneiag. H
molotnTa TN avadopdg afloAoynbnke e Tn xpron epwtnuatoloyiou 25 B£cswv BACEL TNG
Alotag eAéyxyou CONSORT. Ta apBpa opadomnotiOnkav oe U0 XPOVIKEG epLOSOUG (TTpLV Kal
META TO 2016) KOl OTUTLOTIKA CUYKPLONKAVY yLa TNV MANPOTNTO TWV EPWTNHATWY TN AloTOC
CONSORT.

AnoteAéopara: H avalritnon evtonios 18 katdAAnAa apBpa yia avaAiuon. H mAnpotnta twy
EpWTNUATWY TNG SnAwaong CONSORT elval peyaAltepn amd to 75% og 13 povo epwtipata
ord to oUvVoAo 37 Tou TiepLEXEL TN AloTa. 2e 10 epwTtrpaTa To TocooTtd KAAuPNg
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EPWTNUATWYV ElVaL LKPOTEPO amo 50%. Me tnv mapodo Tou xpovou, onuewwBdnke BeAtiwaon
otn doun kaBwc kal Tnv mapouciaon twv RCTs.

Jupnepaopota: H moldtnta tng umtofoArg RCTs pe emikevtpo T Xpovia AeudOoKUTTOPLKA
Aeuyaluio og Bepamevopevouc mou AapBAavouv avaoToAs(c TwY oNUATOSOTIKWY 08wV,
avti—BCL2 r avti-CD20 , mapouotalel BeAtiwon He TNV mapodo Tou Xpovou
£€aKOAOUBWVTAG WOTOCO VA TIAPAWEVEL LN LKAVOTIOLNTLKI. ATtaLteital mepattépw BeAtiwon
N uTtoBoANG ekBEoewV yLa TNV aLoAOYNGCN TNC EYKUPOTNTAG TNG KALVIKN G €PEUVOC.

ABSTRACT

The definition of chronic lymphocytic leukemia (CLL) refers to a clonal lymphoproliferative
disorder of B lymphocytes. This disorder is characterized by the accumulation of
lymphocytes in the bone marrow, peripheral blood, but also in the lymph nodes and the
spleen. This is a disease of the elderly (normal incidence after 70 years), with a double
prevalence in male gender. While at the same time is the most common form of leukemia in
the Western world. An important step in the treatment of CLL was the use of inhibitors of
signal transduction pathways, anti-BCL 2 and anti-CD20 antibodies. These are the new
therapeutic drugs ibrutinib, obinutuzumab, idelalisib, and venetoclax. Randomized
controlled clinical trials (RCTs) are the most reliable tool for assessing the effectiveness of
clinical interventions. The Consolidated Standards of Reporting Tests (CONSORT) is an
approach based on documentation to improve the quality of reporting on randomized
controlled clinical trials. The purpose of this study is to evaluate the quality of published
RCTs regarding the use of ibrutinib, obinutuzumab, idelalisib, and venetoclax for the
treatment of CLL, according to the CONSORT list.

KEY WORDS : CONSORT, Randomized Controlled Trials, Quality, Ibrutinib, Obinutuzumab,
Idelalisib, Venetoclax, Chronic Lymphocytic Leukemia, Methodology.

Background: Randomized controlled clinical trials (RCTs) are the most reliable tool for
assessing the effectiveness of clinical interventions. The Consolidated Standards of Reporting
Tests (CONSORT) is an approach based on documentation to improve the quality of
reporting on randomized controlled clinical trials.

Objectives: Assess the reporting quality of RCTs for treatment for CLL ,in patients who
received any of the new chemotherapy drugs- ibrutinib, obinutuzumab, idelalisib, and
venetoclax - published from 2010 to 2018 using the CONSORT statement

Methods:PubMed was searched for English-language RCTs involving patients with Chronic
Lymphocytic Leukemia and who received one of the following drugs as a treatment-
ibrutinib, obinutuzumab, idelalisib, and venetoclax-. Trials were considered eligible when
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participants were randomly assigned to at least two treatment arms. Quality of reporting
was assessed using a 25—-item questionnaire based on the CONSORT checklist. The articles
were grouped in two time periods (before and after 2016) and statistically compared to the
completeness of the CONSORT statement.

