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1. INTRODUCTION

This is an application to change the legal status of carbocisteine to permit Pharmacy sale -

“for 3 products, and ‘
. (Annex I) The currently licensed mdlca‘uons for the

_products as Prescription only medicines are:- » :

- agent Jor the adjunctive therapy of respzratory tract dlsorders
. characterised by excessive or viscous sputum

- (Further qualified for and - mcludmg suppuratzve
otitis medla (glue ear) and chronlc obstructlve airway dlsease ")

The company wish to make the products additionally avarlable for thnacy sale with the
licensed indications:- ! |

'- reduces the viscosity of mucus, helping expectoration. Recommended
Jor the treatment of conditions of the respiratory tract (chest, throat, airways)
where loosemng of mucus is required such as in chesty coughs including those

- associated with bronchitic conditions.” : :

(Bronchmc condltlons not 1ncluded for_)

No change is requested in the licensed dose Le. '

: Adults - Initially 2250 mg daily
' Maintenance 1500mg daily

Children - - 20mg/kg/day.

- The applications are supported by a review of the efficacy and safety data a\'/ailab'le,
which is however largely restricted to adjunctive therapy in the treatment of chronic
bronchitis/chronic obstructive airways disease. : '

2. BACKGROUND

Carbocisteine is currently included on the POM order. Although available for use since
1956, it was first licensed in'the UK in 1972 as .
-) This is the first application to request a change in the legal status for
carbocisteine from Prescription Only Medicine to a Pharmacy Medicine. Other mucolytrc
agents such as acetylcysteine are also currently POM. Other expectorants such as -
guiaphenesin, which has a different mode of action from carbocisteine, are GSL.
~ Carbocisteine is available as an "over-the-counter” medicine in-other EEC member states,
including Ireland, Germany and the Netherlands.




3.

PHARMACEUTICAL ASSESSMENT

The apphcatlons are variations to granted lrcences and there are no quality i issues of

© concern.

Label and Leaflets

The proposed labels and leaflets are satrsfactory, subject to approval of the Pharmacy
. avarlablllty and resolution of the followmg queries: .

4.1
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‘probably no better then inhalations of steam or menthol."

3.1 - Product Names - Suitable names should be proposed to drfferentrate
" between the P and POM products

32 Labels - Where appropriate, these should state the sodium content; that the .
- product contains lactose . in the case of the[|
parahydroxybenzoic acid (salts and esters) and sucrose. :

MEDICAL ASSESSMENT
~ Medical Backgrouhd o

"Mucolytics are often presented to facilitate expectoration by reducing sputum '

viscosity in chronic asthma and bronchitis. Few patients, however, have been-
shown to derive much benefit from them although they do render sputum less

“viscid" (BNF Number 30, September 1995 - Annex 2(a)).

~ "Various compounds have been reported to act as expectorants, but there is little

incidence that any of them is of any practical value... Mucolytic expectorants
supposedly act by decreasing sputum viscosity. Although they can certainly be -
shown to have that effect (in-vitro), their efficacy is unproven, and they are =~

pg.302 - Annex 2(b))

| further comments. "The place of carbocisteine in clinical practice
has not been ﬁrmly established and the case for its use is "not proven". This is
reflected in its no longer being available on a British National Health Service
prescription - except for patients under the age of 18 years who have airways
disease_ or damage which has required tracheotomy.". ‘(Annex 2(c)).

The assessors' therefore conclude that the therapeutlc utlllty of mucolytlcs in

general and of carboclsteme speclfically, remains ill deﬁned
Pharmacology

Acetylcysteine decreases the viscosity of sputurh by splitting the disulphide bonds
of glycoprotein chains. Carbocisteine is a derivative in which the disulphide
group is blocked by a carboxylic acid residue. It may be only partly, if at all,
directly mucolytic, and its major action is thought to be on the metabolism of
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‘mucus-producing cells. The mucus produced has an increased sialomucin content

and a reduced fucomucin content. Sialomucins influence the rheological -

properties of mucus and may also, through inhibition of kinins, reduce or prevent

bronchial inflammation and bronchospasm.

