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 Comparable Products   Preferred Drug List Status 
 Ozempic               Non-Preferred with Conditions 
 Trulicity     Preferred with Conditions 
 Victoza     Preferred with Conditions 
           

Pharmacology/Usage: Tirzepatide, the active ingredient of Mounjaro®, is a glucose-dependent insulinotropic 
polypeptide (GIP) receptor and glucagon-like peptide-1 (GLP-1) receptor agonist that selectively binds to and 
activates both the GIP and GLP-1 receptors (the targets for native GIP and GLP-1). Tirzepatide lowers fasting and 
postprandial glucose concentration, decreases food intake, and reduces body weight in patients with type 2 diabetes 
mellitus (DM). 

Indication:  As an adjunct to diet and exercise to improve glycemic control in adults with type 2 DM. It has not been 
studied in patients with a history of pancreatitis and is not indicated for use in patients with type 1 DM.  

There is no pregnancy category for this medication; however, the risk summary indicates that available data with 
use in pregnant women are not sufficient to assess for a drug-related risk of major birth defects, miscarriage, or 
other adverse maternal or fetal outcomes. There are risks to the mother and fetus associated with poorly controlled 
diabetes in pregnancy. Based on animal studies, there may be risks to the fetus from exposure to tirzepatide during 
pregnancy. Thus, Mounjaro® should be used during pregnancy only if the potential benefit justifies the potential risk 
to the fetus. The safety and efficacy of use in the pediatric population have not been established. 

Dosage Form:  Pre-filled single-dose pens for Injection: 2.5mg/0.5ml, 5mg/0.5ml, 7.5mg/0.5ml, 10mg/0.5ml, 
12.5mg/0.5ml, and 15mg/0.5ml.   

Recommended Dosage:  Administer once weekly, any time of the day, with or without meals. Inject SC in the 
abdomen, thigh, or upper arm, rotating the injection site with each dose. When using Mounjaro® with insulin, 
administer as separate injections and never mix. It is acceptable to inject Mounjaro® and insulin in the same body 
region, but the injections should not be adjacent to each other.  

Start at 2.5mg SC QW. The 2.5mg dose is for treatment initiation and is not intended for glycemic control. After 4 
weeks, increase the dosage to 5mg SC QW. If additional glycemic control is required, increase the dosage in 2.5mg 
increments after at least 4 weeks on the current dose, up to the maximum dosage of 15mg SC QW. The day of 
weekly administration can be changed, if necessary, as long as the time interval between the two doses is at least 3 
days (72 hours). 
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If a dose is missed, instruct patients to administer as soon as possible within 4 days (96 hours) after the missed dose. 
If more than 4 days have passed, skip the missed dose, and administer the next dose on the regularly scheduled day. 
In each case, patients can then resume their regular once weekly dosing schedule. 

Dose adjustments are not required with hepatic or renal impairment. Monitor renal function when initiating or 

escalating doses of Mounjaro® in patients with renal impairment reporting severe adverse gastrointestinal 
reactions. 

Drug Interactions:  When starting Mounjaro®, consider reducing the dose of concomitantly administered insulin 
secretagogues (e.g., sulfonylureas) or insulin to reduce the risk of hypoglycemia. 

Mounjaro® delays gastric emptying, and thus has the potential to impact the absorption of concomitantly 
administered oral medications. Caution should be exercised when oral medications are concomitantly administered 
with Mounjaro®. Monitor patients on oral medications dependent on threshold concentrations for efficacy and 
those with a narrow therapeutic index (e.g., warfarin) when concomitantly administered with Mounjaro®. 

Advise patients using oral hormonal contraceptives to switch to a non-oral contraceptive method or add a barrier 
method of contraception for 4 weeks after initiation and for 4 weeks after each dose escalation with Mounjaro®. 
Hormonal contraceptives that are not administered orally should not be affected. 

