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Abstract:- 

The global prevalence of obesity and type 2 diabetes 

mellitus (T2DM) continues to increase, creating an 

urgent need for effective, convenient, and patient-

friendly therapeutic options. Glucagon-like peptide-

1 receptor agonists (GLP-1 RAs) have emerged as 

an important class of medications for improving 

glycaemic control and promoting weight reduction. 

Orforglipron, developed by Eli Lilly and Company, 

is the first approved oral, non-peptide GLP-1 

receptor agonist that offers the advantages of once-

daily oral administration without food or water 

restrictions. A comprehensive literature review was 

conducted using published clinical trials, regulatory 

documents, prescribing information, and peer-

reviewed scientific publications related to 

Orforglipron. Relevant data were critically 

evaluated to summarize current evidence regarding 

its pharmacological characteristics and clinical 

applications. 
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I. Introduction:- 
Eli Lilly and Company created 

Orforglipron, a new oral non-peptide glucagon-like 

peptide-1 receptor agonist (GLP-1 RA), to treat type 

2 diabetes mellitus (T2DM) and obesity. 

Orforglipron is a small-molecule agonist that can be 

taken orally without restrictions regarding food or 

water intake, providing a more convenient 

therapeutic option and possibly increasing patient 

adherence, in contrast to peptide-based GLP-1 

receptor agonists that need subcutaneous injection. 

By promoting glucose-dependent insulin secretion, 

inhibiting glucagon secretion, postponing stomach 

emptying, and boosting satiety, glucagon-like 

peptide-1 receptor agonists enhance glycaemic 

management. Orforglipron maintains a safety profile 

typical of the GLP-1 receptor agonist class while 

producing clinically substantial reductions in 

glycated haemoglobin (HbA1c) and body weight by 

selective activation of the GLP-1 receptor. (1-4).The 

Phase 3 ATTAIN clinical research study has 

thoroughly assessed orforglipron's safety and 

effectiveness. Over the course of a 72-week 

treatment period, Orforglipron therapy produced 

statistically significant decreases in body weight and 

HbA1c as compared to placebo in the ATTAIN-2 

study, which included people with obesity and type 

2 diabetes mellitus. Gastrointestinal side effects, 

including as nausea, vomiting, diarrhea, and 

constipation, were the most commonly reported 

adverse events and were typically mild to 

moderately severe. (1) Orforglipron, marketed under 

the brand name FoundayoTM, was authorized by 

the U.S. Food and Drug Administration (FDA) on 

April 1, 2026, for the long-term control of weight in 

adults who are obese or overweight and have at least 

one weight-related comorbidity.This approval 

marked a major breakthrough in incretin-based 

therapy by making orforglipron the first licensed 

oral, non-peptide GLP-1 receptor agonist for obesity 

that may be taken at any time of day without meal or 

water restrictions.(2–3) Oreforglipron has become a 

viable treatment option for the long-term 

management of obesity and type 2 diabetes mellitus 

because to its novel molecular composition, easy 

oral administration, and proven success in 

enhancing glycemic control and lowering body 

weight. The current data on its pharmacology, 

clinical development, therapeutic effectiveness, 

safety profile, and future prospects are compiled in 

this study.(1,4) 

 

Mechanism of Action:- 

Orforglipron is a small-molecule, non-

peptide glucagon-like peptide-1 receptor agonist 

(GLP-1 RA) that binds to and activates the GLP-1 
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receptor with selectivity. Orforglipron is orally 

accessible and can be provided without regard to 

food or drink consumption, in contrast to peptide-

based GLP-1 receptor agonists, which must be 

injected subcutaneously. GLP-1 receptor activation 

starts intracellular signaling pathways that mimic 

endogenous GLP-1's physiological effects, 

enhancing glucose homeostasis and encouraging 

weight loss.The main way that orforglipron lowers 

blood sugar is by stimulating pancreatic β-cell 

insulin production in a glucose-dependent manner. 

