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Theoretical Rationale for Qsymia®
Combination Therapy With Qsymia s
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Hunger and Cravings During Waking Hours

Hypothetical representation of hunger and cravings is not representative of all patients.

Reference. 1. Hill AJ et al. Appetite. 1991;17(3):187-197. 2. Pelchat ML. Appetite. 1997;28(2):103-113.



Dosing & Administration
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Real-Worild Evidence in

v" Study Design
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375mg /23 mg 7.5 mg /46 mg 1125mg /69 mg 15 mg /92 mg

In Korea, topiramate in Qsymia® is not defined as extended-release or controlled-release formulation.
References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261
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Inclusion/Exclusion criteria

= Inclusion criteria

aged 18 years and older

patients with body mass index of 27 kg/m? or higher

- at least one comorbidity related to obesity, such as
prediabetes, diabetes, hypertension, dyslipidemia, or non-
alcoholic fatty liver disease

- SBP 140-160 mmHg (130-160 if diabetic) and/or DBP 90-100
mmHg (85-1 00 if diabetic) or taking >2 antihypertensive drug

- patients with a documented baseline body weight within one
month prior to initiation of the study medication, and at least
one follow-up clinic visit within six months post-initiation

= Exclusion criteria

- patients previously on other anti-obesity medications
- those with active cancer

- history of weight-loss surgery

- patients with medication-possession ratio below 70%

m
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Real-World Evidence in Korea

v" Baseline characteristics
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Overall (n=1,839) Overall (n=1,839)

Age (years)
Women
Weight (kg)
Body-mass index (kg/m?)
Glycated haemoglobin (%)
Type 2 diabetes mellitus
Insulin
Metformin
Sulfonylurea

DPP4 inhibitor
SGLT2 inhibitor

455 (12.3)
1,299 (70.6%)
85.8 (17.7)
31.6 (5.0)
6.3 (1.2)
521 (28.4%)
85 (5.7)
445 (29.0)
151 (10.1)

143 (9.6)
258 (17.3)

Fasting plasma glucose (mg/dL)
Systolic blood pressure (mmHg)
diastolic blood pressure (mmHg)
Pulse rate (beat/min)

Uric acid (mg/dL)

Total cholesterol (mg/dL)
Triglyceride (mg/dL)
HDL-cholesterol (mg/dL)
LDL-cholesterol (mg/dL)

Data are mean (SD) or number (%). DPP4, dipeptidyl peptidase 4; SGLT2, sodium glucose co-transporter 2; HDL, high-density lipoprotein; LDL, low-density lipoprotein.

References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261

113.0 (29.5)

132.9 (14.5)

81.5 (11.0)

85.3 (13.3)

59 (54)

187.0 (42.0)
159.3 (109.6)
52.2 (12.8)
1121 (37.9)
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Real-World Evidence in Korea Qsymia

{enemig ¢ hopianelel capsuks

v Weight and BMI Changes
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*p<0.05 from baseline, #p<0.05 between men and women. Data presented median with interquartile ranges. BMI, body mass index

In Korea, topiramate in Qsymia® is not defined as extended-release or controlled-release formulation.
References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261 9



Real-World Evidence in Korea Qsymia
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v" Proportion of participants achieving 25% and >10% weight loss
= FHEE 5-671E AEH0M 5% o|de| MEF HAE T 28Xl H[E2 56% 11, 10% 0|2 & HAE Hdst oAt &2
23% =
100% Proportion of subjects (%)
M 2 5% weight loss M2 10% weight loss
80% -
65%
< 63%
o 60%
@
S 40%
20%
0%
1-2 mo 3-4 mo 5-6 mo 7-9 mo 10-12 mo
Time points

