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1. Classification of patients who can/cannot use Qsymia
according to comorbidities?

PREFERRED WEIGHT-LOSS MEDICATIONS: INDIVIDUALIZATION OF THERAPY

AAC E/AC E G u | d el | nes 2016 KEY: PREFERRED DRUG USE WITH CAUTION AVOID

MEDICATIONS FOR CHRONICWEIGHT MANAGEMENT

Medical Care of Patients with Obesity CLINICAL CHARACTERISTICS
OR CO-EXISTING DISEASES Orlistat Lorcaserin | Phentermine/ |Na|trexone ER/ Liraglutide 3 mg
I topiramate ER Ibupropion ER
Diabetes Prevention Insufficient data for | [ insufficient data for
(metabolic syndrome, T2DM prevention l ITZDM prevention
prediabetes) I I
Type 2 Diabetes | i
Mellitus I
Hypertension I Monitor heart rate Monitor BP and heart Monitor heart rate
1 rate
I Contraindicated in
| luncontrolled HTN
Cardiovascular CAD I Monitor heart rate IMonitor heart rate, BP Monitor heart rate
Disease Arrhythmia Monitor for bradycardia ® Monitor heart rate, IMcinitt:lr heart rate, Monitor heart rate,
I rhythm I rhythm, BP thythm
CHF Insufficient data Insufficient data | Insufficient data linsufficient data Insufficient data
Chronic Kidney Mild | 1
Disease (50-79 mL/min) | |
Moderate I Do not exceed l Do not exceed

(30-49 mL/min) ]| 7-5mg/46 mg per day I8 mg/90 mg bid
Severe Watch for oxalate Urinary clearance of || Urinary clearance of J Urinary clearance of Avoid vomiting and
(<30 mL/min) nephropathy drug metabolites | drug Idrug volume depletion

Nephrolithiasis Calcium oxalate stones Calcium phosphate I
stones

Hepatic Impairment | Mild-Moderate Watch for cholelithiasis  Hepatic metabolism I Do not exceed Do not exceed Watch for
(Child-Pugh 5-9) of drug 7.5 mg/46 mg per day 8 mg/90 mg in AM cholelithiasis

Severe Not recommended Not recommended Not recommended Not recommended Not recommended
(Child-Pugh >9) 1

AACE, The American Association of Clinical Endocrinology; ACE, American College of Endocrinology; BP, blood pressure; CAD, coronary artery disease; CHF, congestive heart failure, HTN, hypertension; T2DM, type 2 diabetes mellitus.

(@)

Reference. 1. Garvey WT, et al. Endocr Pract. 2016;22(7):842-884. Qsymia ... 3

3 Tsg23mg, T s, 1125090809, 1500



1) Can patients with diabetes take Qsymia
for weight loss?

AACE/ACE Guidelines 2016:

Medical Care of Patients with Obesity

Recommendation
grade

Recommendations

X|25t0 H2¥ S8
HE ZEo| 2aetLnk

TREATMENT GOALS BASED ON DIAGNOSIS IN THE MEDICAL MANAGEMENT
OF PATIENTS WITH OBESITY

*  R31. Medication-assisted weight loss employing

Anthropometric
Component

Clinical
Component

TREATMENT GOALS

Intervention/
Weight-Loss Goal

Clinical Goals

TERTIARY PREVENTION

phentermine/topiramate ER, liraglutide 3 mg, or
orlistat should be considered in patients at risk for
future T2DM and should be used when needed to
achieve 10% weight loss in conjunction with lifestyle
therapy.

M2 chin B X| 20j| H| S ZH20| S 0}X 017} 0oLt e HZ

o]

Overweight BMI >25 Metabolic syndrome 10% Prevention of T2DM 77'.7
or Obesity (=23 in certain . ; :
ethnicities) I Prediabetes 10% Prevention of T2DM
I om 5-15% or more + Reductionin ATC [ *  R33. Patients with overweight or obesity and T2DM
I + Reduction in number and/or doses of | should be treated with lifestyle therapy to achieve 5 to
l glucose-lowering medications I o . .
I T it e ] i | 15% weight loss or more as needed to achieve targeted
B lowering of A1C. Weight-loss therapy should be A
| N N N N N N BN N |
Dyslipidemia 5-15% or more - Lower triglycerides considered regardless of the duration or severity of (BEL 1)
» Raise HDL-c : : : :
- Lomer nomHDLc TZI?M, bot.h in newly dlagngsed patients a'nd |n'
: : — patients with longer-term disease on multiple diabetes
Hypertension 5-15% or more . Lowe|r systolic and diastolic BP . .
+ Reductions in number and/or doses of medications.
antihypertensive medications
*  R34. Weight-loss medications should be considered as
AACE, The American Association of Clinical Endocrinology; ACE, American College of Endocrinology; A1C, hemoglobin Alc; BEL, best evidence an adjunct to Iifestyle thera py in all patients with A
level; BMI, body mass index; BP, blood pressure; HDL-c, high-density lipoprotein cholesterol; T2DM, type 2 diabetes mellitus. T2DM as needed for weight loss sufficient to improve (BEL 1)

Reference. 1. Garvey WT, et al. Endocr Pract. 2016;22(7):842-884.

glycemic control, lipids, and blood pressure.