When administered alone, the medication reduces 

the risk of hypoglycemia while improving 

glycaemic management by increasing insulin release 

only when blood glucose concentrations are 

elevated.Concurrently, incorrect glucagon release 

from pancreatic α-cells is suppressed by GLP-1 

receptor activation, which lowers hepatic glucose 

synthesis and improves fasting and postprandial 

plasma glucose concentrations. Additionally, 

orforglipron has significant impact on the central 

nervous system and gastrointestinal tract. GLP-1 

receptor activation reduces postprandial glucose 

excursions and slows the transport of nutrients to the 

small intestine by delaying stomach emptying. 

Furthermore, GLP-1 receptor activation in the 

hypothalamic appetite-regulating regions increases 

satiety and decreases hunger, which leads to a 

reduction in caloric intake and a gradual loss of 

body weight. The therapeutic effectiveness of 

orforglipron in treating obesity and type 2 diabetes 

mellitus is significantly influenced by these 

combination metabolic effects. Clinical research has 

shown that these pharmacodynamic pathways result 

in changes in metabolic outcomes that are clinically 

significant.In adults with obesity and type 2 diabetes 

mellitus, treatment with orforglipron significantly 

reduced body weight and glycated hemoglobin 

(HbA1c) when compared to placebo in the Phase 3 

ATTAIN-2 trial, demonstrating that sustained GLP-

1 receptor activation effectively improves glycaemic 

control while facilitating weight loss. (1,4) Because 

of its small-molecule, non-peptide form, 

orforglipron's therapeutic action allows for oral 

administration without the need for fasting or 

limitations on food and drink consumption. This 

pharmacological feature sets it apart from the oral 

peptide GLP-1 receptor agonists already on the 

market and may enhance therapy accessibility, 

convenience, and adherence while preserving 

efficacy typical of the GLP-1 receptor agonist class. 

(2–4) 

 
Figure 1:-Mechanism of Action of Orforglipron: GLP-1 Receptor Activation Leading to Improved Glycaemic 

Control and Weight Reduction.6 
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Pharmacokinetics:- 

Orforglipron is a small-molecule, non-peptide 

glucagon-like peptide-1 (GLP-1) receptor agonist 

that is taken orally once a day. It is oral active and 

does not need to be co-formulated with an 

absorption enhancer, in contrast to peptide GLP-1 

receptor agonists. The medication is more 

convenient than the oral peptide GLP-1 receptor 

agonists that are already on the market since it may 

be delivered without limitations on food or drink 

consumption. (1–5) 

 

Absorption:- 

Orforglipron does not require injectable delivery 

because it is absorbed through the gastrointestinal 

tract and enters the systemic circulation after oral 

dosing. It has enough oral bioavailability for 

therapeutic GLP-1 receptor activation due to its 

small-molecule nature. According to clinical 

research, administration is convenient because there 

is no need for fasting or precise meal time. (1–5) 

 

Distribution:- 

Following absorption, orforglipron circulates 

throughout the body to tissues that express GLP-1 

receptors, such as the gastrointestinal tract, the 

pancreatic islets, and parts of the central nervous 

system that control hunger. Distribution makes it 

possible for the peripheral and central GLP-1 

receptors that control glucose and energy balance to 

be activated. (1, 4, 5) 

 

Metabolism:- 

The research that is currently available suggests that 

orforglipron is biotransformed by the liver prior to 

excretion. It is metabolized differently from peptide 

GLP-1 receptor agonists, which are mostly broken 

down by proteolytic enzymes, because it is a non-

peptide small molecule. During once-daily 

treatment, hepatic metabolism helps to maintain 

therapeutic plasma concentrations. (2–5) 

 

Elimination:- 

After metabolism, orforglipron is excreted via the 

biliary and renal systems. Under appropriate 

therapeutic settings, elimination minimizes drug 

buildup while supporting the maintenance of 

effective plasma concentrations with repeated once-

daily dosing. (2,5) 

 

Clinical Pharmacokinetic Characteristics:- 

Orforglipron pharmacokinetic profile supports:-  

• Oral administration once daily  

• There are no limitations on food or water.  

• Regular exposure to the system  

• Persistent activation of the GLP-1 receptor  

• Convenient dosing leads to better patient 

adherence (1–5). 

