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REPUBLIC OF SOUTH AFRICA
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Private Bag X828, PRETORIA, 0001 Dr AB Xuma Building1112 Voortrekker Road, Pretoria Townlands 351-JR,
PRETORIA, 0187 Tel (012) 395 8000, Fax (012) 395 8918

Mr E van Zyl

Equity Pharmaceuticals (Pty) Ltd
100 Sovereign Road

Route 21 Corporate Park
Nellmapius Drive

Irene

Pretoria

Dear Mr van Zyl
Section 21 Authorization for ETHAMBUTOL 400MG TABLETS 120°S

Attached, please find the Authorization for exemption under Section 21 of the Medicines and Related
Substances Act by SAHPRA granted for:

e Ethambutol 400mg Tablets 120’s

The quantities for which approval was granted are only estimates based on procurement by
provinces over the last 6 months. Please note that the National Department of Health (NDOH)
cannot guarantee the procurement of these quantities, as NDOH has no control over orders being
placed by provincial depots, and current stock holding might influence estimated quantities.

The following process will be followed to ensure the quality of the product being brought in:

Manufacturer will submit an assay and identification of every batch imported.

An additional assay of every batch will be done by a quality control laboratory.

A random sample will be assayed during the authorized period by a quality control laboratory.

Aggregate statistics to be submitted to NDOH in the first week of each month of all orders

received and quantities supplied per province.

5. The NDOH needs to be advised of the quantities and date of arrival of stocks in terms of this
authorization within 7 days after arrival.

6. The supplier will provide monthly reports, by the 7" of each month, using the attached format of
orders received and issues done.

7. Participating Authorities (PAs) will provide a consolidated close out report of usage using the

attached format on the date when an authorization lapses.
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Section 21 Authorisation re Ethambutol 400mg Tablets 120’s 19062026-1

8. The full quantities imported in terms of this Section 21authorisation must be accounted for.

9. Note that this authorization DOES NOT cover supplies to the private sector.

10. Where this authorization is obtained to provide security of supply due to supply challenges from
the contracted supplier, PAs are requested to buy out against contracted suppliers and ensure
that related orders are cancelled accordingly to prevent overstocking once the contracted
supplier gets back into stock.

It should be noted this authorization applies only for use of the product in the public sector with
estimated usage quantities for a period of one month. The authorization is expected to expire on 14
December 2026.

Table 1: Provincial estimates

Province Six Months Estimate
DCs 0
EC-MT 5000
EC-PE 2000

FS 400
GP 900
KZN 1200
LP 750
MP 144
NC 300
NW 410
- SAMHS 22
WC 800
Total 11 926

Yours sincerely

K $ouccaoode

KHADIJA JAMALOODIEN
CHIEF DIRECTOR: HEALTH PRODUCTS PROCUREMENT
DATE: (4)v) zZ0Z6
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$2100030566

SAHPRA Head Office
Building A, Loftus Park
2nd Floor

South African Kirkness Str
Health Products Arcadia
Regulatory Authority 0083

Section 21 Outcome Letter

2026-06-14

Ms Khadija Jamaloodien

1112 Voortrekker Road
Pretoria
buhle.mbongo@health.gov.za
Dear Ms Khadija Jamaloodien

REQUEST TO USE UNREGISTERED MEDICINE IN TERMS OF SECTION 21 OF THE
MEDICINES AND CONTROLLED SUBSTANCES ACT, 1965 (ACT 101 of 1965):

Your application dated 2026-06-03 refers

A. STATUS: Approved

B. APPLICANT: Ms Khadija Jamaloodien

C. IMPORTING COMPANY: EQUITY PHARMACEUTICAL (PTY) LTD
D. NUMBER OF PATIENT/(S) INTENDED TO BE TREATED: 100

E. UNREGISTERED MEDICINES: GENERIC NAME: No Data

F. TRADE NAME: Ethambutol Hydrochloride 400 mg

G. QUANTITY: 11936 Packs (56 )




$2100030566

SAHPRA Head Office
Building A, Loftus Park
2nd Floor

South African Kirkness Str
Health Products Arcadia
Regulatory Authority 0083

H. LETTER NUMBER: S2100030566

Section 21 authorization letters are valid for a period of 6 months from the letter date,
unless otherwise specified.

