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Aims: This post hoc analysis assessed the efficacy and safety data in tirzepatide-

Materials and Methods: Data specifically from Korean patients treated with tirzepa-
tide 5, 10, or 15 mg in the multicentre, randomised, open-label, parallel-group, phase
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—10.9% from baseline were achieved. The composite endpoint of HbAlc <6.5%
without body weight gain or clinically significant documented symptomatic or severe
hypoglycaemia was achieved by 69.2% to 85.2% of tirzepatide recipients. Findings
were similar in Korean participants of SURPASS-3. The safety profile of tirzepatide in
Korean participants was generally consistent with that in the overall SURPASS-AP-
Combo and SURPASS-3 populations.

Conclusions: Consistent with the overall results of the SURPASS-AP-Combo and
SURPASS-3 trials, this post hoc subgroup analysis found clinically meaningful reduc-
tions in HbAlc and body weight after treatment periods of 40 to 52 weeks in
Koreans with T2D treated with tirzepatide.

KEYWORDS
antidiabetic drug, clinical trial, glycaemic control, incretin therapy, randomised trial, type
2 diabetes

Plain Language Summary

What is the context and purpose of this research study?

Tirzepatide is a treatment for type 2 diabetes (T2D) that has been shown to be effective for
reducing both blood glucose and body weight. It has recently been approved for treatment of
people with T2D in Korea, a country where the management of T2D is not optimal. A contribut-
ing factor could be that most research is Western-based and may not apply to Korean patients
due to ethnic or cultural differences between Asian and Western populations. Therefore, this
post hoc analysis assessed efficacy and safety data specifically in Korean patients with T2D

treated with tirzepatide who participated in either of two large tirzepatide studies.

What was done?

We extracted the information obtained from Korean patients treated with tirzepatide 5, 10, or
15 mg once weekly in the SURPASS-AP-Combo and SURPASS-3 studies, including patients'
characteristics and the effects of treatment measured at the end of the studies (after 40 or
52 weeks). This information was contrasted with the corresponding information from all

patients (including Korean patients) in each trial who received tirzepatide treatment.

What were the main results?

Consistent with the overall results of each of the two trials, this post hoc analysis found clini-
cally meaningful reductions in glucose measures and body weight after treatment periods of
40 or 52 weeks in Koreans with T2D treated with tirzepatide. These beneficial effects were not
affected by the baseline body mass index, age, or duration of diabetes of the treated Korean
patients. In addition, Korean patients treated with tirzepatide had improved lipid levels and
blood pressure. The safety profile of tirzepatide was also generally consistent with that in the
overall trials, with the most common side effects being gastrointestinal.

What is the originality and relevance of this study?

It is increasingly being recognised that people may experience the same disease and/or respond
to treatment differently, so results for one group of patients cannot necessarily be applied to
other groups of patients. We looked at the effects of tirzepatide specifically in Korean patients
and found that all tested doses (5, 10 and 15 mg) were associated with improved glucose con-
trol and reduction of body weight in Korean patients, with acceptable safety. Our findings were

consistent with findings in the overall trials that included patients with a mix of ethnicities.
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1 | INTRODUCTION

Type 2 diabetes (T2D) is a chronic metabolic disease characterised by
hyperglycaemia; those affected need lifestyle and behavioural ther-
apy, with treatment intensification as the disease progresses to pre-
vent or delay complications and maintain quality of life.%? In Korea,
the prevalence of T2D among adults was estimated to be 13.9% in
2020, with more men than women affected (15.8% vs. 12.1%),
although this rate increased to 30.1% (29.8% vs. 30.2%) in those aged
265 years.® Although an increasing number of options are available
for the treatment of people with T2D,%? only 61.4% of people with
T2D in Korea reported using antihyperglycaemic medications in
nationally representative, cross-sectional surveys.> Fewer than 1% of
people with T2D were receiving glucagon-like peptide-1 (GLP-1)
receptor agonists in 2018, although 55.1% had concomitant obesity
and 23.1% had overweight.®

