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1. ✅ Indica2ons (Evidence-based) 

Clinical se>ng Prac2cal use 

Type 2 Diabetes 
Mellitus (T2DM) 

Inadequate control on me>ormin ± other OADs 

ASCVD / high CV 
risk 

Proven CV benefit with semaglu0de class data; subcutaneous semaglu0de 
reduced major adverse cardiovascular events in SUSTAIN-6, and oral 
semaglu0de also showed MACE reduc0on in SOUL.  

Obesity / 
Overweight 

BMI ≥30 kg/m² OR BMI ≥27 kg/m² + comorbidity; semaglu0de 2.4 mg has 
proven weight-loss efficacy and cardiovascular benefit in eligible 
overweight/obesity popula0ons.  

Cardiorenal 
benefit 

Reduces MACE; kidney benefit shown in FLOW in T2DM + CKD.  

 

https://cmeindia.in/


• Par2cularly useful in: 
Insulin resistance 
NAFLD / MASLD 
PCOS 
Cardiometabolic risk clustering 

 

2. Dosage & Titra2on (Key to tolerability) 

A. Subcutaneous Semaglu2de  

Situa2on Usual 2tra2on 

T2DM (subcutaneous) 
Start 0.25 mg once weekly for 4 weeks, then 0.5 mg weekly; if 
needed increase to 1 mg, then 2 mg.  

Obesity (subcutaneous 
semaglu2de 2.4 mg) 

Escalate gradually to 2.4 mg weekly to improve tolerability.  

 

B. Oral Semaglu2de 

Important update: the older 3 mg → 7 mg → 14 mg sequence applied to the earlier oral formula0on. 
The updated U.S. label now also includes an R2 formula2on with a different 0tra0on schedule 

Oral semaglu2de version Prac2cal note 

Older formula2on 3 mg daily for 30 days → 7 mg → 14 mg 

Updated R2 formula2on 
(latest U.S. label) 

1.5 mg daily for 30 days → 4 mg for 30 days → then higher 
maintenance per response/tolerability. (FDA Access Data) 

 

👉 Golden rule: Start low, go slow to avoid GI intolerance. This remains clinically correct and is 
consistent with label-based dose-escala0on logic.  

 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/213051s024%2Cs028s029lbl.pdf?utm_source=chatgpt.com


 

 

 

 

 

3. ⚙ Mechanism (for clinical insight) 

GLP-1 receptor agonist 
↓ Appe0te (central sa0ety) 
↓ Gastric emptying 
↑ Glucose-dependent insulin secre0on 
↓ Glucagon 

This mechanism underlies both glycemic benefit and weight reduc0on. 

 

4. ⚠ Common Side Effects 

Very common / dose-
dependent 

Important clinical concerns 

Nausea Pancrea00s warning 

Vomi0ng Gallbladder disease / cholelithiasis / cholecys00s 

Early sa0ety Dehydra0on and AKI risk, especially if vomi0ng persists 

Cons0pa0on / diarrhea 
Worsening diabe0c re0nopathy can occur with rapid glucose 
improvement in some pa0ents 

These adverse effects and warnings are reflected in current prescribing informa0on and major trials.  



5. Special Situa2ons & High-Risk Groups 

🔴 Immunocompromised pa2ents 

No direct immunosuppression. 
BUT: risk of reduced intake, malnutri0on, and excessive weight loss in fragile pa0ents remains a 
prac0cal concern. This is more a clinical cau2on than a formal label contraindica0on. 
Monitor: 
Weight loss speed 
Protein intake 

Use cau2ously in: 
Cancer cachexia 
Chronic infec0ons such as TB / HIV when nutri0onal reserve is poor 

🔴 Renal disease 

Generally no dose adjustment required in CKD, but vomi0ng/dehydra0on can precipitate AKI 

🔴 Hepa2c disease 

Generally safe; omen useful in obesity / fany liver seongs, though not a liver-specific approved 
indica0on. 

🔴 Elderly / Frail 

Start ultra-low and slow. 
Avoid sarcopenia. 
Ensure protein intake, mobility, and resistance ac0vity. ADA 2026 emphasizes individualized care in 
older adults, with anen0on to nutri0on, func0onal status, and overtreatment avoidance 

🔴 Thyroid cau2on 

Avoid in: 
Medullary thyroid carcinoma (MTC) 
MEN-2 syndrome 
This remains a boxed warning / contraindica0on in current labels.  

 

6.  Drug Interac2ons (Very Important in Prac2ce) 

Interac2on issue Prac2cal implica2on 

Delayed gastric emptying May affect absorp0on of some oral drugs 

Sulfonylurea / insulin Hypoglycemia risk rises; reduce dose when needed 

Diure2cs Dehydra0on risk if GI side effects occur 

NSAIDs AKI risk may rise in volume deple0on 

 



§ Examples commonly discussed in prac0ce: 
Levothyroxine 
An0bio0cs 
Oral contracep0ves 

 

 

 

👉 Advice: give cri0cal oral drugs carefully and monitor clinical response when GI slowing is 
prominent. Current labels do warn that delayed gastric emptying may affect oral medica0on 
absorp0on.  