N4 AACE Consensus Statement 2023:

Comprehensive Type 2 Diabetes Management Algorithm i :

COMPLICATIONS-CENTRIC MODEL FOR THE CARE OF PERSONS WITH OVERWEIGHT/OBESITY
(ADIPOSITY-BASED CHRONIC DISEASE)

Weight-loss medications should be considered, in
combination with a reduced-calorie diet, to achieve
and sustain weight-loss goals in patients with BMI 27
kg/m? to 29.9 kg/m? with T2D or >1 ABCD
complication and all persons with a BMI >30 kg/m?.

>1Mild / Mod ABCD Complication(s)?

+STAGE 2

Intentional Caloric
Deprivation to
Optimize Weight

Structured Exercise P

o
“Bien SIoep _
Disturbances
= v' ABCD complications can include prediabetes, dyslipidemia,
Consider Weight-Loss

bl hypertension, ASCVD, CHF & HFpEF, and CKD.

e “ v’ The highest stage 3 includes patients with multiple and/or
18BMI23t0 25 kg/m2 may be considered overweight fo} South Asian, SoutheastrAsian. and East Asian adults; 1ABCD complications can include prediabetes,

more severe complications and applies to patients already
yposomadim, v recvesd fotity SSes PROFILES OF WEISHT-LSS MEDICATIONS ta T esse: GERO, urnary incontinence, FEOS, Q diagnosed with T2D as a severe ABCD complication.

COPYRIGHT © 2023 AACE. May not be reproduced in any form without express written permission from Elsevier on behalf of AACE. E u CE

*Overweight (225 kg/m?), obese (=30 kg/m?): noting that lower thresholds for
overweight/obesity may apply for South, East, and Southeast Asian persons (223.5 kg/m?
for overweight and 225 kg/m? for obese).

Visit https://doi.org/10.1016/j.eprac.2023.02.001 to request copyright permission.
Algorithm Figure 2-ABCD

®

AACE, American Association of Clinical Endocrinology; ABCD, adiposity-based chronic disease; ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index; CHF, congestive heart failure; CKD, chronic kidney disease; HFpEF, heart failure with
preserved ejection fraction; T2D, Type 2 Diabetes.

Reference. 1. Samson SL, et al. Endocr Pract. 2023;29(5):305-340. stmla e 5



A\ ADA Guidelines 2023: (

J Obesity and Weight Management for the Prevention and Treatment of Type 2 Diabetes

Level of
Evidence

THE JOURNAL OF CLINICAL AND APPLIED RESEARCH AND EDUCATION WWW.DIABETES JOURNALS.ORG/CARE
D . b t

Recommendations

8.5 Individuals with diabetes and overweight or obesity may benefit fro

m modest or larger magnitudes of weight loss. SLnCares ontas

in Diabetes—2023

* Relatively small weight loss (approximately 3—7% of baseline weight)
improves glycemia and other intermediate cardiovascular risk factors.

* Larger, sustained weight losses (>10%) usually confer greater
benefits, including disease-modifying effects and possible remission
of type 2 diabetes, and may improve long-term cardiovascular
outcomes and mortality.

ADA, American Diabetes Association. @

Reference. 1. EISayed NA, et al. Diabetes Care. 2023;46(Suppl 1):S128-S139. stm]azapme 6



'\ ADA Guidelines 2023:

Obesity and Weight Management for the Prevention and Treatment of Type 2 Diabetes \

Level of
Evidence

Treatment options for overweight and obesity

Recommendations ; _
in type 2 diabetes

8.16 Obesity pharmacotherapy is effective as an adju .
nct to nutrition, physical activity, and behavioral coun BMI category (kg/m’)

seling for selected people with type 2 diabetes and B A

Treatment

5 . : . 25.0-26.9 27.0-29.9 230.0
M! >27 kg/m?. Potential benefits and risks must be co (0r23.0-24.9%) | (or25.0-27.4%) | (o 27.5%)
nsidered.