Tirzepatide is the first single molecule approved for therapy that
activates the glucose-dependent insulinotropic polypeptide (GIP) and
GLP-1 receptors.* Tirzepatide has been approved by regulatory agen-
cies and is indicated as an adjunct to diet and exercise for the treat-
ment of adults with T2D and for chronic weight management in
adults with obesity or overweight and at least one weight-related
complication®?; it was recently approved in Korea for the treatment
of people with T2D.” In phase 3 clinical trials, tirzepatide produced
reductions in glycated haemoglobin (HbA1c) and body weight, with a
safety and tolerability profile comparable to that of the selective
GLP-1 receptor agonists, enabling many people with T2D to achieve
normalisation of glucose control (HbAlc <5.7%).2 Two phase 3 SUR-
PASS studies (SURPASS-AP-Combo and SURPASS-3) compared the
efficacy and safety of tirzepatide with that of insulin glargine or insulin
degludec in patients with T2D inadequately controlled with metfor-
min with or without sulphonylureas or sodium-glucose co-transporter
2 (SGLT2) inhibitors, respectively. These multinational studies showed
that tirzepatide (5, 10 and 15 mg) was superior to titrated insulin ther-
apy, with greater reductions in HbA1c and body weight at the end of
the treatment period, and a lower risk of hypoglycaemia.”°

The management of T2D in primary care settings in Korea is sub-
optimal; in one large analysis of 2915 patients with T2D enrolled at
191 clinics across Korea, only 22.5% of patients had HbA1c levels
<6.5% and 5.9% had achieved all three metabolic targets (HbA1lc,
blood pressure and low-density lipoprotein levels)'! despite these
being the recommended goals set by the Korean Diabetes Association
guidelines.’? The lack of published data concerning the use of GLP-1
receptor agonists specifically in Korean patients with T2D may have
been a contributing factor to this suboptimal management of T2D, as
it is possible that ethnic differences between Asian and Western
populations or differences in lifestyle and diet treatment approaches
in Asian countries could confound the results of predominantly
Western-based research. As both SURPASS-AP-Combo and
SURPASS-3 included patients from Korea, this post hoc analysis
assessed the efficacy and safety of tirzepatide in Korean patients with
T2D who participated in the SURPASS-AP-Combo and SURPASS-3
trials. Findings in Korean patients were contrasted with those for all

patients (including Korean patients) from each trial population at the

end of the treatment period.

2 | MATERIALS AND METHODS

The current analyses extracted data specifically from Korean patients
treated with tirzepatide in the SURPASS-AP-Combo and SURPASS-3
trials.

SURPASS-AP-Combo and SURPASS-3 were multicentre, random-
ised, open-label, parallel-group, phase 3 trials in which adults with
T2D were randomised (1:1:1:1) to receive, by subcutaneous injection,
once-weekly tirzepatide 5, 10, or 15 mg, or once-daily basal insulin
(Figure S1). SURPASS-AP-Combo was conducted at 66 medical
research centres and hospitals in China, South Korea (n=13),
Australia, and India, and had a 40-week treatment period. SURPASS-3
was conducted at 122 medical research centres and hospitals in
Argentina, Austria, Greece, Hungary, lItaly, Poland, Puerto Rico,
Romania, South Korea (n = 10), Spain, Taiwan, Ukraine, and the USA,
and had a 52-week treatment period. Full details of these studies have
been published.”°

21 | Participants

In summary, eligible participants were aged 218 years, had T2D that
was inadequately controlled (HbAlc 27.5% to <11.0% in SURPASS-
AP-Combo; 7.0%-10.5% in SURPASS-3) on stable treatment with
metformin alone or in combination with a sulphonylurea (SURPASS-
AP-Combo) or SGLT2 inhibitor (SURPASS-3), a body mass index (BMI)
of 223 kg/m? (SURPASS-AP-Combo) or 225 kg/m? (SURPASS-3) and
stable body weight during the previous 3 months. Key exclusion cri-
teria included type 1 diabetes, history of pancreatitis, history of prolif-
erative diabetic retinopathy or maculopathy (or non-proliferative
diabetic retinopathy requiring acute treatment) or an estimated glo-
merular filtration rate (eGFR) of <45 mL/min/1.73 m%

