B mersi

ood Quality Improves Life’s Quality
G y% Wisma Tiara Lt. 4, JIl. Raya Pasar Minggu Km. 18 No. 17 Jakarta 12510
Tel. 7987683 Fax. 7987684, 7987686, 7987628 Email. mersijkt@mersifarma.com

No Surat : 109/PM Jupiter/MKT/MD/VI11/2026

Kepada Yth :  Finance Dept ;

Cce : Matthew Yap — Vice President; Thomas D. — MD; Bambang S — DMD; Marketing Support; File
Dari . Farah S. — PE Jupiter; Yohana M. — PM Jupiter; Ferdinand D. — HoD Jupiter

Perihal :  MIMS Skizofrenia dan Ansietas 2026

Harif]‘angal :  Selasa, 1 1 Agustus 2026

Bersamaan dengan proposal ini, kami mengajukan permohonan dana untuk beberapa produk PT Mersifarma TM dalam MIMS Skizofrenia
dan Ansietas 2026 dengan rincian sebagai berikut :

JUMLAH
, No i PROGRAM PRODUK TOTAL
Rp135.420.000
MIMS Skizofrenia dan Ansietas 2026, terdiri dari: - R
1 1000 pes (sudah termasuk VAT
64 halaman (dengan cover), ukuran A5 11%)
TOTAL YANG DIBAYARKAN IDR ~ Rp135.420.000 %
/g /2
<«

Tujuan kami dalam pembuatan MIMS Skizofrenia dan Ansietas 2026 yaitu:

1. Pengembangan dan branding existing product PT. Mersifarma secara nasional, khususnya produk-produk yang diindikasikan
untuk Skizofrenia dan Ansietas, melalui MIMS sebagai platform referensi obat terbesar di Asia-Pasifik, khususnya di Indonesia.
Hal ini bertujuan untuk meningkatkan awareness terhadap produk PT. Mersifarma sekaligus memperkuat eksistensi dan
kredibilitas produk sebagai pilihan terapi yang tercantum dalam referensi dan guideline terkait tata laksana Skizofrenia dan
Ansietas.

Menjadikan materi MIMS sebagai supporting material pada berbagai event ilmiah untuk memberikan informasi tambahan
kepada dokter dan tenaga kesehatan terkait produk PT. Mersifarma serta referensi penggunaannya dalam tata laksana Skizofrenia
dan Ansietas.

Meningkatkan sales produk-produk PT Mersifarma TM dengan pengembangan sales & outlet sebagai berikut :

(3]

L

Avg Sales 3 Bulan Estimasi Sales Growth

15,699.855.873 16.485,522,000 5.00%

Mohon untuk dana sebesar Rp135.420.000 agar dapat di transfer ke Bank UOB dengan nomor rekening 486-300-835-7 Atas Nama PT.
Medidata Indonesia. Pal\hj .{em-h Rabu, [5 ha ustus 2026

L

Dengan support ini, diharapkan sales produk-produk PT Mersifarma TM dapat meningkat secara Nasional. Atas perhatian dan persetujuan
yang bapak berikan, kami ucapkan terima kasih.

Biaya untuk Listing Product di MIMS 2026 menggunakkan budget:
° MKTJUP26-MA039 - JUPITER 1 (Rp15,000,000)
MKTJUP26-MA040 - JUPITER 2 (Rp15,000,000)
MKTJUP26-MA041 - MEET THE EXPERT SERIES 1(Rp15.000,000)
MKTJUP26-MA042 - MEET THE EXPERT SERIES 2 (Rp15,000,000)
MKTJUP26-MA043 - MEET THE EXPERT SERIES 3 (Rp15,000,000)
MKTJUP26-MA(44 - SCIENTIFIC MEETING / WEBINAR - 1 (Rp15,000,000)
MKTJUP26-MAO045 - SCIENTIFIC MEETING / WEBINAR - 2 (Rp15.000,000) -
MKTJUP26-MA046 - CLINICAL UPDATE PSYCHIATRIC - 1 (Rp15,000.000)
MKTJUP26-MA047 - CLINICAL UPDATE PSYCHIATRIC - 2 (Rp15,000,000) / Q\ =
MEKTJUP26-MA048 - EDUCATIONAL FORUM (Rp15,000,000) = Soynele mQ 022 Wietvsy .

Hormat kami, 2 engetahui, Menyetujui,

g
Ui Z, \msr .,W_, Viiae

'
Farah S. Ferdinand D Thomas Dewo Matthew Yap
PE Jupiter Sales Manager Marketing Director Sales Director Vice President




8/11/26, 8:57 AM

B mersi

Good Qualiry eeproves Life’s Quality

Mersi Marketing

Venification

LAMPIRAN KEGIATAN MARKETING

No. MA202608-40 Divisi 1 JUPITER
Tgl Ajuan 10 Aug 2026 Regional : MASIONAL
Jenis Kegiatan OTHERS Area ¢ AllArea
Nama Kegiatan MIMS Skizofrenia dan Ansietas Rayon : = AllRayon
Tgl Kegiatan 28 Aug 2026 5/d 28 Aug 2026
Estimasi Biaya Rp 135,420,000
Target Sales Rp 16,485,522,000
TARGET SALES:
NO KODE NAMA PRODUK AVG SALES QTY HNA TARGET SALES GROWTH
1 ATAD101001 ATARAX 0.5 912,411,863 4750 202,000 959,500,000 5%
2 ATA0301002 ATARAX 1 7,525,012,731 22000 359,000 7,898,000,000 5%
3 MER0101015 MERLOPAM 0.5 205,470,239 1422 151,000 214,722,000 5%
4 MER0101016 MERLOPAM 2 3,400,671,673 8000 448,000 3,584,000,000 5%
5 VAL0101023 VALDIMEX 5 591,983,124 5050 123,000 621,150,000 5%
6 VALO101024 VALDIMEX INJ 49,911,199 780 67,000 52,260,000 5%
T CLO0301002 CLOFRITIS 10 610,412,557 3800 168,000 638,400,000 5%
8 LEX0101010 LEXZEPAM 3 133,788,078 610 231,000 140,510,000 5%
9 SIAD101001 SIABY ORAL SOLUTION 55,823,274 185 316,000 58,460,000 5%
10 SIAD101002 SIABY ORADIS 96,838,328 450 225,000 101,250,000 5%
11 CEP0101004 CEPEZET 100 227,269,161 4100 58,000 237,800,000 5%
12 CEP0101003 CEPEZET INJ 6,402,606 T 88,000 6,776,000 6%
13 SIK0101027 SIKZONOATE INJ 309,192,658 688 470,000 323,360,000 5%
14 PER0101017 PERSIDAL 1 14,320,020 158 95,000 15,010,000 5%
15 PER0101018 PERSIDAL 2 277,681,004 2002 145,000 290,290,000 5%
16 CLO0101004 CLORILEX 100 211,929,532 287 772,000 221,564,000 5%
17 CLO0101005 CLORILEX 25 274,123,521 1280 224,000 286,720,000 5%
18 STEQ101022 STELOSIS 275,880,110 4450 65,000 289,250,000 5%
19 LODO101011 LODOMER 2 109,828,137 245 122,000 115,290,000 5%
20 LOD0101012 LODOMER 5 301,178,118 1580 200,000 316,000,000 5%
21 LODO101014 LODOMER INJ 83,344,013 570 153,000 87,210,000 5%
22 LOD0101013 LODOMER DROPS 26,383,927 690 40,000 27,600,000 5%
15,699,855,873 16,485,522,000
MONITORING APOTIK : Proposed by
J NO NAMA QUTLET ALAMAT OUTLET
l 1 ALL OUTLET ALL OUTLET
PE
Ditandatangani secara alektranik :
ANALISA KEGIATAN : MDD
Estimasi Biaya : Rp 135,420,000 Approved by i,
Ratio Biaya Terhadap Sales : 0.86% PM P
Avg Sales 3 Bulan Terakhir  : Rp 15,699,855,873
Target Sales Setelah Event  : Rp 16,485,522,000 ’
Growth : 5.00% L Z

https://monitoring. mersimkt.web.id/activity/printlampkegiatan?id=MA202608-40
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PT MEDIDATA INDONESIA
Ventura Bullding

JI. LA Kartini No.26 3rd floor, West Cilandak,

Cilandak, South Jakarta City, Jakarta 12430

Tel: (6221)- 7292662 Fax : [6221) - 7293539

Email to | enguiry.id @mims.com

EMPOWERING
HEALTHCARE
COMMUNITIES

MIMS &

Service Order
MIMS Reprint 2026

Please return to:
Email; ruth meilisha@raims.com

Cliant: PT. Mersifarma Timaku Mercusana Tel f Fax 021 - 3500487
Ordered by: Mr. Thomas Koencoro From: Ruth Meillisha
Address: Wisma Tiara 4th FL. JI. Raya Pasar Minggu KM 18 No 17, RT.1/RW.1, West Pejaten, Pasar Ref. No.
Country {ies) Jakaria, Indonesia Date: July 31st, 2026
PUBLICATION COUNTRY PROGRAM Qty. PRICE (Rp) TOTAL (Rp)
MIMS Reprint ID Reprint Book - MNPG 1000 Copies | Rp122.000.000 | Rp 122.000.000
MNPG 2026 Topici Anxiety, Schizophrenia
Total pages: 64 paau (inciude cover)
| Publication Specifications
Size: A5 (14.8 x 21 cm). portrail, closed size
Total Pages: 64 pages (including 4-pages cover, 1-page masthead)
Cover: Art Paper 150 gsm, Full Color (4/4), UV finishing
Content: HVS B0 asm. Full Color (4/4)
Bindina: Perfect Bindina
Sub Total Rp 122.000.000
VAT 1% Rp 13.420.000
Grand Total (Rp)| Rp 135.420.000

Terms & Conditions reflocted on Page 2 of 2

—

SPECIAL INSTRUCTION:

The above contract price is exclusive of withholding tax and any other similar taxes sssociated with this Sarvice Order. All such taxes are 1o ba borne by Client and all payments by Client hersunder shall be paid

i full without any setoff, s g (or similar in kind).
Issued by Ruth Meiiisha
Date: . duly3ist2ozs CFdd
For Infernal Use Copy:
Confinmed by: Inv by Chant
Date Sans
Cate: Orgler No. 10 Fin
B Prodn

o




1. Client agrees to purchase the described ices on this ion Order subject to MIMS' General Terms and Conditions ("GTCs"), a copy which is available upon request or
at hitps:/ipolicy.mims.com/resource, and the Special Conditions hereunder.

Special Conditions:

General .

1. Client shall not place or affix any stickers, posters, notice or the like on any part of the print publication without MIMS' prior written consent, or in any way deface the print
publication.

2. MIMS reserves the right to withhold listing, i andlor | of a product should a third-party file claim of patent ownership notwithstanding it is yet to be

d by a court judg

3. MIMS treats :ll the user personal data held with the utmost care and security and complies striclly with the personal data protection regulation of the applicable jurisdiction. In
accord: with this ¢ liance, all user engag or traffic data reports provided will only be made available in the form of aggregate data, personally identifiable
infarmation of MIMS audience will not be made available.