] ] ) ] Nutrition,
8.17 If obesity pharmacotherapy is effective (typicall physical activity,
y defined as 25% weight loss after 3 months’ use), fur and behavioral + t +
ther weight loss is likely with continued use. When ea counseling
rly response is insufficient (typically <5% weight loss A [ N R
after 3 months’ use) or if there are significant safety : Pharmacotherapy + + :
or tolerability issues, consider discontinuation of the o o o o o e e e e e e e

medication and evaluate alternative medications or tr Metabolic surgery u

eatment a P proaches . *Recommended cut points for Asian American individuals (expert opinion). TTreatment may be indicated
for select motivated individuals.

ADA, American Diabetes Association; BMI, body mass index.

(@)

Reference. 1. EISayed NA, et al. Diabetes Care. 2023;46(Suppl 1):S128-S139. Qsymia.... 2

3 Tamg25ma, 7 S, 11 25m09mg, im0



—\) CONQUER Subgroup Analysis:

Obese patients with Diabetes

Change in HbAlc at Week 56

Baseline (%) 6.8 6.8 6.8
0.0
-0.14
o
S
8, 0.2
c
@©
N
O]
c
@®
g 0.3+
n
]
0.4 -
-0.4 -04
I Placebo n=144 . "
[ Phen/Top ER 7.5/ 46 mg, n=63
[l Phen/Top ER 15/ 92 mg, n=150
05-

HbAlc, glycated hemoglobin; LS, least-squares; Phen/Top ER, phentermine/topiramate extended-release

In Korea, topiramate in Qsymia capsule is not defined as extended-release or controlled-release formulation.
Qsymia is not indicated for the treatment of type 2 diabetes.

Reference. 1. Gadde KM, et al. Lancet. 2011 Apr 16;377(9774):1341-52.

Anti-Diabetic Medications

Number (%)
of Patients

Starting new

Placebo
(n=157)

14.6

Phen/Top ER

7.5/46 mg 15/92 mg
(n=67) (n=164)

4.5 4.3

Discontinuing
existing

2.5

3.0 3.7

stmia‘ﬁ




2) Can patients with high blood pressure use Qsymia for
weight loss?

AACE/ACE Guidelines 2016: Medical Care of Patients with Obesity

Overweight
or Obesity

TREATMENT GOALS BASED ON DIAGNOSIS INTHE MEDICAL MANAGEMENT
OF PATIENTS WITH OBESITY

Anthropometric
Component

BMI 225
(=23 in certain
ethnicities)

Clinical
Component

TREATMENT GOALS

Intervention/
Weight-Loss Goal

Clinical Goals

TERTIARY PREVENTION

Metabolic syndrome 10% Prevention of T2DM
Prediabetes 10% Prevention of T2DM
T2DM 5-15% or more + Reduction in A1C
+ Reduction in number and/or doses of
glucose-lowering medications
+ Diabetes remission especially when
diabetes duration is short
Dyslipidemia 5-15% or more + Lower triglycerides
+ Raise HDL-c
+ Lower non-HDL-c
LB __ & _&§ __ & _§ _§ _§ _§ _§ ] L LB __ & _&§ _&§ _§ _§ _§ _§ _§ ]
Hypertension 5-15% or more . Lowe\r systolic and diastolic BP

+ Reductions in number and/or doses of

antihypertensive medications
i & & 5 5§ 5§ 5§ 5§ § F |

Recommendations
n grade

2 X =20 MS a0 2atX vt oLt B2 S &
gLt

R39. Patients with overweight or obesity and

elevated blood pressure or hypertension

should be treated with lifestyle therapy to

achieve 5 to 15% weight loss or more as A
necessary to achieve blood pressure (BEL 1)
reduction goals in a program that includes

caloric restriction and regular physical activity.

R40. Patients with overweight or obesity and
elevated blood pressure or hypertension
should be considered for treatment with a

. N : ) A
weight-loss medication combined with
. . (BEL 1)
lifestyle therapy when necessary to achieve
sufficient weight loss for blood pressure
reduction.

Recommendatio

=1
<

AACE, The American Association of Clinical Endocrinology; ACE, American College of Endocrinology; A1C, hemoglobin Alc; BEL, best evidence level; BMI, body mass index; BP, blood pressure; HDL-c, high-density lipoprotein cholesterol; T2DM, type 2
diabetes mellitus.