A progress report must be submitted once treatment is completed or on a
reauthorization request

Comments:

Yours faithfully,

Dr Shyamli Munbodh

Manager: Section 21 Category A Medicines

Ms Mahlodi Moropa

Final Approver
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Department: 2030

Heaith
REPUBLIC OF SOUTH AFRICA

Private Bag X828, PRETORIA, 0001 Dr AB Xuma Building1112 Voortrekker Road, Pretoria Townlands 351-JR, PRETORIA,
0187 Tel (012) 395 8000, Fax (012) 395 8918

REQUEST FO TATION FORM

e Instruction to complete this Request for Quotation (RF
PLEASE PROVIDE A QUOTE FOR THE FOLLOWING PRODUCT(S).
PLEASE QUOTE ON THIS RFQ FORM AND ATTACH YOUR QUOTE WITH THE REQUESTED DETAILS.
THE SECTIONS HIGHLIGHTED IN YELLOW MUST BE COMPLETED BY THE SUPPLIER.

e THIS DOES NOT CONSTITUTE ANY OBLIGATION TO PROCURE THE ITEM AS THIS WILL BE SUBMITTED FOR CONSIDERATION
TO PROVINCIAL PROCUREMENT UNITS TO SERVE AS A BUY OUT AGAINST CURRENT NON -COMPLIANT SUPPLIERS.

ONLY RESPONSES FROM DULY REGISTERED SUPPLIERS WILL BE EVALUATED

REFERENCE NUMBER: NORMAL SECTION 21 X S21RFQ177/2026
QUOTE ENQUIRY DATE 19/05/2026 | QUOTE CLOSING DATE 29/05/2026
FOR CRITICAL DELIVERY, DELIVERY REQUESTED ON/BEFORE
(SCM Practitioner to Specify if applicable)
REQUESTING INSTITUTION CONTACT DETAIL
NAME OF REQUESTOR Anzelde Willemse
EMAIL ADDRESS anzelde.willemse @health.gov.za
PHONE No. 066 261 4234 | FAX No. [ N/A
PRODUCT INFORMATION
DESCRIPTION PER MPC Ethambutol; 400mg; Tablet; 28 Tablets
TRADE DESCRIPTION Combutol (Ethambutol) 400mg tablets
UNIT OF MEASURE Packs | PACK or BOX (5I126/ QUANTITY) | 120 Tablets
QUANTITY REQUIRED 11 926

TO BE COMPLETED BY THE SUPPLIER/ SERVICE PROVIDER
PP T, ETAILS (as per CS
DID YOU BID ITEM FOR .
TENDER YES NO | X IFNO, WHY | Section 21
COMPANY NAME Equity Pharmaceuticals
SUPPLIER NUMBER MAAAQ007480
SECURITY CODE
SUPPLIER CODE (NDoH)
NAME Ehrard van Zyl
P 0 174 FA 123451412
CONTACT PERSON 1 HONE L2asTa7 2 ¢
MOBILE 072 040 8511
E-MAIL ehrard@equitypharma.co.za
NAME Hannes Strydom
CONTACT PERSON 2
PHONE 012 345 1747

#
Request for Quotation Template 11052026 Page 1




MOBILE 082 616 1954

E-MAIL hannes@equitypharma.co.za

UOTE DETAILS

PRICE PER UNIT (INCL. VAT) R 106.95 TOTAL PRICE (INCL. DELIVERY & VAT) R 297 534.90

VOLUMES AVAILABLE -

14DAYS 2782 packs of 120’s = 333 840 tablets

VOLUMES AVAILABLE -
21DAYS

VOLUMES AVAILABLE -
28DAYS

VOLUMES AVAILABLE -
35DAYS

VOLUMES AVAILABLE -
42DAYS

VOLUMES AVAILABLE —-
49DAYS

VOLUMES AVAILABLE -
56DAYS

VOLUMES AVAILABLE -
112DAYS

QUOTE VALIDITY PERIOD

NORMAL LEAD/DELIVERY
TIME

DEVIATION TO SPECIFICATION

COMMENTS: Quote requested for packs of 28's. As per quote, Equity Pharmaceuticals can supply packs of 120°s

Quote requested for 11 926 packs of 28’s = 333 928 tablets

Quoted for 2782 packs of 120's = 333 840 tablets

DECLARATION BY SUPPLIER

I hereby declare that in submitting this bid, there has been no consultation, communication, agreement or
arrangement with any competitor/supplier regarding the price, quality, quantity, specifications and conditions or
delivery particulars of the products or services to which this bid invitation relates.