References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261
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Real-World Evidence in Korea

v" Factors associated with achieving more than 5% weight loss at 5-6 months

s HIBHETH 5S4E 5% 0|40 M Y4E D4 BE0| HOIXE HOR ol

IT - —
- O ShpHS SUKSHSIRHE ShnE S SYHSHR| 22 BHXjo| HIBH 5% O|Ate

A. OR@©5%cCl) B
Age ((40) PN 2.83 (2.00,4.09) Age ((40) ®
Age (40-50) ° 1.87 (1.32, 2.67) Age (40-50) ——
Age (over 50) ® Ref Age (over 50) ®
Male vs. Female re 0.93(0.67,1.30)  Male vs. Female e—
BMI ({30 kg/m2) ® Ref BMI ({30 kg/m2) ®
BMI(30-35 kg/m2) ® 2.47 (1,78, 3.45) BMI(30-35 kg/m2) °
BMI (235 kg/m2) O 3.21(2.14,4.92) BMI (235 kg/m2) o)
DM vs. Non-DM —@— 1.54(1.12,2,12) DM vs. Non-DM —@—
0 1 2 3 4 5 0 1 2 3 4

Odds ratio (Univariate) Odds ratio (Multivariate)

stmia’O
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OR (95% CI)
2.20 (1.50, 3.25)
1.72 (1.19, 2.49)
Ref

1.34 (0.94, 1.92)
Ref

2.50 (1.77, 3.57)
3.17 (2.04, 5.00)
1.60 (1.13, 2.26)

Univariate (A) and multivariate (B) analyses identifying factors associated with achieving more than 5% weight loss at 5-6 months. Represented variables include odds ratio (OR) and

confidence interval (CI). BML body mass index; DM, diabetes mellitus; OR, odds ratio; CI, confidence interval

References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261
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Real-World Evidence in Korea Qsymia

(et 2 hupranelsl czpsubs

e
SBP (mmHg) DBP (mmHg) FPG (mg/dL) HbA1c (%)
o . 160 , _ *w* 160 , % 0, ——— 10
v" Changes in biochemical parameters o
120 120 8
= Ol &5 AKX o
- FNBE S-eY = 257 EST :
80 80
e | O
O|27|deh 25 SAH2Z RIS 4
FASTH 40 40 2
aas
0 0 0
= %i" _g%-% %% 7|X‘|A|I|:',| 1194 + 343 baseline  5-6 mo baseline 5-6 mo baseline 5-6 mo baseline  5-6 mo
mg/dLOj| Al =H 2HEF 5-671& = 1137 +
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ABPM study

v ABPM study: H|Z 23 #HS0): 182,
O|MXIHES £ & 28 Yz 52 174X| 0[4
94T Sl BMI 2 27 kg/m? EHX} 56532
Ao 2 RIME 8F, RRLQI, 0|5,
SR

ABPM study
(Obese with Comorbidities)

= Adults (18-75 years of age)
= BMI > 27 kg/m?

=  Medical diagnosis of at least 1 weight-related comorbidity (i.e, hyper
tension, dyslipidemia, type 2 diabetes mellitus, etc)

= Must be ambulatory, willing, and able to wear ABPM monitor appar
atus for 24 hours during two study measuring visits, at Baseline and
Week 8/end of study or early termination

ABPM, ambulatory blood pressure monitoring; BMI, body mass index; PHEN/TPM, phentermine/topiramate.

X FA|D|OeS & 7| A2 X|2(BMI) 30kg/m?2 O| A} E =
QU oY HE HE2lE

=~c=

References. 1. Bays HE, et al. Obes Pillars 2024;9:100099.

o o
Ae TS| &L

stmia@

ventemie 2 hopiamelel czpsuks

Screened
L N = 1363
Not Randomized ]
- ~ N = 798
Randomized
N = 565
E’ar’[icipants Not Treatech I
v
Treated
N = 565 - WVivm i
[ | 15 mg / 92 mg
( . N e
Placebo Phentermine 30 mg PHEN/TPM
N =184 N =191 N =190
T T | |
4 ) ) 4 . .
Completed Discontinued Completed Discontinued Completed Completed
Study Study Study Study Study Study

N = 164 (89.1%)
N

N =20 (10.9%)

N = 167 (87.4%)

N =24 (12.6%)

=156 (82.1%) || N =34(17.9%)

|

(

OISk MK B STt HEQHOZ &7t
=5 Z(Child- Pugh 7-9) ?a,_PX}OﬂA-I 1%' 7.5 mgl46 mge TS = OF £

.

Adverse Event 4 (2.2%)
Lost to Follow-up 2 (1.1%)
Protocol Noncompliance 5 (2.7%)
Withdrawal by Subject 6 (3.3%)
Other 3 (1.6%)

.