- Pharmacokinetics

Carboclsteme is promptly absorbed after oral administration and the k1net1cs fita
one-compartment open model. Peak concentration is reached at 1.09 hours for
syrup preparations and 1.70 hours for capsules The plasma half-life is estimated
at 1.33 hours and the apparent volume of distribution is 60.4 hours

~Efficacy

Clinical Pharmacology Studies

Four cllmcal pharmacology studies are cited by the Cllmcal Expert in support of -

the effect of carbocisteine treatment on mucociliary clearance in the proposed non-
prescription indication, although all were conducted in patients with chronic lung -
disease.  (Table I, pg 10, Clinical Expert Report - Annex III). ' :

Two of the studies failed to show a treatment effect. Only the Todisco study in
COAD (n=10, 6 with Ca bronchus) demonstrated significantly improved '
mucociliary clearance, but at a dose cons1derably in excess of the initial licensed -
dose of 2.25gms, when administered for 15 days. Stratification of the Kohler
study (n=18) demonstrated improved clearance in the sub-group with poor

- clearance at baseline. (The daily dose was low (1.125g) however.)

442

- The assessors note that no consnstent effect was demonstrable at 7 days or less

(the potential target population for the proposed 'chesty cough indication'),
the verification of low initial mucociliary clearance would require hospital

.diagnosis, and no studies have been conducted in patients with acute

respiratory illness relevant to the proposed Pharmacy indications.

Clinical Studies in Adults

The applicant has identified and summarised 29 controlled clinical studies among
their unpublished studies and from the published literature (including the 4 clinical

pharmacology studies above), involving 1214 patients, 656 of whom received
-carbocisteine treatment. The clinical expert refers to the fact that 28 of these

~ studies demonstrated a beneficial effect in some or all of the parameters evaluated,

and is consistent with efficacy in the currently llcensed indications. (Annex III,

- pgll):

N The clinical expert argues that "the beneficial effects of carbocisteine in relieving

the symptoms of productive cough are useful whether the cause of the cough is -



chronic bronchitis or a more acute condition such as the common cold (Annex III
pg. 9). This extrapolation may well not be justifiable, and the reference to the
common cold may in particular be inappropriate and suggests a potential for
‘misuse if the indication requested was approved.

The clinical expert further identiﬁes and lists in Table 1I, 10 of those studies as
being "the best reported of the double blind studies" and the assessors therefore
_conclude that the remainder provide little data of adequate standard.

Al the "best reported studies" included only patients with chronic _
obstructive airways dlsease,' bronchiectasis or chronic asthma. They are of
~ limited relevance to the requested indication. The assessors' further note that
 differential clinical benefit was supported by objectlve lung function tests in
" only 3 studles : :

443 Clinical Studies in Children

The clinical expert states that efficacy in children with respiratory disease has been
~ less extensively studied than in adults. Eight trials were identified involving 389
children in total (Table III pg. 15/16- Annex III). Only one study was a
randomised double-blind controlled study (vs. placebo) and this utilised a
30mg/kg dosage regimen, which is considerably in excess of the licensed dose of
- 20mg/kg. Nevertheless 'ease of expectoration' and overall clmlcal evaluauon
_ were superior to placebo : :

Only 'supportive' evidence of efficacy in children is at'ailable.
45  Safety

451 Clinical Trials in Adults

Documented adverse event data are available from 22 studies involving 548
patients who received carbocisteine and 323 patients who received placebo, and
are summarised in Table IV, pg. 18 - Annex III." It should be noted that the age
range is quoted as 40 to 80 years (no mean) and treatment duration varled from 4
days to 6 months ‘

The 1nc1dence of adverse events reported was lower on carboc1ste1ne (6.4%) than _
that on placebo (9.3%) and in both groups were most frequently minor
.gastrointestinal disturbances. Attribution was confounded by concomltant therapy
with antibiotics or cortico-steroids. :

There were few serious adverse events (atrial fibrillation and acute heart failure in
2 carbocisteine patients, and status asthmaticus in one placebo patient) and were
considered not unexpected in the age group and with the disease history of the
patients being treated. Only occasional minor and clinically ms1gmﬁcant
- laboratory abnormalities were reported, and where recorded there were no effects
. on ECG, blood pressure or heart rate. '



* An additional large open general practice studyl in Germany, invol\ring 340

. patients, of whom interestingly 14 received carbocisteine 2.25g daily as
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monotherapy for up to 14 or 21 days. Side-effects were reported in 20 patients
(5.9%), again most commonly gastralgla only 3 of whom received carbocrsteme
alone (Table VII, pg. 20 - Annex III). - '

’ Clinic_al Studies in Children

There were only 4 isolated repbrts of minor adverse events from an exposed
population of 272 patients, 126 (44%) of whom were 5 years old or less.

. (TableVIIL, pg. 21 - Annex II).
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: Three potential interactions were repo’rted:

Spontaneous Reports of Suspected Adverse Reactions

There are 119 reports of 153 suspected adverse reactions on the ADROIT database-
up to 6 October 1995, and no new ADR's have been reported since tabulation and =

review of the reports by the Clinical Expert in April of this year. (Table IX, pg.