Important correc2on: 
“Give levothyroxine 1/2 hour before semaglu0de” is not a standard universal rule for weekly 
injectable semaglu2de. For oral semaglu2de, 0ming instruc0ons are formula0on-specific and much 
more important.  

 

7.  Monitoring Protocol 

Baseline Follow-up 

HbA1c Weight: monthly 

Weight, BMI HbA1c: every 3 months 

Renal func0on Renal func0on if GI symptoms / dehydra0on 

Liver profile Monitor tolerability and intake 

Lipid profile Watch for persistent vomi2ng or abdominal pain 

 



Watch for: 
Persistent vomi0ng 
Abdominal pain 
Visual symptoms 
Excessive weight loss 
Weakness / falls / sarcopenia signals 

 

This is good prac0cal OPD monitoring and is aligned with real-world use, though exact frequency 
should be individualized.  

 

 

 

8.  When to STOP / HOLD 

Suspected pancrea00s 
Severe GI intolerance 
Rapid unexplained weight loss 
Severe dehydra0on 
Before major surgery / procedures where delayed gastric emptying is a concern 

 

Prac2cal update: peri-procedural withholding recommenda0ons have evolved over 0me and can 
vary by procedure, aspira0on risk, and society guidance. A blanket “stop 1 week prior” is omen used 
in prac0ce for weekly dosing, but local anesthesia / endoscopy / anesthesia protocols should be 
checked individually.  

 

 

 



9.  Prac2cal Pearls (Indian Context) 

• High misuse risk in “cosme0c weight loss clinics” 
Counsel pa0ents: 
This is not a lifestyle shortcut 
Needs diet + exercise 
Needs protein preserva0on 
Needs follow-up 

• Avoid: 
BMI <25 cosme0c use without proper indica0on 

• Watch: 
Lean diabe0cs common in India 
Risk of excessive weight loss 
Risk of muscle loss 
Risk of frailty in older adults 

 

Most important to know about Semaglu2de which no Pharma House tells 

Muscle Loss (Sarcopenia) with Semaglu2de – Clinical Cau2on 

Why it happens? 

Rapid weight loss = loss of both fat + lean mass 
Appe0te suppression → reduced protein intake 
Sedentary pa0ents → muscle catabolism 

 

Studies of semaglu0de-associated weight loss show that lean mass does decrease, although total 
body composi0on usually s0ll improves because fat mass falls more. The prac0cal concern is greatest 
in frail, older, sedentary, under-proteinized, or already sarcopenic pa0ents 

 



Who is at HIGH RISK? 

-Elderly pa0ents 
-Lean diabe0cs (Indian phenotype) 
-Chronic illness (CKD, cancer, TB) 
-Low baseline protein intake 
-Sedentary lifestyle 
-Frailty / poor reserve 

 

🛡 Preven2on Strategy (Must prescribe along with drug) 

1.  Exercise – NON-NEGOTIABLE 

Resistance training is most important 
3–4 0mes/week 
Even simple: 
Chair squats 
Wall push-ups 
Light weights 

Aerobic: 
Walking 30 min/day 

👉 Without resistance exercise, muscle loss risk rises. 

2.  Protein Intake 

Target usually around 1.0–1.2 g/kg/day, and in selected obesity/weight-loss seongs may need more 
if renal status permits. 
Prac0cal Indian advice: 
Paneer 
Curd 
Dal 
Chana 
Eggs 
Protein supplements if intake poor 

👉 Divide protein across meals. 

3.  Calcium & Vitamin D 

Helpful where intake is poor, deficiency is likely, or bone risk is present. 
Not a semaglu0de-specific rule for every pa0ent, but very relevant in older adults and rapid weight-
loss seongs. 

4.  Weight Loss Target – Controlled, not aggressive 

Ideal: 
0.5–1 kg/week in many pa0ents 
Avoid: 
Crash weight loss 
Excess dose escala0on 



5. Monitoring for Sarcopenia 

Clinical signs: 
Weakness 
Difficulty rising from chair 
Fa0gue 
Falls 

Simple OPD tools: 
Hand grip strength 
Mid-arm circumference 
Gait speed 

🚨 Red flags – Act immediately 
Rapid weight loss (>2 kg/week) 
Visible muscle was0ng 
Fa0gue, falls 

👉 Ac0on: 
Reduce dose 
Increase protein 
Add resistance work 
Reassess treatment goal 

 

Semaglu2de: Know before you Login 

📌 1. 📉 Expected Weight Loss – “How much, how fast, in whom?” 