 

Pharmacodynamics:- 

By selectively activating the glucagon-like peptide-1 

(GLP-1) receptor, orforglipron reproduces the 

physiological effects of endogenous GLP-1. This 

receptor's activation starts intracellular signaling 

pathways that enhance glucose regulation and lower 

body weight.(1–5) 

➢ Impact on β-Cells in the Pancreas :- 

Pancreatic β-cells secrete more glucose-

dependent insulin when the GLP-1 receptor 

is activated. The danger of hypoglycemia is 

smaller than with insulin secretagogues 

since insulin release mostly happens when 

plasma glucose concentrations are 

increased.  

➢ Impact on α-Cells in the Pancreas:- 

Orforglipron lowers hepatic glucose 

synthesis and improves fasting and 

postprandial blood glucose concentrations 

by suppressing glucagon release during 

hyperglycaemia.  

➢ Impact on the Digestive System: - 

GLP-1 receptor activation reduces the pace 

of nutrition delivery to the small intestine 

and attenuates postprandial glucose 

excursions by slowing stomach emptying. 

Prolonged fullness following meals is also 

a result of delayed stomach emptying.  

 

Central Nervous System Effects:- 

Orforglipron acts on hypothalamic 

appetite-regulating centres, decreasing 

hunger while increasing satiety. Reduced 

caloric intake contributes to sustained body 

weight reduction observed during clinical 

trials.  

➢ Effect on Body Weight:- 

Clinical studies demonstrated clinically 

meaningful reductions in body weight 

following long-term treatment with 

orforglipron. Weight reduction results from 

decreased appetite, lower energy intake, 

and improved metabolic regulation 

mediated through GLP-1 receptor 

activation.  

➢ Effect on Glycaemic Control 

Activation of GLP-1 receptors improves 

multiple aspects of glucose homeostasis by: 

❖ Increasing insulin secretion  
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❖ Reducing glucagon secretion  

❖ Delaying gastric emptying 

❖ Lowering fasting plasma glucose 

❖ Reducing postprandial glucose 

excursions 

❖ Decreasing HbA1c concentrations (1,4) 

 

Table No:-1 Pharmacokinetic Profile and 

Dosing Characteristics of Orforglipron 

 

Parameter Information 

Route Oral 

Dosage 

frequency 

Once daily 

Drug type Small-molecule 

(non-peptide) 

Food restriction None 

Water restriction None 

Bioavailability Approximately 79% 

Metabolism Primarily hepatic 

Elimination 
Mainly fecal and 

renal 

 

Indications  of orforglipron has been developed 

for:- 

A new oral non-peptide glucagon-like peptide-1 

receptor agonist (GLP-1 RA) called Orforglipron 

was created to treat metabolic diseases, namely 

obesity and type 2 diabetes (T2DM). Its usefulness 

in enhancing glycaemic control and encouraging 

clinically significant weight reduction with once-

daily oral dosing has been demonstrated by clinical 

research programs and regulatory clearances. (1–5) 

1. Long-Term Weight Control:-  

Adults with obesity (body mass index [BMI] ≥30 

kg/m²) or overweight (BMI ≥27 kg/m²) who have at 

least one weight-related comorbidities, such as 

hypertension, dyslipidemia, obstructive sleep apnea, 

or type 2 diabetes mellitus, should use orforglipron 

for long-term weight control. When combined with 

a lower-calorie diet and more exercise, clinical 

research has shown substantial and long-lasting 

weight loss. (1–5)  

 

2. Diabetes Mellitus Type 2 :- 

Orforglipron was created to help persons with type 2 

diabetes mellitus better regulate their blood sugar 

levels. Glycated hemoglobin (HbA1c) is 

significantly reduced as a result of selectively 

activating the GLP-1 receptor, which also increases 

glucose-dependent insulin secretion, inhibits 

glucagon release, delays stomach emptying, and 

improves overall glucose homeostasis. (1, 4, 5) 

 

3. Weight-Related Comorbidities in Overweight 

Adults:- 

Adults who are overweight and have one or more 

medical disorders related to obesity are also targeted 

by the medication. According to clinical data, 

orforglipron therapy improves cardiometabolic risk 

factors linked to excess adiposity while also helping 

patients lose weight. (1–4)  

 

