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SKIM THROUGH THE LITERATURE 

LETTERS TO THE 
EDITOR 

RANDOMIZED CONTROLLED 
ORIGINAL ARTICLES 

PERSPECTIVES 

OBSERVATIONAL DATA 

REVIEWS   



  Outcome Distribution is equilibrated (controls for 

unmeasured confounding  

 Time zero 

 

Randomized Controlled trials 

 Unmeasured confounding  

 Immortal bias 

 Multiple hypothesis testing  

 

Observational data 

Observation

al 

RCT 



Whenever 

I read a 

trial 

• Is it a phase II or 

a phase III 

clinical trial? 

 



The lenabasum example 



The lenabasum example 



The lenabasum example 



The lenabasum phase 3 
study is completely negative 





Select GCA 

paradigm 

• No Phase 2 study.  

• No observational data. 

• No case reports! 



Whenever 

I read a 

trial 

• Is it a phase II or 

a phase III 

clinical trial? 

• What did they do? 



No disease modifying treatment for SjD 

 

  

1. Efficacy 

 

2. Safety 

Why? Goals/ Hypothesis 



1. No disease modifying treatment for 

Osteoarthritis 

 

2. No reason to think that the pleiotropic 

effects of metformin would affect 

cartilage  

 

3. Tiny trial 

 

4. Completely subjective endpoint measured 

in a soft way 

 

5. No control for weight loss 

 

6. Approach with a Bayesian perspective 

 

Why? Goals/ Hypothesis 



Whenever 

I read a 

trial 

• Is it a phase II or 

a phase III 

clinical trial? 

• What did they do? 

• So its randomized, 

what is the control 

like? 

 

 



So its 

randomized

, what is 

the 

control 

like? 





10500 

Sacubitril 

Valsartan 

160mg 

Randomized 

Valsartan 

160mg 
Enalapril 10mg 

Maximum FDA 

approved dose 

Half the maximum 

FDA approved 

dose 



Trial Population: Adults with active RA despite MTX (stable regimen of 15–25 mg/week for ≥4 weeks) for 3 months  

Trial Period: September, 2009 to March, 2011 

Type of Control: placebo 

For patients who had inadquate response to prior MTX 

and have high disease activity, the use of anti-TNF agents 

was recommended by 2008 ACR guidelines.  



Trial Population: Active nr-axSpA patients aged ≥18 years, with an inadequate 

response to two or more NSAIDs or a history of intolerance of NSAIDs 

Trial Period: August, 2016 to March, 2019 

Type of Control: dose-response and placebo 

In adults with active AS despite treatment 

with the first TNFi used, a different TNFi 

was recommended. ACR/SAA recommendation for 

the treatment of AS and nr-axSpA, 2015. 



Trial Population: Adults with active PsA, with inadequate response or intolerance to 

biological agents and/or inadequate response or intolerance to csDMARDs 

Trial Period: March, 2019 to June, 2020 

Type of Control: placebo 

TNFi was recommended for the treatment of 

PsA patients with inadquate response to 

csDMARDs. In adult patients with active PsA 

despite treatment with a TNFi biologic 

monotherapy, switch to a different TNFi is 

recommended. (ACR guideline for the 

treatment of PsA， 2018) 



Trial Population: Systemic JIA patients aged 2-19 years, with active systemic 

features and arthritis under the background therapy of a prednisone equivalent of up 

to 1.0 mg per kilogram per day and stable doses of NSAIDs and MTX. 

Trial Period: July, 2009 to November, 2010 

Type of Control: placebo 

No validated guidelines offer 

recommendations for the treatment of JIA 

till 2011. Based on previous experience and 

limited evidence, glucocorticoids and 

csDMARDs, were always the first choice in 

treating SJIA. In cases of persisting 

disease activity beside combined therapy 

with glucocorticoids and csDMARDs, TNF 

blockade was still recommended. (Frosch M 

et al.Rheumatology (Oxford). 2008;47:121-

5.) 



Trial Population: Moderate-to-severe rheumatoid arthritis for at least 6 months 

before screening, and inadequate response to current methotrexate treatment (oral or 

injected 15–25 mg once weekly, or ≥10 mg once weekly if reduced due to side-effects 

or intolerance) 
Trial Period: May 2022, and Feb 2024 

Type of Control: placebo 

According to the EULAR Recommendations add a 

bDMARDS or JAKi or if poor prognostic factors 

are absent add a second convectional DMARD 



From: Control Groups in RCTs Supporting Approval of Drugs for Systemic Rheumatic Diseases, 2012-2022 

JAMA Netw Open. 2023;6(11):e2344767. doi:10.1001/jamanetworkopen.2023.44767 

Pivotal Trials by Type of Control GroupAOSD indicates adult-onset Still disease; AS, ankylosing spondylitis; JIA, juvenile idiopathic 

arthritis; nr-axSPA, nonradiographic axial spondyloarthritis; PSA, psoriatic arthritis; RA, rheumatoid arthritis; SLE, systemic lupus 

erythematosus; SRD, systemic rheumatic disease. 

 

Figure Legend:  



Whenever 

I read a 

trial 

• Is it a phase II or a 

phase III clinical 

trial? 

• What did they do? 

• So its randomized, what 

is the control like? 

• Is the trial adequately 

powered? 

 

 

 



Is the trial adequately powered 

• Stick to the primary endpoint when you discuss a paper – 

take secondary endpoints with a grain of salt 

1. Increased Risk of False Negatives (Type II Errors) 

•An underpowered study may fail to detect a real effect because the sample size is too small to 

achieve statistical significance. 

•This can result in misleading conclusions that no effect exists when one actually does. 

2. Increased Risk of False Positives (Type I Errors) 

•While underpowered studies primarily suffer from Type II errors, they can paradoxically also 

increase the likelihood of false positives. 

•With small sample sizes, random variability may create spurious findings that appear significant 

but are not true associations. 











Whenever 

I read a 

trial 

• Is it a phase II or a 

phase III clinical 

trial? 

• What did they do? 

• So its randomized, what 

is the control like? 

• Is the trial adequately 

powered? 
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From clinical research to basic/translational 

research 



Reproducibility project 



The reproducibility in preclinical research 

They selected 193 experiments from 53 high-impact papers published 
in 2010–2012. 

Planned to repeat all 193 experiments, with peer-reviewed protocols 
(Registered Reports), pre-specified analysis plans, and attempts to use 
original materials / get clarifications from original authors. 

They ended up completing replication on 50 experiments from 23 
papers—so only about 26% of what was planned. 



The reproducibility in 

preclinical research 

• Effect sizes were much smaller 

in the replications. For 

positive effects, replication 

median effect size was ~85% 

smaller than in the original 

studies.  

• Statistical significance: Many 

replications failed to reach 

statistical significance, even 

when direction matched. For 

example, only ~40% of positive 

effects were “successful” by a 

criterion of matching direction 

and statistical significance. 

• When combining positive and 

null effects, the overall 

replication success rate was 

about 46% 
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MUCH MORE TO TALK ABOUT 



Thank you 

Contact info: 

lukechatzis@gmail.com 

Pathophysiology Dept., School of Medicine, National and 

Kapodistrian University of Athens, Building 16, 3rd floor, Room 

13 

Tel.: +30 210 7462513 
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