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OUTLINE OF PRESENTATION

e Context

o Overview of topics

o Rationale for nomination, implementation plans, and challenges
e Background

o Background of the disease and disease burden

o Background of the HTs

o Comparators and value proposition of the nominated HTs
e aHTA eligibility
e Costing analysis
e Other evidences

o Review of Guidelines
e Overall Judgment




|. CONTEXT

PPPPPPPPPP




OVERVIEW OF TOPICS (N=4)

Post-traumatic stress disorder (PTSD)

1 Paroxetine Nominated by DOH and included in the DOH priority list (#9)
jor Depressive Disorder (MDD)

2 Paroxetine Nominated by DOH and included in the DOH priority list (#27)

3 Vortioxetine Nominated by PhilHealth

Adjunctive treatment of MDD
4 Brexpiprazole Nominated by PhilHealth
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5 CONSULTATION WITH DOH AND PHILHEALTH

'~ aconsultation with DOH, PhilHealth and NCMH was conducted last 3 March 2026 to discuss
the rationale for nomination, implementation plans and foreseen implementation challenges.

Rationale for Nomination

Paroxetine for PTSD

Paroxetine for MDD

Vortioxetine for MDD

Brexpiprazole as adjunctive
treatment of MDD

Nominated by DOH

Nominated by PhilHealth

e Endorsed by psychiatrists

e FDA-approved for multiple
anxiety disorders (i.e.,
reactive and severe
depression and depression
accompanied by anxiety)

e Rising burden of anxiety
disorders following
COVID-19 pandemic

Same with Paroxetine for PTSD

e SSRIs recommended in DOH | o

OHG (OHG Reference: UK
NICE, APA)

Recommended by CPGs

Recently FDA-approved for multiple
disorders, including Major
Depressive Disorder (MDD),
Generalized Anxiety Disorder
(GAD), and geriatric depression.
May address cognitive and
behavioral symptoms in patients
with dementia

Distinct mechanism with better
tolerability and fewer side effects
Currently prescribed privately; need
to protect members from high OOP
costs

e Recommended by CPGs

e Improves psychological
behavior

e  Used to stabilize dementia
patients and may prevent
neurologic emergencies

e  Currently prescribed privately;
need to protect members
from high OOP costs
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CONSULTATION WITH DOH, NCMH AND

Implementation Plans

Department of Health (DOH)
e Procurement through sub-allotment to hospitals and Centers for Health Development (CHDs)
e Hospitals to procure mental health (MH) medicines based on identified needs

Note: The Mental Health Technical Working Group (TWG) is planning on updating the therapeutic guidelines;
reconstitution of its members is ongoing.

National Center for Mental Health (NCMH)
e If nominated drugs (i.e., Paroxetine, Vortioxetine, Brexpiprazole) will be included in the PNF, initial implementation of
these drugs will require oversight of specialists

PhilHealth
e Procurement currently managed by the DOH, with a planned transition to national health insurance financing
e Coverage intended for both public and private sectors.
e Proposed inclusion within the existing MH benefit package framework.

+ PRIMARY CARE CLINIC ——
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CONSULTATION WITH DOH ON STOCKOUTS

System Responses to Stockouts

Factors that contribute to inaccessibility of MH Drugs

overstock and expiry.
High cost of drugs

PNF

less effective for some patients)

e  Stockouts of PNF-listed drugs occur from time-to-time

Note: According to the program, the procurement of MH drugs does not
typically cover 100% of the requested quantity to mitigate risk of potential

Other specialist-prescribed medicines are not included in the

e Variability in patient response (i.e., available brands may be

Facility-Level Response
e Hospitals and health facilities buy
medicines on their own to supplement
national supply and address shortages

Patient-Level Response
e Some patients purchase their own
medicines, resulting in higher out-of-pocket
costs

Overall, access is limited by a combination of supply constraints, cost
barriers, and variability in treatment response and effectiveness,
highlighting the need for more PNF-listed options. In response to these
challenges, hospitals and health facilities
medicines, and some patients purchase medicines out of pocket.

independently procure

+ PRIMARY CARE CLINIC —— —




CONSULTATION WITH NCMH ON STOCKOUTS

Factors that contribute to inaccessibility of MH Drugs

Management of potential stockouts?

e According to NCMH, they have no reported stockouts on
PNF-listed MH drugs because of the following preventive
actions:

Competitive bidding (inpatient procurement)

Consignment for outpatient supply

Regular DOH allocations (MAP-MH Access Site)

Continuous monitoring of consumption

Coordination with suppliers and DOH on stock levels

e Factors that might affect accessibility:

c O O O O

Facility-Level Response
e Temporary bridging from consignment stocks
and coordination with other DOH hospitals
and CHDs for their excess supplies

Patient-Level Response
e  Appropriate therapeutic substitutions,
typically switching to an available SSRIs
based on clinical judgment and individual

o  Procurement and financing gaps treatment history, close monitoring for

o  Geographic and transport barriers efficacy and adverse effect.

o  Regulatory and prescribing limits

o  Workforce and service capacity constraints

o  Stigma/awareness issues [l vosera
o  Formulary restrictions + I

o  Registration and procurement barriers + PRIMARY CARE CLINIC _—




PHILHEALTH CIRCULAR NO. 2023-00I8:
OUTPATIENT BENEFITS PACKAGE FOR MENTAL HEALTH

Coverage: .
e PhilHealth members & dependents (Psychiatric cases: General Mental Health Services
>10 years old; Neurologic cases: all ages) =\Php'9.000.00/year
e Access through accredited facilities

MHG 1: Php 5,400 MHG 2: Php 3,600
Services Included:
e Initial and follow-up consultations
e Assessment and diagnostics
e Medicine (MAP-MH) [e.g., Carbamazepine, Biperiden
HCI, Chlorpromazine, Clozapine, Olanzapine,
Risperidone, Escitalopram, Sertraline]
e Psychosocial interventions
Benefit Packages: MHS 1: Php 9,600 MHS 2: Php 6,400
e General MH services: up to #9,000/year
e Specialty MH services: up to #16,000/year Specialty Mental Health Services

= Php 16,000/year

- ' Y
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https://www.philhealth.gov.ph/circulars/2023/PC2023-0018.pdf
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BACKGROUND OF THE DISEASE

Post-traumatic stress disorder (PTSD)

Comprised of four clusters of symptoms including
intrusive and recurrent memories of the trauma,
avoidance of trauma-related stimuli, numbing and/or
negative changes in mood or cognitions pertaining to the
trauma, and changes in reactivity and arousal (APA 2013
as cited by APA, 2017).
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https://www.apa.org/ptsd-guideline/ptsd.pdf

BURDEN OF THE DISEASE (10F 2)

Post-traumatic stress disorder (PTSD) —
Global Data:
e Around 70% of people worldwide will experience a potentially traumatic event during their lifetime
(WHO, 2024)
e Approximately 3.9% of the world population has had PTSD at some stage in their lives (\WWHO,
2024)

e The factors can increase susceptibility to PTSD:
o Previous traumatic experiences
Female gender
Family history of mental health conditions
Younger age
Lower education levels
o Ongoing/repeated trauma, serious physical injury, withessing harm to others
e Social support following potentially traumatic events can reduce the risk for PTSD (WHO, 2024)

o O O O



https://www.who.int/news-room/fact-sheets/detail/post-traumatic-stress-disorder
https://www.who.int/news-room/fact-sheets/detail/post-traumatic-stress-disorder
https://www.who.int/news-room/fact-sheets/detail/post-traumatic-stress-disorder
https://www.who.int/news-room/fact-sheets/detail/post-traumatic-stress-disorder
https://www.who.int/news-room/fact-sheets/detail/post-traumatic-stress-disorder

BURDEN OF THE DISEASE (2 OF 2)

Post-traumatic stress disorder (PTSD)

Local Data:

e No local data on PTSD (included in the National MH Research Agenda)

e Based on the World Mental Health (WMH) survey, approximately 69.1% of individuals in
LMICs report exposure to traumatic events, with a 3% prevalence of PTSD among
those exposed (Koenen, 2018)

e The Philippines’ high exposure to climate disasters (e.g., typhoons) is linked to increased
risk for mental disorders, including PTSD (Alibudbud, 2023)



BACKGROUND OF THE DISEASE

Major depressive Disorder (MDD)

e Characterized by a depressed mood (or irritability in children) or
loss of pleasure or interest for at least 2 weeks.

e Itis accompanied by at least three (for a total of at least five) of
the following symptoms present most days:

(@)

o 0O O O O O

weight loss or change in appetite
insomnia or hypersomnia
psychomotor retardation or agitation
fatigue or loss of energy /
excessive/inappropriate guilt or feelings of worthlessness /‘/ <
indecisiveness or diminished ability to concentrate or think
recurrent thoughts of death or suicidal ideation or suicide
plan or attempt

(APA 2013 as cited by APA, 2019)

Note: Clinical settings in the Philippines use either DSM-5 (by
APA) or ICD-10 or both (PPA, 2017)


https://www.apa.org/depression-guideline/guideline.pdf
https://drive.google.com/file/d/1YuoIbTJJDlOLW0YjuiLlMK0H3pKY3I1c/view

BURDEN OF THE DISEASE

Major depressive Disorder (MDD)

Global Data
e Global prevalence among adults aged 20 and older: ~3.69%, affecting approximately 197 million people
(GBD, 2023)

e Over 720,000 deaths from suicide occur each year (WHO, 2025)

Local Data:
e Approximately 14 out of every 100 Filipinos, developed at least one mental health problem during their
lifetime (NSMHW, 2021)
e Most prevalent lifetime disorders
o  panic attacks (5.94%)
o alcohol use disorder (4.69%)
o dementia (1.85%)
o major depressive episode (1.60%)
o  major depressive disorder (1.52%)
e Prevalence of suicidal ideations: 7.85%; approximately 1 out of 10 Filipinos.
o  Among those with suicidal ideations, 41.42% made a suicide plan and 20.69% had attempted suicide
e Intentional self-harm (X60—X84): ranks 30th most common cause of death accounting for 3,357 deaths
from Jan-Dec 2024 (PSA, 2025)



https://vizhub.healthdata.org/gbd-results/
https://www.who.int/news-room/fact-sheets/detail/suicide?utm_source=chatgpt.com
https://drive.google.com/file/d/19QKiIDGnCjHOZdmE-4HFdQxMasL2i8IO/view?usp=sharing
https://psa.gov.ph/content/2024-causes-death-philippines-provisional-31-july-2025