2.2 | Outcomes

The primary efficacy endpoint of each trial was mean change from
baseline in HbAlc at week 40 (SURPASS-AP-Combo) or week
52 (SURPASS-3) to determine non-inferiority of tirzepatide 10 mg or
15 mg, or both, versus basal insulin. Key and other secondary out-
comes of interest for the current analyses included: (i) the change in
HbA1c and (ii) body weight loss from baseline to week 40/52; (iii) the
proportions of patients achieving HbAlc <7.0%, <6.5% and <5.7%
and (iv) attaining body weight loss from baseline of 25%, 210% and
215% at week 40/52; (v) the mean change from baseline in fasting
serum glucose (FSG) to week 40/52; and (vi) the mean change from
baseline in 7-point self-monitoring of blood glucose (SMBG) profiles.
Laboratory endpoints included changes in lipid levels, urine albumin to
creatinine ratio [UACR] and eGFR.
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Safety endpoints considered in the current analyses included the
incidence of treatment-emergent adverse events (TEAEs), serious
TEAEs (SAEs) and discontinuation of study treatment due to TEAEs.
Adverse events (AEs) of special interest included hypoglycaemia
(<54 mg/dL) and gastrointestinal disorders. Further safety endpoints
included change from baseline in vital signs (systolic blood pressure
[SBP], diastolic blood pressure [DBP] and heart rate [HR]).

2.3 | Statistical analyses

Least squares mean (LSM) change in HbA1c level from baseline to
study endpoint was evaluated using mixed model repeat measures
(MMRM) with the variables baseline value 4 country 4 baseline oral
antihyperglycaemic medication use + treatment + time
+ treatment*time (Type Ill sum of squares). The LSM change in body
weight from baseline to study endpoint was evaluated using MMRM
as for HbAlc with inclusion of the variable baseline HbAlc <8.5%/
>8.5%. The proportions of patients achieving HbAlc targets (<7.0%,
<6.5%, <5.7%) and body weight loss targets (5%, 210%, 215%) at the
study endpoint were calculated descriptively. Missing data were han-
dled by MMRM.

The composite endpoint of percentage of patients meeting com-
bined HbA1lc target (<6.5% or <7.0%) with no body weight gain
(<0.1 kg) or clinically significant, documented symptomatic hypogly-
caemia (blood glucose <54 mg/dL) or severe hypoglycaemia was also
determined via logistic regression, with missing value handled by
MMRM, for participants in SURPASS-AP-Combo.

HbA1c and body weight response were analysed according to
BMI level (23 to <25, 25 to <30, 230 kg/m?), age (<65, 265 years) and
duration of T2D (<5, >5 to <10, >10years) for participants in
SURPASS-AP-Combo using MMRM as for the primary efficacy
endpoint.

Other continuous variables analysed, including additional glycae-
mic measures and vital signs, were evaluated using MMRM. All miss-
ing data were handled using MMRM.

All analyses were carried out using SAS Version 9.4. Due to the
limited sample size of the Korean population and the consequent risk
of bias, findings in Korean patients treated with tirzepatide were
descriptively contrasted with those from each overall trial population
treated with tirzepatide for each dose and were not statistically
compared.

3 | RESULTS

In SURPASS-AP-Combo, 1232 participants were screened, of whom
907 were randomised and received at least one dose of study drug
(Figure S2a); baseline demographics and clinical characteristics were
similar across the tirzepatide and insulin glargine groups.” The LSM
reduction in HbA1c from baseline to week 40 was 2.24%, 2.44% and
2.49% with tirzepatide 5, 10 and 15 mg, respectively, and 0.95% with

insulin glargine. Non-inferiority and superiority were demonstrated
for tirzepatide 5, 10 and 15 mg versus insulin glargine.