Results: The search identified 18 eligible articles for analysis. Completeness of CONSORT
statement questions grater than 75% occurs in 13 only queries from the total 37 that
contains the list. In 10 queries the query coverage rate is less than 50%. Over time, there has
been an improvement in the construction and presentation of RCTs.

Conclusions: Quality of reporting in RCTs focusing on chronic lymphocytic leukemia and
treatment with new TKls is showing improvement over time, but still remains
unsatisfactory. Further improvement of reporting is necessary to assess the validity of
clinical research.

B.INTRODUCTION

With the advancement of technology, any new medical achievement is made available to
any part of the world through its publication in world medical sites, providing a strong
knowledge for every treating physician. The use of randomized clinical trials minimizes the
bias in the efficacy of the therapeutic effects of each new drug. Randomized clinical trials
have contributed to results free of bias[1,2,7,8]. In this way they contributed catalytically to
improving the quality of therapeutic interventions, bringing more favorable results to
patients. For these reasons, randomized studies have the highest placement among clinical
trials [3,4,5,6].

However, a great deal of medical information and clinical studies are available in a number
of online biomedical journals, many of which are not based on detailed descriptions.
Important information about the design of the study, patient participation criteria, specimen
randomization method and other clarification details are often bypassed and not
mentioned. Ambiguities and inaccuracies generate concerns and questions to the reader
[9,10,11].

In addition, it is known that most RCTs are conducted with funding from the pharmaceutical
companies concerned. So we understand that information about industries and sources of
finance is absolutely necessary. Thus eliminating suspicions of feasibility.

In order to limit bias in randomized clinical trials, the CONSORT statement was published in
1996 [12]. The use of the CONSORT list is related to improving the quality of RCTs. The
revised CONSORT statement consists of 25 questions which are classified into 6 categories.
At the same time, a four-step flow chart is included. So we understand the use of the
CONSORT statement as a guide for recording more complete and properly structured
randomized clinical trials [13-17].

(5 )
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This study evaluated the randomized clinical trials concerning the treatment of chronic
lymphocytic leukemia using the novel inhibitors, anti-BCL2 and anti-cd20 antibodies [22-
25,33]. In the field of hematopoietic malignancies the evaluation of clinical trials is limited.
We chose chronic lymphocytic leukemia and treatment with the newer drugs belonging to
inhibitors of signal transduction pathways, anti-BCL2 and anti-cd20 antibodies [30-32] as the
latter became more prevalent in the treatment of CLL [26-29]. So as their use becomes more
and more extensive, the concerns about efficacy and side effects in real world data patients
also increase.

C. METHODS
Data Sources, Search Strategies and Studies Selection

PubMed was used as a data source. There was the search of randomized clinical trials
involving the treatment of CLL in the period 2010-2018. In PubMed, we used as filters the
““Randomized Controlled Trial”’ type of article and ““English”’ language. Then, as a search
criterion we used the combination of the following terms: “Chronic lymphocytic leukemia”,
“CLL”, “ibrutinib”, “obinutuzumab”, “idelalisib”, “venetoclax”, “inhibitors of signal
transduction pathways”, “tyrosine kinase inhibitors”, “anti-BCL2” and “anti-CD20”. The
trials were eligible if the participants were randomly assigned to at least two groups with a
different treatment strategy for each group. At least one of the groups should be used as a

therapeutic drug of the following: idelalisib, ibrutinib, venetoclax or obinutuzumab.

Data Extraction and Reporting Assessment Tool

As assessment tool for quality of reporting, we used the revised CONSORT checklist, which
includes a 25-item questionnaire. CONSORT statement includes 25-item checklist with sub-
items (total 37 items).

We clarify that the criteria of the CONSORT statement in order to create a randomized
clinical trial requires the randomization of patients into categories by randomization.
Separation should be blinded and interventions similar in the groups of patients. In
addition, the criteria of the CONSORT list include the creator of the random distribution as
well as the mechanism applied for random separation. Finally, reference is also made to the
persons who recorded the results.

Methodological Evaluation

We evaluated 18 randomized clinical trials associated with the treatment of CLL in patients
whoreceiving any of newer therapeutic drugs ibrutinib, obinutuzumab, idelalisib, and
venetoclax. The tests took place over the period 2010-2018 which coincided with the
development of novel inhibitors, anti-BCL2 and anti-CD20 antibodies. Data was imported
into tables using the Microsoft Excel 2010 program. Unclear or alternative answers (except
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yes or no) were recorded as negative responses. Only explicit references were included in
the positive responses.