MANAGEMENT OF PTSD ANDMDD €10 2)
T S —

For PTSD: For MDD:
Trauma-focused psychotherapies are e Cognitive-behavioural therapy
strongly recommended for helping (CBT)

patients process traumatic memories
and change unhelpful beliefs to reduce
distress. Examples are:
e Prolonged exposure (PE)
e Cognitive Processing Therapy
(CPT)

e Interpersonal therapy (IPT)
e Behavioural activation (BA)

References: Va/DoD PTSD Guide for Caregivers (2023); VA/DoD Clinical Practice Guideline for Management of PTSD (2023); CANMAT 2023 Update on Clinical Guidelines for Management of MDD in Adults



https://www.healthquality.va.gov/HEALTHQUALITY/guidelines/MH/ptsd/PTSD-Friends-Family_508.pdf
https://www.healthquality.va.gov/HEALTHQUALITY/guidelines/MH/ptsd/VA-DOD-CPG-PTSD-Patient-Summary.pdf
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view

Yellow highlight - nominated HTs
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L
' . |} Pharmacologic Intervention
For PTSD: List of antidepressants and adjunctive therapies
N . . lass*
Medications most effective for treating by drug class
post-traumatic stress disorder (PTSD) include Drug Class Generic Names
an(t.jldep.retssantrs] Commr(:nl)ll. s fo: c]',epfeSSIond SSRIs Fluoxetine, Paroxetine, Sertraline,
an anX|_e y, such as sertraline, venlafaxine, an Escitalopram, Fluvoxamine
paroxetine.
SNRIs Venlafaxine, Duloxetine, Mirtazapine
— For MDD: TCAs Amitriptyline, Clomipramine, Imipramine
- e 1stline: Selective serotonin reuptake inhibitors : — :
(SSRIs), Serotonin norepinephrine reuptake MAOIs Phenelzine, Selegiline, Isocarboxazid,
inhibitors (SNRIs) Dopamine Bupropion
2nd line: Tricyclic antidepressants (TCAs) reuptake inhibitors
3rd line: Monoamine oxidase inhibitors (MAOIs) SMS Vortioxetine

SDAM Brexpiprazole, Aripiprazole, Olanzapine

References: VA/DoD Clinical Practice Guideline for Management of PTSD (2023); CANMAT 2023 Update on Clinical Guidelines for Management of MDD in Adults



https://www.healthquality.va.gov/HEALTHQUALITY/guidelines/MH/ptsd/VA-DOD-CPG-PTSD-Patient-Summary.pdf
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view

= BACKGROUND OF NOMINATED HT s

With CPR?

CPR Expiry
[earliest-latest]

Drug Class

Dosage Form and

Strength

Dosage regimen

FDA Registered
Indication

Nominated indication

Nominator

Paroxetine for PTSD Paroxetine for MDD

Yes, 3 brands available
(only 2 brand/MAHs provided price offer)

Vortioxetine for MDD

Yes, 5 brands available

(only 2 brands/MAHs provided price

offer)

Brexpiprazole for adjunct
treatment for MDD

Yes, 2 brands available
(all 2 brands/MAHs provided price
offer)

16 February 2027 - 14 July 2029

26 February 2029 - 29 June 2031

13 April 2028 - 16 October 2030

Selective Serotonin Reuptake Inhibitor (SSRI)

Serotonin modulator and stimulator

(SMS)

Serotonin—dopamine activity
modulator (SDAM)

Paroxetine (as hydrochloride)
e 20 mg Tablet and 20 mg Film-Coated Tablet

Vortioxetine
e 5mg, 10mg, 15mg, 20mg
Film-Coated Tablet

Brexpiprazole

e 250 mcg, 500 mcg (not
commercially available)

e 1mg,2mg, 3mg, 4 mg
Film-coated tablet

Initial/Min dose: 20mg/day
Max dose: 50mg/day

Initial/Min dose: 10 mg/day
Max dose: 20mg/day

Initial/Min dose: 0.5 mg/day
Max dose: 3mg/day

Paroxetine (Xet 20 and Seroxat) indicated for:

o Depression of all types, including reactive and
severe depression and depression accompanied by
anxiety

Vortioxetine hydrobromide

(Brintellix)

o Indicated for the treatment of
major depressive disorders in

Brexpiprazole (Rexulti, Brexi)

e Indicated for adjunctive
treatment of MD

e Treatment of schizophrenia

e Prevention of relapse and also recurrence of further adults
depressive episodes
e Treatment of PTSD
e MDD and PTSD e MDD e Adjunctive treatment for MDD

Nominated by DOH and included in 2025 DOH
priorities (#9 and #27)

Nominated by PhilHealth

Nominated by PhilHealth



https://drive.google.com/file/d/1q9U18f937mG52iBTBXDqn4tVefBDuv5I/view?usp=sharing
https://drive.google.com/file/d/1VuiNll-h0FEAf4HMwNpR0-lGBTcjqy5Y/view?usp=sharing
https://drive.google.com/file/d/1gjeD6aidJPQvylFsaybi5KIltc6f4RDb/view?usp=drive_link
https://drive.google.com/file/d/1gjeD6aidJPQvylFsaybi5KIltc6f4RDb/view?usp=drive_link
https://drive.google.com/file/d/12YwdGoVp79e71YkT9Qp2m0p3Eue-J7YP/view?usp=sharing
https://drive.google.com/file/d/1ibhg2Tr9xwSdDHcDDGwStbpLnDs_kLkX/view?usp=drive_link

COMPARATORS: PNF-LISTED MH DRUGS

Nominated Health Nominated Comparator/s
Technology Indications (PNF-listed drugs for the nominated indications)
Paroxetine PTSD Sertraline
- listed for PTSD
Paroxetine MDD Sertraline, Escitalopram, Fluoxetine
Voo REhne - listed for MDD
Brexpiprazole Adjunct Aripiprazole, Quetiapine, Lithium Carbonate,

treatment for MDD | Olanzapine
- listed for adjunct treatment for MDD

- XY}
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Common adverse events

Sleep Disturbances
(Insomnia or drowsiness)

| Cognition
(“Brain Fog” or Memory
Issues)

Green highlight - PNF listed

PTSD/MDD DRUG-RELATED ADVERSE EVENTS AND THEIR MANAGEMENT

Medical intervention/ Nonpharmacologic strategies

Timing adjustments:
o If the medication is stimulating (causing insomnia), the patient is advised to
take the medication in the morning.

o If the medication is sedating (causing daytime fatigue), the patient is advised
to take it in the evening.
Behavioral changes
o  Avoid caffeine, particularly late in the day.
o  Engage in regular physical activity several hours before bedtime.
Adding low dose of a sedating antidepressant: Mirtazapine
Adding of short term use of sleep aids or anti-anxiety medications

Adding of sedating antipsychotic: Olanzapine, Quetiapine or Risperidone

Dose reduction: lowering the dose can often reduce cognitive impairment

Timing Adjustments: moving the dose if sedation is causing daytime cognitive
issues

Switching or augmentation: switching to a different class (i.e., Bupropion and
Vortioxetine)

Reference: Consultation with PPA




PTSD/MDD DRUG-RELATED ADVERSE EVENTS AND THEIR MANAGEMENT

Common Adverse Effects Medical intervention/ Nonpharmacologic strategies
Weight Problems e Medication switching: Fluoxetine (less associated with weight gain)
e Adjunctive Medication: Metformin (often used for diabetes) for weight gain
e Dietary and physical activity
e Monitoring of BMI and waist circumference
Discontinuation Syndrome e Slow tapering
(dizziness, nausea, flu-like e Switching to longer acting drugs: Fluoxetine (long half-life for faster
aches) tapering)
e Bridging with other drugs: Benzodiazepines for severe anxiety
|
o

Green highlight - PNF listed
Reference: Consultation with PPA



PTSD/MDD DRUG-RELATED ADVERSE EVENTS AND THEIR MANAGEMENT

Common adverse events

Sexual Side effects (Sexual
dysfunction, reduced libido,
erectile dysfunction,
anorgasmia)

Medical intervention/ Nonpharmacologic strategies

Drug Holiday: Temporarily skipping medication before planned sexual activity
(high-risk thus requires doctor approval)

“Wait and see”: sexual side effects may subside over time, though they often
persist throughout treatment

Dose reduction: lowering the dose to the minimum effective level can reduce
severity

PDES5 Inhibitors: using medications like Sildenafil may be used to treat erectile
dysfunction. Patients may be referred to the appropriate specialist if they are
candidates for sildenafil, as they need to be properly assessed (e.g., cardiologist,
urologist etc.)

Psychoeducation: discussing the dysfunction openly can reduce anxiety related to
sexual activities

Psychotherapy: Cognitive behavioral therapy (CBT) and sex therapy, including
sensation focus techniques, can address performance anxiety and relationship
issues

Switch to medications with lower sexual side effects (e.g., Mirtazapine,
Agomelatine)

Reference: Consultation with PPA




INDIVIDUALIZED
p TREATMENT OF PTSD AND

49 <

Antidepressants are used to R ’
[N

treat major depressive disorder
(MDD) and post-traumatic

stress disorder (PTSD).
[VA/DOD 2023; CANMAT 2023]

Thus, the management of PTSD and of
MDD is highly individualized (hiyangan)

and often involves a process of trial and

adjustment.

Classes of antidepressants to
provide a range of treatment options
that inhibit monoamines
neurotransmitters such as serotonin,
norepinephrine and dopamine,
responsible for mood regulation.

