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Currently Available options

Time/Cost/Effect/Risk
1. Diet/ Exercise

2. Medication

® BMI 25kg/m2 O 40l AL

@ BMI 23kg/m? O &fO|HA| H|TH StHZO| QH0| 7t5t <
3. Surgery

@ BMI 35kg/m2 O| 40l Z#2

@ BMI 30kg/m? O[&4O|HA H|Zt HHSO| SHHE 82
® BMI 27.5- 30kg/m? O|HA H|F=&Z %
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More Weight loss produces more health benefits

* Moderate 5% weight loss
liver insulin sensitivity mg:;:;ar::’eep::’i:wm Improves mU|ti_Organ inSU.“n
s sensitivity and b cell function
« Additional weight loss of 11%-

16% further increases insulin
sensitivity in muscle

* Progressive weight loss causes

PR intra-abdominal stepwise changes in adipose
PROGRESSIVE adipose tissue : :
WEIGHT LOSS — volume tissue b|O|Ogy

i

skeletal muscle
insulin sensitivity ‘
adipose tissue

insulin sensitivity adipose tissue

cellular biology

Cell Metab. 2016;23:591-600.
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More Weight loss produces more health benefits

Weight loss (%)
0-5% 5-10% 10-15% > 15%

Hyperglycemia NAFLD NASH HFpEF
Hypertension ~ Asthma OSA CV mortality
Dyslipidemia GERD Remission of T2DM

PCOS Knee OA CVvD
Prevention of T2DM

Urinary incontinence
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Medications Approved for Obesity Treatment

KFDA FDA EMA

Short-term treatment (<12 weeks)

Phentermine 0 0 X
Phendimetrazine 0 0 X
Diethylpropion 0 0 X
Mazindol 0 0 X
Long-term treatment (=12 weeks)

Orlistat 0 0 0
Naltrexone ER/Bupropion ER 0 0 0
Liraglutide 0 0 0
Phentermine/Topiramate ER 0] 0 X

Currently approved long-term therapies for obesity

2 g &8 YA HoM ¢ iy | X8 7™
HNEg2 (119)
Orlistat 120mg tid 2.8% Gastric/pancreatic lipase
inhibitor
Naltrexone ER- 32mg/360mg 3.2-5.2% Opioid antagonist
bupropion ER (naltrexone)-anti-
depressant (bupropion)
Liraglutide 3.0mg 5.4-6.0% GLP-1 analogue
oLF 12| |5t £0
Phentermine- 3.75mg/23mg 6.6-9.3% Catecholamine release
topiramate ER 7.5mg/46mg (phentermine)-GABA
11.25mg/69mg activation, Glutamate
15mg/92mg inactivation (topiramate)

HI2H ZIZ2X| & 2020.

— 131 —




202214 LBIRINZILETISE] SIS

Currently approved long-term therapies for obesity

Shows gasire
g

7 =
Increase to 7.5/46 mg per day for 12 weeks:

1f 3% weight loss not achieved at 12 weeks
either discontirue therapy or escalate the dose;
Increase to 11.25/%69 mg per day for 14 days;
L) Irerease dose to macimum dose of

N 15/92 mg per day

2. Liraglutide
) for week 1
Increase by 0.6 myg per diry sach week
~ | to reach 3 mg per day ot week 4
Increass by 8/30 mg each week to reach
16/160 mg twice daly a¢ week 4

A

Phentermine i
possbly copaminergc |
Hmp amire B

e day

“ “ Redu(:g.l mw‘m"\l |'

Inhibetory Stemulatory |
L 4

Diabetes Metab J 2020;44:802-818.

Effects of currently approved long-term therapies for obesity

Naltrexone ER- Phoentermine-
(26) Orlistat bupropion ER Liraglutide topiramate ER

o
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Side effects of currently therapies for obesity
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Side effects of currently therapies for obesity
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Efficacy and side effects of the current anti-obesity medications

1a
‘LP‘I.'loeb-a

08 —
06 — -
Odiszat
0.4 —
-
Phentenmane
topiramate
a2 - -
Plaltrewo re- -
bupropson Liraglutide
¥ L} 1 Ll L
a (= Br o4 o6 a-B 14

Probabillity of being highest ranked in achiewving =5% weight loss

High efficacy

Lancet Diabetes Endocrinal 2018;6:237-48.