Adverse Event 11 (5.8%)

Lost to Follow-up 2 (1.0%)
Protocol Noncompliance 4 (2.1%)
Withdrawal by Subject 5 (2.6%)

Other 2 (1.0%)

N\ Adverse Event 18 (9.5%)

Lost to Follow-up 2 (1.1%)
Protocol Noncompliance 4 (2.1%)
Withdrawal by Subject 8 (4.2%)

Other 2 (1.1%)

J\

THY, A2 T B
SUCH FAOOPE FSZ0N 5

o = ET &
Zo| 19

. &3 (Child-Pugh 10 - 15) QKMIM% At

O|AX| R E S pro HO| T S

4@ 27kg/m?0|Ako] 401 BiXto| A KMZt=2| A0
éOH SERFO|| A HIE Q10| CHt i Z0| S7t510]
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ABPM Study:
Baseline Characteristics
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_ Phentermine 30 mg Phentermine 15.0 mg/
Placebo (n=184) (n=191) topiramate 92.0 mg (n=190)

Age (years) 53.3 (11.36) 53.3(12.12) 53.6 (13.34)
Women 137 (74.5%) 142 (74.3%) 136 (71.6%)
Weight (kg) 1004 (21.52) 99.5 (21.58) 98.8 (20.84)
Body-mass index (kg/m?) 36.2 (6.17) 35.4 (5.88) 35.7 (6.20)
SBP as Measured in Clinic (mmHg) 1245 (11.23) 123.4 (10.38) 123.9 (9.82)
DBP as Measured in Clinic (mmHg) 78.3 (7.71) 77.0 (7.98) 77.5 (7.63)
Diabetes status

Type 2 diabetes 20 (10.9%) 19 (9.9%) 25 (13.2%)

Prediabetes 25 (13.6%) 24 (12.6%) 27 (14.2%)
Hypertensive status

No Medical Diagnosis of or Treatment for Hypertension 58 (31.5%) 61 (31.9%) 34 (33.7%)
Medical Diagnosis of Hypertension Treated with 0-2 Antihypertensive Medications 117 (63.6%) 120 (62.8%) 116 (61.1%)
Medical Diagnosis of Hypertension Treated with 3 or More Antihypertensive Medications 9 (4.9%) 10 (5.2%) 10 (5.3%)

ABPM, Ambulatory Blood Pressure Monitoring; DBP, diastolic blood pressure; LS, least squares; SBP, systolic blood pressure; SD, standard deviation; SE, standard error.

X FAIOjOfeE £7| H|E 2 X|4=(BMI) 30kg/m? O| Af T

Ee YR M2 Pt e O|YX|HE S 22 MOk SLo| X|E 2 SEHESH0| e BS 27kg/m?0] 40| Mol SEXLO| M Mz 22| 40|
. QU oY HE HE2E Rl AX ZE 37t E?ERE.* 237 H‘:“Rtﬁ'—lﬁf- TAIO]O® = %5501“1 §§9l YRt SR A= F07H 37(0|04, ZHEO SHALO A HE TIoOf CHTH (= E0| S 7+510]
References. 1. Bays HE, et al. Obes Pillars 2024;9:100099.  ==z=(Child-Pugh 7 - 9) §wqo1|)\1 1O| 7.5 mg/46 mge EISHA = QF £/, ZZ(Child-Pugh 10 - 15) X0 A= AHR S L|SOF BtL|Ch Y M TA2|0Hs FA|O|OIPE S| 7FALEL QO] HtH O 2 ALR3H= 14
Ag HESHR| Y&t



ABPM Study:
Blood Pressure Change

MEYL TR GERED)]

Phentermine 30 mg (n=133)

Qsymia

@

{enemig ¢ hopianelel capsuks

Phentermine 15.0 mg/

Primary Endpoint
Mean SBP by 24-hr ABPM, mmHg

Baseline Mean (SD)
LS Mean Change (SE)

120.8 (11.23)
-0.1 (1.04)

1194 (12.21)
4 (1.05)

topiramate 92.0 mg (n=122)

118.7 (12.04)
-3.3 (1.07)

Secondary Endpoint
SBP Measured in Clinic, mmHg

Baseline Mean (SD)