1. Tricyclic Antidepressants (TCAs)

2. Monoamine Oxidase Inhibitors (MAOIs)
3. Selective serotonin reuptake inhibitors

(SSRIs)- e.g., Paroxetine
4. Serotonin norepinephrine reuptake

inhibitors (SNRIs)
- (SST\;CS,;?n:‘gT\c;g:?::ert?: : SnIISERY % resp.ond'differently. These
6. Atypical antidepressants medications can also affect sleep,
[CANMAT 2023] appetite, and sexual function, as
these processes are regulated by
the same neurotransmitters.

Treatment is tailored to the patient’s

presence of comorbidities. It’s no
one-fits-all way of handling the patients’
concerns (Expert Opinion by PPA).

Antidepressants affect
neurotransmitters and their receptors
in the body. While they are effective
in improving mood, each patient may

symptoms, tolerability to therapy, and the

If patient has difficulty sleeping, switching

or augmentation of sedating

antidepressants may be prescribed to help
with sleep initiation or sedation.

If side effects or symptoms of brain fog or
sexual side dysfunction, consider dose pa—
reduction, time adjustment, switchingor -
augmentation of antidepressants and

other medications (i.e., PDE5 Inhibitors)

(Expert Opinion by PPA). I

/ 47@2

While PNF-listed antidepressants are
currently available, expanding
treatment options is essential to
improve patient’s quality of life and
functionality. Furthermore, limited
options for patients may lead to no
treatment or higher out-of-pocket
costs to maintain treatment.

See next succeeding slides for value proposition
of nominated HTs versus PNF listed-drugs.

-_a . Y
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https://www.healthquality.va.gov/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-11162024.pdf
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view

VALUE PROPOSITION OF NOMINATED HTS

(1 of 2)

NomI:Ir_:_ated PNFI_II_|I_sted Advantages of Nominated HT over PNF-listed drug
Paroxetine Sertraline e  Paroxetine is more sedating than Sertraline. This sedating
for PTSD effect is advantageous for patients with PTSD with difficulty
sleeping (i.e., insomnia) and those with anxious distress (to
calm down patient).
Paroxetine Sertraline ° Paroxetine is more sedating than Sertraline, Fluoxetine and
for MDD Escitalopram. This sedating effect is advantageous for patients
Fluoxetine with MDD with difficulty sleeping (i.e, insomnia) and those with
, anxious distress (to calm down patient).
Escitalopram

o When is Sertraline, Fluoxetine, and Escitalopram
chosen?

Sertraline is mildly sedating. It is given when

sedation is not needed.

Fluoxetine is mildly sedating and with activating

effects, thus it is given for low-energy

depression.

Escitalopram is mildly sedating and is

well-tolerated; thus it is the preferred for

tolerability-focused therapy (i.e., the main goal is

to ensure patient adherence rather than

maximizing potency).

Patients with PTSD
and MDD experiencing
difficulty sleeping (i.e.,
insomnia) and those
with anxious distress.

AT T 17 1Y TVTOTrtar r rooaraT Drogo

Target Population

DOST  PHILIPPINES




VALUE PROPOSITION OF NOMINATED HTS

patients who are working or
studying.

e Vortioxetine shows lower rates of
treatment-emergent sexual
dysfunction compared to Sertraline,
Fluoxetine and Escitalopram.

Nominated | PNF-listed | Advantages of Nominated HT over
HT HT PNF-listed drug
Vortioxetine | Sertraline e \Vortioxetine shows better °
for MDD improvement in cognitive function
Fluoxetine as compared to Sertraline,
i Fluoxetine and Escitalopram. Thus,
Escitalopram Vortioxetine is usually given to °

(2 of 2)

Patients with MDD (e.g.,
students or working adults) to
support cognitive function.
Patients with MDD
experiencing sexual side
effects (e.g., reduced libido,
sexual dysfunction, erectile
dysfunction).

Target Population

In general, the management of PTSD and of MDD is highly individualized, therefore there is no
. one-fits-all way of handling the patients’ concerns (PPA expert opinion). The addition of MH drugs

. in the formulary will provide additional options for patients.
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3. aHTA ELIGIBILITY
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3.| aHTA ELIGIBILITY

POST TRAUMATIC STRESS
DISORDER
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aHTA ELIGIBILITY: POST-TRAUMATIC STRESS
DISORDER

OVERVIEW OF TOPICS (N=4)

Paroxetine Post-traumatic stress disorder (PTSD)

- XY}
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ahlA ELIGIBILITY: POST-TRAUMATIC STRESS

Paroxetine for PTSD

Not listed for PTSD (no explicit rejection)
e No WHO EML drug for PTSD
e Listed as therapeutic alternative of Fluoxetine for depressive disorders, anxiety disorders, and
obsessive compulsive disorders

Reference: WHO Model List of Essential Medicines — 24th List (2025

DOH Omnibus Health
Guidelines (OHG)

2025 version

DOH-Approved CPGs

No recommendations for PTSD.

No recommendations for PTSD

With DOH-approved CPG (covering Bipolar Disorder, Anxiety

Disorder, Schizophrenia, and Depressive Disorders)

[Clinical Practice Guidelines for Mental Health Disorders in the

Philippines: A 2025 Update of the Pharmacologic Treatment of

Bipolar Disorder, Anxiety Disorder, Schizophrenia, and Depressive

Disorders 31 March 2025]

e Research questions of the CPG does not cover PTSD. Thus,

no recommendation for Paroxetine for PTSD was found.

PPPPPPPPPP



https://iris.who.int/server/api/core/bitstreams/7eb03ead-cb01-45ca-b4fe-a50d698f049d/content
https://drive.google.com/drive/folders/14RHTQbHNxyaxZkYier991676BM99umg3?usp=drive_link
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view

GRIA ELIVGIDILIIT. PUSI-IRAUMAIIG SITRESS
DISORDER

Paroxetine for PTSD
Is there an international CPG adopted by the local | Yes. Recommended by 2023 VA/DoD CPG that the local medical

medical society recommending this HT? society refers to.

Departments of Veterans Affairs and Defense (VA/DoD)
Clinical Practice Guideline (CPG) for posttraumatic
stress disorder (PTSD) and acute stress disorder
(ASD) 2023 update

c. Pharmacotherapy
Recommendation

15. We recommend paroxetine, sertraline, or venlafaxine for the treatment of PTSD.
(Strong for | Reviewed, New-replaced)

Appraisal rating: 6, with concerns on Applicability, Editorial independence

N N aHTA - Mental Health Drugs g hl'i?



https://www.healthquality.va.gov/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-11162024.pdf
https://www.healthquality.va.gov/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-11162024.pdf
https://www.healthquality.va.gov/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-11162024.pdf
https://www.healthquality.va.gov/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-11162024.pdf
https://www.healthquality.va.gov/HEALTHQUALITY/guidelines/MH/ptsd/VA-DoD-CPG-PTSD-Full-CPG-Edited-111624-V5-81825.pdf

aHIAELIGIBILITY: POST-TRAUMATIC STRESS
DISORDER

Paroxetine for PTSD

e Regimen: Initial dose is 20mg/day and can be increased up to 50mg/day (Product
Insert

FDA Registered? YES, indicated for PTSD

Standard of care through any of the following:

O  WHO EML listed? NOT listed (no explicit rejection)

d DOH OHG: No recommendation for PTSD

d Locally adopted international CPG: Yes, Paroxetine is recommended in 2023

Va/DoD CPG for PTSD and ASD which is referred to by the local medical
society

e AGREE Il CPG Appraisal: 6 out of 7
[ PROCEED TO COSTING

L

) ' XY}
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https://drive.google.com/file/d/1VuiNll-h0FEAf4HMwNpR0-lGBTcjqy5Y/view?usp=sharing
https://drive.google.com/file/d/1VuiNll-h0FEAf4HMwNpR0-lGBTcjqy5Y/view?usp=sharing

3.2 aHTA ELIGIBILITY

MAJOR DEPRESSIVE DISORDER
(MDD)
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OVERVIEW OF TOPICS (N=4)

Paroxetine Major Depressive Disorder (MDD)
Vortioxetine
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aHIA ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

(MDD)

Paroxetine for MDD

Vortioxetine for MDD

Listed in WHO Yes

Model List of

Essential depressive disorders,
Medicines? compulsive disorders

Listed as therapeutic alternative of Fluoxetine for

anxiety disorders, and obsessive

Reference: WHO Model List of Essential Medicines — 24th

List (2025)

Not listed in the WHO EML (no explicit
rejection)

24.2.1 Medicines for depressive disorders

amitriptyline

Tablet: 25 mg; 75 mg (hydrochloride).

O fluoxetine
Therapeutic alternatives:

- citalopram

- escitalopram
- fluvoxamine
- paroxetine

- sertraline

Solid oral dosage form: 20 mg (as hydrochloride).

The square box symbol () is intended to indicate therapeutic
alternatives to the listed medicine that may be considered for
selection in national essential medicines lists. Alternatives may be
individual medicines, or multiple medicines within a
pharmacological class or chemical subgroup, defined at the 4th
level of the Anatomical Therapeutic Chemical (ATC) classification,
which have similar clinical effectiveness and safety. The listed
medicine should be the example of the class or subgroup for which
there is the best evidence for effectiveness and safety. In some
cases, this may be the first medicine that is licensed for marketing;
in other instances, subsequently licensed compounds may be safer
or more effective. Where there is no difference in terms of efficacy
and safety data, the listed medicine should be the one that is
generally available at the lowest price, based on international drug
price information sources.

aHTA - Mental Health Drugs :*.' i]l'i’i‘
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https://iris.who.int/server/api/core/bitstreams/7eb03ead-cb01-45ca-b4fe-a50d698f049d/content
https://iris.who.int/server/api/core/bitstreams/7eb03ead-cb01-45ca-b4fe-a50d698f049d/content

WHO: PROPOSAL FOR INGLUSION OF FLUOXETINE AND
ITS THERAPEUTIC ALTERNATIVES (102

Report of the WHO Expert Committee on Selection and Use of Essential Medicines, 2019

Committee recommendations

The Committee recommended the addition of a square box symbol to the
current listing of fluoxetine on the core list of the EML for treatment of
depressive disorders.