Box Warning:  This product has a box warning regarding increased risk of thyroid C-cell tumors. In both male and 
female rats, tirzepatide causes dose-dependent and treatment-duration-dependent thyroid C-cell tumors at 
clinically relevant exposures. It is not known whether Mounjaro® causes thyroid C-cell tumors, including medullary 
thyroid carcinoma (MTC), in humans as human relevance of tirzepatide-induced rodent thyroid C-cell tumors has 

not been determined. Mounjaro® is contraindicated in patients with a personal or family history of MTC or in 
patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2). Counsel patients regarding the potential risk 
for MTC with the use of Mounjaro® and inform them of symptoms of thyroid tumors. Routine monitoring of serum 
calcitonin or using thyroid ultrasound is of uncertain value for early detection of MTC in patients treated with 
Mounjaro®. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Mounjaro® 5mg/10mg/15mg) minus reported % incidence for placebo. Please note that an incidence of 0% means 
the incidence was the same as or less than placebo. The most frequently reported adverse events included nausea 
(8%/11%/14%), diarrhea (3%/4%/8%), decreased appetite (4%/9%/10%), vomiting (3%/3%/7%), constipation 
(5%/5%/6%), dyspepsia (5%/5%/2%), and abdominal pain (2%/1%/1%). 

Acute pancreatitis, including fatal and non-fatal hemorrhagic or necrotizing pancreatitis, has been observed in 
patients treated with GLP-1 receptor agonists. In clinical studies, 14 events of acute pancreatitis were confirmed by 
adjudication in 13 Mounjaro®-treated patients (0.23 patients per 100 years of exposure) versus 3 events in 3 
comparator-treated patients (0.11 patients per 100 years of exposure). Mounjaro® has not been studied in patients 
with a prior history of pancreatitis, and it is not known if patients with a history of pancreatitis are at higher risk for 
development of pancreatitis on Mounjaro®. After starting treatment, observe patients carefully for signs and 
symptoms of pancreatitis. If pancreatitis is suspected, discontinue Mounjaro® and start appropriate management. 

Hypersensitivity reactions have been reported with Mounjaro® in clinical trials and were sometimes severe. 

Mounjaro® has been associated with gastrointestinal adverse reactions, which include nausea, vomiting, and 
diarrhea. These events may lead to dehydration, which if severe could cause acute kidney injury. In patients treated 
with GLP-1 receptor agonists, there have been post marketing reports of acute kidney injury and worsening of 
chronic renal failure. Some of these events have been reported in patients without known underlying renal disease. 
Monitor renal function when starting or increasing doses of Mounjaro ® in patients with renal impairment reporting 
severe gastrointestinal adverse reactions. 
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Mounjaro® has not been studied in patients with severe gastrointestinal disease, including severe gastroparesis, and 
is therefore not recommended in these patients. 

Rapid improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy. 
Mounjaro® has not been studied in patients with non-proliferative diabetic retinopathy requiring acute therapy, 

proliferative diabetic retinopathy, or diabetic macular edema. Patients with a history of diabetic retinopathy should 
be monitored for progression of diabetic retinopathy. 

Acute events of gallbladder disease such as cholelithiasis or cholecystitis have been reported in GLP-1 receptor 
agonist trials and post marketing. In Mounjaro® placebo-controlled clinical trials, acute gallbladder disease was 
reported by 0.6% of Mounjaro®-treated patients and 0% of placebo-treated patients. If cholelithiasis is suspected, 
gallbladder diagnostic studies and appropriate clinical follow-up are indicated. 

Contraindications:   In patients with: 

• A personal or family history of medullary thyroid carcinoma (MTC) or in patients with Multiple Endocrine 
Neoplasia syndrome type 2 (MEN 2). 

• Known serious hypersensitivity to tirzepatide or any of the excipients in the product. 

Manufacturer:   Eli Lilly and Company. 

Analysis:  The safety and efficacy of Mounjaro® as an adjunct to diet and exercise to improve glycemic control in 
adults with type 2 DM were established in 5 trials. In these trials, Mounjaro® was studied as monotherapy (SURPASS-
1); as an add-on to metformin, sulfonylureas, and/or sodium-glucose co-transporter 2 inhibitors (SGLT2 inhibitors; 
SURPASS-2, -3, and -4); and in combination with basal insulin with or without metformin (SURPASS-5). In these trials, 
Mounjaro® (5mg, 10mg, and 15mg SC QW) was compared with placebo, semaglutide 1mg, insulin degludec, and/or 
insulin glargine. In adult patients with type 2 DM, treatment with Mounjaro® produced a statistically significant 
reduction from baseline in HbA1c as compared to placebo. 