4, All accounts are payable within 30 days of invoice date. A late payment charga of 2% per menth will be imposed on any account outstanding for more than 30 days from date
of invaice. Agency commission, If any, will also be withdrawn.

5. Copyright and sponsorship: copyright on all content generated by MIMS belong to MIMS unless otherwise agread between the parties.

6. All prices stated are exclusive of all applicable taxes. All payments shall be made net of any taxes and costs, without offset or deduction.

Listing Service

1. MIMS endeavours to update and maintain each product’'s content (“Revised Work™) upon Client's timely provisi of product h and any up thereof. Client shall
confirm in writing within 14 working days if the Revised Work is approved by Client. Failure to do so shall i pli P of the Revised Work.

2. MIMS retains the capyright of all content assets including product hs and images created and processed by MIMS Editarial Team. No part of the content processed

by MIMS Editorial Team can be reproduced in any language; stored in or reproduced in any manner or any form be it in print or electronic without prior written consent and

permission from MIMS.
3. Listing Service Fee ("Listing Fee") upan billed, shall be paid in full by the Client, in ac dance with the pay terms stipulated in Clause 4 — General Section above. All

fees are to be billed within the same year of listing. In case of any special for pay terms, it has to be agreed by the parties and written clearly under
“Special Arrang is” on the applicable service order.

Pri igital Advarti i r Brand i

1. Client is responsible for ensuring that all i and ials {collectively “Materials”) i blication comply with relevant statutory requi s, The

(i ¥ for pi

Materials furnished to MIMS shall nat defame or violale any rights (including privacy rights) of any third party or infringe any copyright, trademark, palent, or any other
property right. Client also assumes liability for all contents in the Materials including text, rep tion and ion of i printed and for all claims arising
therefrom, Clisnt will fully indemnify MIMS from and against all actions, proceedings, claims, demands and all related losses, damages, liability and expenses suffered or
incurred by MIMS directly or indirectly as a result of any claim made against MIMS with regards to Client's Materials furnished.

2. MIMS reserves the right to reject or di inue any adverti making exaggerated claims or d d objectionable as word or app or violating statutory
requirements. MIMS likewise reserves the right to add the word "Advertorial’ or 'Paid Advertisement to any copy, which in its opinion, simulates aditorial matter and which
might be misleading to the reader,

3. MIMS will not be responsible for isf; y rep! ian if A ials supplied are not made according to MIMS' stipulated requirements.

4. From time to ime, MIMS may, at its sole discretion, update, upgrad or add fi liies and design updates to its channels and portals, inclusive of
MIMS.com, Brand Resources feature, MIMS CPD online, and mobile applications that MIMS create from time to time.

5. Scheduled and may be req from time to time. MIMS shall not be responsible or liable for any problems arising from scheduled and

duled caused by app dal grati gl or modifications on MIMS digital channels.

B. and i P ibility will be based on cument and/or most popular release versions. Future version upg des of and operating
systems may result in unknown incompatibilities far which MIMS shall not be fiable for.

7. Client acknowledges that the design and layout of the A i itted will conform to MIMS |s and portals’ design user interface and schema.

8. MIMS shall have the right to remova the Materials without notice to the Client, if Client grade the listing p from E: ial F | d to E! ial

9. For Print Adverti: t, requested adverti t positions will be guaranteed only within the section, not to the exact page.

10.For Print Adverti 4 months' ad notice from the manth prior to publication month is required for llation of all advertising placements. Covers and premium
positions are non-cancellable, and rescheduling is not alowed.

11.Fees applicable for advertisement services (*Advertisement Service Fee”) upon billed, shall be paid in full by the Client, in accordance with the pay terms sti d in
Clause 4 — General Section above. All fees are to be billed within the same year of advertisement service. In case of any special arrangements for payment terms, it has 1o
be agreed by the parties and written clearly under “Special Arrang " on the le service order.

il

1. Spansarship of Specialty Edition (Reprint) is for one-time distribution only. Extra printing is nat incluced in the order and is subjected to additional costs.

2. Copyright belongs to MIMS and no part of the editorial content of the Specialty Edition can be d in any language; stored in or reproduced in any manner or any
form be it in print or electronic without prior written consent and permission from MIMS.

3. MIMS reserves the right to publish Specialty Edition content in other Specialty Edition publications.

4, Materials provided to Client for intemal approval purposes andior for similar ref must be i and all applicable pages will bear the MIMS watermark.



Schizophrenia (1 of 26)

Patient presents w/ signs & symptoms
suggestive of an acute episode of
schizophrenia

2

schizophrenia?

DIAGNOSIS Bl
Are patient’s symptoms No===3>| ALTERNATIVE
consistent w/ DIAGNOSIS

Yes

Is this the
patient’s 1st
episode?

Yes

ACUTE PHASE TREATMENT

@ Non-pharmacological therapy
¢ Optimal treatment setting
* Psychiatric management
 Psychosocial interventions

Pharmacological therapy

» Patient w/ predominantly positive
symptoms or w/ both predominant
positive & negative symptoms

« Choice of antipsychotic should be based
on safety, tolerability, efficacy, price &
simplicity

Any one of the following:

» Atypical antipsychotic
- Except Clozapine

» Conventional antipsychotic

THERAPY
DECISION

See next
page

FOLLOW-UP
See page 3

Reference: Keepers GA, Fochtmann LJ, Anzia M et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am ] Psychiatry. 2020 Sep 1;177(9):868-872.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B1 © MIMS 2025



Schizophrenia (2 of 26)

PATIENT W/ RECURRENCE
(AT LEAST THE 2ND EPISODE) OF
SYMPTOMS IN SPITE OF BEING ON

L
—
Ll
=
o
a
=}
e
=
o
7

MEDICATION

Is patient
adherent to
medication regimen?

|
Yes

¥

PATIENT HAS BREAKTHROUGH
EPISODE DESPITE ADHERENCE
TO ANTIPSYCHOTIC

@ Non-pharmacological therapy

* Optimal treatment setting

* Psychiatric management

* Psychosocial interventions
Pharmacological therapy

« Increase dose of antipsychotic, or

» Change to different class of
antipsychotic

FOLLOW-UP

PATIENT IS NON-ADHERENT
TO ORAL MEDICATION OR
PERSISTENTLY DENIES ILLNESS

@ Non-pharmacological therapy
» Optimal treatment setting
*» Psychiatric management
* Psychosocial interventions

Pharmacological therapy
 Poor adherence to oral
medication
- Switch to a long-acting depot
antipsychotic
 Poor adherence due to side
effects of antipsychotic or drug
interaction
- Switch to a different oral
antipsychotic

See next page

References: Keepers GA, Fochtmann L], Anzia JM et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am ] Psychiatry. 2020 Sep 1;177(9):868-872; Galletly C, Castle D, Dark F, et al. Royal Australian and New
Zealand College of Psychiatrists clinical practice guidelines for the management of schizophrenia and related disorders. Aust N Z ]

Psychiatry. 2016 May;50(5):410-472.

Not ali products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B2

© MIMS 2025



Schizophrenia (3 of 26)

FOLLOW-UP (NEWLY DIAGNOSED PATIENT STARTED ON TREATMENT)

TREATMENT TRIAL
Patient w/ little or no therapeutic response:
* Try medication for 3-8 weeks
Patient w/ partial response:
* Try medication for 5-12 weeks

=
=
LLJ
-3
=
o
o
=
==
(=)
P

Does
patient show
adequate response to
treatment?

Y

ACUTE PHASE TREATMENT

[E] Non-pharmacological therapy
* Psychiatric management
* Psychosocial interventions

Pharmacological therapy
* Patient initially treated w/ atypical antipsychotic:
- Switch to a different atypical antipsychotic

« Patient has failed >2 trials of antipsychotics
(w/ at least 1 atypical):

- Clozapine

Y

STABILIZATION PHASE TREATMENT

@ Non-pharmacological therapy
* Psychiatric management
* Psychosocial interventions

Pharmacological therapy
» Continue acute phase medication at the
same dose for 6 months to prevent relapse
= May consider cautious dose reduction w/
monitoring of side effects

After adequate
treatment trial time,
does patient show adequate
response?

Yes 2>

STABLE PHASE TREATMENT

IE Non-pharmacological therapy
No * Ongoing assessment
Trial of * Psychiatric management
Clozapine fails * Psychosocial interventions
* Monitor for medication side effects & signs of impending or actual relapse

Pharmacological therapy
« Atypical antipsychotic
- Continue at therapeutic dose that is usually well below
extrapyramidal symptoms (EPS) threshold
= Conventional antipsychotic
- Continue at dose that is around EPS threshold
* Duration
- It is suggested to continue antipsychotic medications for at least 3
years after treatment initiation
- No reliable indicator of who will relapse w/ drug discontinuation
- Indefinite maintenance therapy is recommended in those who have
suffered numerous prior episodes or 2 episodes within 5 years

TREATMENT
See next page

References: Keepers GA, Fochtmann LJ, Anzia JM et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am J Psychiatry. 2020 SeCI: 1;177(9):868-872; Galletly C, Castle D, Dark F, et al. Royal Australian and New
Zealand College of Psychiatrists clinical practice guidelines for the management of schizophrenia and related disorders. Aust N Z ]

Psychiatry. 2016 May;50(5):410-472.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B3 © MIMS 2025



Schizophrenia (4 of 26)

TREATMENT OPTIONS FOR PATIENTS
IN WHOM A TRIAL OF CLOZAPINE FAILS

ACUTE PHASE TREATMENT

Pharmacological therapy

* Clozapine

Plus any one of the following:

» Adjunctive agent!

» Conventional antipsychotic

* Atypical antipsychotic

* Electroconvulsive therapy (ECT)

Or

Taper Clozapine & switch to:

* ECT

+ Atypical or conventional antipsychotic + ECT

+ Atypical or conventional antipsychotic + adjunctive
agent!

=
=
i
=
i
o
=}
=]
=
=}
173

IAdjunctive agents: Mood stabilizers (Carbamazepine, Lithium or
Valproate), Benzodiazepine.