The Committee noted that medicines within the pharmacological class
of selective serotonin reuptake inhibitors all have demonstrated efficacy, but
can differ in terms of pharmacokinetics, adverse events and drug-interaction
profiles. The availability of different SSRIs as essential medicines may be

beneficial at country level to expand therapeutic alternatives for patients and
support better procurement.

As a consequence of the recommendation for the square box with
fluoxetine, the Committee did not recommend the separate addition of
escitalopram to the core list of the EML. Escitalopram, and other SSRIs should
be considered therapeutically equivalent alternatives to fluoxetine for selection
at national level.

e In 2019, a square box was
added to the listing of Fluox
on the EML, indicating its
therapeutic alternatives (i.e.

Sertraline, Escitalopram,

e Included SSRIs in the

with generic formulations
available globally.

there are five brands available in the market.
aH A - Mental Health Drugs €<

etine

Paroxetine [nominated HT],
Citalopram, and Fluvoxamine)

e Fluoxetine is the first SSRI to be
approved and marketed in 1987.

application are off-patent and

Note: Vortioxetine is not an SSRI. In the Philippines,

1111111111111



https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf

WHO: PROPOSAL FOR INCLUSION OF FLUOXETINE AND

ITS THERAPEUTIC ALTERNATIVES (102

__________________________________________________________________________________

Costs/cost-effectiveness

SSRIs vary in price globally, but are generally inexpensive, with multiple generic
brands available. Cost-effectiveness analyses in different settings have shown
SSRIs to be cost-effective interventions (18-27).

Availability

SSRIs are widely available globally, with off-patent generic formulations available.

Other considerations

Letter of support for escitalopram application from the Ministry for Health and
Welfare, National Centre for Mental Health, Republic of Korea: “More than
one SSRI should be considered as essential drugs. It is an important point that
patients may respond to specific SSRIs differently and it is difficult to predict
which agent will be the most effective for each patient.”

__________________________________________________________________________________

Report of the
WHO Expert
Committee on
Selection and
Use of Essential
Medicines, 2019
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https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf
https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf
https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf
https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf
https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf
https://list.essentialmeds.org/files/trs/upzppOSPYB9uERmSypnQpurE1E4KB2E2nUpxTYDh.pdf

31 I'IIJ'II;AJ ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

Vortioxetine for MDD

e Listed among the first line
second generation

Paroxetine for MDD

DOH Omnibus e Listed among the first line second generation
Health Guidelines antidepressants for MDD in OHG for Adults

(OHG) Note: Listed also for General Anxiety Disorder (GAD) in OHG antidepressants for MDD in OHG
[2025 version] for Elderly and Adults for Adults

References of DOH OHG:
e UK NICE (2022). Depression in adults: treatment and management
e APA (2019): Clinical Practice Guideline for the Treatment of Depression Across Three Age Cohorts
e Qaseem et.al, 2023. Clinical guideline from the American College of Physicians.can

DOH-Approved No recommendations
CPGs
With DOH-approved CPG (covering Bipolar Disorder, Anxiety Disorder, Schizophrenia,
and Depressive Disorders)

[Clinical Practice Guidelines for Mental Health Disorders in the Philippines: A 2025 Update
of the Pharmacologic Treatment of Bipolar Disorder, Anxiety Disorder, Schizophrenia, and
Depressive Disorders 31 March 2025]

e Research questions of the CPG does not correspond to the use of Paroxetine or
Vortioxetine. Thus, no recommendation for these drugs were identified.

e According to PPA, this is an update from the PPA’s Local Consensus Treatment
Guideline (see next succeeding slides), however this only covers few research
question due to limited funding. The PPA’s local consensus treatment guideline
still applies.li

DOST



https://drive.google.com/drive/folders/14RHTQbHNxyaxZkYier991676BM99umg3?usp=drive_link
https://www.apa.org/depression-guideline
https://www.acpjournals.org/doi/10.7326/M22-2056
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view

aHIA ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

Major Depressive Disorder

Diagnosis

e [ Atleast one major depressive episode is not better explained by schizoaffective disorder and is
not superimposed on disorder, or other specified and unspecified schizophrenia spectrum and
other psychotic disorders.

e E. There has never been a manic episode or a hypomanic episode.

Note: This exclusion does not apply if all of the manic-like or hypomanic-like episodes are
substance-induced or are attributable to the physiological effects of another medical
condition.

Use the Coding and Recording Procedures at APA DSM-5 TR*

e Consider assessing adult patients with depression regarding ideation or intention for suicide or
self-harm.*

e Additional laboratory tests. Consider requesting laboratory tests as warranted, such as thyroid
stimulating hormone, complete blood count, serum electrolytes, and liver function test, to rule
out other medical conditions.?

Treatment

o First Line. Provide interventions to adults after shared decision making with them and their
families as first line management®: (Recommendation for Use%; Strong RecommendationX)
o Monotherapy using either:

m  Non-pharmacologic interventions (such as behavioral therapy, cognitive
behavioral therapy (CBT), mindfulness based cognitive therapy, interpersonal
psychotherapy, psychodynamic therapies, or supportive therapy), or

m  Second generation antidepressant (such as Escitalopram 10mg tablet, Fluoxetine
30 mg capsule, Sertraline 50mg tablet, Venlafaxine 75 mg capsule, Paroxetine 20
mg tablet, Duloxetine 30 mg capsule, Vortioxetine 5 mg tablet, Bupropion 150 mg
tablet, or Mirtazapine 15mg tablet)

- o Combination therapy using second generation antidepressant with CBT or interpersonal

psychotherapy.

Paroxetine and Vortioxetine are
listed among the first-line second
generation antidepressants for
MDD in the DOH OHG for Adults.
Reference: OHG for Adults (2025)

aHTA - Mental Health Drugs ¢ Tl
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https://drive.google.com/drive/folders/14RHTQbHNxyaxZkYier991676BM99umg3?usp=drive_link

31 I'IIJ'II% ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

Is there a local society CPG | Yes. Recommended in the 2017 Philippine Consensus Treatment Guidelines on Major

Paroxetine for MDD Vortioxetine for MDD

recommending this HT? Depressive Disorder in Adults by the Philippine Psychiatric Association (PPA)
Table 3 Summary Recommendations for Antidepressants (From CANMAT 2016 by Kennedy et al, 2016) : Vortioxetine and Paroxetine are
Antidepressants | Mechanism | Dose Range recommen d ed as ﬂ rSt I Ine
First Line (Level 1 Evidence) antldepressants
Agomelatine* MT; and MT, agonist; 5HT, antagonist 25-50 mg :
Bupropion* NDRI 150-300 mg :
Citalopram* SSRI 20-40 mg *The local consensus treatment guideline cited the Canadian Network for
Desvenlafaxing SNRI 50-100 mg : Mood and Anxiety Treatments (CANMAT) 2016
Duloxetine SNRI 60 mg :
Escitalopram SSRI 10-20 mg
Fluoxetine SSRI 20-60 mg
Fluvoxamine SSRI 100-300 mg
Mianserin* Alpha,-Adrenergic agonist; 5-HT, antagonist | 60-120 mg
Milnacipran* SNRI 100 mg
Mirtazapine Alpha,-Adrenergic agonist; 5-HT, antagonist | 15-45 mg
Paroxetine SSRI 20-50 mg
25-62.5 mg for CR version*
Sertraline SSRI 50-200 mg
Venlafaxine* SNRI 75-225 mg
Vortioxetine Serotonin reuptake inhibitor; 5-HT ;5 10-20 mg
agonist; 5-HTp partial agonist; 5-HTyp, 5-
HT;, and 5-HT, agonist

: ) ' XY}
. N N aHTA - Mental Health Drugs ~ ¢%e Tl
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https://pubmed.ncbi.nlm.nih.gov/27486148/
https://pubmed.ncbi.nlm.nih.gov/27486148/
https://www.researchgate.net/publication/379992236_Consensus_Treatment_Guidelines_on_Major_Depressive_Disorder_in_Adults
https://www.researchgate.net/publication/379992236_Consensus_Treatment_Guidelines_on_Major_Depressive_Disorder_in_Adults

aHIA ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

(MDD)

Paroxetine for MDD

Vortioxetine for MDD

Is there an international | Yes. PPA refers or considers the Canadian Network for Mood and Anxiety
CPG adopted by the local | Treatments (CANMAT) 2023 for the management of MDD and adjunctive

medical society treatment.
recommending this HT?

. Table 3.3. Summary Recommendations for Antidepressants.

Line of Level of
. treatment Antidepressant Daily dose' Mechanism evidence
First line Citalopram 2040 mg SSRI
: Escitalopram 10-20 mg SSRI .
Fluoxetine 20-60 mg SSRI
Fluvoxamine 100-300 mg SSRI
Paroxetine 20-50 mg SSRI
Sertraline 50-200 mg SSRI
Desvenlafaxine 50-100 mg SNRI ]
Duloxetine 60120 mg SNRI (&)
Levomilnacipran® 40-120 mg SNRI .
Venlafaxine-XR 75-225 mg SNRI ®
Bupropion 150-450 mg? NDRI &)
Mirtazapine 30-60 mg 0 antagonist; 5-HT2 antagonist ®
Vilazodone* 2040 mg SRI; 5-HT 1A agonist
Vortioxetine 1020 mg SRI; 5-HTIA, 5-HT B agonist; 5-HTID, ‘
5-HT3A, 5-HT7 antagonist
Agomelatine * 25-50 mg MTI, MT2 agonist; ®
Y 5-HT2 antagonist
: Mianserin 30-90 mg 0, antagonist; 5-HT2 antagonist .
- Milnacipran # 50-200 mg SNRI o

Vortioxetine and Paroxetine
~are recommended as first line
~antidepressants.