LS Mean Change (SE) -1.7 (1.12) -1.2 (1.13)

Mean DBP by 24-hr ABPM, mmHg

Baseline Mean (SD) 73.3 (6.84) 73.1 (7.82)

LS Mean Change (SE) -04 (0.63) 2.4 (0.64)

DBP Measured in Clinic, mmHg

Baseline Mean (SD) 78.4 (7.88) 77.3 (8.05)

LS Mean Change (SE) -1.1 (0.80) 1.0 (0.81)

X FAOIOFe= 27| M EE X|5(BMI) 30kg/m? O Fe= el X2Y S £E O|YXZES I 22 HO|= 3Lt K|S 2E 5
References. 1. Bays HE, et al. Obes Pillars 2024;9:100099. %g%(gﬁd::ﬂg?if'&) EP;:oﬁlﬁl ﬁ:i:;fg;zeiriﬂﬂ e HiEH‘:“RIE%'J_":I‘E%g(élhﬁlzgfu‘éhiogigg%iiﬂ;ﬁggggﬁglpl ;ng o

124.3 (11.22)

122.5 (10.62)

|3}

=

=1
(==

123.9 (10.22)
-4.3 (1.15)

71.6 (8.98)
0.8 (0.64)

77.8 (7.92)
-1.3 (0.82)

FO| Q= AL 27kg/m20|ALO| A Ol BHXLO| A M Z 22| Al0]
710|0f, ZHEHOf SHRFO| M BIE| 210 Th3t i 20| Z715}0]
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ABPM Study:
Blood Pressure Change in Subgroup
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[ESSssTT———
PHEN/TPM vs. Placebo in Subgroups PHEN/TPM vs Phentermine mono in Subgroups
Male — . -0.8 (-5.5, 4.0) Male S E— -3.7 2 4,1.0)
Female —u— -4.2 (-6.8, -1.6) Female — . -5.2 (-7.8, -2.6)
Age ( 50 years — -2.1(-6.1,1.8) Age { 50 years — = -6.1(-10.3, -1.9)
Age 2 50 years —a— -3.7 (-6.5, -0.9) Age 2 50 years — -4.2 (-6.9, -1.6)
Race White —— -3.5(-5.9, -1.0) Race White —— -5.2 (-7.5, -2.8)
Race Non-white = —1.4(-7.2,4.4) Race Non-white = -4.6 (-11.1, 2.0)
"H%NHT'NG"Q"M"& .............................................. ——%;?g?zo% NOHTNOMd """"""""""""""" B sy 'é‘é"gﬁ'g?)
R R A OO g STTTTTY . Prrrrsl P, TR ATOL s A H :HTN on 0-2 Meds v s SN [ -5.5(-8.4, =2.7):
HTN on = 3 Meds . _7 6 18 5 3 2) HTN"(SH.>.3.Mé.d§ ............................................... ...' ...... _1 82 g 6: 13 é;
Primary Analysis —— -3.2(-5.5, -0.9) Primary Analysis —— -4.7 (-7.0, -2.5)
-30-27-24-21-18-15-12 -9 -6 -3 0 3 6 9 12 15 18 21 -30-27-24-21-18-15-12 -9 -6 -3 0 3 6 9 12 15 18
mmHg mmHg
K RADOfeE 7] HZE X|4-BM) 30kg/m? O] 4 £ 2 %% M2 S £ O|MXIZEED 22 HolE St KHE RHE SUHEE0| Ak B 27kg/m20| 40 4Ol TXI0|M KL 22| 40|
QUL Y S BelZ o/t U WE STi9| BE@OR IS FAOOPE BE0|H B30 2L 2 BRHof A= 017} 27|0|0, ZHEHo} EXO|A HE{BI0| Cf2t - S0| S71540]
References. 1. Bays HE, et al. Obes Pillars 2024;9:100099.  ==z=(Child-Pugh 7 - 9) gwqoﬂki 1oI 7.5 mg/46 mgS XAl OF £| 1, EZ(Child-Pugh 10 - 15) EXF0| A= AFR S mfiof SHL|CL LM AR|OF= FA|O|OFPS S| 7tALEL QO] B O 2 ALRSl= 16
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ABPM Study: stmia@