TREATMENT OF

ADVERSE REACTIONS

Pharmacological therapy for adverse reactions to
antipsychotics
 Pseudoparkinsonism
- Anticholinergic agent (oral)
- If possible, decrease dose of antipsychotic
- Switch to an alternate antipsychotic
* Akathisia
- Beta-blocker or Benzodiazepine
- If possible, decrease dose of antipsychotic
* Dystonic reactions
- Anticholinergic agent (IV or IM)
» Tardive dyskinesia
- May be irreversible even w/ discontinuation of
antipsychotic
- Clozapine may be the best alternative

- May consider reversible inhibitor of the vesicular
monoamine transporter 2 (VMAT2)

EXTRAPYRAMIDAL
SYMPTOMS (EPS)

« Referral to an endocrinologist & nutrition specialist
* Lifestyle modifications

- Gradual increase in physical activity
- Dietary restriction

« Switch to another antipsychotic agent w/ lower
metabolic side effect

» Regularly monitor patient’s metabolic panels [eg weight,
body mass index (BMI), serum lipids & fasting glucose
levels]

METABOLIC
SYNDROME-INDUCED
ANTIPSYCHOTIC AGENTS

References: Keepers GA, Fochtmann L], Anzia JM et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am ] Psychiatry. 2020 Sep 1;177(9):868-872; Galletly C, Castle D, Dark F, et al. Royal Australian and New
Zealand College of Psychiatrists clinical practice guidelines for the management of schizophrenia and related disorders. Aust N Z ]

Psychiatry. 2016 May;50(5):410-472.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B4 © MIMS 2025



Schizophrenia (5 of 26)

= TREATMENT OF

= COEXISTING SYMPTOMS

==

o

S

= ACUTE PHASE TREATMENT

& Adjunctive pharmacological therapy
Any one of the following:

* Aripiprazole (IM) v
« Benzodiazepine (oral/IV) as required

AGITATION/EXCITEMENT - Lorazepam (IV/IM) ~*MERLogaM

‘-;  Haloperidol (IM) short-acting

« Olanzapine (IM)

« Risperidone (oral in orodispersible
preparation)

» Ziprasidone (IM)

The above treatments should be

discontinued as soon as clinically feasible

Adjunctive pharmacological therapy
* Mood stabilizers (Carbamazepine,
Lithium or Valproate) = FRIMANIA
. mt does not respond to
antipsychotic + mood stabilizer:
- Switch antipsychotic to Clozapine

PERSISTENT SYMPTOMS OF
AGGRESSION/HOSTILITY

@ Adjunctive pharmacological therapy
Any one of the following:

« Trazodone, Zaleplon or Zolpidem as
INSOMNIA > required

* Benzodiazepine as required

- Only in patients without history of
substance abuse

Adjunctive pharmacological therapy
Any one of the following:
» Selective serotonin reuptake inhibitor

SSRI
| DEPRESSION I > . ](Supro)pion
* Mirtazapine

* Nefazodone
* Venlafaxine

References: Keepers GA, Fochtmann L], Anzia JM et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am ] Psychiatry. 2020 Sep 1;177(9):868-872; Galletly C, Castle D, Dark F, et al. Royal Australian and New
Zealand College of Psychiatrists clinical practice guidelines for the management of schizophrenia and related disorders. Aust N Z ]
Psychiatry. 2016 May;50(5):410-472.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B5 © MIMS 2025



- MERLOPAM'

® Lorazepam Injection 2 mg/mL
Me R LO PA M . The First Me-too Injectable Lorazepam in Indonesia.*

5 7 Expanding access to injectable lorazepam therapy in Indonesia.
Lorazepam Injection 2 mg/mL

“Rapid Calm, Reliable Contr:

First-Line Therapy for Status Epilepticus.?
Recommended as first-line treatment for convulsive

status epilepticus.

Rapid Onset of Action for Acute Conditions.?
Rapid control of seizures, anxiety, and agitation.

Predictable Safety Profile.* -]
Proven safety with appropriate clinical monitoring. w

OO0 S

j @t o/
Flexible Dosing.’ R i
Flexible Route of Administration y IR i
i g
PRODUCT INFORMATION
U Composition Packaging
IE ' Each 1 mL of Merlopam Injection E Box, 12 Ampoules @ 1 mL
et contains Lorazepam 2 mg.
Storage NIE
. :
¥ Store at 2-8°C, protected from light. MERLOPAM INJ* : DPL2633319943A1
Keep out of reach of children.
Source:
Indication & Adult Dosage :m_x;mmmm“n-
' MERLOPAM Injection is indicated for 2 Gloser, T, 01 (2010) i
the treatment of : . Shwrma, 5. & Ruddy, Vo (2084). Lorasepam. b0 SlatPoarn, SiniPrars
« Status Epilepticus me_ L
4mN(D.1nm.mam' Um4mgﬁow, Mational Litwacy of Modicine, FER
administered slowly at 2 mg/min.
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ZOLPIDEM TARTRATE 10 MG

LMER® 5 ¢ : --‘---‘-

Effecti bl Optimal Refreshed
ZOLPIDEM TARTRATE 10 MG el Tolerable ptima efreshe

Z

Proven to help you Effective reducing Duration Morning
fall asleep faster & Sleep Latency and Short elimination Minimal dizziness
stay asleep longer, | increasing Total Sleep half-life supports effect for next-day
improving overall Time without significant | effective nighttime sleep functioning.*

Sleep bette r sleep qguality.? negative effect used while minimizing daytime
L] i in elderly patient? carry-over effects.?
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e C max and T max of Zolmer are similar to the originator, indicating that the product
has a therapeutic effect equivalent to the originator

PRODUCT INFORMATION

Composition

Packaging

ZOLMER?® contains Zolpidem 10 mg. Box, 3 strips @ 10 film

coated tablet
Indication & Adult Dosage

* Adults

10 mg once daily immediately before bedtime
o Elderly

recommended starting dose 5 mg before bedtime
« Prevention of recurrence in bipolar disorder e Use the lowest effective dose &

- Initial dose: 10 mg/day follow physician recommendation.

ZOLMER® : DKL2633319817A1

Source:
1. Xiang T, €1 al. Efficacy and satety of zolpidem kn the trestment of insomrida disorder: A meta-analysis of endomized controbed trials. Sleep. 2021,87:250-256.
2. Schamer V, o1 al. Efficacy and safety of Z-substances in the managemont of insomaia in older adulie: a systematic reviaw, BMC Gerdatrics. 2022,
3. Edinofl AN, et al. Zolpidem: Efficacy and Side Effects Tor insomnla. Health Peychology Research, 2021,
4. Undén M, Roth Schechter 8. Next Day Effects After Nighitime Treatment with Zolpidem. A Review. European Psychiatry. Published online 2020,
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Schizophrenia (6 of 26)

TREATMENT OF COEXISTING

CONDITIONS

Pharmacological therapy

* Antipsychotics
| PREGNANCY I —>> - Haloperidol
- Lurasidone

- Quetiapine

Pharmacological therapy

Alcohol depe:ynce
« Clozapine

SUBSTANCE USE DISORDERS [C] Adjunctive pharmacological therapy
Tobacco use

* Bupropion
* Nicotine replacement therapy
* Varenicline

» Address underlying biopsychosocial

factors eg suicide attempts w/
SUICIDE RISK S depression
Pharmacological therapy

* Clozapine

Reference: Keepers GA, Fochtmann L], Anzia JM et al. The American Psychiatric Association practice guideline for the treatment of
patients with schizophrenia. Am ] Psychiatry. 2020 Sep 1;177(9):868-872; Galletly C, Castle D, Dark F, et al. Royal Australian and New
Zealand College of Psychiatrists clinical practice guidelines for the management of schizophrenia and related disorders. Aust N Z ]
Psychiatry. 2016 May;50(5):410-472.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.
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raphive 25 my & 100 mg
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Clorilex® efekiif menurunkan resiko —oannq_.:ﬁ UEE_. dirl.

Clorilex® secara konsisten menunjukan keunggulan pada pasien

yang mengalami resisten skizofrenia di bandingkan golongan
antipsikotik lainnya.

Clorilex® terbukdi :..u:.uo..un_x_ gejala positif & negatif
pada penderita.

Clorilex® terbukii meningkatkan fungsi kognitif penderita skizofrenia
Clorilex® memiliki efek sedasi yang kuat.

D mersi

Good Chwlity Jnipyones _.”.m___‘_.x.. Lhuality

CLORILEX"

Clozapine 25 mg & 100 mg
| KomPoOSIsI j
Tiap tablet CLORILEX 25 mengandung Clozapine 25 mg
Tiap tablet CLORILEX 100 mengandung Clozapine 100 mg
INDIKASI
Penderita skizofrenia yang tidak memberi respon atau intoleransi terhadap neuroleptik.
POSOLOGI / DOSIS

Dosis yang diberikan disesuaikan dengan tiap individu penderita.
Tiap pasien harus menggunakan dosis efektif terendah.

Dosis pemberian secara oral sesuai dengan petunjuk :

Terapi awal : 12,5 mg (% dari tablet 25 mg) 1 kali atau 2 kali per hari, diikuti dengan dosis sebesar 1 atau 2 kali
tablet Clorilex 25 mg pada hari kedua. Jika toleransi yang dihasilkan balk, dosis per hari dapat ditingkatkan
secara perlahan dengan penambahan sebesar 25-50 mg sesuai petunjuk sampai tercapai dosis sebesar 300
mg/hari dalam waktu 2-3 minggu. Kemudian, jika diperlukan, dosis per hari dapat ditingkatkan lebih lanjut
dengan penambahan sebesar 50-100 mg pada setengah minggu.

Dosis terapi : pada kebanyakan pasien, khasiat antipsikotik dapat diharapkan tercapai dengan dosis sebesar
200-450 mg/hari diberikan sebagai dosis terbagl. Beberapa pasien membutuhkan dosis sampai 600 mg/hari.
Dosis total perhari dapat diberikan sebagai dosis terbagi yang tidak sama rata dosis pemberiannya, dengan
dosis terbesar diberikan saat tidur malam.

Dosis maksimum : untuk memperoleh efek terapl yang lebih menguntungkan, beberapa pasien membutuh-
kan dosis lebih besar, penambahan dosis yang bijaksana masih diperbolehkan sampal dosis 900 mg/harl.
Harus dipikirkan kembali kemungkinan meningkatnya efek samping (pada serangan particular) yang dapat
terjadi pada pemberian dosis sebesar > 450 mg/hari.

| Dosis pemeliharaan : setelah dosis terapi maksimum tercapal, penderita dapat secara efektif menurunkan

dosis pemberian. Tindakan pemeliharaan harus dilakukan selama paling sedikit 6 bulan. Jika dosis per hari
tidak lebih dari 200 mg, pemberian dosis tunggal pada malam hari harus tepat.

. Terapi akhir : dianjurkan untuk mengurangl dosis secara bertahap selama 1 sampai 2 minggu. Jika pemberian

perlu dihentikan secara mendadak (misalnya karena leukopenia), harus diamati secara seksama timbulnya
gejala psikotik pada pasien.