Appraisal rating: 6, with concerns on

Scope and purpose, Stakeholder involvement,
Rigor of development, Applicability, Editorial
Independence

aHTA - Mental Health Drugs :*.' i]l'i’i‘
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https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view

31 IIIIJ.II% ELIGIBILITY: MAJOR DEPRESSIVE DISORDER

Regimen:
e Paroxetine: Initial dose is 20mg/per day and can be increased up to 50mg/per day (Product Insert)

e Vortioxetine: Initial dose is 1T0mg/per day and can be increased up to 20mg/per day (Product Insert)

d  FDA Registered? YES, both are indicated both for MDD
d  Standard of care through any of the following:

d  WHO EML listed?
[ Paroxetine: YES, listed as therapeutic alternative of Fluoxetine for depressive disorders,

O Vortioxetine: Not listed (not explicit rejection)
DOH OHG: YES, both are recommended in the 2025 DOH OHG
Local consensus statement: Yes, both are recommended in the local consensus treatment
guideline of the Philippine Psychiatric Association (PPA)
A Locally adopted international CPG: Yes, both are recommended by CANMAT 2023 which is
referred to by the local medical society
e AGREE Il CPG Appraisal: 6 out of 7

Q
Q

d PROCEED TO COSTING

) ' XY}
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https://drive.google.com/file/d/134oVjfR7_MR7xLS5SBopjNUz28iJZdOp/view?usp=drive_link
https://drive.google.com/file/d/1gjeD6aidJPQvylFsaybi5KIltc6f4RDb/view?usp=drive_link

3.3 aHTA ELIGIBILITY
ADJUNCT TREATMENT FOR MDD
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aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

OVERVIEW OF TOPICS (N=4)

Brexpiprazole Adjunct treatment for MDD
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aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

Brexpiprazole for adjunct treatment of MDD

Rejected and not listed in the WHO EML
Currently, EML did not include any drugs for adjunctive therapy to antidepressant.
Application rejected in 2025 - WHO2
Rationale for rejection
Evidences submitted in the EML application showed:
e  Modest incremental benefit only compared to placebo
e  Similar or inferior as compared to other 2nd-gen antipsychotics and lithium
e Less tolerated than other other 2nd-gen antipsychotics

e  Most studies were short-term only
Note: The Committee recommended that any future application for medicines for adjunctive treatment of MDD should present a comprehensive
evaluation of the evidence for all relevant treatment options for this indication, in preference to an application that focuses on a single medicine.

Not listed in the DOH OHG (2025 version)

No recommendations for adjunct MDD

With DOH-approved CPG (covering Bipolar Disorder, Anxiety Disorder, Schizophrenia, and

Depressive Disorders)
[Clinical Practice Guidelines for Mental Health Disorders in the Philippines: A 2025 Update of the Pharmacologic
Treatment of Bipolar Disorder, Anxiety Disorder, Schizophrenia, and Depressive Disorders 31 March 2025]

e Research questions of the CPG does not cover adjunct MDD. Thus, no recommendation for
Brexpiprazole for adjunct MDD was found.

aHTA - Mental Health Drugs ¢4 &
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https://cdn.who.int/media/docs/default-source/2025-eml-expert-committee/who-dept-comments/a.6_comments_msd.pdf?sfvrsn=328c7476_1
https://list.essentialmeds.org/files/trs/PVghq4UEIFj1jlSjrQE1BcP6fkPX0qQLLvzXcpV9.pdf
https://list.essentialmeds.org/recommendations/1476
https://drive.google.com/drive/folders/14RHTQbHNxyaxZkYier991676BM99umg3?usp=drive_link
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view
https://drive.google.com/file/d/1JEbsfwWo79AfEFUXCJH387X6GwT9NS5w/view

aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

Brexpiprazole for adjunct treatment of MDD

Not listed in the WHO EML
Application rejected in 2025 - WHO12

™ 1 Committee recommendations _

i REJECTED 7 z T

Brexpiprazole oot - The Expert Committee acknowledged the substantial global burden of major

| The Model List of Essential Medicines reports reasons that Committee Members have identified for denying listing. depressive disorder and noted that the EML dld not Currently include any
Section: 24. Medicines for mental and behavioural disorders > 24.2. Medicines for mood disorders > 24.2.1. Medicines for depressive disorders mediCineS fOI' adjunctive therapy to antidepressant treatments.

From the evidence presented in the application, the Committee noted :
that most studies were short-term and showed only modest incremental benefit :

ATC codes: NO5AX16

Indication ‘ Depressive disorders  ICD11 code: 6A9Z

for brexpiprazole compared with placebo, Furthermore, the Committee noted :
INN | vt - ¢ that other second-generation antipsychotics and lithium showed similar or :
fiEkbbhe EEACES ... superior gains. In terms of safety, brexpiprazole appears to be less well tolerated :
e | - ¢ than many other second-generation antipsychotics. :
G ‘ s e D Based on these considerations, the Expert Committee did not recommend
ELssustisoy | dpiatonrcatin 202555105 . ¢ the inclusion of brexpiprazole on the EML for adjunctive treatment of major :
s L - ¢ depressive disorder. The Committee recommended that any future application for :
s pE - medicines for adjunctive treatment of major depressive disorder should present :
Therspoutic ftrtatives | Tharecannandaton’s o s peckicmodicha : ¢ acomprehensive evaluation of the evidence for all relevant treatment options for
Pettirfermaten gt Bl e For s e e . - this indication, in preference to an application that focuses on a single medicine. :

Brexpiprazole [#

Read more about patents. [ 3
! : Other considerations
Wikipedia

The Department of Mental Health, Brain Health and Substance Use reviewed and provided comments on the application.

DrugBank Brexpiprazole '

The technical department thought it was difficult to justify the inclusion of brexpiprazole on the EML at this time, based on ‘*. *ﬁ
h %
. v

the available evidence for clinical efficacy and harms, low availability in low- and middle-income countries, high cost and

patent status. DOST PHILIPPINES



https://list.essentialmeds.org/files/trs/PVghq4UEIFj1jlSjrQE1BcP6fkPX0qQLLvzXcpV9.pdf
https://list.essentialmeds.org/recommendations/1476

aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

Brexpiprazole for adjunct treatment of MDD

Yes. Recommended in the 2017 Philippine Consensus Treatment Guidelines on Major

Is there a local society
CPG recommending this
HT?

Table 7. Recommendations for Adjunctive Medications for Nonresponse or Partial Response to an :

Depressive Disorder in Adults by the Philippine Psychiatric Association (PPA)

Antidepressant (From CANMAT Kennedy et al 2016).

Brexpiprazole is listed as 2nd

! Rec dation Level of Evidence | Adjunctive Treatment Dosing
;| First Line Level 1 Aripiprazole 2-15 mg 1 1 H H H
. Level 1 Quetiapine 150-300 mg I I ne AdJunCtIVe Medlcatlons for
Level 1 Risperidone 1-3mg M
‘[ Second Line Level 1 Brexpiprazole* 1-3 mg N O n res po n S e Or P a rt I a I
Level 2 Bupropion* 150-300 mg .
00120 Response to an antidepressant.
(therapeutic serum
levels)
| i i 7
et m:::::::;i e *Reference of the local consensus treatment guideline: Canadian Network
Tovel2 Modafinil*® 100-400 mg for Mood and Anxiety Treatments (CANMAT) 2016
Level 1 Olanzapine 2.5-10 mg
Level 2 Triiodothyronine* 25-50 mcg
Third Line Level 3 Other antidepresﬂsants Various Appraisal rating: 4' Wlth concerns on
Level 3 Other stimulants Various .
(methylphenidate) Scope and purpose, Stakeholder involvement,
Level 2 TCAs® Various ; ; :
= = S nlia Rigor of c]gvelopmept, ‘Clarlty of presentation,
Experimental Level 1 Ketamine® 0.5 mg/kg, single IV dose Appllcablllty’ Edltorlal lndependence
Not recommended Level 1 Pindolol Not recommended
(Lacks efficacy)
*Not available in the Philippines
“Methylphenidate is the only stimulant available in the Philippines ‘*' h*ﬁ.:
“Some TCAs are not available in the Philippines o
“Approved as an anesthetic :gent in the g:ilippines (Pint et al., 2016) aHTA - Mental Hea/th Drugs ‘ w

DOST  PHILIPPINES



https://pubmed.ncbi.nlm.nih.gov/27486148/
https://pubmed.ncbi.nlm.nih.gov/27486148/
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing

aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

Brexpiprazole for adjunct treatment of MDD

Yes. PPA refers or considers the Canadian Network for Mood and Anxiet
Treatments (CANMAT) 2023 for the management of MDD and adjunctive
treatment.

: Table 7.2. Summary Recommendations for Adjunctive Medications for (DTD).

Line of treatment  Adjunctive agent Target dose' Level of evidence
First line | Avripiprazole 2-10mg .
. . .
| Brexpiprazole® 0.5-2 mg B I I 't d f t I
Secondline Buprapion S o rexpiprazoie is listed as 1irst line
Intranasal esketamine™® 56-84 mg intranasally ® d . t- d o 't . f
IV racemic ketamine* 0.5-1.0 mg/kg IV [ ) a JunC Ive I I Ie ICa IonS Or
Olanzapine 2.5-10mg [ ) M 1
i 300 - difficult-to-treat depression (DTD).
Risperidone* 1-3 mg .
Lithium 600-1200 mg (therapeutic serum level: .
0.5-0.8 mmol/L)
Cariprazine® 1.5-3 mg ‘
Mirtazapine/Mianserin 30-60 mg/30-90 mg ‘
Modafinil 100-400 mg [
Triiodothyronine 25-50 mcg ‘
* Third Line Other antidepressants, including tricyclic Varies with the medication q
antidepressants
Stimulants Varies with the medication ‘
Lamotrigine* 100-300 mg ‘
Non-IV racemic ketamine* Varies with the medication q
Pramipexole* 1-2 mg twice daily ‘
Ziprasidone 20-80 mg twice daily q
Investigational Psychedelic-assisted psychotherapy* Moderate to high doses accompanied by ‘
psychotherapy
Not Cannabis* (insufficient evidence for efficacy; n/a n/a
recommended risk of harms)

: : a) XY
1 Level I; @ Level 2; ) Level 3; ) Level 4. : . <4 h*ﬁ:.
. N.ote. DTD =$ﬁcult—m-tr!at depression; IV = intravenous; XR = extended release; n/a= not applicable. By convention, treatments are listed within each line of a H TA Me n tal Hea /th Drugs ‘ \ 4