The SURPASS-1 study was a 40-week double-blind study that randomized adult patients with type 2 DM with 
inadequate glycemic control using diet and exercise (N=478) to Mounjaro® 5mg, Mounjaro® 10mg, Mounjaro® 
15mg, or placebo weekly. In this study, patients had a mean age of 54 years while 52% were men and 36% were 
white. The mean duration of type 2 DM was 4.7 years and the mean BMI was 32kg/m2. Results suggested that 
monotherapy with all doses of Mounjaro® for 40 weeks results in a statistically significant reduction in HbA1c as 
compared with placebo. Results are presented in the table below, which was adapted from the prescribing 
information. 

 Placebo Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Modified Intent-to-Treat (mITT) 
population, N 

113 121 121 120 

HbA1c (%) 

Baseline (mean) 8.1 8.0 7.9 7.9 

Change at week 40 -0.1 -1.8 -1.7 -1.7 

Difference from placebo; 
( p-value vs placebo) 

 
-1.7; 

 p˂0.001 
-1.6;  

p˂0.001 
-1.6;  

p˂0.001 

Patients (%) achieving HbA1c ˂7% 
(p-value vs placebo) 

23% 
82%; 

p˂0.001 
85%; 

p˂0.001 
78%; 

p˂0.001 

NNT for % achieving HbA1c˂7%, 
calculated by CHC 

 2 2 2 

Fasting Serum Glucose (mg/dL) 
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 Placebo Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Baseline (mean) 155 154 153 154 

Change at week 40 4 -40 -40 -39 

Difference from placebo;  
(p-value vs placebo) 

 
-43;  

p˂0.001 
-43;  

p˂0.001 
-42;  

p˂0.001 

Body Weight (kg) 

Baseline (mean) 84.5 87.0 86.2 85.5 

Change at week 40 -1.0 -6.3 -7.0 -7.8 

Difference from placebo; 
(p-value vs placebo) 

 
-5.3; 

p˂0.001 
-6.0; 

p˂0.001 
-6.8; 

p˂0.001 

SURPASS-2 was a 40-week, open-label trial (double-blind with respect to Mounjaro® dose assignment) that 
randomized adult patients with type 2 DM with inadequate glycemic control on stable doses of metformin alone 
(N=1879) to the addition of Mounjaro 5mg®, Mounjaro® 10mg, Mounjaro® 15mg once weekly or SC semaglutide 
1mg once weekly. Included patients had a mean age of 57 years, while 47% were men and 83% were white. The 
mean duration of type 2 DM was 8.6 years and the mean BMI was 34kg/m2. Results suggested that treatment with 

Mounjaro® 10mg and Mounjaro® 15mg once weekly for 40 weeks resulted in a statistically significant reduction in 
HbA1c as compared to semaglutide 1mg once weekly. Results are presented in the table below, which was adapted 
from the prescribing information. (Note that Mounjaro® 5mg also had a statistically significant reduction in HbA1c.) 

 Semaglutide 1mg Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Modified Intent-to-Treat (mITT) 
population, N 

468 470 469 469 

HbA1c (%) 

Baseline (mean) 8.3 8.3 8.3 8.3 

Change at week 40 -1.9 -2.0 -2.2 -2.3 

Difference from semaglutide; 
( p-value vs semaglutide) 

 
-0.2; 

 p˂0.05 
-0.4;  

p˂0.001 
-0.5;  

p˂0.001 

Patients (%) achieving HbA1c ˂7% 
(p-value vs semaglutide) 

79% 82%  
86%; 

p˂0.01 
86%; 

p˂0.01 

NNT for % achieving HbA1c˂7%, 
calculated by CHC 

 34 15 15 

Fasting Serum Glucose (mg/dL) 

Baseline (mean) 171 174 174 172 

Change at week 40 -49 -55 -59 -60 

Body Weight (kg) 