4. Long-Term Obesity Management :- 

Long-term orforglipron dosing resulted in clinically 

significant weight loss with an acceptable safety 

profile, as shown by the Phase 3 ATTAIN clinical 

development study. Its use as a long-term 

pharmaceutical strategy for managing obesity in 

conjunction with lifestyle change is supported by 

these data. (1, 2, 4) 

 

5. Oral Alternative to Injectable GLP-1 Receptor 

Agonists:- 

Orforglipron offers a practical substitute for 

injectable GLP-1 receptor agonists due to its oral, 

non-peptide formulation. For suitable individuals, 

once-daily dosing without meal or water restrictions 

may increase access to incretin-based therapy and 

enhance treatment adherence. (2–5) 

 

Clinical Development:- 

Eli Lilly and Company created Orforglipron, a new 

oral non-peptide glucagon-like peptide-1 receptor 

agonist (GLP-1 RA), to treat type 2 diabetes 

mellitus (T2DM) and obesity. Its clinical 

development program was created to assess its long-

term therapeutic advantages, safety, tolerability, and 

effectiveness in a variety of patient groups. 

Numerous Phase 2 and Phase 3 clinical trials 

examining weight loss, glycaemic management, and 

cardiovascular risk factors are part of the program. 
(1–5) 

➢ Initial Clinical Development:- 

Phase 1 and Phase 2 investigations, which 

confirmed orforglipron's pharmacological 

efficacy, dose-response relationship, and 

safety profile, marked the start of the drug's 

clinical development. These investigations 

showed that once-daily oral treatment had a 

tolerability profile typical of the GLP-1 

receptor agonist class and resulted in 

clinically significant decreases in body 

weight and glycated hemoglobin (HbA1c). 

The most commonly reported treatment-

emergent side effects included nausea, 

vomiting, diarrhea, and constipation. (2, 4, 5) 
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➢ Clinical Trials in Phase Two:- 

Multiple oral dosages of orforglipron were 

assessed in phase 2 clinical trials in people 

with obesity and type 2 diabetes mellitus. 

The studies showed gradual weight loss 

and dose-dependent glycemic control 

improvements. These results distinguished 

orforglipron from peptide-based oral GLP-

1 receptor agonists by confirming that it 

could be taken without fasting or meal 

restrictions and supporting the choice of 

ideal dosages for later Phase 3 research 
(2,4,5). 

➢ Program for Phase 3 Clinical 

Development:-  

The worldwide Phase 3 ATTAIN clinical 

development program, which included 

people with type 2 diabetes mellitus, 

obesity, and overweight, further examined 

the safety and effectiveness of orforglipron. 

The program was created to evaluate 

overall safety, glycaemic control, and long-

term weight management in various patient 

groups. These trials' findings showed 

clinically significant decreases in body 

weight and HbA1c with a safety profile 

comparable to other GLP-1 receptor 

agonists. (1–5) 

➢ The ATTAIN-2 Trial:- 

The Phase 3, double-blind, randomized, 

multicenter, placebo-controlled ATTAIN-2 

trial assessed the safety and effectiveness 

of orforglipron in people with type 2 

diabetes mellitus and obesity. Over the 

course of the research, those who received 

orforglipron had statistically significant 

reductions in both body weight and HbA1c 

as compared to those who received a 

placebo. There were few treatment 

discontinuations as a result of adverse 

events, and the most often reported adverse 

events were gastrointestinal in nature and 

typically mild to moderate in severity. (1) 

➢ Regulatory Achievement :- 

The U.S. Food and Drug Administration 

(FDA) authorized FoundayoTM 

(orforglipron) for long-term weight control 

in adults who are obese or overweight and 

have at least one weight-related 

comorbidity in 2026 based on data from the 

clinical development program. The 

approval emphasized orforglipron's simple 

once-daily dosing without meal or water 

restrictions and acknowledged it as the first 

licensed oral, non-peptide GLP-1 receptor 

agonist for weight control. (2, 3, 5)  

➢ Clinical Development in the Future:- 

Clinical studies are still being conducted to 

assess orforglipron in other patient 

demographics and therapeutic contexts, 

such as long-term metabolic results and 

more comprehensive treatment of type 2 

diabetes and obesity. It is anticipated that 

these research would increase the evidence 

for its therapeutic usage and clarify its 

function in managing modern metabolic 

diseases. (2–5) 