* treatment by level of evidence, then alphabetically. DOST  PHILIPPINES



https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view
https://drive.google.com/file/d/1L7ZrLKjuGwusk5csLfHr3F3yghgVzDD6/view

aHTA ELIGIBILITY: ADJUNCT TREATMENT FOR MDD

Brexpiprazole as adjunct treatment for MDD
e Regimen: Initial dose starts at 500 mcg or 1 mg and can be increased up to 2mg

(Product Insert)

[y

2

Q
Q
J

FDA Registered? YES, indicated for adjunctive treatment of MDD
Standard of care through any of the following:

WHO EML listed? NOT listed in the WHO (rejected)
DOH OHG: No recommendation for adjunct MDD treatment
Local consensus statement: Yes, Brexpiprazole is recommended in the local
consensus treatment guideline of the PPA as 2nd line adjunctive treatment.
Locally adopted international CPG: Yes, Brexpiprazole is recommended as
adjunctive treatment for difficult-to-treat depression by CANMAT 2023 which is
referred to by the local medical society

e AGREE Il CPG Appraisal: 6 out of 7

O HTA Council Judgment: For Full HTA (with WHO listing rejection; adjunctive treatment)
I Y aHTA - Mental Health Drugs :*-. hl'igc



https://drive.google.com/file/d/1zCOwQQfEU-3cae3XpheJfWS0cPufo9mA/view

WHO EML

DOH OHG

DOH-approved
CPG

Local
consensus
treatment
guideline

International
locally
adopted-CPG

Next Step

Not listed (no explicit rejection

No EML listed drug for PTSD

=|aHTA ELIGIBILITY: SUMMARY

Not listed (no explicit
rejection)

v Listed as therapeutic
alternative of Fluoxetine for
depressive disorders

Brexpiprazole for adjunct treatment
for MDD

Rejected and not listed
No EML listed drug for adjunct MDD

No recommendation

v Listed among the first-line second generation
antidepressants for MDD (OHG for Adults)

References of OHG: UK NICE (2022). Depression in adults: treatment and
management ;APA (2019): Clinical Practice Guideline for the Treatment of
Depression Across Three Age Cohorts; Qaseem et.al.,, 2023. Clinical guideline
from the American College of Physicians

No recommendation

Not mentioned or not part of the research questions of the DOH-approved CPG.

None

¢ Vortioxetine and Paroxetine are listed as first
line antidepressants.

Reference: 2017 Philippine Consensus Treatment Guidelines on Major
Depressive Disorder in Adults by the Philippine Psychiatric Association (PPA)

v Listed as 2nd line adjunctive
medications for nonresponse or partial
response to an antidepressant.

Reference: 2017 Philippine Consensus Treatment Guidelines on Major
Depressive Disorder in Adults by the Philippine Psychiatric Association (PPA)

¥ Recommended by VA/DoD
and Australian Guidelines that

local medical society refers to.

v Vortioxetine and Paroxetine are listed as first line
antidepressants (CANMAT 2023)

v Listed as 1st line adjunctive medications
for nonresponse or partial response to an
antidepressant (CANMAT 2023)

For Full HTA (with WHO listing rejection;
adjunctive treatment)

DOST  PHILIPPINES



https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=Brexpiprazole
https://www.apa.org/depression-guideline
https://www.acpjournals.org/doi/10.7326/M22-2056
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing

4. COSTING
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4.1 COSTING
PAROXETINE FOR PTSD
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4.1COSTING: PAROXETINE FOR PTSD
OVERVIEW OF TOPICS (N=4)

Health Technology = Nominated Indications: Comparators

Paroxetine Post-traumatic stress Sertraline
disorder (PTSD)

- XY}
W aHTA - Mental Health Drugs e Tk
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4.1 COSTING: PAROXETINE FORPTSD (7 of 4

Paroxetine (nominated HT)

Parameter Sertraline Assumptions and
Zydus - Xet20 GSK - Seroxat Tablet (PNF-listed) References
Film-coated tablet Tablet (Innovator)
A. Cost treatment regimen
Unit t of health technol 1. Government Price offer from
(H”+)°°S ofheaith technology|  reonfidential]' [confidential]' P7.592 MAH
2. Median Price from DPRI
Dosage per day or per Min/Initial dose: 20mg daily Min/Initial dose:25mg |- Product inserts: Xet20;
treatment course Max dose: 50mg daily Max. dose: 200mg Sernade
. . . . - PNF 8th Edition (201
Total cost per day (Min/Initial [confidential] [confidential] P3.80 ) Accog[ing ?(;“S;A(\ ?n ?)?'actice
— 1 tab of 20mg 1 tab of 20mg Halftab of 50mg | g coated tablets have to
achieve the starting dose
Total cost per day (Maximum |  [confidential] [confidential] £30.36 - Verified by expert opinion
dose) 2.5 tabs of 20mg 2.5 tabs of 20mg 4 tabs of 50mg from PPA
Number days of treatment 1 year Expert opinion (PPA)
course
Total cost of treatment [confidential]to | [confidential] to £1,385.18 to
;Zg'rme" per patient per [confidential] [confidential] £11,081.40



https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat
https://dpri.doh.gov.ph/downloads/DPRI-2025-Booklet-asofAugust18.pdf
https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/file/d/1MGvYwsd2niKz5MbM2tvyAd_qOSLxggKV/view?usp=drive_link
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing

I 4.1COSTING: PAROXETINEFORPTSD (2014

Parameter

Paroxetine (nominated HT)

Zydus - Xet2g ~ CSK - Seroxat

Film-coated tablet

Tablet
(Innovator)

Sertraline
Tablet (PNF-listed)

B. Cost of Other Drugs in the Treatment Regimen

Unit cost of other
drugs in the treatment
regimen

ASSUMPTION: Based on
consultations with the medical
society, treatment for PTSD is
highly individualized, as patients’
responses to medications vary
considerably. Therefore, for this

Assumptions and

Olanzapine Risperidone Quetiapine References
P7.98 P6.48 P12.35 | P40.00 |- Median Price
from DPRI
Min/Initial dose: 1mg Min/Initial dose: 25mg | = PNF 8th

Min/Initial dose: 5mg

Dosage per day or costing analysis, the costs of other Maximum dose: 12.5mg Maximum dose: 3mg Maximum dose: 300mg
per treatment course |drugs in the treatment regimen were 1 tab of 5mg 2.5 tabs of 1 tab of 1mg 3 tabs of 1 tab of 1 tab of
excluded, as there are no drug 5mg 1mg 25mg 30mg
combination that is the "average"
Number of dosage treatment for the patient population
units per day or per | Reference: Expert opinion (PPA)
365 tabs 913 tabs 365 tabs 1,095 tabs 365 tabs 365 tabs
treatment course per
year
Total cost of other
drugs in the
. £0.00 £0.00 P2,912.70 | P7,281.75 | P2,365.20 | P7,095.60 | P4,507.75 | P14,600.00
treatment regimen
per patient per year

Edition (2019)



https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat
https://dpri.doh.gov.ph/downloads/DPRI-2025-Booklet-asofAugust18.pdf
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing

I 4.1COSTING: PAROXETINEFORPTSD (3074

Paroxetine (nominated HT)

Sertraline
GSK - Seroxat Tablet Tablet (PNF-listed)
(Innovator)

Parameter Zydus - Xet20

Film-coated
tablet

C. Other medical cost

e Administration Cost: No additional administration costs are incurred, as the drug is administered
orally.

e Monitoring Cost: Based on consultations with the medical society, treatment for PTSD is highly

Monitoring Cost: individualized, as patients’ responses to medications vary considerably. Additionally, the monitoring
and management of adverse events depend on each patient’s reaction, which is highly
patient-specific. Thus, monitoring cost is not included in this costing analysis.

e Cost of AE Management: Most AEs are transient and can be mitigated by dose adjustment. For

Administration Cost

Cost of AE AEs that cannot be tolerated, these are managed by either discontinuing the drug or switching to an

Management alternative medication, rather than treatment with another drug specifically to the adverse event (i.e.,
giving anti-emetics to address nausea). Thus, cost of AE management is not included in this costing
analysis.

Total cost of other
drugs in the
treatment regimen
per patient per year

P0.00 P0.00 P0.00 P0.00 P0.00 P0.00 P0.00 P0.00

DOST  PHILIPPINES


https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat

o

4.1COSTING: PAROXETINE FORPTSD (4014

Paroxetine (nominated HT) Sertraline (PNF-listed)

TOTAL TREATMENT COST
PER PATIENT PER YEAR

[confidential] to [confidential] P3,750.38 to P25,681.40

Paroxetine is still more costly than Sertraline
*Cost ratio (Paroxetine vs Sertraline): [confidential] times higher than Sertraline

*Formula: Cost of Nominated HT/Cost of PNF-listed HT

Expected number of patients
who will use the HT

1,488,601

Total target population for PTSD = Total adult population x % of trauma exposure x % PTSD in trauma-exposed
Total target population for PTSD = 71,809,009 x 0.691 x 0.03 = 1,488,601

TOTAL TREATMENT COST
FOR ALL TARGET USERS

[confidential] to [confidential] P5.6B to P38.2B

Paroxetine is still more costly than Sertraline

22 hkE
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4.2 COSTING
PAROXETINE AND
VORTIOXETINE FOR MDD
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4.2 COSTING: PAROXETINE AND VORTIOXETINE FOR MDD
OVERVIEW OF TOPICS (N=4)

Health Technology = Nominated Indications: Comparators

Major Depressive Escitalopram, Sertraline,

Vortioxetine Disorder (MDD) Fluoxetine

- XY}
W aHTA - Mental Health Drugs e Tk
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4.2.1COSTING: PAROXETINE FOR MDD

Paroxetine (nominated HT)

Parameter

Zydus - Xet20
Film-coated tablet

GSK - Seroxat
Tablet
(Innovator)

Sertraline
(PNF-listed)

Escitalopram
(PNF-listed)

1 of 4

Fluoxetine
(PNF-listed)

Assumptions and
References

A. Cost treatment regimen

Unit cost of health
technology (HT)

[confidential]'

[confidential]'

P7.592

P8.372

P18.64%

1. Government Price offer
from MAH

2. Median Price from
DPRI

Dosage per day or
per treatment course

Min/Initial dose: 20mg daily

Max dose:

50mg daily

Min/Initial dose: 50mg
Max. dose: 200mg

Min/Initial dose: 10 mg
Max dose: 20mg

Min/Initial dose: 20mg
Max dose: 60mg

Total cost per day
(Min/Initial dose)

[confidential]
1 tab of 20mg

[confidential]
1 tab of 20mg

P7.59
1 tab of 50mg

P8.37
1 tab of 10mg

P18.64
1 cap of 20mg

- Product inserts: Xet20;
Sernade;

- PNF 8th Edition (2019);
- According to PPA, in
practice, film-coated
tablets have to achieve

per patient per year

Total cost per day [confidential] | [confidential] P30.36 P16.74 P55.92 the starting dose .