Terapi ulangan : pada penderita yang interval pemberian dosis akhir Clozapine lebih dari 2 hari, pemberian
obat harus mulai

kembali dengan dosis 12.5 mg (% dari tablet 25 mg) yang diberikan 1 atau 2 kall pada hari pertama.

o m.‘".......‘ PT. ?—mmm__ubms__b ._.5 ; s
Wisma Tiara 4th Floor, JI. Riya _uum_E E.;Da: Y

a Bmﬂmm .... Jakarta 12510 Indonesia

_‘..__.:..,.._.__._M_....z_.,ﬁ,.. frproies Life s Quality Telp : +62 21 - 7387683 (Hunting) Fax : #6221 -
I GE e-mail : product@mersifarma.com
www.mersifarma.com




Schizophrenia (7 of 26)

SIGNS & SYMPTOMS

« Schizophrenia is a devastating mental illness characterized by symptoms of hallucinations, disorganized
thinking, loss of goal-directed behaviors & deterioration in social role functioning

« It has approximately 0.3-0.7% lifetime prevalence but there are reported variations by race/ethnicity, across
countries & by geographic origin
- In a 2012 incidence review in England, there is a pooled incidence of 15 per 100,000 persons between 1950

& 2009 w/ rates varied according to age & gender

« It has a lifetime risk of suicide of 7%

» It is equally prevalent in men & women

Positive Symptoms

= Delusions

+ Formal thought disorder

+ Distorted perceptions/perceptual disturbances

Negative Symptoms

 Flat or blunted emotions

« Lack of motivation or energy

* Lack of pleasure or interest in things

+ Limited speech

Disorganized Symptoms

« Confused thinking & disorganized speech

« Disorganized behavior

Cognitive Symptoms

« Impairment in verbal fluency, memory, executive functioning
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[2) DIAGNOSIS

« Patient should have a thorough initial work-up which may include, but is not limited to, the following:
- Complete psychiatric & general medical histories
- Physical & mental status exams
- Interviews w/ family members or close contacts (especially important if patient is unable to provide a reliable
history)
- Neurologic exam
- Urine screen to assess for alcohol or drug abuse
Blood levels of antipsychotic medication
- Basic labs: Complete blood count (CBC), blood electrolytes, glucose & liver, renal & thyroid function
- If indicated & permissible: Test for human immunodeficiency virus (HIV) status, syphilis test
Diagnostic Criteria
« Based on DSM-5-TR diagnostic criteria, diagnosis of schizophrenia can be made if the patient has
experienced at least 2 of the following symptoms for a significant time during a 1-month period (or less if
successfully treated):
- Delusions
- Hallucinations
- Disorganized speech
- Grossly disorganized or catatonic behavior
- Negative symptoms like reduced emotional expression or avolition
+ The above symptoms should have at least any accompanying delusions, hallucinations or disorganized
speech
« DSM-5-TR also added the following criteria in diagnosing schizophrenia:
- Continuous occurrence of the disturbance for at least 6 months w/ at least 2 month of active symptoms (or
less if successfully treated)
- The patient’s level of functioning socially or occupationally is deteriorating over a significant amount of time
- Other conditions such as schizoaffective disorder & depressive or bipolar disorder w/ psychotic features have
been ruled out
- Occurrence of symptoms is not related to physiological effects of a substance or another medical condition

57 © MIMS 2025



Schizophrenia (8 of 26)

[2] DIAGNOSIS (CONT’D)

Diagnostic Criteria (Cont’d)
+ In cases of childhood onset communication disorder or a history of autism spectrum disorder an additional
diagnosis of schizophrenia can only be made if together w/ the required symptoms of schizophrenia there

are prominent delusions or hallucinations
* According to DSM-5-TR, after a year of having schizophrenia, the disorder can be specified as:
- First episode, currently in acute episode where the initial manifestation of the disorder met the criteria &
presenting in acute time period
- First episode, currently in partial remission where there was improvement of symptoms in a period of time
after previous episode
- First episode, currently in full remission where there was improvement of symptoms in a period of time after
previous episode in which no symptoms specific to schizophrenia is present
- Multiple episodes, currently in acute episode where at least two episodes occurred
- Multiple episodes, currently in partial remission
- Multiple episodes, currently in full remission
- Continuous where diagnostic symptoms remain for the majority of the course of the disorder w/ very brief
threshold symptom periods
- Unspecified
+ Specify if the symptoms have catatonia
* Specify also the current severity (Note: Diagnosis of schizophrenia can be made without using this specifier)
- Primary symptoms of psychosis, including delusions, hallucinations, disorganized speech, abnormal
psychomotor behavior & negative symptoms may be rated for its current severity (most severe in the last
7 days) on a 5-point scale ranging from zero (not present) to four (present & severe)
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[3] ALTERNATIVE DIAGNOSIS

Psychiatric

* Schizophreniform disorder

* Schizoaffective disorder

* Bipolar disorder

* Major depression w/ psychotic features
* Delusional disorder

Medical

¢ Psychosis due to previous cerebrovascular accident or traumatic brain injury

* Psychosis associated w/ a major neurocognitive disorder (eg Alzheimer's disease, Parkinson's disease)

* DPyschosis due to metabolic errors or infection (eg Wilson's disease, porphyria, syphilis or HIV infection)
Psychosis due to known genetic disorders

B8 © MIMS 2025



Schizophrenia (9 of 26)

[A] NON-PHARMACOLOGICAL TREATMENT

Acute Phase Treatment
Treatment Settings
« OQutpatient versus inpatient treatment will depend on assessment of patient’s safety, safety of others & the
patient’s level of functioning
« Inpatient treatment is indicated if the patient has a serious threat of harm to self or others, unable to care for
self or needs constant supervision
Psychiatric Management
* Goals: Prevent harm, control disturbed behavior, suppress symptoms & return to the best level of functioning
* Build a therapeutic alliance w/ the patient & the patient’s family
* Educate the patient (to the best of their level of understanding) & the patient’s family/caregiver about the illness
* Establish short- & long-term treatment plans
Psychosocial Interventions
e Goals: Reduce overstimulating or stressful environments, relationships or life events
» Promote reduced disease arousal by giving simple, clear communications & expectations
* Help provide a structured & predictable environment which includes low performance requirements
* Help to establish non-demanding, supportive relationships between the patients & their treatment team
Repetitive Transcranial Magnetic Stimulation (rTMS)
* May be used in patients w/ principally auditory hallucinations
- Effective in reducing frequency & intensity of auditory hallucinations, & improved quality of life
Stabilization Phase
Psychiatric Management
* Goals: Minimize stress on the patient & provide support to minimize chances of relapse
* Agsist in the patient’s adaptation to life in the community
» Help in maintaining the continued reduction of symptoms & consolidation of remissions
» Continue to educate the patient about the course & outcome of the illness
*+ Promote adherence to treatment regimen by educating the patients & their families about the chances of relapse
w/ discontinuation of medication
Psychosocial Interventions
* Psychoeducation to promote compliance & address causes of non-adherence to medications
= Start on social & community interventions
- Therapeutic community interventions
- Rehabilitation eg social skills training, vocational training, cognitive-behavioral therapy (CBT), cognitive
remediation therapy (CRT)
- Self-help groups formed by patients, self-treatment organizations & relative organizations (formed mostly
by patients’ parents)
¢ Individual therapy
- Supportive & insight-oriented
- Individualized approach based on clinical condition, coping capabilities & preferences
* Family interventions
- Involve the family in treatment planning, goal setting & service delivery
- Provide education, support, guidance & training to assist family members fulfill their role as caregivers
- Support groups for families should be suggested
- 10 sessions for a period of 3 months should be considered as the minimum effective dose
* Group therapy
- Group psychotherapy & support groups help enhance problem solving, goal planning, social interactions &
medication side effects
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SCHIZOPHRENIA

Schizophrenia (10 of 26)

PHARMACOLOGICAL THERAPY

General Treatment Principles
* Choice of agent will be based on STEPS principle which means Safety, Tolerability, Efficacy, Price, Simplicity
- Will also consider side-effect profile, prior response history of patient or family member, patient preference,
& intended route of administration
« Maximize benefits of pharmacological therapy & minimize side effects
« Monotherapy is preferred & polypharmacy should be avoided
« For patients in the first episode of schizophrenia, aim for the lower end of the therapeutic effective dose range
of antipsychotics then titrate according to efficacy & tolerability
* Antipsychotics remain the primary treatment for schizophrenia
- Goal of resumption to baseline & maximal functioning, good quality of life, prevention of recurrence,
integration back into the society
- Use w/ caution in the elderly because of increased risk of mortality from sudden cardiac death & cardiovascular
accidents
- Older, first-generation antipsychotics are generally considered to have minimal risk of teratogenicity
Atypical Antipsychotics
» Also called second generation antipsychotics
* Atypical antipsychotics are now generally preferred over the conventional antipsychotics
« Effects: Have been found to be equivalent or superior to conventional antipsychotics for the treatment of
psychotic symptoms & thought disorganization
- Some may have superior effect on negative symptoms than conventional antipsychotic drugs
- Most atypical antipsychotics have decreased likelihood of causing extrapyramidal symptoms (EPS) as in
conventional antipsychotics w/ lower-potency dopamine D, neuroreceptor blockade (eg Chlorpromazine,
Thioridazine, Perphenazine)
* All patients are recommended to have regular monitoring of weight, BMI, serum lipids & fasting glucose levels
- Atypical antipsychotics have been shown to cause weight gain & metabolic side effects
Amisulpride
* Appears to have benefits against negative symptoms at lower doses & at higher doses tends to be more effective
against positive symptoms
* Has favorable side effects profile, but can cause hyperprolactinemia & higher doses increase risk for
extrapyramidal symptoms occurrence
Aripiprazole - Sagy
* Appears to be as effective as Haloperidol in the treatment of schizophrenia
- May also be used for treatment of acute aggression in schizophrenia
« Extrapyramidal symptoms-related adverse effects have been shown to be comparable to placebo
» May have a higher risk of insomnia compared to conventional antipsychotics, but less risk of raised prolactin
& prolongation of the QTc interval than other atypical antipsychotics
Brexpiprazole
» Has been shown to be effective as conventional antipsychotics w/ acceptable clinical profile & adverse effects
* Has lower risk for cardiac events than other atypical antipsychotics
Cariprazine
* A study has shown it to be effective in reducing negative symptoms of schizophrenia compared w/ Risperidone
* Associated w/ minimal effects on plasma prolactin level & weight gain
Clozapine - Clp®iLEx
* Has been shown to be useful in patients who do not respond to conventional antipsychotics
- Superior to conventional antipsychotics in terms of symptom reduction & risk of relapse
» Drug of choice in the treatment of chronic & severe aggression in schizophrenia
- Studies have shown that patients maintained on Clozapine had fewer aggressive episodes & less suicide
attempts compared w/ other antipsychotics
- Should be considered if there is significant & continuously increased risk of suicide
* May be used as an alternative treatment in patients who develop tardive dyskinesia from other antipsychotics
* In patients who were diagnosed to have both schizophrenia & alcohol use disorder, Clozapine seems to be
effective in reducing craving & substance intake
* Avoid use in patients w/ history of seizure as it may lower seizure threshold
* Licensed for use only in treatment of refractory schizophrenia due to life-threatening side effect
- Clozapine causes agranulocytosis in approximately 1% of patients
- Regular & careful monitoring of white blood cell (WBC) count is necessary
Recommended for use in treatment-resistant schizophrenia patients

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B10 © MIMS 2025



Second generation antipsychotic.’

Effective in the treatment of schizophrenia and as an
adjunctive treatment for depression."?

Helps improve positive, negative symptoms, mood and overall
quality of life.!

g N— Ensures reliable treatment with lower risk of extrapyramidal,
Arlplprazole I.Z)rallyr Dlsmtegratlng Tablet 10mg : \\ metabolic burden and prolactin elevation.?