Reference. 1. Garvey WT, et al. Endocr Pract. 2016;22(7):842-884.

stmia}%




N3 Pivotal Studies:
Weight Loss Over Time (Completers Data)

EQUIP 1 CONQUER 2

Time (Week) 56 Time (Week) 56
ITT-LOCF ITT-LOCF
| | | | | J
¢ ®
n ()]
) )
o * o
- % -
<= <=
=) -5.1% =)
o o .
= = 7\
=S =S
3 3 R
= & =
” . - -9.8%
- -10.9% -
=@ Placebo —@-— Placebo -12.4%
=—@— Phen/Top 3.75/23 mg Phen/Top 7.5/ 46 mg
=== Phen/Top 15/92 mg _ 0 === Phen/Top 15/92 mg
14.4% ol

-16 -

*p<0.0001 vs placebo; tp < 0.0001 vs Phen/Top ER 3.75 /23 mg; ¥p < 0.0001 vs Phen/Top ER 7.5 / 46mg
Curves are plotted for completers by visit. Error bars represent 95% confidence interval. ITT, intent-to-treat; LOCF, last observation carried forward; LS, least-squares; Phen/Top ER, phentermine/topiramate extended-release

In Korea, topiramate in Qsymia capsule is not defined as extended-release or controlled-release formulation.

(@)

References. 1. Allison DB, et al. Obesity (Silver Spring). 2012 Feb;20(2):330-42. 2. Gadde KM, et al. Lancet. 2011 Apr 16;377(9774):1341-52. stmjaﬁﬂpsu‘e 10



) CONQUER Subgroup Analysis:

Basel Systolic BP Diastolic BP
aseline

(m’“Hog) 135 134 133 85 83 83

Change in BP (mmHg)

I Placebo n=516 1
m Mid n=256
W Topn=514

— [l
*p<0.05 vs placebo; ¥p<0.05 vs Phen/Top ER 7.5/ 46 mg

BP, blood pressure; LS, least-squares; Phen/Top ER, phentermine/topiramate extended-release

In Korea, topiramate in Qsymia capsule is not defined as extended-release or controlled-release formulation.
Qsymia is not indicated for the treatment of hypertension.

References. 1. Gadde KM, et al. Lancet. 2011 Apr 16;377(9774):1341-52.

2. FDA Medical Review from Drug Approval Package. Available at: https://www.accessdata.fda.gov/drugsatfda docs/nda/2012/0225800rig1s000MedR.pdf (accessed on 28 Apr 2022)""

patients with obesity & Hypertension \

Anti-Hypertensive Medications

Phen/Top ER

Number (%)
of Patients 7.5/ 46 mg
(n=256)

Starting new 8.1 3.9 4.3
DISSEfTe 4.7 105 14.8
existing
Qsymial |,




-\ 2.Vs. Generic Phentermine and Topiramate?




Theoretical Rationale for
Combination Therapy With Qsymia N\

Hypothetical representations of hunger and cravings in the average population

overlaid with the release of the individual components of Phen/Top ER7:2

Topiramate ER

Phentermine
. _
. Suppresses appetite” suppresses appetite and enhances

Y

satiety’ )

Fard
‘n
c
o
£
7/ N NN T, e Hunger!2
X / =X 4 > SN - Cravings?
4 ~ ~
T —— Yl = — T . S=-7 - a—— s Phentermine’
| I [ [ | I [ | | I [ I I I T 1 m——— Topiramate ER’
7 8 9 10 11 12 1 2 3 4 5 6 7 8 9 10 1" 12

Hunger and Cravings During Waking Hours

Phen/Top ER combines immediate-release and extended-release medications

to help suppress appetite and enhance satiety throughout the day’
The precise mechanism of action of phentermine and topiramate are not known.”’

. O
. stmla capsule 14

3Tsm25ma, 7 S, 11 25009mg, 1500210

aHypothetical representation of hunger and cravings is not representative of all patients.
References. 1. Hill AJ et al. Appetite. 1991;17(3):187-197. 2. Stubbs RJ et al. Physiol Behav. 2001;72(4):615-619. 3. Pelchat ML. Appetite. 1997;28(2):103-113. 4. Isaksson H et al. Food Nutr Res. 2008;52. 5. Hill AJ

Proc Nutr Soc. 2007;66(2):277-285. 6. Hill AJ, Heaton-Brown L. J Psychosom Res. 1994;38(8):801-814. 7. Phen/Top ER [prescribing information]. Mountain View, CA: VIVUS, Inc; 2014.