In SURPASS-3, 1947 participants were screened, of whom 1437
were randomised and received at least one dose of the study drug
(Figure S2b); baseline demographics and clinical characteristics were
similar across the tirzepatide and insulin degludec groups.!® Mean
baseline HbAlc was decreased after 52 weeks of treatment by
1.93%, 2.20% and 2.37% with tirzepatide 5, 10 and 15 mg, respec-
tively, and by 1.34% with insulin degludec. Non-inferiority and superi-
ority were demonstrated for tirzepatide 10 and 15 mg versus insulin
degludec.

In SURPASS-AP-Combo, 79 of 687 tirzepatide recipients were
Korean; 26 received tirzepatide 5 mg, 26 received tirzepatide 10 mg,
and 27 received tirzepatide 15 mg. In SURPASS-3, 27 of 1079 tirzepa-
tide recipients were Korean; 9 received tirzepatide 5 mg, 10 received
tirzepatide 10 mg, and 8 received tirzepatide 15 mg. Characteristics

of these patients are summarised in Table 1.

3.1 | Glycaemic and body weight effects of
tirzepatide in Korean participants

3.1.1 | SURPASS-AP-Combo

Across all tirzepatide doses, LSM HbA1c steadily decreased from
baseline to week 16, followed by smaller declines depending on dose,
and then remained stable from about week 24 to week
40 (Figure 1A). LSM HbA1c decreased from baseline by 2.75% to
3.25% at week 40 (Figure 1C), with BMI, age, and duration of diabetes
having no significant effect on the change in HbAlc achieved with tir-
zepatide (Figure S3). HbAlc targets of <7.0% and <6.5% were
achieved by 84.6% to 100% of each tirzepatide dose group at week
40, while 23.1% to 63.0% achieved HbAlc <5.7% at this time point
(Figure 2A).

Body weight also decreased in all tirzepatide dose groups over
the treatment period (Figure 3A); by week 40, dose-related body
weight loss of 5.5 kg to 8.2 kg was seen across the tirzepatide groups
(Figure 3C). These reductions equated to LSM (standard error [SE])
percentage body weight reductions of —6.8 (1.3)%, —8.9 (1.3)% and
—10.9 (1.3)% from baseline in Korean patients receiving tirzepatide
5, 10 and 15 mg. BMI, age and duration of diabetes categories had no
significant effect on the change in body weight achieved with tirzepa-
tide (Figure S4). Additionally, notable proportions of Korean partici-
pants achieved body weight loss targets of 25%, 210%, 215%
(Figure 2C).

The percentage of participants achieving the composite endpoints
of HbAlc <6.5% or <7.0% without body weight gain or clinically sig-
nificant documented symptomatic or severe hypoglycaemia ranged
from 69.2% to 85.2% and 69.2% to 92.6%, respectively, with the larg-
est proportions of participants achieving the composite endpoint in
the tirzepatide 15mg group (Figure 2E). The data presented

in Figures 1-3 are also summarised in Table S1.
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Across all tirzepatide doses, LSM FSG decreased from baseline to
week 40 in a dose-related manner (Figure S5a) and SMBG profiles
improved in all tirzepatide dose groups from baseline to week
40 (Figure S6).

Glycaemic and body weight outcomes in Korean participants
were consistent with those of the overall trial population in
SURPASS-AP-Combo (Figures 1-3; Figures S5 and Sé).

3.1.2 | SURPASS-3

Across all tirzepatide doses, HbA1c steadily decreased from baseline
to about week 24 and then remained stable for the remainder of the
treatment period (Figure 1B). HbA1c was decreased from baseline by
2.29% to 2.82% at week 52 (Figure 1D). HbA1c targets of <7.0% and
<6.5% were achieved by 100% of the tirzepatide 10 mg and 15 mg
groups, and 88.9% of the tirzepatide 5 mg group at week 52; HbAlc
<5.7% was achieved by 44.4% to 75.0% of tirzepatide recipients
across doses at this time point (Figure 2B).