~ Aripiprazole Oral Solutlon 1 mg/mL

cGMPY.
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INFORMASI PRODUK**

Komposisi : Slaby Oral Solution
Slaby Oradis
Indikasi : Skizofrenia, bipolar mania,

T-wltmuhﬂmpndamdepnﬂm
Dosis Rekomendasi : Skizofrenia - Dewasa +10-15 mg/ hari
Skizofrenia - Remaja :2-10 mg/ hari
Bipolar Mania - Dewasa  : 10 -1 mg/hari
Bipolar Mania - Pediatri  : 2-10 mg/ hari
Gangguan Depresi Mayor :2-5mg/ hari

Kemasan 1 Siaby Oral Solution : Box, 1Botol 150mL, Rasa Jeruk 1
Slaby Oradis :Box, 1Strip @ 10 Tablet Oral Terdisintegrasi

Nomor Izin Edar

Siaby Oral Solution : DKL2433318435A1
Slaby Oradis : DKL2433318681A1
Source.
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SCHIZOPHRENIA

Schizophrenia (11 of 26)

PHARMACOLOGICAL THERAPY (CONT’D)

Atypical Antipsychotics (Cont’d)

Iloperidone

« Studies have shown it to be effective in the acute & maintenance phase of therapy for schizophrenia

* It delays the time to relapse of symptoms of schizophrenia

Lumateperone

+ Studies have shown that it appears to improve negative, positive & cognitive symptoms without causing
significant metabolic derangements

Lurasidone

+ A randomized, double-blind study revealed that Lurasidone is as effective as Olanzapine in improving positive
& negative syndrome scale (PANSS) scores in acute psychotic schizophrenic patients

* Long-term treatment w/ Lurasidone has shown reduced risk of relapse in patients w/ schizophrenia

+ Appears to be associated w/ minimal effects on body weight & low risk for clinically significant alterations in
glucose, lipids or electrocardiogram parameters

Olanzapine - OLAfIV

* At least as effective as conventional antipsychotics
- May also be used for treatment of acute or chronic aggression in schizophrenia
- Improves negative symptoms, social functioning & depression
- Ina clinical trial, the combination of Olanzapine & Amilsupride has shown to be more effective in improving

negative symptoms compared to monotherapy of either drug

« Generally well tolerated & has a lower risk of causing extrapyramidal symptoms
- Major side effects are weight gain, hyperlipidemia as part of metabolic syndrome & hyperglycemia

Paliperidone

* Indicated for acute & maintenance treatment of schizophrenia in adults & adolescents (12-17 years of age) &
adults w/ schizoaffective disorder

= It is not extensively metabolized in the liver

* Compared w/ other atypical antipsychotics, studies showed similar efficacy & lower odds of weight gain &
undesirable metabolic side effects

*  Major active metabolite of Risperidone

Quetiapine

+ At least as effective as conventional antipsychotics in the treatment of schizophrenia

* One of the drugs that causes the fewest extrapyramidal symptoms
- Orthostatic hypotension may occur during the initial titration period & at high doses

* May be used for the treatment of acute agitation

Risperidone - PERSIDAL

* At least as effective as conventional antipsychotics
- Used as maintenance treatment following acute episode of schizophrenia
- May also be used for treatment of acute aggression in schizophrenia

» Caution is advised in the use in pregnancy due to the increased risk for fetal toxicity

¢ When used at recommended doses (<6 mg/day), it has very low rate of extrapyramidal symptoms
- Higher doses increase risk of extrapyramidal symptoms
- Hyperprolactinemia & postural hypotension may also occur

Ziprasidone

* At least as effective as conventional antipsychotics
- May also be used for treatment of acute aggression in schizophrenia
- Has been shown to have beneficial effects on symptoms of depression

* Has b;en associated w/ prolongation of the QT interval; dose needs to be adjusted based on therapeutic &
side effects

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.
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PRODUCT INFORMATION

Composition
OLAPIN® 5 contains Olanzapine 5 mg

OLAPIN® 10 contains Olanzapine 10 mg

Indication & Adult Dosage
= Schizophrenia and related disorders
- Initial dose. 10 mgiday
« Manic episode
= Initial dose. 15 mglday for monotherapy.
10 mglday in combination therapy
» Provention of recurrence in bipolar disorder
- Initial dase: 10 mghday
» Daily dose adjustment should be based
on the individual patient’s clinical status
within the range of 5-20 mg/day.
» Dosage in other patient conditions
may refer W the insert.

*Please refet 1o the P [

A ind Davitabory of Warydarad

A Vd N EB 7

METar

Packaging
Box, 3 strips @ 10 film
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Schizophrenia (12 of 26)

PHARMACOLOGICAL THERAPY (CONT’D)

Conventional/Typical Antipsychotics
« Eg Haloperidol, Perphenazine, Molindone
* Also called conventional or first generation antipsychotics
¢+ All antipsychotics in this class vary in potency & overall side effects profile, but have similar overall efficacy
*+ Effects: Patients demonstrate a decrease in positive symptoms, thought disorder, blunted effect, withdrawal
retardation & autistic behavior
- 60% of patients treated for 6 weeks w/ conventional antipsychotics achieve complete remission or experience
only mild symptoms
- All conventional antipsychotics can cause a broad range of side effects due to their effects on receptors other
than the target therapeutic site including extrapyramidal symptoms & tardive dyskinesia
Chlorpromazine » CEFEZET
* Is a prototype antipsychotic
* Studies have shown its usefulness in prevention of relapse as well as part of maintenance therapy
* May be used in patients w/ concomitant psychosis & insomnia
Fluphenazine —= S\¢Z0NDATE
* Long-acting preparation used for maintenance therapy
* Has minimal sedative, anticholinergic & weight gain effects
Haloperidol —% (p0tmfF
* Has been shown to be useful in the management of acute aggression in schizophrenia
- Most commonly used conventional antipsychotic in the emergency room setting
- May be first-line agent in acute aggression especially if affordability is an issue
- Cheaper compared w/ atypical antipsychotics
* Benzodiazepine may also be administered w/ Haloperidol to enhance the sedative effect
Loxapine
* Has been shown to be useful in the management of psychotic agitation in schizophrenia
* Has an aerosol formulation that is capable of reaching deep lung tissues
Molindone
* Studies have suggested that Molindone may be equally effective as atypical agents
- A clinical trial, comparing Molindone w/ Risperidone & Olanzapine in pediatric patients w/ early-onset
schizophrenia & schizoaffective disorder, showed no significant difference in terms of reduction of symptom
severity
Perphenazine
 Studies have suggested that Perphenazine may be equally effective as atypical agents
- A clinical trial, comparing Perphenazine w/ Risperidone, Olanzapine, Quetiapine & Ziprasidone in adult
patients, showed Olanzapine was most effective in terms of rates of discontinuation, but overall efficacy was
similar among the drugs; extrapyramidal symptoms were uncommon & metabolic side effects were mostly
seen in Olanzapine use
* For some patients, conventional agents such as Perphenazine may be an appropriate first-line treatment
Route of Administration
Oral
* Typically used for acute & maintenance treatment
* Reaches peak concentration in 2-3 hours which gives a calming effect
- May take several days-weeks to see the true antipsychotic effects
Short-Acting IM
* Quick onset of action is an advantage when calming effects are needed to treat agitation
= Peak concentration is reached in 30-60 minutes after administration
Depot Formulations (Long-acting Injectable)
* Recommended for patients who have trouble taking oral medications reliably, who deny illness or who have
poor insight or for those who prefer depot
* Limited number of conventional & atypical antipsychotics are available in this form
* Require 2-4 months to reach steady-state therefore seldom used alone during acute treatment when the dose
needs to be adjusted based on therapeutic & side effects
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Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.
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Schizophrenia (13 of 26)

ADJUNCTIVE PHARMACOLOGICAL THERAPY & PHARMACOLOGICAL
THERAPY FOR ADVERSE REACTIONS TO ANTIPSYCHOTICS

Adjunctive Medications!
+ It may be necessary to use additional medications along w/ antipsychotics
- Adjuncts (eg anticholinergic agents) may be used to treat side effects caused by antipsychotics
- Other adjuncts may be used to treat refractory psychotic symptoms, comorbidities or nonpsychotic symptoms
eg agitation, anxiety & depression
Anticholinergic Agents
* Effect: Effectively treat extrapyramidal symptoms due to antipsychotics
- May be added to atypical antipsychotics to treat extrapyramidal symptoms or excessive salivation due to
Clozapine
Antidepressants
» Depressive symptoms are usually treated after acute psychosis has been treated w/ antipsychotics
- Use antidepressants w/ caution in the acute phase of illness since they may exacerbate psychotic symptoms
« Effect: Effectively treat residual (post-psychotic) depressive symptoms
Benzodiazepines
+ Effects tend to be most useful in the acute management phase
 Effects: Treat agitation, insomnia, catatonia, anxiety, akathisia & other concomitants of schizophrenia
Beta-Blockers
» Effect: Treat akathisia due to conventional antipsychotics
Bupropion
« It has been shown to be effective in people w/ schizophrenia who also smoke tobacco, particularly when
combined w/ nicotine replacement therapy
+ Should be offered to schizophrenia patients who want to reduce or quit smoking
+ May lower epileptic threshold
Mood Stabilizers
« Lithium — BMANIA
- Used to stabilize mood & reduce excitement in patients treated w/ antipsychotics
- Effect: Has been shown to augment the antipsychotic response when added to conventional antipsychotic
medications
* Valproate & Carbamazepine
- Effects: Stabilize mood & help reduce persistent agitation in schizophrenia
Varenicline
* May be offered to schizophrenia or psychotic patients who want to reduce or quit smoking
* Carries the risk of developing mood swings during treatment
Vesicular Monoamine Transporter 2 (VMAT?2) Inhibitors
+ Eg Deutetrabenazine, Tetrabenazine, Valbenazine
+ May be given to patients w/ disabling tardive dyskinesia secondary to effects of antipsychotic medications
+ Acts effectively in lessening the motor aspect of tardive dyskinesia
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IThere are many medications that can be used as adjuncts to antipsychotics. Specific prescribing information may be found in the latest MIMS.

Not all products are available or approved for above use in all countries.
Specific prescribing information may be found in the latest MIMS.

