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Efficacy and safety of once-weekly tirzepatide in Japanese §S @
patients with obesity disease (SURMOUNT-)): a multicentre,
randomised, double-blind, placebo-controlled phase 3 trial

Takashi Kodowaki, Asihivo Kiyosue, Tomecoka Shingaki, Tomonon Ourg, Xeutore Yokots

Summary

Background Data on tirzepatide in Asian patients with obesity are limited. This study aimed 10 gain a Detter Larce tabetes Endocrinel 2025
understanding of tirzepatide for treatment of Japanese patients with obesity disease (BMI =25 kg/m? with excessive ntimeconine

fat accumulation) as defined by the Japanese Soclety for the Study of Obesity. Felaraury 28, 2025

gt ong'20 JU26¢
ATN400377-2

Methods This was a multicentre, randol
of tirzepatide as an adjunct to

rdmve/Cormimmant
JMee eg'10 005/

accompanied by =2 obesity- ATHS00E-5

excluding diabetes, were — ~ he 3panses smsetsrien =

tirzepatide (10 mg or E A ‘h b ‘j‘ 6 |atract see Ordien: fun
a2l

— EyTNRIVFD e
e et MR LELMERFLE: o
mean age 50- = .

Tl BRRER T,

76) compared with placebo (15
improved with tirzepatide. Participants 'erSe eVeNLs MOCe  nrarmarka hirgobt 11 11l
frequently (10 mg: n=61 [84%6]; 15 mg: n=66 | 52 [69%]), most commonly by 5138 kegarrised
gastrointestinal symptoms. Study discontinuations due to adverse events were Infrequent (placebo: n=3 [436) Uw=tukatetiy

Hyogw £4.1-0036, jupar

tirzepatide 10 mg: n=1 [1%]; tirzepatide 15 mg: n=0). Gingacl_tamataka@ilycom

Interpretation In jJapanese adults with obesity disease, tirzepatide provided clinically a meaningful reduction in
bodywelght compared with placebo over 72 weeks, with a safety profile consistent with that observed in global

populations.

\Japan (A Cyone NE;
Drug Develapment ard
Nedcal Aars, E5 Uity Jagan,
Kabe, Jazan [T Shngda 110,
TOum M5 ONba Undversty,
Chiba, apan (Pl K Yokons WD)

Comagondence to
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTARLISHED IN 1812 JULY 21, 2022 VOL. 387 NO. 3

Tirzepatide Once Weekly for the Treatment of Obesity

Ania M. Jastreboff, M.D., Ph.D., Louis J. Aronne, M.D., Nadia N. Ahmad, M.D.,, M.P.H.,
Sean Wharton, M.D., Pharm.D., Lisa Connery, M.D., Breno Alves, M.D., Arihiro Kiyosue, M.D., Ph.D.,
Shuyu Zhang, M.S., Bing Liu, Ph.D., Mathijs C, Bunck, M.D., Ph.D., and Adam Stefanski, M.D., Ph.D., for the
SURMOUNT-1 Investigators®

ABSTRACT

BACEKEGROUND
Obesity is a chronic disease that results in substantial global morbidity and mor-  from the Section of Endocrinalogy and

tality. The efficacy and safety of tlrupatlde a novel glucose- dependeut msulmo- "‘:l‘b"' s, D*P? ;m"—'"l of Medicine,
=y and the Section of Pedigiric Endocringl:
tmplc pol}pcpndc ancl glucagon-like andl =

ﬂﬁﬂlﬂ DBENTD
RILODANEZFHT-

METHODS

Yy 71"y FD
A IR G PR U ER

ClI, 32 to 89), 89% (95°% CI, 86 t0 |M.org.
and 15 mg of tirzcpatidc, rcspccu\cly. and 35% with placeb0; e wes 2022:387:205.16.

50% (95% CI, 46 to 54) and 57% (95% CI, 53 to 61) uf'pammpanta. in the 10-mg  po; 10.1056/NEMoaZ206038

and 15-mg groups had a reduction in body weight of 20% or more, as compared Ceermh & 2022 Momachussis idsdical Societt
with 3% (95% CI, 1 to 5) in the placebo group (P<0.001 for all comparisons with

placebo). Improvements in all prespecified cardiometabolic measures were ob- at NE\M.org

served with tirzepatide. The most common adverse events with tirzepatide were

gastrointestinal, and most were mild to moderate in severity, occurring primarily

during dose escalation. Adverse events caused treatment discontinuation in 4.3%,

7.1%, 6.2%, and 2.6% of participants receiving 5-mg, 10-mg, and 15-mg tirzepa-

tide doses and placebo, respectively.