Body weight decreased in all tirzepatide dose groups over the
treatment period (Figure 3B); by week 52, dose-related body weight
loss of 5.5kg to 14.3 kg was seen across the tirzepatide groups
(Figure 3D). These reductions corresponded with LSM
(SE) percentage body weight reductions of —6.8 (2.3)%, —13.0 (2.8)%
and —20.1 (2.7)% from baseline in Korean patients receiving tirzepa-
tide 5, 10, and 15 mg. In addition, notable proportions of Korean par-
ticipants achieved body weight loss targets of 25%, 210%, and 215%
with tirzepatide 10 or 15 mg (Figure 2D). The data presented in
Figures 1-3 are also summarised in Table S1.

Across all tirzepatide doses, LSM FSG decreased from baseline to
week 52 in a dose-related manner (Figure S5b) and SMBG profiles
improved in all tirzepatide dose groups from baseline to week
52 (Figure S6).

Glycaemic and body weight outcomes in Korean participants
were consistent with those of the overall trial population in
SURPASS-3 (Figures 1-3; Figures S5 and Sé6).

3.2 | Laboratory changes in Korean participants

3.21 | SURPASS-AP-Combo

Lipid levels generally improved from baseline in tirzepatide dose
groups (Table S2). Although eGFR declined by 2.1 to 3.4 mL/min/1.73
m? across all tirzepatide dose groups, improvements were observed in
UACR (Table S2).

3.22 | SURPASS-3

Lipid levels generally improved from baseline in tirzepatide dose
groups (Table S2). Although eGFR declined in the tirzepatide 5 mg

and 15 mg dose groups by 3.0 and 7.8 L/min/1.73 m?, respectively,

improvements were observed in UACR in all dose groups (Table S2).

3.3 | Safety and tolerability of tirzepatide in
Korean participants

3.3.1 | SURPASS-AP-Combo

TEAEs were reported in 50.0% to 80.8%, and treatment-related
TEAEs in 30.8% to 59.3% of Korean participants across the tirzepatide
dose groups, with the lowest rates seen in the tirzepatide 5 mg group
(Table 2). The most common TEAEs were gastrointestinal disorders,
specifically nausea, diarrhoea, and dyspepsia (Table 2). In most
instances, nausea, vomiting, and diarrhoea events were mild or mod-
erate in severity. Overall, four Korean participants in the SURPASS-
AP-Combo experienced SAEs (acute cholecystitis in one tirzepatide
10 mg recipient and one tirzepatide 15 mg recipient, and colitis and
herpes zoster, each in one tirzepatide 5 mg recipient); no deaths were
reported. TEAEs infrequently resulted in treatment discontinuation by
Korean participants (n = 2); events leading to discontinuation were
decreased appetite and nausea (each in one tirzepatide 15 mg
recipient).

Hypoglycaemia (<54 mg/dL) was reported during the 44-week
study period (treatment plus safety follow-up) for 7.7% to 18.5% of
each tirzepatide dose group, and the annual event rate was 0.146 with
tirzepatide 5 mg, 0.178 with tirzepatide 10 mg, and 0.368 with tirze-
patide 15 mg in Korean participants. These rates were slightly higher
than those for the overall SURPASS-AP-Combo population (0.066,
0.089 and 0.070 with tirzepatide 5, 10 and 15 mg, respectively).

When vital signs were considered, changes in HR, DBP, or SBP
showed no consistent patterns between dose groups or with time in
tirzepatide-treated Korean patients over the treatment plus safety
follow-up period of SURPASS-AP-Combo, likely due to the limited
sample size (Figure S7).