Baseline (mean) 93.7 92.5 94.8 93.8 

Change at week 40 -5.7 -7.6 -9.3 -11.2 

Difference from semaglutide; 
(p-value vs semaglutide) 

 
-1.9; 

p˂0.05 
-3.6; 

p˂0.001 
-5.5; 

p˂0.001 
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SURPASS-3 was a 52-week open-label trial that randomized adults with type 2 DM with inadequate glycemic control 
on stable doses of metformin with or without SGLT2 inhibitor (N=1444) to the addition of Mounjaro® 5mg, 
Mounjaro® 10mg, Mounjaro® 15mg once weekly, or insulin degludec 100 U/mL once daily. In this trial, 32% of 
subjects were on SGLT2 inhibitor therapy. Insulin degludec was initiated at 10U once daily and adjusted weekly 
throughout the trial. At week 52, 26% of patients randomized to insulin degludec achieved the fasting serum glucose 
target of ˂90mg/dL, and the mean daily insulin degludec dose was 49U. Patients in this trial had a mean age of 57 
years, while 56% were men and 91% were white. The mean duration of type 2 DM was 8.4 years and the mean 
baseline BMI was 34kg/m2. Results suggested that treatment with Mounjaro® 10mg and 15mg once weekly for 52 
weeks resulted in a statistically significant reduction in HbA1c compared with the daily insulin degludec. Results are 
presented in the table below, which was adapted from the prescribing information. (Note that Mounjaro® 5mg also 
had a statistically significant reduction in HbA1c.) 

 Insulin Degludec Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Modified Intent-to-Treat (mITT) 
population, N 

359 358 360 358 

HbA1c (%) 

Baseline (mean) 8.1 8.2 8.2 8.2 

Change at week 52 -1.3 -1.9 -2.0 -2.1 

Difference from insulin degludec; 
( p-value vs insulin degludec) 

 
-0.6; 

 p˂0.001 
-0.8;  

p˂0.001 
-0.9;  

p˂0.001 

Patients (%) achieving HbA1c ˂7% 
(p-value vs insulin degludec) 

58% 
79%; 

p˂0.001  
82%; 

p˂0.001 
83%; 

p˂0.001 

NNT for % achieving HbA1c˂7%, 
calculated by CHC 

  5 5   4 

Fasting Serum Glucose (mg/dL) 

Baseline (mean) 167 172 170 168 

Change at week 52 -51 -47 -50 -54 

Body Weight (kg) 

Baseline (mean) 94.0 94.4 93.8 94.9 

Change at week 52 1.9 -7.0 -9.6 -11.3 

Difference from insulin degludec; 
(p-value vs insulin degludec) 

 
-8.9; 

p˂0.001 
-11.5; 

p˂0.001 
-13.2; 

p˂0.001 

SURPASS-4 was a 104-week open-label trial (52-week primary endpoint) that randomized adult patients with type 2 

DM with increased cardiovascular risk (N=2002) to Mounjaro® 5mg, Mounjaro® 10mg, or Mounjaro® 15mg once 
weekly, or insulin glargine 100U/mL once daily while on a background of metformin (95%) and/or sulfonylureas 
(54%) and/or SGLT2 inhibitors (25%). Included patients had a mean age of 64 years, while 63% were men and 82% 
were white. The mean duration of type 2 DM was 11.8 years and the mean baseline BMI was 33kg/m2. Across all 
treatment groups, 87% had a history of cardiovascular disease. At baseline, eGFR was ≥90ml/min/1.73m2 in 43%, 60 
to 90ml/min/1.73m2 in 40%, 45 to 60ml/min/1.73m2 in 10% and 30 to 45ml/min/1.73m2 in 6% of patients. Insulin 
glargine was initiated at 10U once daily and adjusted weekly throughout the trial. At week 52, 30% of patients 
randomized to insulin glargine achieved the fasting serum glucose target ˂100mg/dL, and the mean daily insulin 
glargine dose was 44U. Results suggested that treatment with Mounjaro® 10mg and 15mg once weekly for 52 weeks 
resulted in a statistically significant reduction in HbA1c compared with insulin glargine once daily. Results are 
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presented in the table below, which was adapted from the prescribing information. (Note that Mounjaro® 5mg also 
had a statistically significant reduction in HbA1c.) 