Ublished on June 4,
pdated on July 21, 2022, at

CONCLUSIONS

In this 72-week trial in participants with obesity, 5 mg, 10 mg, or 15 mg of tirzepa-
tide once weekly provided substantial and sustained reductions in body weight.
(Supported by Eli Lilly; SURMOUNT-1 ClinicalTrials.gov number, NCT04184622.)
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The New England Journal of Medicine : NEJIM  (#5R +b v 7’7 5 R0BHEREER ML)
Kadowaki T, Kadowaki H, Mori Y, Tobe K, Sakuta R, Suzuki Y, {8 5 %. A subtype of
diabetes mellitus associated with a mutation of mitochondrial DNA. N Eng J Med 330 #&::
962 B- 968 H, 1994 &F

The Lancet {HRD by F7HYALM TV T4 X FODESFHMEE
Suzuki Y. Painless blood sampling for self blood glucose measurement: Lancet 339 &
816 7817 &, 1992 &

Diabestes Care CRKEfERBHEVPHEITL TW S EFMED)

1. Suzuki VY, et al. Multiple Tumors in Mitochondrial Diabetes Associated with tRNA
Leu(UUR) Mutation at Position 3264. Diabetes Care 26 : 1942-1943, 2003

2. Suzuki Y, et al. Mitochondrial tRNALeu(UUR) Mutation at Position 3243 and
SymptomaticPolyneuropathy in Type 2 Diabetes. Diabetes Care 26:1315-1316, 2003

3. Suzuki Y, et al. Multiple Cranial Mononeuropathies with Acetylcholine Receptor Antibody
inMitochondrial Diabetes, Diabetes Care 26:1318, 2003

4. SuzukiY, Taniyama M, Muramatsu T, Ohta S, Atsumi Y, Matsuoka. Influence of Alcohol
Intake and Aldehyde Dehydrogenase 2 Phenotype on Peripheral Neuropathy of Diabetes.
Diabetes Care 26:249, 2003

5. Suzuki Y, Taniyama M, Muramatsu T, Higuchi S, Ohta S, {8 2 %&. Diabetic Vasculopathy

and Alcohol Tolerance Trait in Type 2 Diabetes. Diabetes Care 26:246-247, 2003
@®Momiyama Y, Suzuki Y, Ohtomo M, Atsumi Y, Matsuoka K, ftb 2 % .Cardiac Autonomic
Nervous Dysfunction in Diabetic Patients With a Mitochondrial DNA Mutation. Assessment
by heart rate variability. Diabetes Care 25 #%:2308 £-2313 &, 2002 &£

6. Suzuki Y, Taniyama M, Shimada A, Atsumi Y, Matsuoka K, 8 1 &. GAD antibody in
mitochondrial diabetes associated with tRNA(UUR) mutation at position 3271. Diabetes
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7. Suzuki Y, Tsukuda K, Taniyama M, Atsumi Y, Matsuoka K, 2 1 % .Lipoma and sensory
neuropathy in mitochondrial diabetes associated with tRNA mutation at position
3271.Diabetes Care 25 #:407 H-408 H,2002 &

@®Momiyama Y, Suzuki Y, Ohsuzu F, Atsumi Y, Matsuoka K, ftb 1 %&. Left ventricular

hypertrophy and diastolic dysfunction in mitochondrial diabetes. Diabetes Care 24 %: 604 &

-605 H, 2001 &

8. Suzuki Y, Atsumi Y, Matsuoka K. Finger infection resulting from self-monitoring of blood

glucose and a new aid for reducing risk. Diabetes Care 21 & : 1373 B-1374 B, 1998 &
@ Taniyama M, Kasuga A, Suzuki Y, Ozawa Y, Handa M, {5 2 %&. Absence of antibodies to
ICA512/1A-2 in NIDDM patients with the mitochondrial DNA bp 3243 mutation Diabetes
Care 204905 H-906 5 . 19974

9. Suzuki Y, Suzuki S, Hinokio Y, Chiba M, Atsumi Y, ftb 4 %&. Diabetes associated with a
novel 3264 mitochondrial tRNA mutation. Diabetes Care 20 %&: 1138 B5-1140 &, 1997 &£