3.3.2 | SURPASS-3

TEAEs were reported in 60.0% to 88.9%, and treatment-related
TEAEs in 44.4% to 60.0%, of Korean participants receiving tirzepatide
5, 10, or 15mg, with no apparent dose relationship observed
(Table 2). The most common TEAEs were gastrointestinal disorders,
specifically nausea, diarrhoea, vomiting, dyspepsia, and constipation
(Table 2). No severe nausea, vomiting, or diarrhoea was reported; all
of these events were mild or moderate in severity. No Korean partici-
pants in SURPASS-3 experienced an SAE, and no deaths were
reported. TEAEs resulted in treatment discontinuation for four Korean
participants in SURPASS-3; events leading to discontinuation were
decreased appetite (two tirzepatide 10 mg recipients), body weight
decreased (one tirzepatide 15 mg recipient) and dyspepsia (one tirze-

patide 10 mg recipient).
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Consistent with the overall SURPASS-3 population, for whom
hypoglycaemia (<54 mg/dL) was infrequently reported, hypoglycae-
mia (<54 mg/dL) was not reported during the 56-week study period
(treatment plus safety follow-up) in Korean participants.

When vital signs were considered, changes in HR, DBP or SBP
showed no consistent patterns between dose groups or with time in
tirzepatide-treated Korean patients over the treatment plus safety
follow-up period of SURPASS-3, again likely because of the small sam-
ple size (Figure S7).

4 | DISCUSSION

Consistent with the overall results of the SURPASS-AP-Combo and
SURPASS-3 trials,”° this post hoc subgroup analysis found clinically
meaningful reductions in HbAlc and body weight after treatment
periods of 40 to 52 weeks in Koreans with T2D treated with tirzepa-
tide. These beneficial associations of tirzepatide with lower HbAlc
and body weight were not significantly affected by the baseline BMI,
age, or duration of diabetes of the treated Korean patients in
SURPASS-AP-Combo. In addition, patterns of TEAEs and SAEs during
treatment with tirzepatide in Korean participants were generally con-
sistent with those in the overall SURPASS-AP-Combo and
SURPASS-3 populations, with no deaths and few SAEs or hypoglycae-
mic events reported. The most common TEAEs in Korean participants
in both trials were gastrointestinal (nausea, diarrhoea and dyspepsia),
and the tolerability and safety profile of tirzepatide appeared to be
comparable to that of the overall populations of SURPASS-AP-Combo
and SURPASS-3.

The main HbA1c results were supported by reductions in FSG
and the near-normalisation of SMBG profiles, which is consistent with
a previous study of tirzepatide,'® as well as changes seen in the over-
all populations of SURPASS-AP-Combo and SURPASS-3. These find-
ings might be partially explained by the improvements in beta-cell
function and insulin sensitivity seen with the dual agonism of GIP and
GLP-1 with tirzepatide,** potentially allowing for the achievement of
normoglycaemia (HbAlc <5.7%) in many patients, particularly those
receiving the 15 mg dose, without increasing hypoglycaemia.

Laboratory results also showed numerical improvements in lipid
levels in Korean participants in both studies and, although eGFR gen-
erally numerically declined with tirzepatide treatment, improvements
were observed in UACR. These results are in line with those of a post
hoc analysis of the SURPASS-4 study, which showed that participants
treated with tirzepatide had a slower rate of eGFR decline than partic-
ipants treated with insulin glargine and had clinically meaningful
reductions (improvements) in UACR by study week 104, suggesting
nephroprotective effects for tirzepatide, including in patients with
pre-existing kidney disease.’® Potential nephroprotective effects of
tirzepatide have also been suggested given the observed beneficial
effects of the drug on glucose levels, body weight, blood pressure,
dyslipidaemia, endothelial dysfunction, and inflammation.**~*® How-
ever, further trials are needed, including those examining the effect

on kidney protection in patients at high risk of diabetic kidney disease

progression. Results of the SURPASS-CVOT will help clarify the
effects of tirzepatide on cardiovascular risk.t?