Heart Rate and Body Weight Change s s

v T A|0]|0F®2} phenterrmine 30 mg S8 0j| A MEt~E= ZH2t 2.6 bpm, 6.2 bpm S7151%1 5.
B, QIOFROA] AfEtars 10 bpm A%t

Phentermine 15.0 mg/
topiramate 92.0 mg (n=122)

Placebo (n=130) Phentermine 30 mg (n=133)

Mean Heart Rate by 24-hr ABPM, beats/min
Baseline Mean (SD) 78.1 (9.0) 76.2 (8.53) 77.2 (9.10)
LS Mean Change (SE) -1.0 (0.70) 6.2 (0.71) 2.6 (0.72)

v JA|D|Ot® B84} phentermine 30mg S 22| 8F 2 Bt NZUAE2 212 -39%, -38% =
FASIQIS. BHH, |22 o| IZSLHAE2 0%RUS

Phentermine 15.0 mg/
topiramate 92.0 mg (n=122)

Placebo (n=130) Phentermine 30 mg (n=133)

Mean Percent Change Body Weight, %
Baseline Mean (SD) 1004 (21.5) 99.5 (21.6) 98.8 (20.8)
LS Mean Change (SE) 0 (0.43) -3.8 (0.44) -3.9 (0.44)

* FAA|O[0FP= OFF Al Al

|I°’

FLIC}. O A|

) latAZ ZJIA|Z 4 9O, 0] S B84l DE 3HX}, £E4] 222 A|E
o HT= o = T M 5= 580 =T AL 50| 8= M
References. 1. Bays HE, et al. Obes Pillars 2024;9:100099. AlBrATL X AT 0 2 S7pste 3HRpo| AL, 0| Qto| B82S Z0| ALt 282 ZChsjof B o}, 17
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Safety Profile
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Safety Analysis of

Real-World Evidence in Korea

v" Reported adverse event over 12-month study period
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Overall (n=1,839) Overall (n=1,839)

Any adverse event

Paresthesia

Insomnia

Dry mouth

Gastrointestinal discomfort
Dizziness

Constipation

Nervousness, depression, anxiety

Headache

References. Kim et al.,, Diabetes, Obesity and Metabolism 2025 Jun;27(6):3252-3261

284 (15.4%)

104 (5.7%)

57 (3.1%)

47 (2.6%)

30 (1.6%)

19 (1.0%)

18 (1.0%)

16 (0.9%)

14 (0.8%)

Tremor

Nausea

Palpitations

Chest tightness
Erectile dysfunction
Difficulty in focusing

Edema

Increased appetite

7 (0.4%)

6 (0.3%)

4 (0.2%)

4 (0.2%)

3 (0.2%)

3 (0.2%)

2 (0.1%)

2 (0.1%)
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References. 1. FA|D|Ot= ME™ KL, Available at https://nedrug.mfds.go.kr. (accessed on 12 Sep 2024).
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References. 1. FA|D|Ot= ME™ KL, Available at https://nedrug.mfds.go.kr. (accessed on 12 Sep 2024).
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‘ 0dds ratio (95% Crl) for achieving at least 5% weight loss
Phentermine- 167 23 298 342 9.2
topiramate (1,03-2.56) (1,54-3.59) (1.95-4.54) (2.40-4.91) (6.63-12.85)
078 e 14 178 2,06 5,54
_ (0.48-1.20) fag (0.96-2.18) (1.22:2.78) (1,51-2.96) (4.16-7.78)
)
=4 087 111 Naltrexone- 128 147 3.9
LT (0.59-1.25) (0.74-1.72) bupropion (0.87-1.84) (1.09-1.96) (3.03-5.11)
Xe
wsl 11 22 197 e 115 31
§§ (L1 (143-3.39) (1,38-2.76) ol (0.86-1.55) (2.38-4.05)
o =
CEd 1% 16 144 0.73 27
"o Orlistat
888 (088176 (1.10-2.40) (1,07-1.95) (0.54-1.02) (2.34-3.09)
053
229 295 264 1.34 184 e
(1.71-3.06) (2.11-4.23) (2.1-3.35) (1,05-1.76) (153-2.21)

JAMA . 2016; 315: 2424-34
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