Obesity
BMI 230 kg/m? or BMI > 27 kg/m?

aaan
(BMI =25 kg/m? or BMI =23 kg/m?
+ co-morbidities for Asians)

[ Consider anti-obesity drugs as an adjunct to ]

lifestyle intervention

[
[ Consider cardiovascular risk factors and
[

obesity-related co-morbidities

Type 2 diabetes mellitus i
N ASCH\IIIPCOS Hypertension Chronic kidney disease Mo?n?pr:en::nptahc Depression and anxiety
Obstructive sleep apnea L
[ — [ [ [
L priority Pt ine/topi — ly (8/90 mg) ’
can careful i =
iraglutide® may be used
- J (7.5/48 mg)

Sufficient weight loss and health improvements

No:
discontinue drugs and
reassess

follow-up every 3 months|

Diabetes Metab J 2020;44:802-818.
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Semaglutide

Direct pharmacological actions of GLP-1R agonists

Intestine

TGM

Lipoprotein Secretion
Immune Celils 4

Cardiovascular

T Glucose Utilization
1 Fatty Acid Metabolism
T Cardic Function

T Cardi ction
1 inflammation

3-Cell
T Somatostatin Secretion

Kidney .
T Na+ Excretion d > 25,
; - Coatieatyy a-Cell
BE-B® | Giucagon Secretion
1 Food Intake T insulin Biosyntesis

Brain T Insulin Secretion

T Neuroprotection T Prolifunfion
T Neurogenesis ‘ Apoptosis

Cell Metab. 2013;17:819-37.
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Intestine

Liver

c lGlucolc Output

1 Lipid Output

1 Motitity

] Steatosis .. A B <
N : \ Stomach
White Adipocyte” ﬁ / — 1 Gastric Emptying
1 tipogenesis
Muscle

Brown Adipocyte
T Thermogenesis

T insulin Resistance
| Glucose Utitization

Cell Metab. 2013;17:819-37.

Molecular structures of GLP-1 receptor agonists

GLP-1
un%.qmmmmv-smwwmwmummmmunmmwmwmw. 7.38) Amide

Proteoltic attack (OPP.4)

Exenatide (exendin-4, Amylin/Eli Lilly & Co./AstraZeneca) ~50% amino
@pormmur @5+ BT 00 OIC » 01> BT SDESOODOPO ir 1
= homology to
Liragiutide (NovoNordisk) 97% aminO human GLP_1
n-&:-mmn—mwv—s’rs«mmmmuuw-mm- Al TrpLeuva @R oy Ag Gy acid
T A —— homology to
= — human GLP-1
Semaglutide (NovoNordisk) 94% amino
\;:/\/\/\/\/\/\/,‘ 8 E t o acid
) B Albamin SR h0m0|09y tO
human GLP-1
European Journal of Endocrinology 2019;181:R211-
R234
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The Effect of semaglutide (HbA1c

SISTATN 3 SISTAIN 4 SIRTATN 5 SUSTATN &
SUS | AIN 1 SUSIAIN 2 v enenialile LK s basal ¥ plavebio S ALN /
v placeb ws silayliplin [MEL, ML+ insulin alid-on i
Bai kg eind: (U walirwsil=dive AR i MLIA%U) gl 1 L | ML, ML)
Ineglimenl dualm 30 weseky 4 ks S wesky J0 weks 30 werky A0 weks
iy, al Leswline bl ii% )% U.5% UA% Ld%
oo

"

= ns

T‘ -
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- _,' R
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g =

W

E

[ L.

‘__ .

20 "

= Semagh#ide 0.5 mg #Semaghiiae 1.0 mg [LERE ) wSitagiintn 100 mg Feenatide ER 2.0 mg
¥ |5 W Dubsghindle 0,75 g Wlulagutie 1.5 mg Placeto 0.5 myg ¥ Placeto 1.0 mg

Diabetes & Metabolism 2019;45:409-418.