10.Suzuki Y, Muramatsu T, Taniyama M, Atsumi Y, Suematsu M, ftb 6 2. Mitochondrial
aldehyde dehydrogenase in diabetes associated with mitochondrial tRNA mutation at
position 3243. Diabetes Care 19 %&: 1423 H-1425 &, 1996 &

11.Suzuki Y, Atsumi Y, Hosokawa K, Taniyama M 18 5 %&. Unpleasant alcohol effect in
diabetes associated with 3243 bp mitochondrial tRNA mutation. Diabetes Care 18 &:
880 B-881 &, 1995 &+

12.Suzuki Y, Kadowaki H, Katagiri H, Suematsu M, Atsumi Y, ftb 5 %&. Posttreatment
neuropathy in diabetes subjects with mticohondrial tRNA mutation. Diabetes Care 17 %&:
777 E-778 B, 1994 =

Diabetologia  (ERMFERFEF S : EASD HH1T)

1. Suzuki Y, Atsumi Y, Matsuoka K, et al.Acute metabolic cataract as a first manifestation
of diabetes mellitus in a 12-year-old girl.Diabetologia (Germany), Mar 2004, 47(3) p592-
3

2. Suzuki Y, Muramatsu T, Taniyama M, Goto Y, ftt 5 . No association of ALDH2 genotype
in MELAS. Diabetologia 40 #:1241 B-1242 &, 1997 &

3. Suzuki Y, Taniyama M, Atsumi Y, Hosokawa K, Asahina T, 3 %. Body type in
mitochondrial diabetes. Diabetologia 40 %: 987 H-989 H, 1997 &

16



4. Suzuki Y, Muramatsu T, Taniyama M, Atsumi Y, Kawaguchi R, fit 5 %&. Association of
aldehyde dehydrogenase with inheritance of NIDDM. Diabetologia 39 #&: 1115 5-1118
H, 1996 &+

5. Momiyama Y, Suzuki Y, Ohsuzu F, Atsumi Y, Matsuoka K,f8 1 &. Subclinical cardiac
abnormality in mitochondrial diabetes mellitus, detected by 1231-BMIPP schintigraphy.
Diabetologia 39 #:1412 HE-1413 H, 1996 &

Neurology (7 XU H#HBRZESOANXBYEFZMED)
Suzuki Y, Fujisawa M, Ando F, et al.Alcohol dehydrogenase 2 variant is associated with
cerebral infarction and lacunae. Neurology (United States), Nov 9 2004, 63(9) p1711-3

Metabolism (RRERARNCE T ZHR—FOLKXERHMEE)

Suzuki Y, lizuka T, Kobayashi T, Nishikawa T; Atsumi Y; 8 7 &, Diabetes mellitus associated
with the 3243 mitochondrial tRNA mutation: insulin secretion and sensitivity. Metabolism
46 %:1019 B-1023 &, 1997 &=

Diabetes Research Clinical Practice (EfERBZED AN ML EFZHE

1. Suzuki Y, Taniyama M, Atumi V, et al.A case of mitochondrial diabetes associated with
3243bp tRNA (Leu(UUR)) mutation with few complications, regardless of 16-year
disease duration.Diabetes Res Clin Pract 2005 May 20; pS0168-8227

2. Suzuki Y, Atsumi Y, Matsuoka K, Nishimaki K, Ohta S, Taniyama M, Muramatsu
T.Mitochondrial tRNA(Leu(UUR)) mutation at position 3243 detected in patients
with type 1 diabetes.Diabetes Res Clin Pract. 2005 Jan;67(1):92-4.

3. Suzuki Y, Oka Y, Taniyama M, et al.A case of type 2 diabetes with high levels of plasma
and urinary C-peptide.Diabetes Res Clin Pract (Ireland), Dec 2004, 66 Suppl 1 pS125-8

4. SuzukiY, Nishimaki K, Taniyama M, et al.Lipoma and opthalmoplegia in mitochondrial
diabetes associated with small heteroplasmy level of 3243 tRNA(Leu(UUR))
mutation.Diabetes Res Clin Pract (Ireland), Mar 2004, 63(3) p225-9

5. Suzuki Y, Atsumi Y, Matsuoka K. Alternative site testing increases complicance of SMBG
(Preliminary study of three years cohort trials.) Diabetes Research and Clinical Practice
59:233-4, 2003

6. SuzukiY, Matsuura N, Suzuki S, et al. Aldehyde dehydrogenase 2 genotype in type 1
diabetes mellitus. Diabetes Research and Clinical Practice, vol. 60, issue 2,: 139-141,
2003
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inactive ALDH?2 genotype in diabetics with renal failure in Japanese. Diabetes Res Clin
Pract. 2003 May;60(2):143-5. No abstract available