NAME Ehrard van Zyl

CAPACITY Business Unit Manager: Specialist Medicine

SIGNATURE

(OF A DULY AUTHORISED REPRESENTATIVE

OF THE SUPPLIER)

DATE 29/05/2026
PROVINCIAL ESTIMATES

Province Six Months Estimate

DCS 0

EC-MT 5 000

EC-PE 2 000

FS 400

GP 900 -

KZN 1200

LP 750

e e s s |
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MP 144
NC 300
NW 410
SAMHS 22
wc 800
Please submit quotations to anzelde.willemse@health.gov.za

Please ensure that you include the following as part of the Quotation:

Delivery Time {Weeks)

Price (Vat Inclusive)

Generic Name

Trade Name

Quotation on Official Company Letterhead
Central Supplier Database Summary Report (CSD)
Medicine Registration Certificate (Only for Locally Registered Products)
*Artwork/Labelling

*Package Insert: (Please attach)

*Manufacturer Certificate: {Please attach)
*Country of Origin: (Please indicate)

*Additional items required when submitting a quote for a Section 21 Item (Unregistered Medicine)
All of the above is required to expedite the process in considering the quotation.

Please SUBMIT COMPLETED RFQ FORM AND QUOTATIONS ON AN OFFICIAL COMPANY LETTERHEAD

The supplier submitting the quotation must be the same entity which the provinces will place
their orders

The size of each individual attachment must not be more than 2MB (you may attach multiple files
in one email but collectively they should not be more than 2MB in size).

Please ensure that you provide all prescribed documentation that is outlined on page two of this
RFQ.

The confirmation letter from manufacturer to Supply South Africa with Bivalent oral Poliomyelitis
Vaccine (bOPV) must be provided ( only in cases of Bivalent oral Poliomyelitis Vaccine RFQ)
Kindly be advised that a picture format of an Artwork shall not be accepted. Artwork must be in
pdf or word format only.

All prices must please be submitted in two decimals and in ZAR.

If submitting more than one quotation, please make sure that your subject line includes e.g., 1 of
2 or 1of 3 etc.

Any submission with missing documentation shall not be considered.

Any submission with blurry relevant documents shall not be considered.

The only electronic GMP Certificate considered is that from EUDRA

CSD must be updated for the current month of the RFQ date.

Email subject line for responses with quotes must be kept unchanged from the originally sent
RFQ email.

Please SUBMIT COMPLETED RFQ FORM AND QUOTATIONS ON AN OFFICIAL COMPANY LETTERHEAD

e
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EquITY

PEARMACEUTICALS
29/05/2026
Equity Pharmaceuticals (Pty) Ltd.
1997/009942/07
. +2712 3451747
National Department of Health & +2712 3451412

= equity@equitypharma.co.za
Directorate: Affordable Medicines
www.clinigengroup.com

. ) www.equitypharma.co.za
E-mail: anzelde.willemse @health.gov.za ——

Attention: Ms Anzelde Willemse

Dear A Willemse

Re: Reguest for guotation — Ethambutol 400mg tablets — Section 21 Supply

Trust you are well. Please find below our quotation for Combutol (Ethambutol) 400mg, supplied under section 21

terms.
e  Quantity: 2782 packs
e Delivery Time {(Weeks): 2 weeks
e  Price {VatInclusive): R 106.95 incl. vat per pack of 120’s
e  Generic Name: Ethambutol 400mg
e Trade Name: Combutol (Ethambutol) 400mg
e  Packaging: 1 x120 tablets
e Specifications: Each tablet containing 400mg Ethambutol Hydrochloride
o  Shelf Life: 36 months
e  Package Insert: Please find attached
e  Manufacturer: Lupin Limited.
e  Country of Origin: India

Please note that the immediate availability of the product is conditioned on the manufacturer receiving notice of our
order as soon as possible, Unfortunately, the stock cannot be reserved for our purposes for too long.

We look forward to your response.

Please contact me if you require any additional information.

Kind Regards

A CLINIGEN COMPANY




EQuITY

PHARMACEDTICALS

29/05/2026

Equity Pharmaceuticals (Pty) Ltd.