The Effect of semaglutide (Body weight

SUSTATN 5 SUSTATN 6
SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 vs placebo SUSTAIN 7 vs placebo
vs placelo ws sitagliptin vs exenatide LR vs Lasal insulin [add-on ws dulaglutide (0-2 CAD +Larzal or
S kir oured: (U ealinenl-nare) [MLI 12 ML, ML+, ol ™) L SRE-T] msulin 1 ML1) (ML, ML1/%5U) prerasd msulng
Treatment duration: 30 weeks 56 wezks 55 weeks 30 weeks 30 weeks 4 weeks 104 weeks
BW Bt bassine: 92 kg B9 kq 96 ko 93 ko a2 ko 95 ko 92 KG
2 12

Change from baseline
in BW (kg)

msemaglutide 0.5 mg  WSemaglutide 1.0 mg W Placebo w sitagligtin 100 mag Exenatide ER 2.0 mg

o Tosulin glargine mDukaylulide 075 mg mDulagllide 1.5 myg Placithe: 0.5 my B Placeha 1.0 my

Diabetes & Metabolism 2019;45:409-418.
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The Gl side effect of semaglutide

SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 o SUSTAIN 7 SUSTAIN &
monotharapy ws sitagliptin - ws exenatide ER vs IGlar Inculin vs dulaglutide ws placebho

{0-2 DAD&basy or

Backgrouns tharagy: (treatment-natve) (MET&TZO) {agc-on Insuin&MET) MET/SL) premixed =ulin]
Traatmant duration: 58 wasics 30 wesics 30 wesics 20 wesics 102 wamics
u Semagiutide 3.5 mg §Semagiutics 1.0 mg W Flacabo ® Sitagipein 100 mg Exenatide ER 2.0 mg
" 1Gar W Culagiutide 0.75 mg W Culagiutice 1.5 mg ® Piacsbo 0.5 mg W Piaceno 1.0 mg

Diabetes & Metabolism 2019;45:409-418.

Semaglutide 2.0mg vs. Semaglutide 1.0mg (HbA1c)

B
o yean at baseline 8-9% _gMean at baseline 8.9
—mm Semaglutide 1-0 mg
—mm- Semaglutide 2.0 mg
g o5
=
=
£ 10
=
=
=
= as
=
=
= -20-
R —
6 -Zou
25 T ) T T T T
o 12 16 2o 28 a0 o 12 16 Zo 28 40
Time since randomisation (weeks) Time since randomisation (weeks)
Semaghutide 1-0 g 481 462 444 a30 417 422 481 468 449 450 aaa 466
Semaglutide 2.0 mg 480 465 446 441 422 433 480 471 asa as2 438 456

n
10

g o5 -
=
£ -1.0- —
=
2 s R
s
| g
& =1
=22
- ETD —0 23 (95% C1 —0-36 to —0-11); p=0-0003 ETD —0-18 (95% Cl —0-31 to —0-04): p=0-0098

Semaglutide 1-0 mg Semmaglutide 2-0 mg Semaglutide 1-0 mg Semaghutide 2-0 mg

Lancet Diabetes Endocrinol 2021;9:563-74.
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Semaglutide 2.0mg vs. Semaglutide 1.0mg (Body weight)

Mean at baseline 99-3 kg

—mm— Semaghutide 1-0 mg
& —mm— Semaghutide 2-0 mg
|
=
= 3
;]
= -a
]
= —s—
= 93-3 kg~
—e]
—7
-
o P & 1z 16 Zo 28 o a4 F-3 12 16 2o 28 a0
Time since randomiisation (weeks) Time since randomisation (weeks)
Semaglutide 1-0 g 481 472 468 465 447 431 415 425 481 4F3 473 471 452 449 2 467
Semaglutide 2.0mg 480 473 471 467 448 441 420 434 480 475 474 473 456 452 436 457
< D
o -- - = =
]
2 -
&= 5 | -
=
E a4 —
=
2
— R 7
=
—6-] -
——] —6-a 7
ETD -0-93 (95% Cl -1-68 to —0-18); p=0-015 ETD —0-77 (95% Cl —1-55 to 0-01); p=0-054
ad

Semaglutide 1-0 mg Semaglutide 2-0 mag

Semaglutide 1-0 mag Semaglutide 2-0 mg

Lancet Diabetes Endocrinol 2021;9:563-74.