Theoretical Rationale for Topiramate ER in Qsymia

s Topiramate IR3
s Qudexy XR3
mmmmmm TOpiramate ER in Qsymia*

Plasma concentration of
Topiramate IR3: Tmax 1h _ e
- 7 Plasma concentration of T g

~
Plasma concentration of . ) .
‘ | Topiramate ER in Qsymia*:

Qudexy XR3: Tmax 6h
\ ~ / \_ Tmax 9h )

>
=
n
c
O]
o
k=
-~
I I I I [ [ I I I [ I I I I I I | I
7 8 9 10 11 12 1 2 3 4 5 6 7 8 9 10 1" 12
Hunger and Cravings During Waking Hours
aHypothetical representation of hunger and cravings is not representative of all patients. @
References. 1. Hill AJ et al. Appetite. 1991;17(3):187-197. 2. Stubbs RJ et al. Physiol Behav. 2001;72(4):615-619. 3. Meir Bialer et al. Epilepsia. 2013;54(8):1444-1452 4. Phen/Top ER [prescribing information]. stmla capsue 15

Mountain View, CA: VIVUS, Inc; 2014.



Compared the combination of phentermine and
topiramate ER with its components as monotherapies

Placebo: 92 85 80 75 71 70 i 103
PHEN 7.5: 85 83 78 77 75 74 104
PHEN 15: 90 86 83 80 75 73 106
TPM ER 46: a0 85 81 77 73 71 102
TPM ER 92: 86 79 75 71 70 67 105
PHEN/TPM ER 7.5/46: 83 81 80 79 74 72 i 103
PHEN/TPM ER 15/92: 84 80 77 73 69 68 | 103
Week 28
ITT-LOCF

Weeks 0 4 3 12 16 20 24 28

1
} -1.71

—®— Placebo
—8— PHEN 75
-5.13
-545 —— PHEN 15
-6.44 TPMER 46
i-a.dﬁ —H¥— TPMER 92
921 —@— PHEN/TPM ER 7.5/46

—l— PHEN/TPM ER 15/92

LS Mean Percent Weight Loss

14 J

FAGURE 2 LS mean percent weight loss overtime (mITT). P < 0.05 vs. placebo at all time points except week 0 for all comparisons
between PHEN/TPM ER and placebo or the individual components except PHEN/TPM ER 7.5/46 vs. topiramate ER 92 at weeks 20, 24,
and 28 in the mITT population. All week 28 comparisons between PHEN/TPM ER and placebo or the individual components in the [TT-
LOCF population were significant. LS, least squares; PHEN/TPM ER 15/92, phentermine 15 mg and topiramate extended-release 92
mg; PHEN 15, phentermine 15 mg; TPM ER 92, topiramate extended-release 92 mg; PHEN/TPM ER 7.5/46, phentermine 7.5 mg/topira-
mate extended-release 46 mg; PHEN 7.5, phentermine 7.5 mg; TPM ER 46, topiramate extended-release 46 mg.

Reference. 1. Obesity (2013) 21, 2163-2171 et al. Louis J. Aronne

Qsymia

(@)

capsule

16
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" 3. Adolescent? HEZX|=(BMI) 95T B EQ[ 42 Ho| &= v 3t

(NEJM

Evidence

Phentermine/Topiramate \
Adolescent Obesity

Aaron S. Kelly, Ph.D.} Megan O. Bensignor, M.D.,} Daniel S. Hsia, M.D..2 Ashley H. Shoemalker, M.D..> Winnie Shih*
Craig Peterson, M.S.,* and Santosh T. Varghese, M.D.,* for the Trial Investigators®

stmia capsle



) Guideline for adolescent by KFDA (
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) 4. Treatment period?

Evaluation of Phentermine and Topiramate versus
Phentermine/Topiramate Extended-Release in Obese Adults

Louis J. Aronne', Thomas A. Wadden®, Craig Peterson’, David Winslow?*, Sarah Odel’ and Kishore M. Gadde®

Controlled-Release Phentermine/Topiramate
in Severely Obese Adults: A Randomized
Controlled Trial (EQUIP)

David B. Allison"?, Kishore M. Gadde’, William Timothy Garvey*?, Craig A. Peterson’,
Michael L. Schwiers®, Thomas Najarian®, Peter Y. Tam®, Barbara Troupin® and Wesley W. Day®

Phase 3 : 4 trials

Effects of low-dose, controlled-release, phentermine plus
topiramate combination on weight and associated
comorbidities in overweight and obese adults (CONQUER):
a randomised, placebo-controlled, phase 3 trial

Kishore M Gadde, David B Allison, Donna H Ryan, Craig A Peterson, Barbara Troupin, Michael L Schwiers, Wesley W Day

Two-year sustained weight loss and metabolic benefits with
controlled-release phentermine/topiramate in obese and overweight
adults (SEQUEL): a randomized, placebo-controlled, phase 3
extension study'™

W Timothy Garvey, Donna H Ryan, Michelle Look, Kishore M Gadde, David B Allison, Craig A Peterson, Michael Schwiers,
Wesley W Day, and Charles H Bowden

stmia capsule 20




2-Year Cohort (Completers Data)
LS Mean Percent Weight Change Over time

Week
0 12 20 28 36 44 52 60 68 76 84 92 ITT-LOCF
0 | | | | | | | | | | | | | J
- o
-4

