
🧵 New #Tweetorial Drop! 🧵 

1/ Hey #NephTwitter! 👋 

We’re back with a fresh #XTorial from @KIReports, this time diving into: 

Dapagliflozin in Stage 4 CKD: no diabetes required? 🤔 

Let’s unpack what this trial means for your next CKD patient. 💊💭 

2/ Our  #Tweetorial author is Stephanie @stephanietr612, adult nephrologist from 
@UTSWNephrology - No COI 

#MedTwitter #nephtwitter @ISNkidneycare #XTwitter 

 

3/​
🗳️ Poll for nephrology folks:​
Would you start an SGLT2 inhibitor in a patient with stage 4 CKD (eGFR <30) who does NOT 
have diabetes? 

Yes, renal protection matters​
No, too advanced​
Only if diabetic​
Only if proteinuric 

Let’s see what the ADAPT trial found 👇 

 

https://x.com/hashtag/MedTwitter?src=hashtag_click
https://x.com/hashtag/nephtwitter?src=hashtag_click
https://x.com/ISNkidneycare
https://x.com/hashtag/XTwitter?src=hashtag_click


4/​
🚨 ADAPT trial:​
Trillini M et al., 2025. Randomized Trial of Dapagliflozin in Patients With Nondiabetic Stage 4 
CKD 

Does renal protection persist without diabetes? 

✅ Yes: and the findings reshape the boundaries of SGLT2 benefit 

🔗 https://www.kireports.org/article/S2468-0249(25)00464-4/fulltext 

VA @deniise_am 

 

 

5/ 📖 Intro 

🫘 CKD = a major global health problem 

Once considered an “orphan disease,” CKD care changed forever in 1982 when captopril 
became the first RAS inhibitor approved. 

For decades, RAS blockade was our ONLY disease modifying therapy. ⏳ 

 

 

https://www.kireports.org/article/S2468-0249(25)00464-4/fulltext


6/ 📖 Intro 

⚡ SGLT2 inhibitors, first made for glucose control, surprised us with strong renal + CV 
protection (dapagliflozin, empagliflozin, canagliflozin). 💥 Their small, reversible eGFR 
dip (like RASi) hinted at the mechanism: more Na⁺ to the macula densa → restored 
tubuloglomerular feedback → ⬇️ glomerular pressure → nephroprotection. 🧬 

 

7/ 📖 Intro 

🔍 So what’s next? 

If one way SGLT2i protect kidneys is through hemodynamic effects; can they do it even without 
diabetes and in advanced CKD (eGFR <30)? 

That’s exactly what the ADAPT trial set out to test. 🧪 



 

8/⚙️ Methods 

●​ Randomized, double-blind, placebo-controlled, cross-over 

It tested dapagliflozin 10 mg vs placebo in nondiabetic stage 4 CKD with residual proteinuria 
despite optimized therapy. 

 

9/⚙️ Methods 

👩‍⚕️ Who was included? 

Adults with: 

• eGFR 15–30 mL/min/1.73m² (stable) 

• Proteinuria >0.5 g/24h 

• Controlled BP (<150/90 mmHg) 

All on stable RAS blockade when possible. 

Excluded: diabetes, pregnancy, or recent med changes 

 

10/⚙️ Methods 

🔄 Crossover design: 

Patients received: 

1️⃣ 6 wks dapagliflozin → washout → 6 wks placebo 

or 

2️⃣ 6 wks placebo → washout → 6 wks dapagliflozin 



 

11/⚙️ Methods 

Co–primary outcomes: 

🔹 Change in measured GFR (iohexol) 

🔹 Change in 24-hr proteinuria after 6 wks of dapagliflozin vs placebo. 

Secondary outcomes: systemic hemodynamics, renal vascular parameters, metabolic & safety 
measures 

 

12/ 📉Results​
🧍‍♂️ Baseline (n=31): 

●​ Mean GFR ~25 mL/min/1.73 m² 
●​ Median proteinuria 1.8 g/day 



●​ 90% on ACEi or ARB

​
 

13/​
📉 Results (6 weeks difference between dapagliflozin vs placebo): 

●​ GFR ⬇️ 1.88 + 5.00mL/min/1.73 m² (p=0.022) 
●​ Proteinuria ⬇️ 0.5 g/day (p=0.026) 
●​ Effects seen by week 1 & fully reversed after withdrawal → functional, not injury. 

 

14/[Poll]​
🤔 Pop quiz:​
That early GFR dip after starting SGLT2i means:​



Kidney damage ​
Glomerular hemodynamic reset  

Keep reading 👇 

 

15/✅Glomerular hemodynamic reset 

​
Common belief: ⬆️pre-glomerular resistance ⬇️ GFR & RPF​
But ADAPT found 📷:⬇️post-glomerular resistance ⬇️ GFR & RPF 

Similar findings in patients with DM2, no CKD and no proteinuria (van Bommel et al, KI 2020)​

 



 

16/​
📊 Secondary findings: 

⬇️  Filtration fraction 

⬆️ Serum albumin 

⬆️ Renin (RAS synergy) 

⬆️ Glucosuria even with eGFR <30 

No serious adverse events 🙌 

 

17/⚖️ Limitations & Strengths 

❌ Small, single-center pilot with short follow-up ⏱️  limits generalizability, esp. since 11/31 
were on dual RAS blockade (not common practice) 

💪 But ✅ gold-standard GFR/RPF measures, crossover design, and high retention strengthen 
the data quality = good for mechanistic and safety study 

 

18/🩺 Proposed clinical meaning:​
In patients with advanced CKD & no diabetes, dapagliflozin:​
✅ Lowers proteinuria​
✅ Normalizes glomerular hemodynamics​
✅ Is safe & reversible 

⚠️However, studies about further contributory mechanisms and studies with longer follow-up 
are needed 

 

19/​
💬 So back to our initial poll…​
Would you start dapagliflozin in stage 4 CKD without diabetes, now that you’ve seen ADAPT’s 
data?​
👇 Share your thoughts & tag a nephrology friend 

 
 