Semaglutide 1O mug (N=480)

Semaglutide 20 g (M=479)

m {2%) Ewvents Events par m (26) Ewvents Ewvents per
LO0 patiernt- 100 patient-
wears of wears of
O S LR T e eXNPOSuIre
Treatment-emengent 251 (S22%6) a2 2014 272 (STE) TS 189-1
adwerse ewvents
Sewrerity
MR 19D (A1) 575 139-8 215 (45%:6) S5 1347
Moderate 111 (232w 216 sS2.5 1O (2396) 194 473
Sewere 26 (5] 37 = 19 (426) 29 F-L
S.erious LR e ] 20 =5 >a a6 2 Z
Deaths™ 1 {<19&) ES 02 2 {<12%) =2 o-5
Trearment-emeaergent adverse events leading to premature treatment discontinuation
Orwerall 22 (59e) 22 S-a4 23 (426 21 5
—— - -y - —
Gastrointestinal adwerse ewvents
Orwerall LAR (IA) 353 163 (3426 3465 B4
— e T eay 3o T > e
Moderare S (A1) oz 22-4 A7 (1036 =] 2R
Sewere B (2%) a1 2-7F A2 (3] 20 -
Trearment-emergent adverse events in >5% in anmy treatrment group by preferred term
MNausea FO(159:) 99 24-1 69 (1La%) a8 23-9
Diarrbhoea 42 {9%) 23 20-2 45 {92 S 14
oeTiting 32 (73 42 100 IF (B3] s 13-4
Dyspepsia 25 (59) 26 &3 16 (3] arF 10
Decreased appetite A (43a) s 3= 29 (62%) 29 1O
Hypoghrcaermiat
Lewel 1 S (11=e) 1I3 323 EER{-TEN] B2 20-0
Lewel 2 A8 (4] 2.4 5-8 12 (Ie) 19 -
Lewel 3 A (=LSe)E x oz 2 (=1oe)S = o5

= Causes of death were head injuny and wnknown in the semaglutide 2.0 mg group, and an ewent of neurcmyelitis

optica spectrum disornder inm the in the semaglutide 1-0 g group (appendix p 4). FDefinition b

of o i

Hypoghrcaemia Study Group.** fReported after treatment discontimnuation dwrimg 7-week follow -wp, in combinatiom
wwith inswdim. SBoth in combination with sulfonylerea: omne episode was reported after treatment discontimuation
during 7-wweek follow-—up.

Table 3 Safety ouvtcomes in the safety analysis set

fancet Diabetes Endocrinol 2021;9:563-74.
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Semaglutide 2.4mg vs. placebo (Body weight)- non DM

A ol W Chge om By Wk, O T Dt C In-Trial Data at Wk 68

T 100+ B Semaglutide W Placebo
‘ 564 {N=1212) {N=577)

N N\ e — p 1 Paceho -24%

69.1

8
1 1 £
i -
i 1
E X, B
@ 10 &
o

g - ! o
£ e N
§ K ~
1 =

]6.

L e e T T T T T T =5 =10 =15 =20

043 DD B ¥ M il 068

Percent weight Loss
Weeks sinca Randomization ight

Semaglutide 2.4mg vs. placebo- non DM

Table 2. Coprimary, C Yy, and Sel, ds dary and Exploratory End Points for the Treatment Policy Estimand.™

Difference between
Semaglutide Placebo Semaglutide and Placebo
End Point (N=1308) (N =8655) (95% CI)f Odds Ratio P Value
Copri end points a d in the overall population
Percent body-weight change from baseline to wk 68 -14.85 -2.41 -12.44 (-13.37 10 -11,51) <0.001
Participants with body-weight reduction =526 at wk 68 — 263 86,4 L L 11.2 (8.9 to 14.2) <0.001
Confirmatory secondary end points assessed in the overall population
Participants with body-weight reduction =10%6 at wk 68 — %6} 69.1 12,0 14.7 (11.1 to 19.4) <0.001
Participants with body-weight reduction =15% at wk 68 — 36} 50.5 4.9 19.3 (12.9 to 28.8) <0.001
Change from baseline to wk 68
@ISt clrcumierence — cm —=13.54 —4.13 .47 ‘—10.305- BE)] «<0.001
Systolic blood pressure — mm Hg —£.16 —1.06 —5.10 (-6.341t0 -3 87) <0.001
=36 physical TUNCtonIng score 1 .41 . <0.001
IWQOL-Lite-CT physical function score 14,67 5.25 9.43 (7,50 to 11.35) <0.001
Suppertive secondary end points assessed in the overall populationf
Participants with body-weight reduction =20% at wk 68 — %6} 320 LT 26.9 (14.21t0 51.0)
Change from baseline to wk 68
Body weight — kg -15.3 -26 -12.7 (-13.7 to -11.7)
Body-mass index —5,54 -0.92 —4,61 (—4 .96 to —4.27)
Glycated hemagloBin — percentage paints 1 -0.15 —0.29 (—0.32 to —0.26)
Fasting plasma glucose — mg/d| -8.35 —0.48 ~7.87 (-9.04 to -6.70)
Diiighs Egag Eriiiuri—mm Hg -23 —%2 —2.41 |'—i.2i' to —1.57)
Lipid levels, ratio of wk 68 value to baseline¥]
BRECEEEEE oy s e —
HDL cholesteral 1.05 1.01 1.04 {1.02 to 1.05)
LDL cholesterol 0.97 101 0.96 {0.94 t0 0.98)
VLDL cholesterol .78 093 0.84 (081t00.87)
Free fatty acids 083 0.93 0.89 (0.83 to 0.94)
i"i;erldes Dﬁ 003 Q24021 1o 087
C-reactive protein, ratio of wk-68 value to baseline9] 0.47 0.85