(Maximum dose) 2.5 tabs of 20mg | 2.5 tabs of 20mg| 4 tabs of 50mg | 2 tabsof 10mg | 3 caps of 20mg ]:Ve”:;';iby expert opinion
rom

Number days of 1 year Expert opinion (PPA)

treatment course

Total cost of [confidential] to | [confidential]to| P2,770.35 to £3,055.05 to £6,803.60 to

treatment regimen | roonfigential] | [confidential] £11,081.40 £6,110.10 £20,410.80



https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat
https://dpri.doh.gov.ph/downloads/DPRI-2025-Booklet-asofAugust18.pdf
https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/file/d/1MGvYwsd2niKz5MbM2tvyAd_qOSLxggKV/view?usp=drive_link
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing

4.2.1COSTING: PAROXETINEFORMDD (2or4)

Paroxetine (nominated HT)

Parameter

Zydus - Xet20
Film-coated
tablet

GSK - Seroxat
Tablet (Innovator)

Sertraline

Tablet (PNF-listed)

B. Cost of Other Drugs in the Treatment Regimen

Unit cost of other
drugs in the
treatment regimen

Dosage per day or
per treatment course

ASSUMPTION: Based on
consultations with the medical society,
treatment for PTSD is highly
individualized, as patients’ responses
to medications vary considerably.
Therefore, for this costing analysis, the
costs of other drugs in the treatment

q . . Aey=F Assumptions and
Olanzapine Risperidone Quetiapine Roferonoos
P7.98 P6.48 P12.35 | P40.00 |- Median Price
from DPRI
- PNF 8th

Min/Initial dose: 5mg
Maximum dose:

Min/Initial dose: 1mg
Maximum dose: 3mg

Min/Initial dose: 25mg

Edition (2019)

Maximum dose:

regimen were excluded, as there are 12.5mg 300mg
Number of dosage no drug combination that is the
units per day or per "average" treatment for the patient

population 365 913 365 1,095 365 365
treatment course per Reference: Expert opinion (PPA)
year
Total cost of other
drugs in the

: . £0.00 £0.00 P2,912.70 | P7,281.75 | P2,365.20 | P7,095.60 | P4,507.75 LAl IUO

treatment regimen 0
per patient per year

Note: The cost of other drugs in the treatment regimen is applied across all comparators [(NlEIER=NglCldJc R il N g VeV Cl =)



https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat
https://dpri.doh.gov.ph/downloads/DPRI-2025-Booklet-asofAugust18.pdf
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing

I 4.2.1COSTING: PAROXETINEFORMDD (3014

Paroxetine (nominated HT)

Sertraline
FEIEIE] Zydus - Xet20 GSK - Seroxat Tablet (PNF-listed)

Film-coated tablet Tablet (Innovator)

C. Other medical cost

e Administration Cost: No additional administration costs are incurred, as the drug is administered
orally.

e Monitoring Cost: Based on consultations with the medical society, treatment for MDD is highly

Monitoring Cost individualized, as patients’ responses to medications vary considerably. Additionally, the monitoring
and management of adverse events depend on each patient’s reaction, which is highly
patient-specific. Thus, monitoring cost is not included in this costing analysis.

e Cost of AE Management: Most AEs are transient and can be mitigated by dose adjustment. For

Administration Cost

Cost of AE AEs that cannot be tolerated, these are managed by either discontinuing the drug or switching to an

Management alternative medication, rather than treatment with another drug specifically to the adverse event (i.e.,
giving anti-emetics to address nausea). Thus, cost of AE management is not included in this costing
analysis.

Total cost of other
drugs in the
treatment regimen
per patient per year

£0.00 £0.00 £0.00 P£0.00 £0.00 £0.00 £0.00

DOST  PHILIPPINES


https://drive.google.com/file/d/1UJ75nwb-cMT920375IMB5UWXRVB9PgbU/view?usp=drive_link
https://drive.google.com/drive/search?q=gsk%20seroxat

4.2.1COSTING: PAROXETINEFORMDD (4014

Paroxetine Sertraline Escitalopram Fluoxetine

(nominated HT) (PNF-listed) (PNF-listed) (PNF-listed)

TOTAL [confidential] to | g5 435 55 1 P25 681.40 | P5,420.25 to P20,710.10 | P9,168.80 to P35,010.80
TREATMENT [confidential]
COST PER Sertraline = Escitalopram < Fluoxetine < Paroxetine (most costly)
PATIENT PER *Cost ratio (Paroxetine vs Comparators): [confidential] times higher than other PNF-listed drugs
YEAR *Formula: Cost of Nominated HT/Cost of PNF-listed HT
Expected
number of 1’091 ’497
patients who will Total target population for MDD = Projected number of adult population x prevalence of MDD in adults
use the HT Total target population for MDD = 71,809,009 x 1.52% = 1,091,497
[ | [confidential] to
TOTAL [confidential] P5.6B to P28.0B P5.9B to P22.6B £10.0B to P38.2B
TREATMENT
COST FORALL
TARGET USERS Sertraline < Escitalopram < Fluoxetine < Paroxetine (most costly)

ent e his
Note: Total annual cost per patient includes other drug costs across comparators. Ce

DOST  PHILIPPINES



4.2 COSTING: PAROXETINE AND VORTIOXETINE FOR MDD
OVERVIEW OF TOPICS (N=4)

Health Technology = Nominated Indications: Comparators

Paroxetine Major Depressive Escitalopram, Sertraline,

- XY}
W aHTA - Mental Health Drugs e Tk
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4.2.2 COSTING: VORTIOXETINE FORMDD (7 of 4)

D DXE :
oated table O ateaq dlop o o n OXE A
Paramete oated table - 5
5 able ed apsule ed
D€ O e etro U 0 = s ed
0 U 0 U 0 0 U 0 0 0
A. Cost treatment regimen
Unit cost of health S o L L L L 2 2 2
technology (HT) [confidential] | [confidential] | [confidential] [confidential] | [confidential]" | [confidential] P8.37 P7.59 P18.64
E?S:?ﬁerft;qdean% Starting dose: 10mg/day Starting dose: 10mg/day | Starting Dose: 25mg/day | Starting Dose: 20mg/day
coSrse Max dose: 20mg/day® Max dose: 20mg/day* | Max. dose: 200mg/day* | Max. dose: 80mg/day*
[confidential] | [confidential] [confidential] | [confidential]
Tc;ta,!t'cos(tjper day 2 tabs of 1 tab of 2 tabs of 1 tab of P8.47 P3.80 P18.64
(starting dose) 5mg 10mg 5mg 10mg 1 tab of 10mg Half tab of 50mg 1 cap of 20mg
[confidential] | [confidential] - [confidential] | [confidential] . .
Total cost pgr day | 4 tabs of 2 tabs of g“t’ggd;g?” 4 tabs of 2 tabs of gc?ggdggt'g” P16.74 P30.36 P74.56
(maximum dose) 5mg 10mg g 5mg 10mg g 2 tabs of 10mg 4 tabs of 50mg 4 caps of 20mg
Number days of 1 year
treatment course
e P3,055.05 P2,770.35 P6,803.60
treatment - 5 q q q g . . o = . - 5 -
E confidential] to [confidential] | [confidential] to [confidential . y ’
regimen per [ Ito [ I [ Jto [ / P6,110.10 £11,081.40 £20,410.80

patient per year

1. Government Price offer from MAH | 2. Median Price from DPRI | 3. Product Inserts, verified by PPA | 4. PNF (8th Edition)

ShiE

DOST  PHILIPPINES



https://dpri.doh.gov.ph/downloads/DPRI-2025-Booklet-asofAugust18.pdf
https://drive.google.com/file/d/1tAZz3ZsL0vbbJ5yCFwOt6xY-xvCypry2/view?usp=sharing
https://drive.google.com/file/d/1eGwDv-crcCjW8S-PZ5k44fAFbrH_10Av/view?usp=drive_link
https://drive.google.com/file/d/1WnpgObtKL7YmDzWVjMxlFp8smSmkE_Yb/view?usp=sharing

4.2.2 COSTING: VORTIOXETINE FORMDD (2 of 4)

Vortioxetine
Film-coated tablet (nominated HT) Escitalopram

Sertraline Fluoxetine

Parameter Sl CoANED tEdlet Tablet (PNF-listed) Capsule (PNF-listed)

Camber - Vortinex Metro Drug - Brintellix (PNF-listed)

5mg 10mg 20mg 5mg 10mg 15mg+5mg
B. Cost of Other Drugs in the Treatment Regimen

Unit cost of other
drugs in the
treatment regimen
Dosage per day or |ASSUMPTION: No additional costs for other interventions were included in the costing of Vortioxetine for MDD,
per treatment course |as interventions added on top of the PNF-listed HTs that could help achieve comparable effects on cognition
Number of dosage  |@nd sexual dysfunction to Vortioxetine cannot be incorporated in the simple comparative costing analysis.