-104

4
-

LS Mean % Weight Change
b

-12 4

14 =@ Placebo
=~ Phen/Top 7.5/ 46 mg

=—fll— Phen/Top 15/92 mg

~16 -
Completers & ITT-LOCF, p < 0.0001 vs placebo at all time points assessed.
Error bars represent 95% confidence interval. ITT, intent-to-treat; LOCF, last observation carried forward; LS, least-squares; Phen/Top ER, phentermine/topiramate extended-release

In Korea, topiramate in Qsymia capsule is not defined as extended-release or controlled-release formulation. . @
Reference. 1. Garvey WT, et al. Am J Clin Nutr. 2012 Feb:95(2):297-308, Qsymia.... 21
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Dosing & Administration

R 5. Discontinued?

378/23

3.75mg /23 mg

l'.mn' 7.5mg/ 46 mg

After 14 days inorease to the recommended dose of
Qsymia 7.5 mg / 48 mg cnoe daily.

3%

weight loss at
7.5 mg /46 mg
dosing

4> Escalate

P —
@ Discontinue if 3 %
weight loss

is not achieved

STﬂP ;‘a; “Mllﬂ.m ' 11.25mg / 69 mg
Increase to 11.25 mg / 69 mg daily for 14 days
|
@ Vivis 1602 15mg /92 my
|
"n 5% After 14 days, 15 mg / 92 mg daily for 12 weeks
< B . < 1
Discontinue if & % WEIght IOSS at
weight loss 15 mg /92 mg
sToP is not achieved dosing

Take Qsymia once daily in the morning with or without food.
Avoid dosing with Qsymia in the evening due to the
possibility of insomnia.

« Start treatment with Qsymia 3.75 mg/23 mg (phentermine 3.75 mg/topirmate 23 mg)
daily for 14 days; after 14 dats increase to the recommended dose of Qsymia
7.5 mg/46 mg (phentermine 7.5 mg/topiramate 46 mg) once daily.

-

Evaluate weight loss after 12 weeks of treatment with Qsymia 7.5 mg/46 mg.

If a patient has not lost at least 3% of baseline body weight on Qsymia. 7.5 mg/46 mg, discontinue
Qsymia or escalate the dose, as it is unlikely that the patient will achieve and sustain clinically meaningful
weight loss at the Qsymai 7.5 mg/46 mg dose.

To escalate the dose: Increase to Qsymia 11.25 mg/69 mg (phentermine 11.256 mg/topiramate 69 mg
extended-release) daily for 14 days; followed by dosing Qsymia 15 mg/92 mg (phentermine 15 mg/
topiramate 92 myg extended-release) once daily.

-

Evaluate weight loss following dose escalation to Qsymia 15 mg/92 mg after an
additional 12 weeks of treatment.

If a patient has not lost at least 5% of baseline body weight on Qsymia 15 mg/92 mg, discontinue
Qsymia as directed, as it is unlikely that the patient will achieve and sustain clinically meaningful
weight loss woth continued treatment.

= Qsymia 3.75 mg/23 mg and Qsymia 11.25 mg/69 mg are for titration purposes only.

'l'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'
I Discontinue 15 mg / 92 mg gradually by taking a dose every :

: other day for at least 1 week prior to stopping treatment |
I altogether, due to the possibility of precipitating a seizure I

o o o o o P o P B P o T o o o o o o o ] (@)

Reference. 1. Qsymia Product Information, Available at https.//nedrug.mfds.go.kr, accessed on May 31, 2022 gsymla ek 23




:’ 6. Pregnancy?

Fetal toxicity

* Qsymia can cause fetal harm.
Data from pregnancy registries and epidemiology studies indicate that a fetus exposed to
topiramate, a component of Qsymia, has an increased risk of cleft lip and cleft palate (cleft lip
with or without cleft palate).

* If Qsymia is used during pregnancy or if a patient becomes pregnant while taking Qsymia,
treatment should be discontinued immediately, and the patient should be apprised of the

potential hazard to a fetus. v
*  Woman of childbearing potential should have a negative pregnancy test before starting Qsymia
and monthly thereafter during Qsymia therapy.
To do this, do not prescribe more than one month's supply of medicine. Woman of childbearing
potential should use effective contraception during Qsymia therapy. |
. &
g STOP
- Do not prescribe more Treatment discontinuation
Woman of Pregnancy test Contraception  than one month's +
childbearing potential (Monthly) supply of medicine. Apprise to patient

Qsymia®:,
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Pregnancy?