O NEIM 2021;384:989-1002.
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Semaglutide 2.4mg vs. placebo (Body weight)- with low calorie diet

E Change from baseline by week in body weight

D_
=
g . Pacevo T E
5 ¥ 31 - FF3+F1 [T - 4
g, 1] T4 1 L
® 12
=)
> -16-
2 -16.0%
=20

0 4 a8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Time since randomization, wk

No. of participants

semaglutide, 407 398 396 385 380 385 370 380 363 373 364 364 356 367 343 365 346 373
2.4mg

Placebo 204 200 197 190 194 194 135 189 180 120 180 124 172 183 170 180 166 189

JAMA. 2021;325(14):1403-1413.

Semaglutide 2.4mg vs. placebo (Body weight)- with low calorie diet

Helahtfoss atweek b8 @® More participants treated with
1 e ——t semaglutide vs placebo lost at
ol it i least 5% of baseline body

weight(86.6% vs 47.6%,

= | respectively;P< .001).

g @ A higher proportion of

£ .0l ‘ participants in the semaglutide

< vs placebo group achieved
- ‘ | weight losses of at least 10%

H |—| or 15% (75.3% vs 27.0%and
0 - TR 55.8% vs 13.2%,
Achievement of categorical weight loss, % reSpeCtlvely; P< 001 )

NEJM 2021;384:989-1002.
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S lutide, 2.4 mg (n = 407) Placebo (n = 204)
Participants, No. of Events per 100 Participants, Events per 100
Event No. (%) events patient-years® No. (%) No. of events patient-years”
EY-TeW =TT} FTeE ZcE o TN 120 Ty
Adverse events leading to treatment discontinuation 24 (5.9) 34 65 6(2.9) 6 23
Gastrointestinal disorders 14 (3.4) 20 3.8 o]
verse events report
Nausea 237 (58.2) 511 971 45 (22.1) 60 23
Constipation 150 (26.9) 210 399 50 (24.5) 62 237
Diarrhea 147 (36.1) 307 58.3 45 (22.1) 62 237
Vomiting 111 (27 3) 212 4032 22 (10.8) 25 96
Nasopharyngitis 90 (22.1) 128 243 49 (24.0) 70 268
Upper respiratory tract infection 85 (20.9) 115 219 44 (21.6) 65 249
Headache 78 (19.2) 123 234 20 (9.8) 25 9.6
Abdominal pain 54 (13.3) 76 14.4 10 (4.9) 11 42
Back pain 54 (12.3) 68 12 .5 22 (10.8) 24 92
Dizziness 52 (12.8) 73 13.59 11 (5.4) 14 5.4
Fatigue 52 (12.8) 69 13.1 15 (7.4 19 T3
Flatulence 47 (11.5) 62 11.8 23(11.3) 24 9.2
Gastroenteritis viral 42 (10.3) 47 89 132 (6.4) I 5
Urinary tract infection 42 (10.3) 61 11.6 10 (4.9) 11 42
Abdominal distention 41 (10.1) 55. 105 20 (9.8) 28 10.7
Sinusitis 39 (9.6) 51 9.7 26 (12.7) 34 13
Adverse events of interest®
Gastrointestinal disorders 337 (82.8) 1760 3345 129 (63.2) 333 127 .4
Psychiatric disorders 60 (14.7) 97 184 24 (11.8) 31 119
Cardiovascular disorders® 40 (9.8) 50 89 22 (10.8) 27 95
Allergic reactions 35 (8.6) 41 7.8 19 (9.3) 19 73
Injection site reactions 22 (5.4) 31 5.9 12 (5.9) 16 6.1
Gallbladder-related disorders 20 (4.9) 24 4.6 S {1.5) 3 3 [ |
Cholelithiasis 13 (3.2) 13 25 201.0) 2 08
Hepatic disorders 8(2.0) 9 1 L 4(2.0) 5 1.9
Malignant neoplasms® 3(0.7) 3 0.5 1(0.5) 1 0.4
Hypoglycemia 2(0.5) 2 0.4 o
Acute pancreatitis? 8] 8]