1997/009942/07

L +27123451747
QUOTATION # 20260529 & +2712 345 1412

¥ equity@equitypharma.co.za
TO: National Department of Health www.clinigengroup.com

www.equitypharma.cc.za
TEL : 066 261 4234

FAX :
Emaill : anzelde.willemse@health.gov.za
CONTACT PERSON / PATIENT : Anzelde Willemse

NB IMPORTED AND SUPPLIED UNDER SECTION 21 TERMS

PRODUCT DESCRIPTION PACK QUANTITY | PRICE EXCL TOTAL INCL
CODE SIZE
COMB400 | Combutol (Ethambutol) 400mg tablets | 120 tabs 1 pack R 93.00 R 106.95

2782 packs | R 258 726.00 R 297 5§34.90

2782 packs | R 258 726.00 R 297 534.90

Valid for 180 days

Employee Signature:

i

Date: __ o2 ?/05’/.’202 é

Approved by: Ehrard van Zyl

A CLINIGEN COMPARY




Ethambutol hydrochloride 400mg WHOPAR Part 4
tablets (Lupin Ltd), TB177

December 2023

WHO-PQ RECOMMENDED
SUMMARY OF PRODUCT CHARACTERISTICS

This summary of product characteristics focuses on uses of the medicine covered by WHO's Prequalification

Team - Medicines. The recommendations for use are based on WHO guidelines and on information from
stringent regulatory authorities.”

The medicine may be authorised for additional or different uses by national medicines regulatory authorities.

“https://extranet.who.int/prequal/sites/default/files/document_files/75%20SRA%20clarification Feb2017 newtempl.pdf
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

1. NAME OF THE MEDICINAL PRODUCT
[TB177 trade name]t

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film coated tablet contains ethambutol hydrochloride 400 mg
Each tablet also contains 0.248 mg of lake of sunset yellow.

For a full list of excipients see section 6.1

3. PHARMACEUTICAL FORM
Film-coated tablets.

Light orange, round, film-coated tablets. They are biconvex (rounded on top and bottom) with a flat edge.
The tablets are plain on both sides.

The tablet should not be divided.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

[TB177 trade name] is indicated in combination with other tuberculosis medicines for the treatment of
tuberculosis due to Mycobacterium tuberculosis including in regimens for drug-resistant tuberculosis.

Treatment regimens should follow the most recent WHO treatment guidelines, supplemented by other
authoritative guidelines.

4.2 Posology and method of administration

Posology

[TB177 trade name] is always given in combination with other tuberculosis medicines, according to the
selected regimen. Official national or international guidelines, e.g. WHO guidelines should be consulted for
selecting the regimen and the duration of treatment.

Drug-susceptible tuberculosis

Adults and adolescents weighing over 30 kg
A fixed-dose combination product should be used when possible. [TB177 trade name] should be used only if
a fixed-dose combination product is not available or is not suitable.

The dose of ethambutol depends on the patient’s weight and is around 15-25 mg/kg once daily.
Recommended doses of [TB177 trade name] for treating drug-susceptible tuberculosis are shown below:

Patient’s weight Dose as 400-mg tablets | Dose in mg

30 kg to less than 35 kg | 2 tablets once daily 800 mg once daily
35 kg to less than 65 kg | 3 tablets once daily 1200 mg once daily
65 kg or more 4 tablets once daily 1600 mg once daily

 Trade names are not prequalified by WHO. This is the national medicines regulatory agency’s responsibility.
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

Children and adolescents weighing less than 30 kg

For patients weighing less than 30 kg, formulations containing lower amounts of ethambutol are more
suitable.

If a suitable strength of ethambutol tablets is not available, an extemporaneous preparation of [TB177 trade
name] may be used, but the bioavailability of such a preparation is uncertain. See section 6.6 for
extemporaneous preparation of mixture for children.

Recommended doses of ethambutol for treating children and adolescents with drug-susceptible tuberculosis
are shown below:

Patient’s weight Dose in mg

4 kg to less than 8 kg 100 mg once daily
8 kg to less than 12 kg | 200 mg once daily
12 kg to less than 16 kg | 300 mg once daily
16 kg to less than 25 kg | 400 mg once daily
25 kg to less than 30 kg | 600 mg once daily

Drug-resistant tuberculosis
Adults and adolescents weighing over 30 kg

The dose of ethambutol depends on the patient’s weight and is around 15-25 mg/kg once daily.
Recommended doses of [TB177 trade name] for treating drug-resistant tuberculosis are shown below:

Patient’s weight Dose as 400-mg tablets | Dose in mg

30 kg to less than 46 kg | 2 tablets once daily 800 mg once daily
46 kg to less than 70 kg | 3 tablets once daily 1200 mg once daily
70 kg or more 4 tablets once daily 1600 mg once daily

Children and adolescents weighing less than 30 kg

For patients weighing less than 30 kg, formulations containing lower amounts of ethambutol are more
suitable.