Table 1. Current FDA Pregnancy Categories

FOR HEALTH CARE PROFESSIONALS: Qsymia Questions and Answers

Category  Description 'VI'VU S
A Well-controlled studies in humans show no risk to the letus
B No well-controlled studies have been conducted in humans; animal studies show no risk to the fetus
C No well-controlled studies have been conducted in humans; animal studies have demonstrated an adverse effect
on the fetus
D Evidence of human risk to the fetus exists; however, benefits may outweigh risks in certain situations
X | Controlled studies in animals or humans demonstrate fetal abnormalities; the risk in pregnant women clearly Qsymia” Questions and Answers
| outweighs any possible benefit _I

\~o,’( R(/:"(r----------------------------------
N <

11. Once Qsymia is discontinued, how long should a woman wait to get pregnant? The mean |

phentermine terminal half-life is about20-heurs and the mean topiramate terminal half-life 1s
about.65 hours The rule of thumb i1s to wait atleast S times the half-life number for complete
clearance. Additionally, to remove any concern for pregnancy-related issues, this half-life
number should be doubled. Thus, the recommendation is to wait 28 days post-discontinuation of
Qsymia before discontinuing contraception and attempting to become pregnant. Please note that
VIVUS, Inc. 351 E. Evelyn Avenue, Mountain View, CA 94041 USA Tel 650-934-5200 www.vivus.com 14
VMI#064.14

Qsymia...




) 7.Blurred vision?

Table 3.

and More Frequently than Placebo in Overall Study Population of 1 Year Duration

Adverse Reactions Reported in >2% of QSYMIA-Treated Adults with Overweight or Obesity

QSYMIA QSYMIA QSYMIA
Placebo 375 mg/23 me | 7.5 mg/d46 mg | 15 mg/2 mg
(N =1561) (N =1240) (N =498) (N = 1580)
Preferred Term Yo Yo Yo Yo
Paracsthesia 2 4 14 20
Dry Mouth 3 7 14 19
Constipation ] 8 15 16
Upper Respiratory Tract Infection 13 16 12 14
Headache 9 10 7 11
Drysgeusia 1 1 7 9
Insomnia 5 5 [ 9
Nasopharyngitis 8 13 11 9
Dizziness 3 3 7 9
Sinusitis & 8 7 8
MNausea 4 5] 4 7
Back Pain 5 5 [:] 7
Fatigue 4 5 4 6
-Imﬂl“--------------d-----L-----J_----‘---

1 Vision Blurred 4 5] 4 5

EXTERNAL EMAIL

Count of
SOC PREFERREDTERM PREFERREDTERM
Angle closure glaucoma 29 0.357
Eye disorders g .
Glaucoma 7 0.096
Grand Total 7305

% of angle closure glaucoma out of 7305 from the
beginning to Dec 31, 2021.

% of glaucoma out of 7305

We cannot assume the ‘glaucoma’ was ‘open angle” since the report only mentions glaucoma.

Normal angle

Angle closure

Trabecular

stmia capsule

Iris

) Healthwise, Incorporated

(@)




Blurred vision and angle-closure glaucoma

= Blurred vision

- The first presenting symptom of acute secondary angle-closure glaucoma in many patients was blurring o

f vision.1

= Secondary angle closure glaucoma

References. 1. Fraunfelder FW, et al. Ophthalmology. 2004;111(1):109-111. 2. FDA-Approved Drugs: QSYMIA®. Food and Drug Administration. Available at: .
https://www.accessdata.fda.gov/scripts/cder/daf/ (accessed on Jul 2023). 3. Mechrgui M, et al. 2022;14(8):e28513. 4. Hilton EJ, et al. Seizure. 2004;13(2):113-128. stm]a“““‘“

Acute myopia associated with secondary angle closure glaucoma has been reported in patients treated
with topiramate.?

Symptoms typically occur within 1 month of initiating treatment with topiramate.?

Overall, topiramate-induced angle-closure glaucoma is rare.3

The mechanism is not well-known. One theory proposes that topiramate may cause excessive fluid accum

ulation within the ciliary body and choroid.3

It has been suggested that supraciliary effusion and ciliary body swelling may displace the lens and iris ant
eriorly, secondarily resulting in angle closure glaucoma.?*

@)
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§ Management of angle-closure glaucoma

-

= The primary treatment to reverse symptoms is discontinuation of QSYMIA as rapidly as possible.!

" |n most cases of topiramate-induced angle-closure glaucoma, symptoms resolved soon after cessati

on of the drug.?