B13 © MIMS 2025
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Schizophrenia (14 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS

Drug Dosage Remarks

Benzamides

Amisulpride 400-800 mg/day PO divided Adverse Reactions
12 hrly + Same as Chlorpromazine, see page 22
Max dose: 1200 mg/day + Sleep disturbances, agitation, over stimulation,
For patients w/ predominantly less commonly GI effects; hyperprolactinemia has
negative symptoms: 50-300 mg occurred
PO 24 hrly » NS effects (insomnia, anxiety, agitation, acute

dystonia); GI effects (N/V, dry mouth,
constipation); CV effects (hypotension, QTc
prolongation); Other effect (wt gain)

« If EPS occurs it is generally mild; tardive dyskinesia
has been reported w/ long-term therapy

* Less likely to cause sedation & hypotension;
antimuscarinic effects are minimal

Special Instructions

» Same as Chlorpromazine, see page 22

Clozapine Initial dose: Adverse Reactions
1st day: 12.5 mg PO 12-24 hrly « Granulocytopenia & agranulocytosis w/ the
2nd day: 25-50 mg/day PO majority of cases occurring within the 1st 18 wk of

therapy; monitoring of WBC is necessary

+ CV effects (tachycardia, orthostatic hypotension,
ECG changes, hypertension, hypotension); GI
effects (dry mouth, hypersalivation, constipation,
wt gain, diarrhea, abdominal discomfort, N/V);

Increase dose at 25- to 50-mg
increments up to:

300-450 mg/day PO in divided
doses within 14-21 days

If getlzaessar)é, fu;'t;{;:r tin(irggses CNS effects (drowsiness, sedation, dizziness,

may be made at ot~k g headache, decrease in seizure threshold, syncope);
increments at once- or Other effect (fatigue)

twice-wkly intervals up to: §

+ EPS including tardive dyskinesia rarely occur, little

Maxidose 20F mf‘;,"day : effect on prolactin secretion
Oncaheapeuic rponces | specilnsructon
dose to:’ T8 Y « Before starting Clozapine, WBC w/ differential
Maintenance dose: must be taken, only patients w/ normal WBC

! count >3500/mm?3 & absolute neutrophil count
200-450 mg/day B9 (ANC) 22000/mm?3 should receive the drug

+ WBC & ANC need to be monitored wkly for the
1st 18 wk of therapy, then mthly thereafter.
Discontinue drug if WBC <3000/mm3 or ANC
<1500/mm?3

+ Avoid in patients w/ uncontrolled epilepsy,
alcoholic or toxic psychosis, history of circulatory
collapse or drug intoxication, bone marrow
suppression, myeloproliferative disorders or in any
abnormalities of WBC or differential count

+ Avoid in patients w/ history of drug-induced
neutropenia or agranulocytosis, patients w/ severe
renal impairment, liver disease or severe heart
failure

+ Use w/ caution in patients w/ mild-moderate renal

impairment

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product wmonograph in the latest copy of MIMS or in WWW. LIS COM
for country-specific prescribing information.

Bi14 © MIMS 2025
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Schizophrenia (15 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT’D)

Drug

Dosage

Remarks

Benzisoxazoles

lloperidone

1 mg PO 12 hrly
May titrate daily in increments of 2 mg
PO 12 hrly until

Target dose: 6-12 mg PO 12 hrly
Max dose: 24 mg/day

Adverse Reactions

« CNS effects (tremor, paresthesias, EPS,
restlessness, tardive dyskinesia); CV effects
(orthostatic hypotension, QTc
prolongation); GI effects (nausea, dry
mouth, abdominal discomfort);
Ophthalmologic effect (blurred vision);
Hematologic effects (neutropenia,
leukopenia); Other effects (wt gain,
hyperprolactinemia)

Special Instructions

« Use w/ caution in patients w/ CV &
cerebrovascular diseases, DM, Parkinson's
disease, renal & hepatic impairment,
history of seizure, conditions predisposing
to hypotension, blood dyscrasia

s Use w/ caution in patients taking strong
CYP3A4 or CYP2D6 inhibitors

« Monitor CBC, LFT, fasting plasma glucose
level/HbAlc, fasting lipid panel

+ Avoid abrupt withdrawal

Paliperidone

Adolescent (12-17 yr): 3 mg PO 24 hrly
Adult: 6 mg PO 24 hrly

Dose range: 3-12 mg/day PO

May adjust dose at increments of 3 mg
for at least 5 days interval

Max dose: 12 mg/day

Adverse Reactions

« Gl effects (increased appetite,
constipation, N/V, dysphagia); CNS effects
(headache, insomnia, anxiety,
lightheadedness, drowsiness); CV effects
(QT prolongation, orthostatic
hypotension); Other effects
(hyperprolactinemia, neutropenia)

+ Incidence of EPS & somnolence is low w/
akathisia being the most commonly
reported; tardive dyskinesia is infrequent

Special Instructions

« Same as for Chlorpromazine, see page 22

+ Use w/ caution in patients w/ cardiac
disease, hemodynamic instability, prior MI
or ischemic heart disease, congenital long
QT syndrome, Parkinson’s disease, renal
impairment, risk of seizure

« For patients w/ mild to moderate hepatic

impairment, no dose adjustment is needed

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic  function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com

for country-specific prescribing information.

B15
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Schizophrenia (16 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT’D)

Drug Dosage Remarks
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Benzisoxazoles (Cont'd)

Paliperidone 1-mth inj: Adverse Reactions

palmitate 150 mg IM on day 1 then 100 mg IM a wk later | = CNS effects (insomnia, headache,
Mthly maintenance dose: 25-150 mg Eg\i{tat;?n. tsdi(Zéi{_less, fardi\rfi dyskinesia);

: tant? e effec rolongation,
?ﬂ:g:g;}mg on the patient’s tolerability &/or orthostii hypciensioxgm); St or
i effects (upper resp tract infection, wt

3-mth inj; . gain, inj site pain)
After adequate 4-mth therapy of 1-mth inj Special Instructions

dose, the last 2 doses of the 1-mth inj dose
should be the same dosage strength before
initiating 3-mth inj therapy

Start 3-mth inj therapy when the next 1-mth i ; : ,
inj dose is schéduled}:z}’ the dose based on the administered either in the deltoid or
previous 1-mth inj dose which is equivalent to gluteal muscle

3.5-fold higher dose as follows: * 3-mth inj therapy Shmﬂ_d fle be
1-mth inj 50 mg = 3-mth inj 175 mg started once the 1-mth inj therapy

. i has been established for 4 mth
Laiiftt I6)75 frig =3 mith iy 280 Mg » Contraindicated in patients w/ severe

+ First 2 inj are administered in the
deltoid muscle
» Maintenance dose may be

1-mth i 100 mg = 3-mth inj 350 mg renal impairment, dementia-related
1-mth inj 150 mg = 3-mth inj 525 mg psychosis
May be administered up to 7 days before or = Use w/ caution in patients w/ history
after the mthly time point of the next of seizure, Parkinson’s disease
scheduled 1-mth inj dose + Discontinue use if severe neutropenia
Following the initial 3-mth inj dose, administer & neuroleptic malignant syndrome
it every 3 mth. Adjust the dose every 3 mth, if oceur
necessary, in increments within the range of
175-525 mg

Risperidone Initial dose: 2 mg PO 24 hrly or divided Adverse Reactions
12 hrly » Same as Chlorpromazine, see page 22
May increase to 4 mg/day PO on 2nd day + Lower incidence of EPS & sedation
Adjust dose at increments of 1-2 mg/day at than Chlorpromazine but agitation
wkly intervals based on patient response; some may occur more frequently
patients may need a slower titration rate + CNS effects (headache, somnolence,
Dose range: 4-6 mg/day PO anxiety, agitation, dizziness, tardive
Max dose: 16 mg/day dyskinesia); GI effects. (dyspepsia,
Long-acting IM: 25 mg IM every 2 wk nausea, abdominal pain); CV effects

[ (hypertension, orthostatic
Max dose: 50 mg IM every 2 wk hypotension, tachycardia); Other

effects (fatigue, restlessness)
Special Instructions
» Same as Chlorpromazine, see page 22

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com
for country-specific prescribing information.

B16 © MIMS 2025



Schizophrenia (17 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT’D)
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Drug

Dosage

Remarks

Diazepines, Oxazepines, Thiazepines & Oxepines

Asenapine

Acute treatment

Initial dose: 5 mg sublingual
12 hrly

Maintenance treatment
Initial dose: 5 mg sublingual
12 hrly

May increase to 10 mg sublingual
12 hrly after a week, based on
tolerability

Adverse Reactions

CNS effects (somnolence, insomnia, headache,
extrapyramidal symptoms, akathisia, dizziness,
oral hypoesthesia, tardive dyskinesia); Endocrine
effects (hypertriglyceridemia, hyperglycemia,
hyperprolactinemia); CV effects (hypertension,
tachycardia, orthostatic hypotension);
Hematologic effects (agranulocytosis,
thrombocytopenia); GI effects (constipation,
vomiting); Other effects (peripheral edema, wt
gain)

Potentially fatal: Neuroleptic malignant
syndrome

Special Instructions

Avoid in patients w/ severe hepatic impairment
Use is contraindicated in the treatment of
dementia-related psychosis

Use w/ caution in patients w/ cerebrovascular
disease, CV disease (prior MI or ischemic heart
disease), Parkinson’s disease, those w/
hemodynamic instability, patients w/ history or
at risk for seizures, DM

Monitor CBC, HbA1lc/fasting blood sugar,
fasting lipid profile, LFTs

Olanzapine

Initial dose: 10 mg PO 24 hrly
May gradually increase dose by
5-mg increments based on patient
response

Usual dose: 5-20 mg/day

Max dose: 20 mg/day
Short-acting IM:

Initial dose: 5-10 mg IM as a
single dose

Followed by 5-10 mg IM after 2 hr

Max dose: 3 inj/24 hr & no more
than 20 mg/day for up to 3 days

Follow w/ oral dose

Adverse Reactions

Same as Chlorpromazine, see page 22

Low incidence of EPS, sedation, mild transient
antimuscarinic effects may occur

CNS effects (somnolence, dizziness); GI effects
(increased appetite, wt gain); CV effects
(orthostatic hypotension); Other effects
(hyperprolactinemia, elevation of plasma
glucose, triglyceride, & liver enzymes, edema)

Special Instructions

Same as Chlorpromazine, see page 22

Patients receiving IM inj should be monitored
closely for hypotension, bradyarrhythmia &
hypoventilation for 2-4 hr after administration

All dosage recommendations are for non-pregnant & non-breastfeeding women,

& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.

Not all products are available or approved for above use in all countries.

Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.cont

Sfor country-specific prescribing information.