 Insulin Glargine Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Modified Intent-to-Treat (mITT) 
population, N 

998 328 326 337 

HbA1c (%) 

Baseline (mean) 8.5 8.5 8.6 8.5 

Change at week 52 -1.4 -2.1 -2.3 -2.4 

Difference from insulin glargine; 
( p-value vs insulin glargine) 

 
-0.7; 

 p˂0.001 
-0.9;  

p˂0.001 
-1.0;  

p˂0.001 

Patients (%) achieving HbA1c ˂7% 
(p-value vs insulin glargine) 

49% 
75%; 

p˂0.001  
83%; 

p˂0.001 
85%; 

p˂0.001 

NNT for % achieving HbA1c˂7%, 
calculated by CHC 

 4 3  3 

Fasting Serum Glucose (mg/dL) 

Baseline (mean) 168 172 176 174 

Change at week 52 -49 -44 -50 -55 

Body Weight (kg) 

Baseline (mean) 90.2 90.3 90.6 90.0 

Change at week 52 1.7 -6.4 -8.9 -10.6 

Difference from insulin glargine; 
(p-value vs insulin glargine) 

 
-8.1; 

p˂0.001 
-10.6; 

p˂0.001 
-12.2; 

p˂0.001 

SURPASS-5 was a double-blind, 40-week study that included patients with type 2 DM with inadequate glycemic 
control on insulin glargine 100 U/ml, with or without metformin (N=475) who were randomized to Mounjaro® 5mg, 
Mounjaro® 10mg, Mounjaro® 15mg, or placebo. The dose of background insulin glargine was adjusted using a treat-
to-target algorithm based on self-measured fasting blood glucose values, targeting ˂100mg/dL. Included patients 
had a mean age of 61 years, while 56% were men and 80% were white. The mean duration of type 2 DM was 13.3 
years and the mean baseline BMI was 33kg/m2. The mean dose of insulin glargine at baseline was 34, 32, 35, and 33 
units/day for patients receiving Mounjaro® 5mg, 10mg, 15mg and placebo, respectively. At randomization, the initial 
insulin glargine dose in patients with HbA1c ≤8% was reduced by 20%. At week 40, the mean dose of insulin glargine 
was 38, 36, 29, and 59 units/day for patients receiving Mounjaro® 5mg, 10mg, 15mg, and placebo, respectively. 

Results suggested that treatment with Mounjaro® 5mg QW, 10mg QW, and 15mg QW for 40 weeks resulted in a 
statistically significant reduction in HbA1c as compared with placebo. Results are presented in the table below, 
which was adapted from the prescribing information. 

 Placebo Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Modified Intent-to-Treat (mITT) 
population, N 

119 116 118 118 

HbA1c (%) 

Baseline (mean) 8.4 8.3 8.4 8.2 

Change at week 40 -0.9 -2.1 -2.4 -2.3 
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 Placebo Mounjaro® 5mg Mounjaro® 10mg Mounjaro® 15mg 

Difference from placebo; 
( p-value vs placebo) 

 
-1.2; 

 p˂0.001 
-1.5;  

p˂0.001 
-1.5;  

p˂0.001 

Patients (%) achieving HbA1c ˂7% 

(p-value vs placebo) 
35% 

87%; 

p˂0.001  

90%; 

p˂0.001 

85%; 

p˂0.001 

NNT for % achieving HbA1c˂7%, 
calculated by CHC 

 2 2   2 

Fasting Serum Glucose (mg/dL) 

Baseline (mean) 164 163 163 160 

Change at week 40 -39 -58 -64 -63 

Difference from placebo 
(p-value vs placebo) 

 
-19; 

p˂0.001 
-25; 

p˂0.001 
-23; 

p˂0.001 

Body Weight (kg) 

Baseline (mean) 94.2 95.8 94.6 96.0 

Change at week 40 1.6 -5.4 -7.5 -8.8 

Difference from placebo; 
(p-value vs placebo) 