 

Clinical Efficacy:- 

In individuals with type 2 diabetes mellitus (T2DM) 

and obesity, orforglipron has shown significant 

clinical effectiveness in enhancing glycaemic 

control and encouraging weight loss. Treatment with 

orforglipron continuously produced clinically 

significant decreases in body weight, fasting plasma 

glucose, and glycated hemoglobin (HbA1c) 

throughout the Phase 3 clinical development 

program while keeping a safety profile similar to 

that of other GLP-1 receptor agonists. These results 

validate its usage as a successful oral treatment 

option for the management of metabolic diseases. 

(1–5) 

 

➢ Effectiveness in Glycemic Management:- 

Through glucose-dependent stimulation of 

insulin secretion and restriction of 

glucagon release, clinical studies showed 

that once-daily oral orforglipron 

dramatically improved glycaemic 

management. Treatment with orforglipron 

resulted in clinically significant decreases 

in HbA1c when compared to placebo and 

active comparators in Phase 3 trials 

including individuals with type 2 diabetes; 

benefits were seen at several dosing levels. 

Effective overall glycemic management 

was demonstrated by the declines in 

postprandial and fasting plasma glucose 

concentrations that coincided with these 

reductions. (1, 4, 5) 

➢ Loss of Weight :- 

The capacity of orforglipron to 

significantly and sustainably reduce body 

weight is one of its main therapeutic 

advantages. Participants in the Phase 3 

ATTAIN-2 study who received 

orforglipron saw statistically significant 

weight loss as compared to those who 
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received a placebo. Throughout the course 

of therapy, weight reduction was gradual 

and linked to GLP-1 receptor activation-

induced decreased hunger, improved 

fullness, and lower calorie intake. These 

results show that orforglipron is a 

successful oral pharmacological treatment 

for obese and overweight people with type 

2 diabetes. (1–4) 

➢ Benefits of Cardio metabolism:- 

Treatment with orforglipron was linked to 

positive changes in a number of 

cardiometabolic risk variables in addition 

to improvements in body weight and 

glycaemic management. Clinical studies 

have shown improvements in metabolic 

markers that frequently accompany weight 

loss, indicating that orforglipron may play 

a part in the overall therapy of metabolic 

diseases. These advantages add to its total 

therapeutic effectiveness and enhance its 

glucose-lowering and weight-loss effects. 

(1–4) 

➢ Dose-Related Clinical Reaction:- 

Higher dosages often result in larger 

reductions in HbA1c and body weight 

while retaining an acceptable tolerability 

profile, according to clinical trials that 

showed a dose-dependent therapeutic 

response. In line with the recognized GLP-

1 receptor agonist class, gastrointestinal 

unpleasant events continued to be the most 

commonly reported side effects and were 

typically mild to moderate in severity. (1, 

2, 4, 5) 

➢ Long-Term Effectiveness of Therapy:- 

Phase 3 studies examined how long-term 

orforglipron administration sustained 

clinically significant changes in body 

weight and glycaemic control during the 

course of therapy. Throughout the trial 

period, there was no indication of a waning 

therapeutic impact due to sustained GLP-1 

receptor activation, which led to ongoing 

metabolic advantages. Long-term treatment 

adherence and overall clinical efficacy may 

be further improved by the ease of once-

daily oral administration without meal or 

water restrictions. (1–5) 

➢ Clinical Significance Overall:-  

Orforglipron is an effective oral GLP-1 

receptor agonist that can significantly 

enhance glycaemic control, clinically 

relevant body weight loss, and favorable 

metabolic outcomes in individuals with 

obesity and type 2 diabetes, according to 

the clinical data now available. By 

combining the ease of once-daily oral 

administration with the effectiveness of 

GLP-1 receptor agonists, its oral, non-

peptide formulation offers a significant 

therapeutic development. (1–5) 

 

Weight Reduction:- 

As a glucagon-like peptide-1 receptor 

agonist (GLP-1 RA), orforglipron's primary 

therapeutic effect is weight loss. Oreforglipron 

reduces calorie intake, increases satiety, and 

suppresses appetite by activating GLP-1 receptors in 

the gastrointestinal tract and central nervous system. 