= The prognosis is favorable if the medicine is discontinued early and proper treatment is provided.3

Intraocular pressure, refractive error, and visual acuity usually return to normal as the ciliochoroid

al effusions resolve.3

References. 1. FDA-Approved Drugs: QSYMIA®. Food and Drug Administration. Available at: https://www.accessdata.fda.gov/scripts/cder/daf/ (accessed on Jul 2023). .. O
2. Abtahi MA, et al. Clin Ophthalmol. 2012:6:117-131. 3. Mechrgui M, et al. 2022:14(8):e28513. Qsymia...
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) 9. Use with psychiatric drugs?

AACE/ACE Guidelines 2016:

PREFERRED WEIGHT-LOSS MEDICATIONS: INDIVIDUALIZATION OF THERAPY

AVOID

CLINICAL CHARACTERISTICS

KEY: PREFERRED DRUG

USE WITH CAUTION

MEDICATIONS FOR CHRONIC WEIGHT MANAGEMENT

M ed I C al Car e Of Pat I en tS W I t h O b eS I ty OR CO-EXISTING DISEASES Orlistat Lorcaserin Phentermine/ Naltrexone ER/ Liraglutide 3 mg
topiramate ER bupropion ER
Diabetes Prevention Insufficient data for Insufficient data for
{metabolic syndrome, T2DM prevention T2DM prevention
prediabetes)
Type 2 Diabetes
Mellitus
° ° Hypertension Monitor heart rate Monitor BP and heart Monitor heart rate
Depression & Anxiety e
Contraindicated in
. . uncontrolled HTN
i AVOld maximum dose . 15mg/92mg per day Cardiovascular CAD Monitor heart rate Monitor heart rate, BP Monitor heart rate
Disease Arrhythmia Monitor for bradycardia | Manitor heart rate, Monitor heart rate, Monitor heart rate,
. o rhythm rhythm, BP rhythm
(NOt exceedlng 7'5mg/46mg per day In Ko rea) CHF Insufficient data Insufficient data Insufficient data Insufficient data Insufficient data
Chronic Kidney Mild
Disease (50-79 mL/min)
Moderate Do not exceed Do not exceed
(30-49 mL/min) 7.5 mg/46 mg per day 8 mg/90 mg bid
Severe Watch for oxalate Urinary clearance of Urinary clearance of Urinary clearance of Avoid vomiting and
(<30 mL/min) nephropathy drug metabolites drug drug volume depletion
Nephrolithiasis Calcium oxalate stones Caldum phosphate
stones
Hepatic Impairment | Mild-Moderate Watch for cholelithiasis =~ Hepatic metabolism Do not exceed Do not exceed Watch for
(Child-Pugh 5-9) of drug 7.5 mg/46 mg per day 8 mg/30 mg in AM cholelithiasis
Severa Mot recommended Mot recommended Mot recommended Mot recommended Mot recommended
(Child-Pugh >9)
N N N N N N |
Depression Insufficient safety data # Avoid maximum dose: sufficient safety data
15 /92 d
Avoid combinations of I B wvoid in adolescents
serotonergic drugs nd young adults
Anxiety I Avoid max dose: I

l 15 mg/92 mg per day I

Qsymia....

7 smptomg, 11 25m00mg,

Reference. 1. Garvey WT, et al. Endocr Pract. 2016;22(7):842-884.
AACE, The American Association of Clinical Endocrinology; ACE, American College of Endocrinology; BP, blood pressure; CAD, coronary artery disease; CHF, congestive heart failure, HTN, hypertension; T2DM, type 2 diabetes mellitus.”
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J 10. Interactions with other drugs (

Monoamine Oxidase Inhibitor (MAO Inhibitor)

: Class of antidepressants, currently rarely used. Interacts with most drugs.

Central nervous system depressants including alcohol

: Concomitant administration may cause central nervous system depression. (ex. barbiturates, benzodiazepines,
sleeping pills, etc.)

Non-potassium-sparing diuretics

: Hypokalemia monitoring is required when co-prescribing (ex. hydrochlorothiazide)

Other anticonvulsants

: phenytoin, carbamazepine reduced by 40%, concomitant administration of valproic acid may cause
hyperammonemia.

Carbonic anhydrase inhibitors

: Concomitant use of topiramate with carbonic anhydrase inhibitors may increase the risk of kidney stone formation
(ex. zonisamide, acetazolamide, methazolamide)

Oral contraceptives

: Taking birth control pills containing estrogen or progestin reduces exposure to estrogen and increases exposure to
progestin, which can cause irregular bleeding more often.

@)

Reference. 1. Qsymia Product Information, Available at https.//nedrug.mfds.go.kr, accessed on May 31, 2022 stm'l ayrmm
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