units per day or per
treatment course per
year

Total cost of other
drugs in the
treatment regimen
per patient per year

P£0.00 P£0.00 P£0.00 P0.00 P£0.00

22 hkE

DOST  PHILIPPINES


https://drive.google.com/file/d/1eGwDv-crcCjW8S-PZ5k44fAFbrH_10Av/view?usp=drive_link
https://drive.google.com/file/d/1WnpgObtKL7YmDzWVjMxlFp8smSmkE_Yb/view?usp=sharing

4.2.2 COSTING: VORTIOXETINE FORMDD (3 of 4)

Vortioxetine
Film-coated tablet (nominated HT) Escitalopram Sertraline Fluoxetine

Parameter Film coated tablet
Camber - Vortinex Metro Drug - Brintellix (PNF-listed)

5mg 10mg 20mg 5mg 10mg 15mg+5mg

Tablet (PNF-listed) Capsule (PNF-listed)

C. Other medical cost

e Administration Cost: No additional administration costs are incurred, as the drug is administered orally.

e Monitoring Cost: Based on consultations with the medical society, treatment for MDD is highly
individualized, as patients’ responses to medications vary considerably. Additionally, the monitoring and
management of adverse events depend on each patient’s reaction, which is highly patient-specific. Thus,

Monitoring Cost monitoring cost is not included in this costing analysis.

e Cost of AE Management: Most AEs are transient and can be mitigated by dose adjustment. For AEs
that cannot be tolerated, these are managed by either discontinuing the drug or switching to an

Administration
Cost

Cost of AE alternative medication, rather than treatment with another drug specifically to the adverse event (i.e.,
Management giving anti-emetics to address nausea). Thus, cost of AE management is not included in this costing
analysis.

Total cost of
other drugs in
the treatment £0.00 P0.00 P0.00 P0.00 P0.00
regimen per
patient per year

o M

DOST  PHILIPPINES


https://drive.google.com/file/d/1eGwDv-crcCjW8S-PZ5k44fAFbrH_10Av/view?usp=drive_link
https://drive.google.com/file/d/1WnpgObtKL7YmDzWVjMxlFp8smSmkE_Yb/view?usp=sharing

4.2.2 COSTING: VORTIOXETINE FORMDD (4 of 4)

Parameter Vortioxetine Sertraline Escitalopram Fluoxetine
(nominated HT) (PNF-listed) (PNF-listed) (PNF-listed)
, , . . P2,770.35 to P3,055.05 to £6,803.60 to
[confidentialf to [confidential] P11,081.40 £6,110.10 $£20,410.80
TOTAL TREATMENT COST Sertraline < Escital <Fi tine < Vortioxetine ( - tly)
ertraline scitalopram uoxetine < Vortioxetine (most costly
PER PATIENT PER YEAR *Cost ratio (Vortioxetine vs Comparators): [confidential] times higher than other PNF-listed drugs
*Formula: Cost of Nominated HT/Cost of PNF-listed HT
Expected number of 1,091,497

patlents who will use the HT Total target population for MDD = Projected number of adult population x prevalence of MDD in adults

Total target population for MDD = 71,809,009 x 1.52% = 1,091,497

TOTAL TREATMENT COST | [confidential] to [confidential] | 3.0 B to P12.1 B P3.3 to P6.7B P7.4B to P22.3 B
FOR ALL TARGET USERS

Sertraline < Escitalopram < Fluoxetine < Vortioxetine (most costly)

2 hbs

DOST  PHILIPPINES



. OTHER EVIDENCE
REVIEW OF GUIDELINES
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REVIEW OF GUIDELINES

Guidelines from ministries of health and HTA agencies websites were searched to scope for recommendations and
formulary listing for mental health drugs (i.e., Paroxetine and vortioxetine) for the treatment of post-traumatic stress
disorder (PTSD) and major depressive disorder (MDD).

Search (search type/
period of search)

Targeted search
18 to 23 Feb 2026

Selection of countries/
institutions

Countries with stringent NRAs and also representative from the different income
categories (HIC/ UMIC / LMIC)

List of
countries/organization

n=11

United States of America (USA), United Kingdom (UK), Australia, Canada, Singapore,

Taiwan, Malaysia, Thailand, Indonesia, Vietham, Cambodia

Extraction

Extraction performed in duplicates and another reviewer served as arbiter

PPPPPPPPPPP




REVIEW OF COUNTRY GUIDELINES  (MOH/HTA AGENCIES)

dl U < < dl U < < U U < <
or PI1SD 0 DD 0 DD
High Income Countries (n=6)
United States
United Kingdom v
Australia v/ X
Canada v/
Singapore
Taiwan /* * L
Upper Middle Income Countries (n=3)
| Malaysia
Thailand
o :
Indonesia

Low Middle Income Countries (n=2)

Vietnam

Cambodia

Recommended/ Reimbursed

*Included in the list of drugs under the national health insurance program, however, the Not recommended (e.g. with study/report on non-inclusion)

specific indication was not stated No recommendation found or not covered by national health insurance



https://docs.google.com/spreadsheets/d/1WPDrKTRiUCYSaCXTlxw64OW4XF2FXZl1Yn2RAuKVfYI/edit?gid=0#gid=0

8. OVERALL JUDGMENT
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WHO EML

DOH OHG

DOH-approve
d CPG

Local
consensus
treatment
guideline

International
locally
adopted-CPG

Next Step

Not listed (no explicit

rejection)
No EML listed drug for PTSD

=|aHTA ELIGIBILITY: SUMMARY

v Listed as therapeutic Not listed (no explicit

Brexpiprazole for adjunct treatment
for MDD

Rejected and not listed

alternative of Fluoxetine for
depressive disorders

rejection)

No EML listed drug for adjunct MDD

No recommendation

v Listed among the first-line second generation
antidepressants for MDD (OHG for Adults)

References of OHG: UK NICE (2022). Depression in adults: treatment and
management ;APA (2019): Clinical Practice Guideline for the Treatment of
Depression Across Three Age Cohorts; Qaseem et.al., 2023. Clinical guideline from
the American College of Physicians

No recommendation

Not mentioned or not part of the research questions of the DOH-approved CPG.

None

v Vortioxetine and Paroxetine are listed as first
line antidepressants.

Reference: 2017 Philippine Consensus Treatment Guidelines on Major
Depressive Disorder in Adults by the Philippine Psychiatric Association
(PPA)

v Listed as 2nd line adjunctive
medications for nonresponse or partial
response to an antidepressant.

Reference: 2017 Philippine Consensus Treatment Guidelines on
Major Depressive Disorder in Adults by the Philippine Psychiatric
Association (PPA)

v Recommended by VA/DoD
and Australian Guidelines that

local medical society refers to.

v Vortioxetine and Paroxetine are listed as first line
antidepressants (CANMAT 2023)

v Listed as 1st line adjunctive medications
for nonresponse or partial response to an
antidepressant (CANMAT 2023)

For Full HTA (with WHO listing rejection;
adjunctive treatment)



https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=vortioxetine
https://list.essentialmeds.org/?query=Brexpiprazole
https://www.apa.org/depression-guideline
https://www.acpjournals.org/doi/10.7326/M22-2056
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing
https://drive.google.com/file/d/1GDvtSrpbWSN3a3q3ywc-cfcuC45fcAE_/view?usp=sharing

COSTING ANALYSIS: SUMMARY

Costing
Analysis

vs PhilHealth
benefit
package

Paroxetine is still more costly
than Sertraline.

*Cost ratio (Paroxetine vs Sertraline):
[confidential] times higher than Sertraline

Sertraline = Escitalopram <
Fluoxetine < Paroxetine (most
costly)

*Cost ratio (Paroxetine vs

Comparators): [confidential] times higher
than other PNF-listed drugs

Sertraline < Escitalopram <
Fluoxetine < Vortioxetine (most
costly)

*Cost ratio (Vortioxetine vs

Comparators): [confidential] times higher
than other PNF-listed drugs

Paroxetine: [confidential]

Paroxetine: [confidential]

Vortioxetine: [confidential]

Sertraline: #3,750.38 to
$25,681.40

Significantly consume the existing
rate of the benefit package —
explore expansion of benefit
package

Fluoxetine: £9,168.80 to
£35,010.80

Fluoxetine: #6,803.60 to
$20,410.80

Escitalopram:©5,420.25 to
£20,710.10

Escitalopram:#3,055.05 to
£6,110.10

Sertraline: £5,135.55 to
$25,681.40

Sertraline: #2,770.35 to
£11,081.40

Significantly consume the existing
rate of the benefit package —
explore expansion of benefit
package

Significantly consume the existing
rate of the benefit package —
explore expansion of benefit
package

Brexpiprazole for
adjunct treatment
for MDD

PhilHealth Benefit
Package:

MHG: Php 9,000
MHS: Php 16,000
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OVERALL JUDGMENT

Paroxetine for PTSD
Based on current guidelines, paroxetine is among the standards of care for the treatment of PTSD, and has the
advantage of being more sedative than sertraline, the PNF-listed drug for the same indication. Of note, many PTSD
patients have insomnia.

While paroxetine is more expensive than the PNF-listed drug, the HTA Council recognizes the need to expand
treatment options for patients with PTSD. Given that the response to these treatments are highly variable and
require tailored regimens, multiple options are needed.

Paroxetine and Vortioxetine for MDD

Based on current guidelines, the above mentioned drugs are among the standards of care for the treatment of MDD.
Additionally, paroxetine is more sedating and may be more advantageous in patients with MDD who are
experiencing insomnia. Meanwhile, vortioxetine is non-sedating and may improve cognitive function, making it more
suitable for working individuals and students. Additionally, it is less likely to adversely affect sexual drive compared
with many commonly used selective serotonin reuptake inhibitors (SSRI).

While paroxetine and vortioxetine are more expensive than the PNF-listed drugs, the Council recognizes the need to
expand treatment options for patients with MDD. Given that the response to these treatments are highly variable and
require tailored regimens, multiple options are needed.
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THANK YOU!

HTA Omnibus tracker:

@ hta@dost.gov.ph ﬁ HTA Philippines hta.dost.gov.ph (02) 8837 2071 loc. 4100



http://tinyurl.com/OmnibusHTATracker