If a suitable strength of ethambutol tablets is not available, an extemporaneous preparation of [TB177 trade
name] may be used, but the bioavailability of such a preparation is uncertain. See section 6.6 for
extemporaneous preparation of mixture for children.

Recommended doses of [TB177 trade name] for treating children and adolescents with drug-resistant
tuberculosis are shown below:

Patient’s weight Dose in mg

3 kg to less than 5 kg 60 mg once daily
5 kg to less than 7 kg 120 mg once daily
7 kg to less than 10 kg | 160 mg once daily
10 kg to less than 16 kg | 240 mg once daily
16 kg to less than 24 kg | 400 mg once daily
24 kg to less than 30 kg | 600 mg once daily

Page 3 of 11



Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

Renal impairment

If the patient’s creatinine clearance is less than 30 mL/minute, the dosing frequency of the relevant weight-
based ethambutol dose should be reduced from once a day to three times a week. Plasma ethambutol
concentration should be monitored.

Missed doses and vomiting after a dose
It is important that the patient takes the medicine regularly as prescribed. Missing doses can increase the risk
of resistance to [TB177 trade name] and reduce its effectiveness.

The patient should take a missed dose if it was due less than 12 hours ago. If more than 12 hours have passed
since the dose was due, the patient should omit the missed dose and take the next scheduled dose at the usual
time. The patient should not take a double dose.

If the patient vomits within 1 hour of taking [TB177 trade name], the patient should take an extra dose. If the
patient vomits more than an hour after taking the dose, no extra dose is needed, and the patient should take
the next dose as usual when it is due.

Method of administration
[TB177 trade name] can be taken with food or between meals. It should be swallowed with water.

[TB177 trade name] may be made into a mixture with water if the patient cannot swallow tablets. Each tablet
should be mixed with at least 10 mL water in a bowl or a cup.

The mixture should be swirled or stirred to mix the tablets completely. The patient should drink all the
mixture. The container should then be rinsed with more water and the patient should drink this also to ensure
that the whole dose is taken.

For instructions on preparing an extemporaneous formulation for children, see section 6.6.

4.3 Contraindications

Hypersensitivity to ethambutol or to any of the excipients of [TB177 trade name].
e Patients with optic neuritis or severe visual problems unless clinical judgement determines that
ethambutol may be used.

4.4 Special warnings and precautions for use

Renal impairment
Toxic effects are more common if renal function is impaired. In particular, visual acuity should be monitored

more closely in these patients. For dose adjustment in patients with creatinine clearance of less than
30 mL/minute, see section 4.2.

Visual impairment

Ethambutol can cause ocular toxicity and patients should be advised to report any eye problems such as
vision changes, blurring, colour blindness, trouble seeing, or eye pain.

An ophthalmic examination is recommended before starting treatment and monthly during treatment. It
should include testing for visual acuity, colour discrimination, and field of vision. Each eye must be tested
separately and both eyes tested together. For patients with visual defects or renal insufficiency ophthalmic
examination should be more frequent.

Patients who cannot report changes to their vision should be monitored closely for deterioration during
treatment with ethambutol. In young children and those with communication difficulties, parents or other
family members should be given advice about the need to report visual side effects.

Ethambutol should be stopped immediately if vision is impaired.
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

Hepatic impairment
Liver function tests should be performed in patients who develop symptoms suggestive of hepatitis or who
become generally unwell during treatment.

Excipients of [TB177 trade name]

[TB177 trade name] contains lake of Sunset Yellow. Sunset Yellow may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Aluminium hydroxide reduces the absorption of ethambutol. Therefore, if therapy for excess stomach acid is
required, acid-suppressing drugs or antacids that do not contain aluminium hydroxide should be used during
ethambutol therapy.

4.6 Fertility, pregnancy and breastfeeding
Pregnancy

[TB177 trade name] can be used during pregnancy as part of a combination regimen to treat tuberculosis.