, 22 Annex III UK DAP 6.10.95 - Annex IV).

- Skin and sub-cutaneous tissue disorders were most frequently reported (42%),

most commonly rashes (31) or urticaria/angioedema (18). Gastrointestinal
disorders account for 15% of reactions, including 4 cases of bleeding. .
Concomitant medication, pamcula.rly antlblotlcs was frequent None of the
reactions were fatal

reported increased
somnolence when carbocisteine was prescribed for 3 days for a 64 year old
receiving phenobarbitone: reported hallucinations occurring for

“one day in a 67 year female receiving acyclovir, folic acid, aludrox, naproxen,

alfacalcidol and buprenorphine: describes a 9 year old who
suffered a recurrence of convulsions previously well controlled on carbamazepine
for six weeks and in whom a positive rechallenge was demonstrated.

have been

The Company estimate that 2.9 million prescriptions for

written since 1980. The reporting rate for all carbocisteine products is therefore

~ not more than 0.003% overall, and 0.0001% for serious gastrointestinal events.

The Company also note however that the overall reportlng rate for chlldren was .
sornewhat hrgher (0.01%). : '

There is one forergn suspected ADR report on the ADROIT database -

. This’is a complex and confounded case report from Japan, occurrmg in -
an 18 year old male who was treated with cefadronil, cefpodoxime, naproxen,
mequitazine and carbocisteine for a respiratory tract infection and developed
Stevens-Johnson syndrome, disseminated intravascular coagulation and fatal

" multiple organ failure. The Company briefly refer to 2 further reports from -

Germany, including one of gastrointestinal symptoms and one of dyspnoea.
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. The assessors note that the Spontaneous Reporting Rate is low, and that no

serious and unexpected adverse reactions have been reported. Gastric upset
appears to be the most consistently reported adverse effect. No safety
concerns emerge from these data. -

Safety in Overdose

The clinical expert reports that the Medical Toxicology Unit of Guy's and St
Thomas' Hospital Trust indicates. that was involved in 46 cases of

overdose, 38 of which were asymptomatic. Symptoms reported included

vomiting, abdominal pain, hysteria/aggression following ingestion of 20 capsules
drowsiness which in one case followed ingestion of 100ml syrup, and tachycardia.

" The Medical Toxicology Unit concluded that carboc1steme has a low order of

toxicity in acute overdosage

Other Safety Considerations

There are no known clinically important drug interactions with- One

- safety study was however conducted by Domshke et al (Acta Hepato-

Gastroenterol 1976; 23: 213-5) in 10 healthy male volunteers to assess the effect
of the licensed dose of - on gastric secretions. No differences were

~ detected during either basal. gastric secretion or pentagastrin-stimulated secretion.

Basis'for Legal Cléssiﬁcaﬁon - Assessor's Commenis

* The criteria for classifying medicinal products as Prescrlptlon-only Medicines and
_an Alde-memmr on makmg POM to P switches are appended as Annexes Va and

Vb.

The assessors co_nclude that the indications for use of_ should remain
restricted to. the currently licensed indications for use as adjunctive therapy in the
absence of any substantive data for efficacy in the treatment of "chesty coughs".

| The'therapeutic'utility of mucolytic‘:s> in' general, and specifically qarbocistei.ne‘ .

remains ill defined despite investigation and use over many years in the licensed
indications. Usage in children may be predominantly for chronic respiratory

- conditions such as cystic fibrosis or bronchiectasis. Efficacy has not been

demonstrated in "chesty coughs" either in adults or children. It therefore appears
that- products "contain substances or preparatzons thereof the activity
and/or side ejfects of which require further investigation”.

It is submitted that- is unsuitable for self medication and self-diagnosis.
The data available clearly indicate that the medical prescription of] -

the adjunctive therapy of chronic obstructive airways disease '
(bronchietiasis/chronic asthma) is in the nature of an individual therapeutlc tr1a1
and clinical responders cannot be identified with certainty before exposure.
Frequent medical assessment and supervision is required on a regular basis. It
therefore follows that "they are likely to present a direct or indirect danger to



human health, even when used correctly, lf used w11hout the supervison of a doctor-

(or dentzst) "

Furthermore, were the requested indications for a Pharmacy product agreed, use in
children or adults for "chesty coughs" might well delay medical advice for '
potentially life threatening respiratory tract infections. -products' could
therefore be "frequently and to a very wide extent used incorrectly, and as a result
would be likely to present a direct or indirect danger fo health”.