Time point Prac2cal expecta2on 

0–4 weeks Minimal; dose-escala0on phase 

3 months ~4–6% in many responders 

6 months ~8–12% in many responders 

12 months ~12–15% typical in strong responders; some achieve more 

These es0mates are broadly consistent with STEP-era evidence and real-world expecta0ons, but they 
vary by dose, adherence, baseline weight, diabetes status, and tolerability 



 

🔹 Who responds BEST 

Obese (BMI >30) 
High insulin resistance 
Central obesity / fany liver 
Good adherence 
Adequate protein intake 
No severe GI intolerance 

🔹 Who responds POORLY 

Lean T2DM 
Long-standing diabetes on insulin 
Emo0onal eaters / binge ea0ng 
Sedentary lifestyle 

👉 Clinical pearl: 
If <5% weight loss at 3 months on a meaningful therapeu0c dose, reassess adherence, dose, 
nutri0on, ac0vity, and whether this is the right drug for the right pa0ent. 

 

📌 2. ⚠ Avoid combina2on with DPP-4 inhibitors 

Vildaglip0n 
Sitaglip0n 
Linaglip0n 

❌ Why? 
Same incre0n pathway 
Linle added efficacy 
More cost 
More polypharmacy 



👉 Rule in prac2ce: stop DPP-4 inhibitor before star0ng semaglu0de unless there is a very unusual 
reason not to. This is consistent with diabetes guideline logic.  

 

📌 3. 🔄 Switching: Tirzepa2de → Semaglu2de 

When to switch? 

Cost issues 
GI intolerance 
Availability 
Pa0ent preference 

Prac2cal approach 

No formal washout is usually required in rou0ne prac0ce; many clinicians start the next weekly agent 
about 1 week aper the last dose of the prior weekly incre0n, then 0trate cau0ously. 

Important correc2on 

Your sentence “Semaglu2de is ~10x more potent than 2rzepa2de” should be removed from 
academic or prescribing material because it is not an evidence-based clinical conversion rule. There 
is no validated dose-conversion ra2o between 0rzepa0de and semaglu0de. 

A safer prac0cal approach is: 
Start semaglu0de at a conserva0ve tolerated dose 
Go slow 
Expect that weight-loss efficacy may be less than 0rzepa0de at higher doses in many pa0ents 

This is more evidence-aligned and safer for physicians. 

 

 4. Side Effects Monitoring (Prac2cal OPD Protocol) 

👁 A. Eye Monitoring (Re2nopathy risk) 

Why? 
Rapid HbA1c fall may transiently worsen diabe0c re0nopathy in suscep0ble pa0ents. This signal was 
noted in SUSTAIN-6 and is also reflected in current labelling. 

Who is high-risk? 
Pre-exis0ng diabe0c re0nopathy 
Very high HbA1c 
Rapid glucose drop 

 

 

 

 



What to do? 
 

Baseline fundus exam in at-risk pa0ents 
Repeat at 3–6 months if high-risk 
🚨 Red flags: 
Blurring of vision 
Floaters 
Visual change 
⚖ B. Weight Monitoring 
Weekly self-monitoring 
Monthly clinic review 
🚨 Concern if: 
1.5–2 kg/week loss 
Weakness 
Sarcopenia features 
🍬 C. Sugar Monitoring 
SMBG ini0ally when clinically needed 
HbA1c every 3 months 
🚨 Watch for: 
Hypoglycemia if on insulin / SU 
Excessively rapid glycemic drop 
💧 D. Dehydra2on & Renal Monitoring 
Check crea0nine if: 
Persistent vomi0ng 
Elderly 
CKD 
Poor intake 

 

 

 

 



📌 5. 🚨 When Side Effects Occur – What to Do 

GI intolerance 

Hold dose escala0on 
Step back to previous dose 
Small frequent meals 

Persistent vomi2ng 

Stop drug temporarily 
Hydrate 
Check renal func0on 

Suspected pancrea22s 

Severe epigastric pain → STOP immediately 
Check amylase / lipase 
Evaluate urgently 

 

🧠 Final Clinical Takeaways 

✔ Expect meaningful weight loss in the right pa0ent, but not every pa0ent loses equally 
✔ Avoid DPP-4 inhibitors alongside semaglu0de 
✔ Switching from 0rzepa0de to semaglu0de should be cau0ous; there is no validated fixed 
conversion ra2o 
✔ Monitor: 
👁 Eye 
⚖ Weight 
🍬 Sugar 
💧 Renal func0on 
💪 Muscle preserva0on 

✔ Always co-prescribe: 
Exercise 
Protein 
Monitoring 
Counseling 

❗ Otherwise risk rises for: 
Sarcopenia 
Frailty 
Falls 
Discon0nua0on 
Poor long-term outcomes 
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