B17
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Schizophrenia (18 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT’D)

Drug

Dosage

Remarks

Diazepines, Oxazepines, Thiazepines & Oxepines (Cont'd)

Products listed in the Dosage Guidelines are based on in

May increase dose based on patient
response every 4 days up to:

Quetiapine Immediate-release tab: Adverse Reactions
Day 1: 50 mg/day PO divided 12 hrly « CNS effects (dizziness, somnolence,
Day 2: 100 mg/day PO divided 12 hrly EPS, headache, sedation); GI effects
Day 3: 200 mg/day PO divided 12 hrly (dry mouth&icondstlpzf\tlol}, dyspepsia,
Day 4: 300 mg/day PO divided 12 hrly Daused, tarois yskmega); fyeiech
2 - (tachycardia, hypertension, syncope,
Fol%owed by an increase in dose based on orthostatic hypotension); Endocrine
patt'ent response to: effects (increased cholesterol & blood
N‘[a'mtenance dose: 300-450 mg/day PO glucose levels); Other effects (blurred
divided 12 hrly vision, wt gain, peripheral edema, mild
Max dose: 800 mg/day asthenia)
Extended-release tab: Special Instructions
Day 1: 300 mg/day PO preferably at = Use w/ caution in combination w/
bedtime centrally acting drugs & alcohol, in CV
Day 2: 600 mg/day PO preferably at & cerebrovascular diseases, conditions
bedtime predisposing to hypotension, in
Dose range: 400-800 mg/day PO seizures, EPS & .tardwe dyskinesia,
neuroleptic malignant syndrome, in
patients w/ increased risk of suicidal
thoughts, self-harm & suicide-related
events
« Monitor for suicidal ideation or clinical
worsening, CBC, fasting lipid profile,
fasting plasma glucose, LFT, thyroid
function test
» Avoid abrupt withdrawal
Zotepine Initial dose: 25 mg PO 8 hrly Adverse Reactions

» CNS effects (agitation, anxiety,
dizziness, lowered seizure threshold,

Max dose: 300 mg/day headache); CV effects (prolongation of
Usual dose: 75-150 mg/day PO in divided QT interval, h]:'potenm.on); cher .
doses effects (asthenia, wt gain, uricosuria,

blurring of vision, elevated LFT)

« EPS & tardive dyskinesia w/ long-term
treatment

Special Instructions

« Same as Chlorpromazine, see page 22

+ Avoid in patients w/ known history of
QT prolongation, gout or
hyperuricemia

« Monitor ECG, LFT & electrolytes
during treatment

+ Use w/ caution in patients at risk of

arrhythmias, those w/ history of

coronary artery disease & severe

hypertension

Avoid abrupt withdrawal

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.

dications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com

for country-specific prescribing information.

B18 © MIMS 2025



Schizophrenia (19 of 26)

Dosage Guidelines

ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT’D)

Drug

=
=
L
=
T
o
=
=
=
)
17}

Dosage

Remarks

Indole Derivatives

Lurasidone

Initial dose: 40 mg PO 24 hrly
Max dose: 160 mg/day

For patients w/ moderate or
severe hepatic or renal
impairment:

Max dose: 40 mg/day

Sertindole

Initial dose: 4 mg PO 24 hrly

May increase dose at 4-mg
increments every 4-5 days to
reach optimal maintenance dose
Maintenance dose: 12-20 mg PO
24 hrly

Max dose: 24 mg/day

Ziprasidone

Initial dose: 20-40 mg PO 12 hrly
May increase dose based on
patient response at 22-day
intervals up to:

Max dose: 80 mg PO 12 hrly
Maintenance dose: Lowest
effective dose should be given,

20 mg PO 12 hrly may be
sufficient

Adverse Reactions

» Lower incidence of EPS than Chlorpromazine

» Prolongation of QT interval (Lurasidone has
minimal effects on QT interval)

« CNS effects (insomnia, somnolence, headache,
anxiety, agitation, EPS, tardive dyskinesia,
akathisia, tremor); CV effect (tachycardia); GI
effects (N/V, constipation, dry mouth, dyspepsia);
Other effects (asthenia, fatigue, visual
impairment)

Special Instructions

= Avoid in patients w/ known history of QT
prolongation, arrhythmias, recent myocardial
infarction (MI) or decompensated heart failure,
elderly w/ dementia-related psychosis,
Parkinson’s disease, history of seizure

» Use w/ caution in patients w/ electrolyte
imbalances, taking other CNS depressants or
alcohol, DM, renal or hepatic impairment

* Monitor serum K & Mg prior to treatment &
electrolytes in patients on diuretics

« Patient should be instructed to report symptoms
of torsade de pointes (eg dizziness, palpitations
or syncope) immediately to the physician

Phenylpiperazine

Cariprazine

Initial dose: 1.5 mg PO 24 hrly
May adjust dose based on
response & tolerability to 3 mg on
day 2

Further adjustments would be in
increments of 1.5-3 mg

Dose range: 1.5-6 mg PO 24 hrly

Max dose: 6 mg/day

Adverse Reactions

s CNS effects (EPS, Parkinson-like syndrome,
akathisia, headache, insomnia, drowsiness,
restlessness, tardive dyskinesia); GI effects (N/V,
dyspepsia, abdominal pain, constipation); CV
effects (hypertension, hypotension, tachycardia)

Special Instructions

» Patients should be monitored for treatment
response & adverse effects for several wk after
starting treatment

» Use w/ caution in patients w/ hematologic
disease, seizures, severe hepatic impairment

= Monitor fasting lipid profile at baseline then

periodically during treatment

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.nims.com
for country-specific prescribing information.
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Schizophrenia (20 of 26)

Dosage Guidelines
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% ATYPICAL/2ND GENERATION ANTIPSYCHOTICS (CONT'D)

§ Drug Dosage Remarks
Other Antipsychotics
Aripiprazole Oral: 10-15 mg PO 24 hrly then 10-20 mg Adverse Reactions

PO 24 hrly for 14 consecutive days
Dose may be increased after 2 wk
Maintenance dose; 15 mg PO 24 hrly

« Psychiatric effects (suicidal thoughts/

behavior, agitation, compulsive disorders);
CNS effects (insomnia, anxiety, headache,

lightheadedness, drowsiness, sedation,
tremor); GI effects (constipation, N/V); CV
i effects (tachycardia, orthostatic

IM: Initial & maintenance dose: 400 mg hypotension); Endocrine effect

IM mthly (no sooner that 26 days after (hyperprolactinemia); Other effects (wt
the previous inj) or gain, dyslipidemia, blurred vision, fatigue,
May reduce dose to 300 mg IM mthly for inj site pain/induration)

Max dose: 30 mg/day

those w/ tolerability issues + Potentially fatal: NMS, blood dyscrasias,
Control of agitation: ketoacidosis/hyperosmolar coma
Initial dose: 9.75 mg IM  Incidence of EPS is low w/ akathisia being

the most commonly reported; tardive

May give additional dose after 2 hr
dyskinesia is infrequent

Dose range: 5.25-15 mg IM as single

dose Special Instructions
: = = » Aripiprazole: Prior to initiating IM

Brexpiptasole Initial dose: treatment, the patient should have
Day 1-4: 1 mg PO 24 hrly established tolerability to oral Aripiprazole
Day 5-7: 2 mg PO 24 hrly « After the 1st IM treatment, administer oral
May increase to 4 mg PO 24 hrly starting Aripiprazole for 14 consecutive days to
day 8 achieve therapeutic Aripiprazole
Target dose: 2-4 mg PO 24 hrly concentrations during initiation of therapy
Max dose: 4 mg/day » Use w/ caution in patients w/ known CV

disease, cerebrovascular disease,
Parkinson’s disease or diseases that would
predispose patients to hypotension,
patients w/ a history of seizure,
dementia-related psychosis

= Use w/ caution in patients taking strong
CYP3A4 or CYP2D6 inhibitors & inducers

*+ CBC, fasting lipid profile & fasting blood
glucose/HbAlc should be tested prior to
therapy then monitored periodically

¢ Perform annual eye examination

«  Monitor for suicidal ideation or clinical

worsening

Avoid abrupt withdrawal

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mins.com
for country-specific prescribing information.
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&= Benzamide

Sulpiride Initial dose: 200-400 mg PO 6-12 hrly Adverse Reactions

May increase dose based on patient * Same as Chlorpromazine, see page 22
response * CNS effects (insomnia, drowsiness,
Max dose in patients w/ predominant EPS [tardive dyskinesia]); Endocrine effects
positive symptoms: 2,400 mg/day PO (hyperprolactinemia, amenorrhea); Other

Max dose in patients w/ predominant effects (wt gain, increased liver enzymes)
negative symptoms: 800 mg/day PO + Sleep disturbances, agitation, over
Patients w/ mixed positive & negative stimulation, EPS occurs as often as w/

symptoms: 400-600 mg PO 12 hrly Chlorpromazine but may be milder

Short-acting IM: 200-800 mg/day IM * Less likely to cause sedation & hypotension;
antimuscarinic effects are minimal

+ May exacerbate mania or hypomania

Special Instructions

+ Same as for Chlorpromazine, see page 22

» Use w/ caution in manic or hypomanic patients,
patients w/ pheochromocytoma, acute porphyria,
prolactin-dependent tumors, epilepsy

= Avoid use in patients w/ moderate-severe
renal impairment

Butyrophenones
Bromperidol 1-15 mg/day PO Adverse Reactions
Max dose: 80 mg/day » Same as Chlorpromazine, see page 22
Depot formula: * Less likely than Chlorpromazine to cause
300 mg IM every 4 wk sedation, hypotension or antimuscarinic effects
*» May have higher incidence of EPS
Special Instructions
« Same as for Chlorpromazine, see page 22
Haloperidol 0.5-5 mg PO 8-12 hrly Adverse Reactions
May increase dose up to: » Same as Chlorpromazine, see page 22
Max dose: 100 mg/day » Less likely to cause sedation, hypotension &
Maintenance dose: 3-10 mg/day PO antimuscarinic side effects but EPS are
Short-acting IM/IV: common
2-10 mg IM/IV 4-8 hrly up to 1 hrly or as Special Instructions
required + Same as Chlorpromazine, see page 22

Max dose: 18 mg/day IM or IV

Depot formula:

Initial dose: 10-20x the daily oral dose
given IM up to 100 mg/dose

If initial dose of 100 mg is exceeded,
administer the excess after 3-7 days
Maintenance doses are then given every 4 wk
May increase dose up to 2300 mg/dose

Lumateperone | 42 mg PO 24 hrly Adverse Reactions
= CNS effects; (drowsiness, headache, sedation,
tardive dyskinesia) GI effects (abdominal pain,
decreased appetite, diarrhea, N/V,
xerostomia); Other effects (increased serum
transaminases, increased creatine
phosphokinase, orthostatic hypotension
Special Instructions
+ Use w/ caution in patients w/ decreased GI
motility, urinary retention, benign prostatic
hyperplasia, xerostomia, visual problems,
patients at risk of seizures

« Use w/ caution in childn & adolescents

+ May cause severe EPS in patients w/
hyperthyroidism

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com
for country-specific prescribing information.
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75 mg PO 24 hrly at night
May increase dose at 25- to
100-mg increments at daily
intervals to:

Usual dose range:
200-1000 mg/day PO

Max dose: 1 g/day
Short-acting IM:

25-75 mg IM 6-8 hrly as
required

=
=
L
=
S CONVENTIONAL/1ST GENERATION/TYPICAL ANTIPSYCHOTICS (CONT’D)
N
5 Drug Dosage Remarks
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Diazepines, Oxazepines, Thiazepines & Oxepines
Loxapine Initial dose: 10 mg PO Adverse Reactions
12 hrly + Same as Chlorpromazine, see below
For severe symptoms, initial | « Anticholinergic effects (constipation, xerostomia,
dose should be 50 mg/day blurred vision, urinary retention); Resp effects
May increase dose based on (bronchospasm, dyspnea); GI effects (N/V); CNS effect
patient response over the (headache); Metabolic effects (wt gain or loss,
next 7-10 days up to polydipsia); Other effects (seborrhea, ptosis,
60-100 mg/day PO divided paresthesia, flush)
6-12 hrly Special Instructions
Max dose: 250 mg/day  Same as for Chlorpromazine, see below
Maintenance dose:
20-100 mg/day PO
Inhalation dose: 10 mg via
inhaler device 24 hrly
Phenothiazines
Chlorpromazine | 10-25 mg PO 8 hrly or Adverse Reactions