The studies were divided into two categories depending on whether they were published
before or after 2016. This chronological separation is due to the fact that the majority of
studies related to novel inhibitors, anti-BCL2 and anti-CD20 have been published over the
last two years. The purpose of this separation was to assess the quality and validity of the
trials [18-20].

The SPSS statistical program was used and the two groups were compared according to the
CONSORT statement. For the comparison of the two groups a chi-squared test was applied
with the use of Weight Cases. The coverage ratios of the CONSPORT list queries were
calculated for each time period according to the separation, as well as the overall rates for
2010-2018. Also, the P value was calculated for each of the comparisons. (Table 1).

D. RESULTS

A total of 2631 potentially eligible references were identified (Fig. 1), of which 1579 were
measured in the searching of another myeloid malignancy.

Of the remaining 1052 articles, 1034 were rejected. The blockade is due to the fact that 692
articles were not relevant to us. In particular, these were reported in other haematological
malignancies such as lymphomas, mantle lymphoma and B cell lymphoma. 340 articles were
rejected as they showed non-randomized studies. Cohort studies as well as case control
studies were included in this last category. In addition, two articles referring to experimental
models in an animal population were excluded.

So, finally, we ended up with 18 articles that were about our issue. These articles include
randomized clinical trials and articles which describe randomized clinical trials. All of the
material refers to the use of venetoclax, ibrutinib, idelalisib and obinutuzumab in the
treatment of CLL patients.

Main Results

Of the 18 articles studied, 7 were published in the period 2010-2016 and 11 were between
2017-2018. Table 1 shows the frequency of coverage of the CONSORT list queries in both the
overall study period and sub-categories. The 37 queries in the list include questions about
the title of each article, for example, if the study characterized randomized or not.
References are then made to the scientific background of the study and to the methods
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applied to carry out a randomized trial (randomization method, blinded sample, statistical
methods). To control the effectiveness of the study, questions are included about the
number of participants, their characteristics, course or discontinuation of the study, and the
outcomes for each group. Finally, there is discussion on the interpretation and generality of
the results, while information on sources of funding and registration protocols is also
provided.

In our study of questions such as Scientific background and explanation of rationale, Specific
objectives or hypotheses and Generalisability, we observe full coverage in all studies Higher
occupancy rates of 83% to 94% are presented in questions such as : 3a. Description of trial
design (such as parallel, factorial) including allocation ratio, 4a. Eligibility criteria for
participants, 4b. Settings and locations where the data were collected, 5. The interventions
for each group with sufficient details to allow replication, including how and when they were
actually administered, 13a. For each group, the numbers of participants who were randomly
assigned, received intended treatment, and were analysed for the primary outcome, 18.
Results of any other analyses performed, including subgroup analyses and adjusted analyses,
distinguishing pre-specified from exploratory, 19. All important harms or unintended effects
in each group (for specific guidance see CONSORT for harms) and 25.Sources of funding and
other support (such as supply of drugs), role of funders.

Percentages ranging from 50% to 77% are observed in queries about sample size (7a, 7b),
type of randomization (8b), (11b), additional analyzes (12b), losses and exclusions of each
group (13b), dates (14a), estimated numbers and outcomes (16,17a, 17b), interpretations -
entries and protocols (22,23,24).

Percentages smaller than 50% are observed in questions about the presentation of a
structured study summary (1b), references to changes in methods and outcomes (3b, 6b),
references to the method and how to create random distribution (8a, 10), early termination
of the study (14b) and presentation of a table with the characteristics of the participants
(15). These questions are covered at rates 27% to 44%.

The smallest percentages are observed in the questions about the concealment mechanism
of the distribution (9) and the determination of the blind (11a). Rates are 16% and only 11%
respectively.

Period Effect

By comparing the two time periods we set (according to the results of Table 1), there is a
significant improvement in 6 thematic sections of the CONSORT statement. The most
important improvement is observed in the 24th query, which refers to the study protocol
with p value equal to 0.001. A significant improvement is also noted in the questions about
the method of random distribution of the participants (8a), the statistical methods which
used (12a) and the reports on termination or discontinuation of the study (14b). In these
gueries the p value equals 0.01. A final difference is also observed in questions 1b on the
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structured summary of study design (p value 0.02) as well as in question 23 concerning the
entry in the test record (p value 0.06).