This results in gradual and long-lasting weight 

reduction. Clinical research involving people with 

type 2 diabetes mellitus (T2DM) and obesity have 

repeatedly shown these physiological consequences. 

(1–5)In people with obesity and type 2 diabetes, the 

Phase 3 ATTAIN-2 study showed that therapy with 

orforglipron produced statistically significant and 

clinically relevant decreases in body weight when 

compared to placebo. Throughout the course of the 

treatment, weight reduction increased, suggesting 

that the once-daily oral medication would continue 

to be therapeutically effective. A dose-dependent 

treatment response was shown by the fact that 

participants who received higher dosages often had 

larger decreases in body weight. (1) Additional 

clinical data suggests that using orforglipron to 

reduce weight is associated with benefits in 

metabolic health. Reductions in body weight were 

linked to beneficial changes in cardiometabolic risk 

variables, better glycaemic management, and 

decreases in glycated hemoglobin (HbA1c). The 

relevance of orforglipron as a complete therapy 

option for people with obesity and obesity-related 

metabolic diseases is supported by these combined 

outcomes. (1, 2, 4)Orforglipron is taken orally 

without food or water restrictions, in contrast to 

injectable GLP-1 receptor agonists, which may 

enhance treatment compliance and enable long-term 

weight management. While retaining effectiveness 

equivalent to the GLP-1 receptor agonist class, its 

easy dose schedule offers a significant benefit for 

individuals needing long-term medication for 

obesity. (2–5)  

 

Overall, the clinical data that is now available shows 

that orforglipron suppresses appetite, lowers caloric 

intake, and improves metabolic control to generate 

long-lasting and clinically significant weight 
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reduction. Its use as a successful oral medication for 

long-term weight control in individuals with obesity 

or overweight and related comorbidities is supported 

by the positive effectiveness seen in the Phase 3 

clinical development program. (1–5) 

 

Advantages of orforglipron :- 

Because of its oral, non-peptide formulation and 

proven effectiveness in enhancing glycaemic control 

and lowering body weight, orforglipron provides a 

number of therapeutic and practical benefits over 

current glucagon-like peptide-1 receptor agonists 

(GLP-1 RAs). Its potential to enhance treatment 

accessibility, convenience, and long-term adherence 

in people with obesity and type 2 diabetes mellitus 

(T2DM) has been demonstrated by clinical research 

and regulatory assessments. (1–5)  

 

1. Oral Instruction:- 

 

The fact that orforglipron is taken as a once-daily 

oral tablet and does not require subcutaneous 

injections is one of its biggest benefits. For patients 

who are hesitant to take injectable therapy or prefer 

oral drugs, this offers a practical substitute that may 

increase treatment acceptability and adherence. (2–

5) 

 

2. Small-Molecule Non-Peptide GLP-1 Receptor 

Agonist:- 

 

Orforglipron is a non-peptide small molecule that is 

orally accessible, in contrast to the peptide-based 

GLP-1 receptor agonists already on the market. Its 

chemical structure allows for efficient GLP-1 

receptor activation without the need for injection or 

peptide preparation. (1, 2, 5)  

 

3. No Limitations on Food or Water:- 

 

Orforglipron can be administered on a daily basis 

without the need for fasting or dietary or water 

restrictions. This sets it apart from several oral 

peptide GLP-1 receptor agonists that may improve 

patient comfort and call for particular dosage 

requirements. (2–5)  

 

4. Weight Loss with Clinical Significance:- 

 

In individuals with obesity and type 2 diabetes, 

orforglipron has regularly shown substantial and 

long-lasting decreases in body weight. Appetite 

suppression, increased satiety, and decreased calorie 

intake due to GLP-1 receptor activation all 

contribute to weight reduction. (1–4) 

 

5. Daily Dosage:- 

 

Orforglipron's pharmacological nature permits once-

daily administration, offering a straightforward 

dosage schedule that may enhance drug adherence 

throughout the course of long-term treatment. (2–5) 