Ethambutol does not pose any additional risks to the patient or fetus. Tuberculosis can be particularly
dangerous in pregnancy and should be managed with effective treatment. Close monitoring during pregnancy
will allow any concerns to be managed promptly.

Breastfeeding

Ethambutol passes into breast milk. However, adverse effects in children breast-fed by women taking
ethambutol have not been reported and it may be used during breastfeeding.

Fertility
There are no data on ethambutol’s effects on fertility.
4.7 Effects on ability to drive and use machines

Patients should not drive or operate machinery if affected by visual disturbances or side effects such as
numbness, paraesthesia, dizziness and disorientation.

4.8 Undesirable effects

The most important adverse reactions of ethambutol is retrobulbar neuritis with reduced visual acuity.

Adverse events considered at least possibly related to ethambutol are listed below. Frequencies are defined
as very common (up to 1 in 10), common (between 1 in 100 and 1 in 10), uncommon (between 1 in 1000 and
1 in 100), rare (between 1 in 10 000 and 1 in 1000), very rare (less than 1 in 10 000), and ‘not known’.

Nervous system disorders

Rare peripheral neuritis, peripheral neuropathy, paraesthesia (especially in the extremities),
numbness
Very rare disorientation, dizziness, headache
Eye disorders
Uncommon optic neuritis (decreased visual acuity, loss of vision, scotoma, colour blindness, visual

disturbance, visual field defect, eye pain)

Psychiatric disorders

Very rare mental confusion and hallucination
Gastrointestinal disorders

Not known nausea, vomiting, anorexia, flatulence, abdominal pain, diarrhoea, metallic taste, anorexia
Hepatobiliary disorders

Very rare hepatic failure
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

Not known hepatitis, jaundice, increase in liver enzymes
Renal and urinary disorders

Very rare nephrotoxicity including interstitial nephritis
Blood and lymphatic systems disorders

Rare thrombocytopenia,
Very rare leucopenia, neutropenia

Respiratory, thoracic and mediastinal disorders
Very rare pneumonitis, pulmonary infiltrates, with or without eosinophilia
Metabolism and nutrition disorders

Uncommon hyperuricaemia
Very rare gout

Immune system disorders

Very rare hypersensitivity, anaphylactoid reactions (see also *Skin and subcutaneous tissue
disorders’)

Skin and subcutaneous tissue disorders

Rare rash, pruritus, urticaria

Very rare photosensitive lichenoid eruptions, bullous dermatitis, Stevens-Johnson syndrome,
epidermal necrolysis

Musculoskeletal and connective tissue disorders
Very rare joint pains
General disorders

Very rare Malaise, pyrexia

Reporting of suspected adverse reactions

Health care providers are asked to report adverse reactions that may be linked to a medicine, to the marketing
authorisation holder, or, if available, to the national reporting system. Reports of suspected adverse reactions
to a medicine are important for the monitoring of the medicine’s benefits and risks. To report SUSPECTED
ADVERSE REACTIONS: dsrm@lupin.com

4.9 Overdose

Symptoms
Gastrointestinal disturbances, vomiting, fever, headache, anorexia, dizziness, hallucinations and visual
disturbances

Treatment

There is no specific antidote and treatment is supportive. Gastric lavage may be of value if started within a
few minutes of ingestion.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antimycobacterial (other drugs for treatment of tuberculosis).
ATC code: JO4AK02

Mechanism of action

Ethambutol at the recommended doses is bacteriostatic. It has very little sterilising activity. Its mechanism of
action is not known, but it is thought to inhibit cell wall synthesis by preventing the incorporation of mycolic
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

acids; this stops cell multiplication and can lead to cell death. Ethambutol is only active against bacteria
undergoing cell division.

Ethambutol is active against virtually all strains of Mycobacterium tuberculosis and M. bovis and is also
active against other mycobacteria such as M. kansasii. When used alone for treatment of tuberculosis,
tubercle bacilli from these patients developed resistance to ethambutol. The development of resistance is
unpredictable and may occur in a step-like manner. No cross-resistance between ethambutol and other
antituberculosis agents has been reported. Ethambutol delays or prevents the emergence of mycobacterial
resistance when it is used with other antituberculosis drugs.