Anticholinergic effects (dry mouth, urinary retention,
blurred vision, constipation); CV effects (tachycardia,
cardiac arrhythmias, orthostatic hypotension; CNS
effects (EPS [eg acute dystonia, akathisia & neuroleptic
malignant syndrome], tardive dyskinesia, seizures, EEG
abnormalities, sedation); Endocrine effects (galactorrhea,
oligomenorrhea, hyperglycemia); GI effects (hepatic
dysfunction, wt gain); Hematologic effects
(agranulocytosis, leukopenia); Ophthalmologic effects
(pigmentary retinopathy, corneal opacities); Other
effects (sexual function disturbances, allergic rashes)
Photosensitivity reactions are more common w/
Chlorpromazine than w/ other antipsychotics

Special Instructions

Contraindicated in patients w/ preexisting CNS
depression or coma, bone marrow suppression,
pheochromocytoma, prolactin-dependent tumors

Use w/ caution in patients w/ impaired liver, kidney, CV,
cerebrovascular function, chronic resp disease,
angle-closure glaucoma, history of jaundice, Parkinson’s
disease, hypothyroidism, myasthenia gravis, paralytic
ileus, prostatic hyperplasia, urinary retention, epilepsy,
seizures, in the presence of acute infection or leukopenia
Sedative effects are most marked during the 1st 2 wk of
administration

Regular eye exams are recommended for patients on
long-term therapy

Monitor CBC in patients w/ fever or unexplained infection
Monitor LFT, fasting plasma glucose level/HbAlc, lipid
profile panel

Patient should remain supine for at least 30 min after
parenteral administration; monitor BP during
administration

Avoid abrupt withdrawal

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.con
for country-specific prescribing information.
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CONVENTIONAL/1ST GENERATION/TYPICAL ANTIPSYCHOTICS (CONT'D)
Drug Dosage Remarks
Phenothiazines (Cont’d)
Fluphenazine 2.5-10 mg/day PO divided 6-8 hrly Adverse Reactions
May increase dose based on patient response | * Same as Chlorpromazine, see
up to: page 22
Max dose: 40 mg/day » Less likely to cause sedation,
Then gradually decrease dose to: hypotension or antimuscarinic side
Maintenance dose: 1-5 mg/day PO effects but EPS are more common
Short-acting IM: Special Instructions
Initial dose: 1.25 mg IM * Same as Chlorpromazine, see
May adjust dose based on patient response to: page 22_ . =S :
Usual dose: 2.5-10 mg/day IM divided =Depptin are contramt.ilcatec.l n
6-8 hrly or as required severely dqpressed patients since
Fluphenazine can exacerbate
Depot formula: depression
Initial dose: 6.25-25 mg IM/SC as a single dose
May adjust dose based on patient response to:
Usual dose: 12.5-100 mg IM every 2-6 wk
Max dose: 100 mg IM/inj
Levomepromazine 25-50 mg/day PO divided into 3 doses Adverse Reactions
(Methotrimeprazine) | The larger portion should be administeredat | ¢ Same as Chlorpromazine, see
night page 22
Non-ambulatory patients: ¢ May be more sedating than
100-200 mg/day PO in divided doses Chlorpromazine
Max dose: 1 g/day * May cause severe postural
hypotension
Special Instructions
» Same as Chlorpromazine, see
page 22
« Patients on large initial doses or
>50 yr should be recumbent when
receiving medication to decrease
the risk of postural hypotension
Pericyazine Initial dose: 75 mg/day PO in divided doses Adverse Reactions
(Periciazine) The larger portion should be administered at | * Same as Chlorpromazine, see
night page 22
May increase dose based on patient response | * Sedation & orthostatic
by 25 mg at wkly intervals hypotension are common
Max dose: 300 mg/day Special Instructions
+ Same as Chlorpromazine, see
page 22
Perphenazine Initial dose: 4-8 mg PO 8 hrly Adverse Reactions
Adjust dose based on patient response up to * Same as Chlorpromazine, see
8-64 mg/day PO divided 6-8 hrly page 22
Max dose: 24 mg/day in outpatients & * Less likely to cause sedation than
64 mg/day in hospitalized patients Chlorpromazine, but EPS are more
common
Special Instructions
» Same as Chlorpromazine, see
page 22

All dosage recommendations are for non-pregnant & non-breastfeeding women,

& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.

Not all products are available or approved for above use in all countries.

Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.cont

Sfor country-specific prescribing information.
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Products listed in the Dosage Guidelines are based on indica
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= Drug Dosage Remarks
2 Phenothiazines (Cont’d)
Prochlorperazine Initial dose: 5-10 mg PO 6-8 hrly or Adverse Reactions

12.5 mg PO 12 hrly x 7 days + Same as Chlorpromazine, see page 22

May increase dose based on patients « Less likely to cause sedation,

response up to 75-100 mg/day PO antimuscarinic effects but EPS are more

Some patients may be maintained on common

lower doses: 25-50 mg/day PO Special Instructions

Short-acting IM: + Same as Chlorpromazine, see page 22

As Prochlorperazine mesilate:

12.5-25 mg IM 8-12 hrly as required

or

As Prochlorperazine edisylate:

10-20 mg IM single dose

May repeat dose 2-4 hrly as required

Thioridazine Maintenance dose for outpatients: Adverse Reactions

50-300 mg/day PO in divided doses » Same as Chlorpromazine, see page 22

Maintenance for inpatients: » Less likely to cause EPS but more

100-600 mg/day PO in divided doses sedating & anticholinergic effects

Max dose: 800 mg/day » Antimuscarinic effects, hypotension,
cardiotoxicity, dose-related prolongation
of QT interval & sexual dysfunction are
more common

» Life-threatening arrhythmias limit its use
» Pigmentary retinopathy is observed in
patients on high dose
Special Instructions
» Same as Chlorpromazine, see page 22
« Use in schizophrenia should be limited
to patients who have failed therapy w/
other antipsychotics
* Start w/ low dose & titrate upwards slowly
* Avoid in patients w/ cardiac disorders,
hypokalemia & electrolytes prior &
during treatment
- Monitor ECG before each dose
increase, 1 wk after max therapeutic
dose & at 6-mth intervals
- Monitor serum electrolytes prior to
treatment & periodically throughout
therapy
Trifluoperazine Initial dose: 2-5 mg PO 12 hrly Adverse Reactions

May gradually increase dose based on | * Same as Chlorpromazine;see page 22

patient response to 15-20 mg/day PO | « Less likely to cause sedation,

Max dose: 40 mg/day PO hypotension, hypothermia or
antimuscarinic effects but EPS are more
common (especially if doses >6 mg/day)

Special Instructions
« Same as Chlorpromazine, see page 22

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.

tions stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mirns.com

for country-specific prescribing information.

B24 © MIMS 2025



=
—
Ll
[
x
o
o
=
=
o
7]

Schizophrenia (25 of 26)

Dosage Guidelines

CONVENTIONAL/1ST GENERATION/TYPICAL ANTIPSYCHOTICS (CONT’D)

Drug Dosage Remarks
Thioxanthenes
Chlorprothixene | 15-50 mg PO 6-8 hrly or Adverse Reactions

25-100 mg IM up to 6 hrly

May increase dose based on patient response
up to:

Maintenance dose: 100-200 mg/day PO
Severe cases: 2600 mg/day PO

» Same as Chlorpromazine, see
page 22

Special Instructions

» Same as Chlorpromazine, see
page 22

Flupentixol Depot formula: Adverse Reactions
(Flupenthixol) Initial test dose: 20 mg IM as a single dose » Same as Chlorpromazine, see page 22
After >7 days, if well-tolerated, follow w/ o Less likely to cause sedation but EPS
20-40 mg IM every 2-4 wk are more common
Shorter dosage intervals or larger doses may be | Special Instructions
administered to some individuals « Same as Chlorpromazine, see
page 22
« Not recommended in states of
overactivity or excitement, including
mania
Tiotixene Initial dose: 2 mg PO 8 hrly or 5 mg PO Adverse Reactions
(Thiothixene) 12 hrly + Same as Chlorpromazine, see

May increase dose gradually based on patient
response to 20-30 mg/day PO

Max dose: 60 mg/day

Short-acting IM: 4 mg IM 6-12 hrly or as
required

Max dose: 30 mg/day

page 22

+ Less likely to cause sedation but EPS
are more common

Special Instructions

» Same as Chlorpromazine, see
page 22

Zuclopenthixol

10-50 mg/day PO

May increase to 75 mg/day PO or more
Maintenance dose: 20-50 mg/day PO
Zuclopenthixol acetate:

Used for the initial treatment of acute
psychoses & for exacerbations of chronic
psychosis

Initial dose: 50-150 mg IM

May repeat every 2-3 days

In some patients, an additional inj may be
needed 24-48 hr after 1st inj

Not more than 4 doses should be given during
the course of treatment

Max dose: 400 mg/course of treatment

For maintenance, may administer oral doses
2-3 days after last IM injection

Zuclopenthixol decanoate (depot formula):
Initial test dose: 100 mg deep IM
Followed after at least a week by
200-500 mg IM every 1-4 wk

Max dose: 600 mg/wk of treatment

Adverse Reactions

» Same as Chlorpromazine, see
page 22

* Less likely to cause sedation but EPS
are more frequent

Special Instructions

¢ Same as Chlorpromazine, see
page 22

* Avoid in patients who are in
apathetic or withdrawn states

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com
for country-specific prescribing information.
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Other Antipsychotics
Clotiapine 10-200 mg PO divided 8-12 hrly Adverse Reactions
(Clothiapine) May increase up to 360 mg/day PO for severe or » Same as Chlorpromazine,
resistant cases see page 22
Chronic schizophrenia: 20-80 mg PO 24 hrly Special Instructions
+ Same as Chlorpromazine,
see page 22
Molindone Initial dose: 50-75 mg/day PO divided 6-8 hrly Adverse Reactions
May increase to 100 mg/day PO divided 6-8 hrly after | * Sameas Chlorpromazine,
3-4 days see page 22
Maintenance dose: 15-225 mg/day PO divided Special Instructions
6-8 hrly  Same as Chlorpromazine,
Max dose: 225 mg/day see page 22

All dosage recommendations are for non-pregnant & non-breastfeeding women,
& non-elderly adults w/ normal renal & hepatic function unless otherwise stated.
Not all products are available or approved for above use in all countries.
Products listed in the Dosage Guidelines are based on indications stated in locally approved product monographs.

Please refer to local product monograph in the latest copy of MIMS or in www.mims.com
for country-specific prescribing information.
Please see the end of this section for the reference list.
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