I Participants with =1 serious adverse event” 37 (9.1) 55 105 6(2.9) 7 7T

NEJIVI ZUZT,504.907-TUUZ.

Once weekly SC dose escalation schedule

Weeks 1-4: 0.25 mg

Weeks 5-8: 0.5 mg

Weeks 9-12: 1 mg

Week 13-16: 1.7 mg

Week 17 and onward: 2.4 mg (maintenance)
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Tirzepatide

GLP-1 and GIP

GIP GLP-1
GIP g m A om Proglucagon
gene gene
GIP Glucagon ~ GLP-2
PreproGIP [T Proghicagon T =]
(153aa)  Signal (160aa)  Signal GLP-1
peptide paplide
GIP L GLP-1 2l
(4228) _—— (312a) =
\’-f-' \-S'HSZYGIAMDKIHODDI"\"N‘:.'I LADKEKKNDWKHP;V:I'(-]. H' GTFTROVEEYLEGDAMKEFIAYY \"KG'F;IE

GIP: glucose-dependent insulinotropic polypepide
GLP-1: glucagon-like peptide
J Diabetes Investig.2010;1:8-23.
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GLP-1 and GIP
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Figure 2 | Pancreatic and exopancreatic function of glucose-dependent insulinotropic polypepide (GIP) and glucagon-like peptide (GLP)-1. GIP acts
directly on the endocrine pancreas, bone, fat, gastrointestinal (GI) tract and brain. GLP-1 acts directly on the endocrine pancreas, gastrointestinal tract,

heart and brain.

J Diabetes Investig.2010;1:8-23.

Biological actions of GIP
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Cell Metab. 2013;17:819-37.
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Contribution of GIP on insulin release
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The role of GIP on glucagon secretion

GIP stimulates glucagon secretion in
a glucose-dependent manner.
Stimulation of glucagon secretion
by GIP is more potent at lower
glucose concentrations than at

8:13.“ higher glucose concentrations. On
@ glcagon the other hand, GIP-stimulated

o O% o insulin section only occurs at high
THGP 1BG | <oeretion M ‘ 08) m,,ﬁ,,,, glucose concentrations. The

4 0 suppressed ability for GIP to
stimulate glucagon secretion at high
glucose may be due to increased
inhibitory tone from B-cells, which
suppress a-cell activity and thereby
limit GIP-stimulated glucose

secretiomeptides. 2020;125:170213.
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Pleiotropic benefits of dual GIP and GLP-1 agonist inT2DM
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Role of GIP in the regulation of GLP-1 nausea
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Overview of biological effects at the organ/tissue
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Effect of once-weekly tirzepatide compared with semaqg
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Effect of once-weekly tirzepatide compared with semaglutide
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Effect of once-weekly tirzepatide compared with semaglutide
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Effect of once-weekly tirzepatide compared with semaglutide