5.2 Pharmacokinetic properties

The absorption characteristics of [TB177 trade name] have been determined after administration of one
[TB177 trade name] in healthy volunteers in the fasting state as follows:

Pharmacokinetic variable Arithmetic mean value + standard
deviation
Ethambutol

Maximum concentration (Cmax) 0.97.+£0.327 ng/mL

Area under the curve (AUCo—), a measure of the 6.04 + 1.73 pg- h/mL

extent of absorption

Time to attain maximum concentration (tmax) 4.8 £ 2.0 hours

Pharmacokinetics of ethambutol

Absorption

Oral bioavailability 70—-80%
Food effect None
Distribution

Volume of distribution 20L
(mean)

Plasma protein binding in 10-40%

vitro
Tissue distribution Relatively low concentrations distributed to CSF
Metabolism
Hepatic
Elimination
Elimination half life 3-4h
1(\5713) systemic clearance 41 L/h
% of dose excreted in urine 60—80%

% of dose excreted in faeces 20%

Special populations
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Ethambutol hydrochloride 400mg WHOPAR Part 4 December 2023
tablets (Lupin Ltd), TB177

Half-life is increased up to 8 hours in cases of renal impairment. Ethambutol is not removed from the blood
by haemodialysis.
53 Preclinical safety data

Non-clinical data reveal no special hazard for humans at recommended doses based on conventional studies
of safety pharmacology, repeated-dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core tablet: Colloidal silicon dioxide,
magnesium stearate,
maize starch,
povidone k-30 and
purified talc

Film coat: Ethylcellulose,
hypromellose,
lake of Sunset Yellow,
polyethylene glycol 4000,
propylene glycol,
purified talc and

titanium dioxide.

6.2 Incompatibilities

Not applicable.

6.3 Shelf life
60 months

6.4 Special precautions for storage

Do not store above 30°C. Store in a dry place.

6.5 Nature and contents of container

Plastic on Plastic and aluminium blisters (PVC-PVDC/Aluminium blisters)
Blister of 10 tablets. Such 10 blisters are packed in carton along with pack insert.
Blister of 28 tablets. Such 24 blisters are packed in carton along with pack insert.
6.6 Special precautions for disposal and other handling

No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.
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Ethambutol hydrochloride 400mg

WHOPAR Part 4 December 2023

tablets (Lupin Ltd), TB177

Preparation and administration - extemporaneous formulation for children

The following are needed for extemporaneous preparation:

e [TB177 trade name] — either one or two tablets, according to the dose, see table below

e Cool drinking water

e Two small, clean, dry bowls

e 10-mL oral syringe

¢ Small amount of flavoured liquid or semi-solid food to mask the medicine’s taste
Instructions

1.

For a dose of up to 400 mg, one 400-mg tablet (or for a dose exceeding 400 mg, two 400-mg tablets)
should be placed in a small bowl.

2. For each tablet, 10 mL of drinking water (measured with an oral syringe) should be added to the bowl
and the contents swirled or stirred until the tablet has disintegrated completely.

3. Using an oral syringe, a proportion of the mixture should be withdrawn according to the child’s dose
(see table below). Throw away the mixture that remains in the bowl.

4. Using another clean bowl, the withdrawn mixture may be mixed with more liquid or with semi-solid
food to improve palatability.

5. The patient may then receive a small amount of milk or liquid to help remove the aftertaste

6. The entire mixture should be given immediately to the patient and any residue in the bowl should be

rinsed with further water, which the patient should drink.

Dose of extemporaneously prepared liquid — see section 4.2 for recommended weight-based doses

Recommended Mixture to be prepared Dose of mixture to
dose in mg give to the child
60 mg once daily One 400-mg tablet dispersed in 10 mL 1.5 mL once daily
100 mg once daily 2.5 mL once daily

120 mg once daily

3 mL once daily

160 mg once daily 4 mL once daily
200 mg once daily 5 mL once daily
240 mg once daily 6 mL once daily
300 mg once daily 7.5 mL once daily
400 mg once daily! 10 mL once daily
600 mg once daily | Two 400-mg tablets dispersed in 20 mL 15 mL once daily

1. For the 400-mg dose, it is preferable for the patient to swallow the 400-mg tablet,

7.

rather than mixing it with water.

SUPPLIER

Lupin Limited

Kalpataru Inspire

3rd Floor, Off Western Express Highway
Santacruz (East)

400055 Mumbai

India
Tel. : +91 22 66402323
Fax.: +91 22 266408128
E-mail: globaltb@lupin.com
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