8. Suzuki Y, Taniyama M, Hata T, Miyaoka H, Atsumi Y, ftb 1 &. Sleep-wake dysrhythm in
mitochondrial diabetes mellitus. Diabetes Research and Clinical Practice 35 %4:61 B-62 H,
1997 &

9. Suzuki Y, Kobayashi T, Taniyama M, Atsumi Y, Oka Y,ft8 3 &. Islet cell antibody in
mitochondrial diabetes. Diabetes Research and Clinical Practice 35 #: 163 E-165 H, 1997
3

10. Suzuki Y, Taniyama M, Nakamura S, Tanaka Y, Asahina T, ftb 3 &. Atonic bladder in
diabetes mellitus due to 3243 bp mitochondrial tRNA mutation. Diabetes Research Clinical
Practice 29 %&: 147 B5-148 H,1995 &

11. Suzuki Y, Motogi K, Yagihashi S, Wada R, Atsumi Y, f8 1 &. Macroangiopathy in a case
of diabets mellitus with mitochondrial tRNA mutation at position 3243. Diabetes Research
Clinical Practice 29 #&: 69 B-71 H,1995 &

12. Suzuki Y, Kadowaki H, et al. Insulin edema in diabetes mellitus associated with the 3243
mitochonrial tRNA Leu(UUR) mutation; Case reports. Diabetes Research and Clinical
Practice, vol 29: 137-142, 1995

13. Suzuki Y, Matsuoka K. An aid for insulin needle destruction for people with failing
eyesight. Diabetes Research and Clinical Practice, vol. 17: 133-135, 1992.
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Sano M, Meguro S, Kawai T, Suzuki Y. Increased grip strength with sodium-glucose
cotransporter 2. J Diabetes. 2016 Sep;8(5):736-7. doi: 10.1111/1753-0407.12402. Epub 2016
Jun 14. No abstract available.

Meguro S, Kawai T, Matsuhashi T, Sano M, Fukuda K, Itoh H, Suzuki Y. Basal-Supported
Oral Therapy with Sitagliptin Counteracts Rebound Hyperglycemia Caused by GLP-1
Tachyphylaxis. Int J Endocrinol. 2014;2014:927317. doi: 10.1155/2014/927317. Epub 2014
Mar 11.
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URL: https://www.saxenda.com/

Prescribing Information | Medication Guide | Enroll For Health Care Professionals: SaxendaPro.com earct Q
5 d Selected Important Safety Information
axe n a What is the most important information | should know gbout Saxenda®?
liraalutide in'lecmn' Serious side effects may happen in people who take Saxenda®, including:
% 3mg Possible thyroid tumors, including cancer. Tell your health care professional if
Show More @

4\ | Aboutsaxenda® | Coverage Options | AboutObesity | Info&Tools | Coaching &Support | Find a Health Care Provider

COVID-19 Notice: Novo Nordisk Information and Resources. Click here.

C.\
WE'VE ALWAYS HAD THE NOW WE HAVE ANOTHER @

WILL. WAY. gvmé

Managing obesity like the long-term disease it is requires more than willpower alone. Adding Saxenda® to a
reduced-calorie meal plan and increased physical activity may help you lose weight and keep it off.

When it comes to losing weight and keeping it off

Actor portrayats

Learn about Saxenda® Benefits 9
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( €y7TnRovF )
URL : https://zepbound.lilly.com/

Prescribing Information Instructions for Use v Medication Guide & English ~

once weekly

(tirzepatide) injection osmt Consumers v  Healthcare Providers  Employers ROt aRi(Y%

25mg|5mg|7.5mgl10mg!125mg | 15mg

@ All doses of this medicine are now available. Learn the latest information.

@ Learn how to identify compounded/counterfeit tirzepatide and its potential risks.

i
SAFETY SUMMARY WITH WARNINGS INDICATIONS o
Warnings - Zepbound may cause tumors in the thyroid, including thyroid Zepbound® (ZEHP-bownd) is an injectable
cancer. Watch for possible symptoms, such as a lump or swelling in the prescription medicine that may help adults with:
neck, hoarseness, trouble swallowing, or shortness of breath. If you have « obesity, or some adults with overweight who
any of these symptoms, tell your healthcare provider. also have weight-related medical problems to
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