REPUBLIC OF THE PHILIPPINES
DEPARTMENT OF HEALTH

BUREAU OF FOOD AND DRUGS
Civic Drive, Filinvest Corporate City
Alabang, Muntinlupa City

MALAYA AT WA LLUOD
7 June 2005 A PAMAYANAK

BUREALU CIRCULAR
No. 1l s 2005

Re: Revised Labeling of Selective COX-2 Inhibitor Drugs and NSAIDS

For guidunee snd information of all concerned. BFAD has decided 1o deler the
implementation af PSS Memaes 0322005 and 06-2003,

[he Bureau of Food and Drugs is requesting manufacturers to revise the labels
(PACKAGE INSERTS) of all marketed selective Cyclooxygenase-2 (COX-2) imhibitor
drugs like Celebrex and Arcoxia as well as prescription and over-the-counter (O10)
nonprescription nonsteroidal anti-inflammatory drugs (NSAIDs) Such label thanges
shall include boxed warnings, highlighting potential for risk of cardiovascular events and
the well-described serious potential life-threatening  gastrointestinal (Gl bleeding
associated with their use. The black box warning shall be placed on the first page of the
wisert, alter posology/dosing statements

BFAD would like to emphasize in our request o the manufacturers of OTC
nonprescription NSAIDs 1o revise their labeling to provide more specific information
about aforementioned risks of individual products and remind patients of limited dose
and duration of trearment of these products according o package instrucions. Although.
aspirin (ASA) 15 an NSAID, it is exempted from ts directive ASA 18 a platelet
inhibitor. In clinical studics. ASA has been shown to reduce the risk of cardiovascular
(CV) events like heart attack and stroke. Likewise, Paracetamol is not included since o s
used as antipyretic and analgesic for mild 1 moderate pain

With respect to Celebrex and Arcoxia, we advise the manufaciurers 1o implement the
tollowing actions
(1) Include black boxed warning and contraindications about CV and Gl risks Please
reter to Bureau Circular No, § 82005,
(21 Inform practitioners o use lowest effective dose tor shortest duration  consistent
with individual patient treatment objecuyes
(3 Commit to conduet a long-term study and monitoning 1o assess the salety of
Celebrex and Areaxia
(4) Mandatory Patient Leallet Information
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As 1o the prescniption nonselective NSAIDs, the manufacturers are advised the following
product labeling changes
(11 Boxed warming aboul potential CV events and potentially serious Gl adverse events
(2) Contramdications for use in Coronary Artery Bypass Grall (CABG) operations
f3) Instructions to patients to diseuss with their doctors the risks and benefits of using
NSAIDs and the importance of using the lowest effective dose lor the shortest
duration possible if treatment for NSAID is required,

For OTC NSAIDs, the available data do not suggest increased risk of serious CV events
lar short-term and low dosage use of NSAIDs. Such products are to be allowed 1n the
market provided package inserl revisions are instituted. which include the following:
(1) More specific information about potential OV and G risks
{2} Stronger warnmgs about limiting dese and duration of treatments according to
package mstructions
(3) Warning about potential skin reactions and to stop treatment once itchimess or
rashes occur
{(4) Pubtic intormation through posters in drugstores

Posters and leallets about these products shall be made available in drug outlets.

Hlustrative examples are provided in the following annexes.
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ANNEX A

1. For Selective COX-2 Inhibitors like Celecoxib and Etoricoxib the black boy
warning should contain:

Absolute contraindications:
Not Lo be given 1o those patients who have history of:
s Stroke: cerebrovascular acoident. CVA
¢ Heart attack: Myoeardial infarction. M1
o Coronary artery bypass eraft: CABG
e Uncontrolled hvpertension
o Congestive heart lailure (CHF) NYTIA 11— [\

20 We advise that above waming be placed right after “Dosage and Adminstration”,
preterably in the first page of the insert.

30 Under CALTION/WARNING statement

it

b1y

Cl

dy

&)

COIN-0 & Al
FPC miml

COX-2 inhibitors are not to be given 1o patients with allergy 1o NSAIDs
and those with asthma

Fxereise caution when preseribing Selective COX<2 inhibitors in patients
with ischemic heart disease and those with risk factors [or heart thsease:
hypertension;  hyperlipidemia.  diabetes. smoking and  patients  with
peripheral arterial disease.

Considening association between cardiovascular risk and exposure o
COX-2 inhibitors, doctors are advised to use the lowest clfective dose for
the shortest duration of treatment,

Intake of COX-2 inhibiors should he stopped with appearance ol skin
rash and signs of hypersensitivity,

I not yet instituled, warning stalement should  inelude potential
dastrointestinal (gasteic and liver) and renal 1oxicitics.



ANNEX B

1. For presceription NSAIDs - same black box warning as COX-2 Inhibitors

Absolute contrindications:

Not o be given to those patients who have lustory ol
o Stroke; cerebrovascular aceident, CVA
o Hecart attack: Myocardial infarction, Ml
= (Coronary artery bypass graft; CABG
o Lncontrolled hypertension
o  Congestive heart failure (CHE) NYHA H—IV

2. We advise that above warning be placed right after “Dosage and Administration”,
& =
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3. Incluston of the tollowing warning statement:

a) Contraindication in patients with history of hyperseasitivity o ASA or any
other NSAILDs

by NSAlLDs are contraindhieated in patients with previous or active peplic
wleeration

¢) Use with caution in patients with cardiac. liver and renal disease. Dose
adjustment like using the lowest effective dose and monitoring of renal
and liver lunctions should be instituted
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ANNEX O

POSTER (Lnglish and Tagalog) for OTC NSAIDs with suggested contents

A What 15 NSALD and examples

B NSAIDs can have the following side effects:
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Bleeding stomach uleers, Stop taking NSAID (name) if there 1s burning

stomach pain. black bowel movements or bloody coffee ground vomiling
Liver impairment the signs of which include nausea, vomiting. tiredness,
loss: of appetite. jaundice (vellow coloring of skin and eves) Tu-like

symptoms and dark urine. [f these happen stop taking NSALD

Kidney problems. Stop taking this NSAID if there is worsening of kidnes
prihlen

Fluid retention in the body and swelling Fluid retention may oceur und
potentiadly serious 1f there is high blood pressure or heart lailure

Do not take this medicine if vou are allergic (o aspirin,

Consult vour doctor if vou have:

s [leart problems

e High blood pressure

e Ntomach ulcers or stomach bleeding
= Asthma

e Allergy to aspinm or other NSAID

*  Renal problem

[1 you are pregnant or trving o be pregnant or are hreast feeding - consult your
physwan ar healtheare professional.
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