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General principles (1)

Formulate your research question / hypothesis / trial

• Novelty & Impact: Does it address a major unmet need, change 
clinical practice, or challenge a prevailing paradigm? "Incremental (me 
too or similar observation in a different ethnic group)" is often not 
enough for top journals such as JASN

• Clinical Relevance: Focus on patient-important outcomes (mortality, 
morbidity, quality of life) rather than just surrogate markers

• Clear & Focused: Frame it using PICO (Population, Intervention, 
Comparator, Outcome)



General principles (2)
Choose the appropriate Study Design

• for therapeutic questions, RCT is the gold standard; Target Trial Emulation Studies; 
for other questions, choose the strongest design possible (prospective cohort, 
case-control, …)

• Register your RCT on ClinicalTrials.gov, WHO ICTRP, … framed using PICO 
(Population, Intervention, Comparator, Outcome) - mandatory for top journals and 
prevents outcome switching; editors and reviewers look at it

• Statistical Analysis Plan (SAP): Develop a detailed SAP upfront. Specify 
primary/secondary endpoints, subgroup analyses, handling of missing data, and 
the exact statistical tests – statistical reviewer; Underpowered studies and 
statistical flaws are major reasons for rejection (Overstating conclusions beyond 
what the data support)



General principles (3)
Ethics and Checklists

• Ethics: IRB approval

• Checklists: Follow the appropriate EQUATOR Network guideline from the start 
(e.g., CONSORT for RCTs, STROBE for observational studies, STARD for diagnostic 
studies

ASN journals - guidelines for preclinical and clinical research



Clinical Research ​ articles are allowed 3500 words, including the Introduction, Methods, Results, and 
Discussion.

Categories include the following:

•​Acid Base and Electrolyte Disorders

•Acute Kidney Injury and ICU Nephrology

•Chronic Kidney Disease

•Clinical Nephrology

•Cystic Kidney Disease

•Development of the Kidney

•Diabetes and the Kidney

•Dialysis

•Genetics

•Glomerular and Tubulointerstitial Diseases

•Hypertension

•Nephrolithiasis

•Normal Kidney Structure and Function

•Renal Repair

•Transplantation

https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx

https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx
https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx
https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx
https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx
https://journals.lww.com/asnjournals/Pages/Information-for-Authors.aspx


Let’s look at some examples



• First SGLT2i study to 
include nondiabetic CKD

• Potentially impactful
• Adequately powered

• Subsequently influenced 
practice 

Heerspink HJL, et al. 2020

Holistic treatment approach to CKD care
KDIGO 2024
SGLT2i is the first-line drug therapy for most patients



N=270



N=425

Kidney Int 2020



CONFIDENCE

12

Consistent benefit: 
Combination therapy generally 
resulted in a greater reduction 
in UACR from baseline to Day 

180 compared with either 
treatment alone across 
prespecified subgroups

–52%

Primary endpoint: 
UACR reduction with combination therapy at Day 180 

32% greater reduction compared with empagliflozin (p<0.001)
29% greater reduction compared with finerenone (p<0.001)

LS mean ratio (95% CI)

0.68 (0.59–0.79)

0.71 (0.61–0.82)

–32%

–29%
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BL median UACR, mg/g
Combination: 574
Finerenone: 578
Empagliflozin: 583

*LS means (95% CI) for the ratio to baseline of UACR under “missing at random” in the full analysis set.
BL, baseline; CI, confidence interval; CKD, chronic kidney disease; LS, least-squares; SGLT-2i, sodium-glucose co-transporter-2 inhibitor; T2D, type 2 diabetes; UACR, 

urine albumin-to-creatinine ratio.
Agarwal R, et al. N Engl J Med. 2025; doi:10.1056/NEJMoa2410659.

30 days off-treatment

Secondary Analyses



Secondary Analyses



What about nonpharmacologic RCTs?
YES



In South Africa, home-based hypertension care led to a significantly lower mean systolic blood pressure at 6 months than 
standard, clinic-based care. (Supported by the National Institutes of Health and others; IMPACT-BP ClinicalTrials.gov
number, NCT05492955; South African National Clinical Trials Register number, DOH-27-112022-4895.)

http://clinicaltrials.gov/show/NCT05492955




Target Trial Emulation Studies

• RCTS can be prohibitively expensive, unethical, or take too long

• Observational data can be used to answer similar questions

• Applies the study design principles of randomised trials to 
observational studies that aim to estimate the causal effect of an 
intervention





What about observational studies?
Yes if well conducted, novel, game changing……



N < 100, but
• Novel 
• Clinically significant
• Potentially game changing
• Mechanism revealing
• Track record of group



Diagnosis value of PMN by anti-PLA2R

Du Y, et al. Plos One 2014

KDIGO CPG: anti-PLA2R in PMN

KDIGO 2021 



Pathomechanisms of injury in PLA2R-associated 
membranous nephropathy

Ronco P, et al. Nat Rev Dis Primer 2021



RASB 
run-in 
for 3 mo

For 12 mo
T12: 125 – 175 ng/ml2nd course if no CR at 6 

mo regardless of CD19+    
countUP 8.9 g/d

sAlb 25 g/L
CrCl 85-87 ml/min



July 2022 International Society of Nephrology 24



Gemritux

International Society of Nephrology

Dahan K, et al. JASN 2017



July 2022 International Society of Nephrology 26
Scolari F, et al. JASN 2021

no signal of more benefit or less harm associated with RTX versus a cyclic corticosteroid-CTX regimen



Bharati J, et al. Adv Kidney Dis Health. 2024

Publication year

2019

2017

2021

2020

Summary of Landmark PMN trials



What about negative studies?
Yes if novel, clinically significant and well conducted……



Key findings: Rituximab did not alter the level of proteinuria nor eGFR… Lack of 
efficacy of rituximab may reflect a failure of rituximab to reduce levels of specific 
antibodies ……. in IgA nephropathy

2017



This material/event is funded by the Professional Services Advancement Support Scheme of the Government of the Hong Kong Special Administrative Region.

Any opinions, findings, conclusions or recommendations expressed in this material/any event organised under this project do not reflect the views of the Government of the Hong Kong Special Administrative 

Region or the Vetting Committee of the Professional Services Advancement Support Scheme.

Construct a succinct Abstract: 
• First thing an EIC/AE/Reviewer looks at
• Affects whether the paper will be

• desk-rejected (most journals have rejection rates over 70%) 
• filtered down to an AE/SE who may still reject 

• AE/SE may then send paper out for peer review
• Most journals require 3 reviews but can settle on 2
• Reviewers are busy



A simple message is King

RESULTS

A total of 7437 patients underwent randomization. Among the patients included in 
the analysis, during a median follow-up of 3.4 years, a primary outcome event 
occurred in 458 of 3686 patients (12.4%) in the finerenone group and in 519 of…….

CONCLUSIONS

Among patients with type 2 diabetes and stage 2 to 4 CKD with moderately 
elevated albuminuria or stage 1 or 2 CKD with severely elevated albuminuria, 
finerenone therapy improved cardiovascular outcomes as compared with 
placebo. (Funded by Bayer; FIGARO-DKD ClinicalTrials.gov number, 
NCT02545049.)

This article was published on 
August 28, 2021, at NEJM.org.



So….publishing in a top journal is a marathon 
The most important work happens before the first patient is enrolled
Meticulous planning, registration, SAP, Execution, Data collection, analysis…
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