DISCUSSION

Our study in the field of randomized clinical trials in patients with CLL receiving any of the
newer drugs - idelalisib, ibrutinib, venetoclax or obinutuzumab - as a treatment reveals that
essential thematic aspects of RCTs are often overlooked and not mentioned. These
omissions often cause concerns to the reader, making it difficult for them to assess the
validity of the results.

Over the course of time, and especially in the last two years, there has been a significant
improvement in the structure of RCTs. Fields such as the summary of the design of the trial,
the description of the randomization methods, the description of the statistical methods,
and reports on the termination or discontinuation of the study are now more detailed and
accurate. Significant progress is made in presenting information on the study protocol,
which is now more emphasized.

Similar studies performed to test RCTs reliability in hematological malignancies such as
lymphomas [20], acute myeloid leukemia, chronic myeloid leukemia, and myelodysplastic
syndromes [21] show unsatisfactory results to cover the queries of the CONSORT list.

Here we have to mention the limitations of our own study. In our study we evaluated
articles published in PubMed. This choice was made as PubMed is the most commonly used
medical database. Medical databases such as Cochrane Collaboration, SCOPUS, Embase,
Web of Science, Clinical Trials and Clinical Trials Registry have not been studied. In addition,
English was used as a language, and only articles in English were studied, which may
contribute to bias.

In conclusion, our results for RCTs in CLL patients receiving idelalisib, ibrutinib, venetoclax or
obinutuzumab show that RCTs do not fully conform to the CONSORT statement
guidelines.We often see information being skipped while questions of the CONSORT
statemelt remain unanswered. However, over time, there has been an improvement in the
structure and presentation of RCTs. We hope they will become even more credible in order
to eliminate any concerns about the reliability and validity of the results in the future

Abbreviations and Acronyms

CLL Chronic lymphocytic leukemia

RCTs Randomized Controlled Trial

CONSORT Consolidated Standards of Reporting Trials

SPSS Statistical Package for the Social Sciences
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Table 1.

Data items Combined Combined Combined P value
2010-2018 2010-2016 (n=7) 2017-2018
(n=18) (n=11)
ABSTRACT / TITLE
la 0.16 0.00 0.27 0.13
1b 0.44 0.00 0.72 0.02
INTRODUCTION
2a 1.00 1.00 1.00 -
2b 1.00 1.00 1.00 -
METHODS
3a 0.88 0.85 0,90 0.73
3b 0.33 0.14 0,45 0.17
4a 0.88 0.85 0,90 0.73
4b 0.94 0.85 1,00 0.19
5 0.83 0.71 0,90 0.28
6a 0.66 0.71 0,63 0.73
6b 0.27 0.00 0,36 0.07
7a 0.50 0.42 0,54 0.62
7b 0.77 0.71 0,81 0.60
8a 0.33 0.00 0,54 0.01
8b 0.61 0.42 0,72 0.20
9 0.16 0.00 0,27 0.13
10 0.38 0,14 0,54 0.08
11a 0.11 0.00 0,18 0.23
11b 0.61 0,57 0,63 0.78
12a 0.50 0,14 0,72 0.01
12b 0.61 0,42 0,72 0.20
RESULTS
13a 0.83 0.71 0,90 0.28
13b 0.61 0.42 0,72 0.20
14a 0.77 0.71 0,81 0.60
14b 0.33 0.00 0,54 0.01
15 0.33 0,28 0,36 0.73
16 0.55 0,28 0,72 0.06
17a 0.72 0,71 0,72 0.95
17b 0.72 0,71 0,72 0.95
18 0,83 0,71 0,90 0.28
19 0,88 1,00 0,81 0.23
DISCUSSION
20 0,66 0,71 0,63 0.73
21 1,00 1,00 1,00 -
22 0,55 1,00 0,90 0.41
OTHER
INFORMATION
23 0.55 0,28 0,72 0.06
24 0.61 0,14 0,90 0.001
25 0.83 0,71 0,90 0.28
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Figure 1.

References identified in Pub med :
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v
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