 

Adverse Effects of Orforglipron:- 

The overall safety profile of orforglipron has been 

shown to be in line with that of the glucagon-like 

peptide-1 receptor agonist (GLP-1 RA) class. The 

majority of adverse effects are gastrointestinal in 

character, often mild to moderate in severity, and 

most frequently occur during dosage escalation 

during the early phases of therapy, according to 

clinical studies and regulatory reviews. Usually 

brief, these occurrences tend to lessen with ongoing 

treatment. (1–5)  

 

❖ Adverse Effects on the Digestive 

System:- 

The gastrointestinal system is the area 

where orforglipron side effects are most 

commonly observed. Among them are:  

•Nausea  

•Vomiting  

• Diarrhea  

• Constipation  

• Pain in the abdomen  

• Dyspepsia  

The majority of these adverse events were 

mild to moderate and resolved without 

long-term problems, but they were the most 

frequent causes of short-term therapy 

stoppage or termination in clinical studies. 

(1, 4, 5) 

❖ Effects on Metabolism:- 

When orforglipron is taken as 

monotherapy, the risk of hypoglycemia is 

often modest since the insulin secretion it 

induces is glucose-dependent. However, 

when orforglipron is used with insulin or 

insulin secretagogues like sulfonylureas, 

the risk of hypoglycemia may rise, and the 

concurrent medication's dose may need to 

be adjusted. (4,5) 

  

Disorders of the Gallbladder:-  

Orforglipron and other GLP-1 receptor 

agonists have been linked to an increased 

risk of gallbladder-related conditions such 
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cholecystitis and cholelithiasis. Throughout 

therapy, patients should be watched for 

gallbladder disease symptoms. (4,5) 

 

❖ Pancreatitis:- 

GLP-1 receptor agonists have been linked 

to cases of acute pancreatitis. Patients 

should be urged to seek emergency medical 

assistance if they have chronic severe 

stomach discomfort that may radiate to the 

back, even if a clear causal association has 

not been conclusively proved for 

orforglipron. If pancreatitis is suspected, 

treatment should be stopped. (4,5) 

 

❖ Reactions to Hypersensitivity:- 

Those who are vulnerable may experience 

severe hypersensitivity reactions, including 

allergic reactions. Patients who have a 

history of allergy to the medication or any 

of its ingredients should not use 

orforglipron. (5) 

 

❖ Warning of Thyroid C-Cell Tumor 

A boxed warning about the possible risk of 

thyroid C-cell cancers based on results in 

rodent research is included in the 

prescription material, much like with other 

GLP-1 receptor agonists. It is unclear if 

these findings are applicable to people. 

Patients with Multiple Endocrine Neoplasia 

syndrome type 2 (MEN 2) or those with a 

personal or family history of medullary 

thyroid cancer (MTC) should not use 

orforglipron. (5) 

❖ Overall Profile of Safety:- 

The Phase 3 clinical development program 

showed that orforglipron's safety profile is 

mostly in line with the recognized GLP-1 

receptor agonist class. The majority of side 

effects were gastrointestinal, happened 

early in the course of therapy, and could be 

controlled with supportive care and dosage 

escalation techniques. The use of 

orforglipron for long-term weight control 

and glycaemic control in carefully chosen 

individuals is generally supported by the 

benefit-risk profile. (1–5) 

 

Drug Interactions of Orforglipron:- 

Orforglipron's pharmacological action of delaying 

stomach emptying may change the absorption of 

concurrently taken oral medicines, which is the 

main way that it might interact with other 

medications. Orforglipron should be taken with 

drugs that have a limited therapeutic index or need 

quick gastrointestinal absorption, even if clinically 

relevant interactions are rare. (2, 4, 5)  

 

❖ Interactions with Oral Drugs:- 

Orforglipron may postpone the absorption 

of some oral medications by decreasing 

stomach emptying. It is advised to exercise 

caution while co-administering medicines 

whose effectiveness depends on exact 

plasma concentrations or quick absorption, 

even if this impact is typically not regarded 

as clinically important for the majority of 

treatments. Healthcare professionals should 

keep an eye on these drugs' therapeutic 

response and modify treatment as needed. 