Analyses such as this one are important. It is increasingly being
recognised that people may experience the same disease and/or
respond to treatment differently.2%2* For example, although many of
the known genetic loci associated with the development of T2D are
common to both European and East Asian populations, a number of
novel loci and greater effect sizes have been identified in East Asian
populations.?? It is thought that these differences may result in an
altered pathogenesis of T2D in people of East Asian versus European
descent. Consequently, it is possible that these genetic factors may
cause heterogeneity in drug response. In addition, race and ethnicity
can be associated with particular lifestyle and living conditions and
behaviours that can have epigenetic or other effects that affect treat-
ment responses.?>2? |t is therefore essential that clinical trials involve
a range of people, including those of different race and ethnicity, age
and sex, so that all communities can benefit from scientific advances.
Accordingly, improving representation of historically underrepre-
sented people has been a priority of organisations such as the
United States National Institutes of Health and Food and Drug
Administration. However, to date, there have been only modest
increases in clinical trial participation by racial and ethnic minority
population groups and older populations, and these groups remain
underrepresented. This has meant that assessment of treatment effi-
cacy within particular subgroups has been challenging, preventing
identification of clinically important differences in treatment efficacy
between groups that are underrepresented and those that are over-
represented, due to small sample sizes.2%%*

In these analyses, the baseline demographics and characteristics
of Korean participants in SURPASS-AP-Combo and SURPASS-3 gen-
erally appeared similar to those of the total population of each trial,
although the proportions of Korean participants receiving metformin
in combination with another oral antihyperglycaemic drug were higher
than would be expected given the proportions of the overall popula-
tion of each trial. Korean participants in SURPASS-AP-Combo had a
longer duration of diabetes, and those in SURPASS-3 had lower body
weight and BMI than the respective overall trial population. This dif-
ference in body weight seen in SURPASS-3, but not SURPASS-AP-
Combo, likely reflects the overall trial populations—SURPASS-3
included predominantly White participants whereas SURPASS-
AP-Combo was predominantly conducted in Asian countries.

The prevalence of overweight and obesity among individuals with
T2D in Korea is high, with an estimated prevalence of obesity among
female and male adults of 52.5% and 57.0%, respectively (55.1% over-
all). Class | obesity (BMI 25.0-29.9 kg/m?) was reported in 41.3% of
adults with T2D and overweight (BMI 23.0-24.9 kg/m?) in 23.1%.°
Overweight or obesity and T2D are linked; obesity accelerates the
progression of T2D and increases the risk of complications, and as
such must both be treated in affected individuals.?® The reductions in
body weight of 5.5 kg to 14.3 kg, with up to 100% of patients achiev-
ing body weight reductions of 25% and 210% over 40 or 52 weeks
(and up to 75.0% of patients achieving 215% reduction over these

periods), are therefore notable. In addition, 69.2% to 85.2% of Korean
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adults treated with tirzepatide in SURPASS-AP-Combo achieved
HbA1c <6.5% without body weight gain or clinically significant docu-
mented symptomatic or severe hypoglycaemia.

These analyses are limited by the fact that they were post hoc,
that the studies included small numbers of Korean patients, and the
lack of a comparator group in the current analyses. In addition, drop-
out percentages for the tirzepatide 10 mg and 15 mg groups among
Korean patients were relatively high in SURPASS-3 due to the small
sample sizes. Absolute numbers were relatively low (a total of
7 patients) and the reasons for withdrawal were similar to those
of discontinuing subjects from the overall study population. Some
analyses were performed only using data from participants in
SURPASS-AP-Combo because the available number of Korean partici-
pants in SURPASS-3 was insufficient. Nevertheless, this is the first
analysis to report outcomes for tirzepatide specifically in Korean
adults with T2D.

In conclusion, this post hoc analysis found meaningful HbA1c and
body weight improvements and acceptable safety in Korean patients
receiving all doses of tirzepatide, which is consistent with findings in

the overall trial populations.
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