Table 2. Adverse Events and Safety.*

Total
Event Tirzepatide Semaglutide (N=13878)
Smg W0 mg 13 mg 1mg
[N=470) (N=4£3) (N=470) (N=463)
No. af Ne. af Ne. af Na. af Neo. af
patients Mo, af patients Na. of patients Na. of patients Na. of patients No. of
%6) events 36) events (26) events 96} events 96) events
Patients with =1 adverse event 299 (63.6) — 322 (68.7) — 324 (68.9) — 301 (64.2) — 1246 (66.3) —
Patients with =1 serious adverse event 33 (7.0) — 25 (5.3) - 27 (5.7) — 13 (2.8) —_ 98 (5.2) —
&th‘r dﬁg'l — 4 (0.0Y — 4 (00 = 102 = 13 (0. 71 =
Adverse events leading te discontinuation 28 (6.0) _ 40 (8.5) — 40 (8.5) —_ 19 (4.1) —_ 127 (6.8) —_
of tirzepatide or semaglutide
Adverse events occurring in 20,236 of the averall
population (i.e., 3 patients) and lead-
ing to discontinuaticn of tirzepatide or
semaglutide
Nausea 6(1.3) — —_ 4 (0.9) -_ 4(0.9) - 21(1.1) —
Vomiting 1(0.2) — = 4 (0.9) — 3 (0.6) — 12 (0.6) —
Diarrhea 1(0.2) — — 6(1.3) — 1(0.2) —_ 11 (0.6) —
Abdominal pain 2(0.4) — — 2(0.4) — 4 (0.9) — 3 (0.5) _—
DCyspepsia 2(0.4) — — 2(0.4) —_ Q —_ 5 (0.3) —_—
Decreased appetite 1(0.2) —_ — 2(0.4) — 0 — 5(0.3) —_
Fatigue 1(0.2) — - 1(0.2) — 1{0.2) — 4(0.2) —
Elevated bload calcitonin level 1(0.2) — _— 1(0.2) —_— 4] — 31(0.2) —
Constipation [s] — _— [+] —_ 1(0.2) — 3(0.2) —
Covid-19-related pneumonia 1(0.2) — — o — 1(0.2) — 3(0.2) —
njection-site reaction [+] _ — 110.2) —_— Q _— 3(0.2) _—
NEJM 2021;385:503-515.
Adverse events occurring in 25% of patients in
any treatment group, accarding to
preferred term
r——— o = s e
Nauses 82(17.4) 111 90 (19.2) 124 104 [22.1) 136 84 (17.9) 126 360 (19.2) 497
Diarrhea 62(13.2) 120 77(l64) 99 &5(138) 102 54(115) 68 BE(37) 389
Vomiting 27 (5.7) I A0(8S) 56 46(98) 61 33 (8.3) 53 152(8.) 05
Dyspepsia 34 (7.2) — 3 (6.2) — 43 (9,1) — 31 (6.6) - 137 (7.3 -—
Decreased appetite 35 (74) — 34 (7.2) = 42(89) — 25 (5.3) — 136 (7.2) =
Constipatian 32(68) — 71 (4.5) = 71 (4.5) = 27(58) - 101 (5.4) =
Abdoming| pain 14 (30 -_— 21 (4.5) -_— o (5.1) -_— 24(5.1) -_— 31 (4.4) -_—
Al gastrolntestinal adverse events 188 (40.0) —_— 216 (46,1) -_— 211 (44.9) —_— 193 (41.2) - 808 (43.0) -_—
Other adverse events
Hypoglycemiz, blood glucose level 3(0.6) 3 1(0.2) 2 8(L7) 10 2 (0.4) 2 14 (0.7) 17
<54 mg/d
Severe hypoghcemia 1(0.2) 1 0 0 1(0.2)F 1t 0 0 2(0.1] 2
Injection-site reaction 9(1.9) -_— 13 (28) - 21 (4.5) - 1(0.2) - 44 (23) -_
Ad|udicated pancreatitis 0 — 2(04) — 2(04) — 1{06) — 7(04) —
Cholelithiasls 4(0.9) = 4(03) = 4(03) = 2(04) = 14(0.7) =
Hypersensitivity] B (LY - 13(28) — 3(17) - 11(23) — 41(2.2) —
Diabetic retinopathyf] 0 - 2(0.4) - 0 - 0 - 2{0.1) —
NEHAINADI1-2QL. LA _LAL
INEJIVITZUZT,503.0U5=0 1.
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Once weekly SC dose

* Tirzepatide comes in in six different strengths, each as an individual
single-dose pen
* It's recommended to start with the lowest strength (2.5 mg per week).

« After 4 weeks, your dose will likely be raised to 5 mg once a week.
After that, your dose can be raised by an additional 2.5 mg every 4

weeks until your blood sugar is well-controlled.
* The maximum dose you should use is 15 mg once a week.

Goal of Obesity management
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New Drug for weight management
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