(4,5) 

 

❖ Insulin and Insulin 

SecretagogueInteraction :- 

Because orforglipron acts through a 

glucose-dependent mechanism, there is 

little inherent danger of hypoglycemia. 

However, the risk of hypoglycemia may 

rise when given concurrently with insulin 

or insulin secretagogues (such as 

sulfonylureas). Depending on each patient's 

reaction and glycaemic control, lowering 

the dosage of insulin or the insulin 

secretagogue may be taken into 

consideration to reduce this risk. (4,5) 

  

❖ Interaction with Additional 

Antihyperglycemic Drugs:- 

As part of a complete treatment plan for 

type 2 diabetes mellitus, orforglipron may 

be used in conjunction with other 

antihyperglycemic drugs. Clinical research 

has shown that, when patients are properly 

monitored for effectiveness and 

tolerability, combination treatment can 

enhance glycaemic control without causing 

unanticipated drug-drug interactions. (1,4) 

 

❖ Impact on the Absorption of Drugs:- 

The pace, although not always the degree, 

of absorption of certain oral drugs may be 

impacted by the delay in stomach emptying 

linked to GLP-1 receptor activation. When 

starting or increasing the dosage of 

orforglipron treatment, patients using drugs 

with significant dosing needs should be 

constantly watched. (4,5)  
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❖ Clinical Aspects:- 

Clinicians should examine the patient's 

whole prescription schedule before starting 

orforglipron to find any possible conflicts, 

especially with insulin, sulfonylureas, or 

oral medications that need to be absorbed 

quickly. When starting or changing 

therapy, it is advised to regularly evaluate 

blood glucose levels and clinical response. 

(2, 4, 5) 

 

 
FIGURE 2:-Schematic Representation of the Drug–Drug Interaction Profile of Orforglipron7 

 

Marketed Product of Orforglipron (Foundayo™ Oral Tablets) 

 

`  

Figure 3: - Marketed Product of Orforglipron (Foundayo™ Oral Tablets)8 
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Brand Name:Foundayo™ 

Generic Name: Orforglipron 

Drug Class: Oral, non-peptide glucagon-like 

peptide-1 receptor agonist (GLP-1 RA) 

Dosage Form: Film-coated oral tablets 

Route of Administration: Oral 

Manufacturer/Marketing Authorization Holder: 

Eli Lilly and Company 

Indication: Chronic weight management in adults 

with obesity (BMI ≥30 kg/m²) or overweight (BMI 

≥27 kg/m²) with at least one weight-related 

comorbidity, and for improving glycaemic control in 

adults with type 2 diabetes mellitus according to the 

approved prescribing information. (1–5) 

 

Product Features:- 

• First approved oral, non-peptide GLP-1 

receptor agonist  

• Once-daily oral administration  

• No food or water restrictions at the time of 

dosing  

• Designed for long-term treatment of 

obesity and type 2 diabetes mellitus  

• Demonstrated clinically meaningful 

reductions in body weight and HbA1c in 

Phase 3 clinical trials (1–5) 

 

Conclusion:-  

Orforglipron represents an important 

milestone in the evolution of GLP-1 receptor agonist 

therapy as the first approved oral non-peptide GLP-

1 receptor agonist for obesity and type 2 diabetes 

mellitus. Its unique small-molecule structure enables 

convenient once-daily oral administration without 

food or water restrictions while maintaining the 

established metabolic benefits of the GLP-1 receptor 

agonist class. Clinical evidence from the Phase 3 

ATTAIN program demonstrates significant and 

sustained reductions in HbA1c and body weight, 

accompanied by improvements in overall metabolic 

health and an acceptable safety profile. Although 

gastrointestinal adverse effects remain the most 

common treatment-related events, they are generally 

mild to moderate and manageable during therapy. 

The improved convenience of oral dosing has the 

potential to enhance patient adherence and broaden 

access to incretin-based treatment. As additional 

long-term clinical data become available, 

orforglipron is expected to play an increasingly 

important role in the management of obesity, type 2 

diabetes mellitus, and related metabolic disorders, 

offering an effective and patient-friendly alternative 

to injectable GLP-1 receptor agonists 
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