 
-7.1; 

p˂0.001 
-9.1; 

p˂0.001 
-10.5; 

p˂0.001 

Place in Therapy:   Mounjaro®, a dual GIP receptor and GLP-1 receptor agonist for once-weekly subcutaneous use, 
is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus. 
Mounjaro® has not been studied in patients with a history of pancreatitis and is not indicated for use in patients 
with type 1 DM. It does have a box warning regarding risk of thyroid C-cell tumors and is contraindicated in patients 
with a personal or family history of medullary thyroid carcinoma or in patients with Multiple Endocrine Neoplasia 
syndrome type 2 (MEN 2). Its safety and efficacy were assessed in 5 phase 3 studies. In adults with type 2 DM, 

treatment with Mounjaro® produced a statistically significant reduction from baseline in HbA1c as compared with 
placebo. In an open-label study, Mounjaro® 10mg and 15mg SC once weekly for 40 weeks resulted in a statistically 
significant reduction in HbA1c as compared with semaglutide 1mg SC once weekly. Note that semaglutide SC, under 
the brand name Ozempic®, is also available as a higher 2mg dose that was not utilized in this study. The NNT was 
calculated for the outcome of the percentage of patients achieving HbA1c ˂7% in this study; results suggested that 
the NNT was 15 for Mounjaro® 10mg vs semaglutide 1mg and 15 for Mounjaro® 15mg vs semaglutide 1mg. (Note 
that Mounjaro® 5mg also had a statistically significant reduction in HbA1c.) 

A 2022 adjusted indirect treatment comparison by Vadher et al2 included aggregate data from 2 studies (SURPASS-
2 and SUSTAINE FORTE) to assess the efficacy of tirzepatide 5/10/15mg versus semaglutide 2mg in patients with 
type 2 DM. In the primary analysis of this adjusted indirect comparison, tirzepatide 10mg and 15mg reduced HbA1c 
from baseline significantly greater than semaglutide 2mg, with an estimated treatment difference (ETD) of -0.36% 
(p=0.008) and -0.4% (p=0.003) at week 40, respectively. There were no significant differences between tirzepatide 
5mg and semaglutide 2mg in change from baseline in HbA1c at week 40 with an ETD of 0.07% (p=0.606). An adjusted 
indirect comparison for change from baseline in body weight was also completed. In the primary analysis, tirzepatide 
10mg and 15mg reduced the body weight from baseline significantly more than semaglutide 2mg with an ETD of         

-3.15kg (p˂0.001) and -5.15kg (p˂0.001) at week 40, respectively. Significant differences were not noted between 
tirzepatide 5mg and semaglutide 2mg regarding change from baseline in body weight at week 40 (an ETD of -0.65kg, 
p=0.453). The authors concluded that in this adjusted indirect treatment comparison, HbA1c and weight reductions 
were significantly greater for tirzepatide 10mg and 15mg as compared with semaglutide 2mg and were similar for 
tirzepatide 5mg versus semaglutide 2mg. Head-to-head studies are needed. 

In a 2022 double-blind study by Inagaki et al3 that compared tirzepatide monotherapy with dulaglutide 0.75mg in 
Japanese patients with type 2 DM, the authors concluded that tirzepatide was superior compared with dulaglutide 
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for glycemic control (HbA1c) and reduction in body weight. However, it should be noted that dulaglutide, under the 
brand name Trulicity®, is available and can be utilized at higher therapeutic doses, which were not assessed in this 
study. Other Trulicity® doses available include 1.5mg, 3mg, and 4.5mg. 

There is some evidence at this time to suggest that Mounjaro® may be more effective than semaglutide SC 1mg 

(mid-range dose), insulin degludec, and insulin glargine for HbA1c reduction and weight reduction in phase 3 studies, 
as well as more effective than the lowest dulaglutide dose in a Japanese phase 3 study; however, there is no direct 
comparator evidence at this time to support that Mounjaro® is safer or more effective than the other currently 
preferred, more cost-effective medications. It is therefore recommended that Mounjaro® remain non-preferred and 
require prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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