5. ASSESSORS' CONCLUSIONS

" 'No evrdence of efficacy in the proposed indications for use as a Pharmacy product
" has been submitted.

The therapeutic utility of carbocisteine remams ill defined. The approprlate use of -
dcarboclsteme within the existing licensed indications requires careful and
frequent medical assessment and supervision on a regular basis. Pharmacy legal
status is therefore mapproprlate

There are no direct safety concerns.

_ - ‘ \ |
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CANNEX [

Name of M4 holder r Product name: F

\H number _

RELATED APPLICATIONS (S) (Please specify including date of pending renewal application(sj)

BACKGROUND (Please give brief background explanation for the proposed changes to your MA)
APPLICATION SEEKING CHANGE IN LEGAL STATUS FROM PRESCRIPTION ONLY
“EDICINE TO PHARAMCY MEDICINE : :

(Specify the precise present and proposed wording or specification. . For SPC.changes, underlme or highlight
the changed words and attach a complete new version)

"PRESENT g ‘ PROPOSED

LEGAL STATUS | | LEGAL STATUS _
| prESCRPTION | pHARAMCY |
RECOMMENDED CLINICAL INDICATIONS AND ' | RECOMMENDED CLINICAL INDICATIONS AND

| ROUTE OF ADMINSTRATION B . | ROUTE OF ADMINSTRATION
‘ : - WHEN PRESCRIBED BY A DOCTOR

MUCOLYTIC AGENT FOR THE ADJUNCTIVE - . _
THERAPY OF RESPIRATORY TRACT - | MUCOLYTIC AGENT FOR THE ADJUNCTIVE

DISORDERS CHARACTERISED BY EXCESSIVE .| THERAPY OF RESPIRATORY TRACT '
OR VISCOUS MUCUS : DISORDERS CHARACTERISED BY EXCESSIVE
s ' OR VISCOUS MUCUS

WHEN SQLD INA PHARAMCY WITHOUT A
DOCI' ORS PRESCRIPTIO . '

REDUCES THE wscosrrY OF
MUCUS, HELPING EXPECTORATION.
RECOMMENDED FOR THE TREATMENT OF
CONDITIONS OF THE RESPIRATORY TRACT
(CHEST, THROAT, AIRWAYS) WHERE 3 :
LOOSENING OF MUCUS IS REQUIRED SUCH AS
m CHESTY COUGHS

I hereby make application for the above Marketing Authorization to be varied in accordance with the proposals
given above and certify that the changes will not adversely affect the quality, efficacy or safety of the product. [
declare that amended documents have been supplied and that the supporting information, where appropriate,
meets the Type I conditions or supports the proposed Type II change. I declare that all changes have been
identified and that there are not other changes in the amended documentauon.

Fees paxd Please specify category under Natxonal/Commumty rules

Amount/Currency

| Main Signato

Status (Job titte) I
_Printnz_ime Date ‘.33/:6/95 L
Second Signatory . Statis (Jobtitle)
(wherg approp'rigte' : '
Pritrame . Date

2010240.00C
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Sameorsarise: [N . reion: N | B
- MA number: - - _ , ,

'REI‘..ATED APPLICATIONS (S) (Please specifv including date of pending rerewal applicatidn{;)) T

'

BACKGROUND (Please give brief background explanation for the proposed changes to your MA) ...
APPLICATION SEEKING CHANGE IN LEGAL STATUS FROM PRESCRIPTION ONLY T
MEDICINE TO PHARAMCY MEDICINE ’ . :

/Spec:jjz lhe preczse presenl and proposed wording or specifiéation. For SPC changes, underline or hlghl:ght » '.
the changed words and attach a complete new version)

PRESENT . . 1 - .. . PROPOSED *

LEGAL STATUS | — ' "LEGAL STATUS
'RECOMMENDED CLINICAL INDIQATIONS AND | RECOMMENDED CLINICAL INDICATIONS AND |
'ROUTE OF ADMINSTRATION ' ROUTE OF ADMINSTRATION

‘ WHEN PRES ED BY A TO
MUCOLYTIC AGENT FOR THE ADJUNCTIVE -~

THERAPY OF RESPIRATORY TRACT - | MucoLyTIC AGENT FOR THE ADIUNCTIVE |
DISORDERS CHARACTERISED BY EXCESSIVE | THERAPY OF RESPIRATORY TRACT '
'OR VISCOUS MUCUS, INCLUDING DISORDERS CHARACTERISED BY EXCESSIVE

SUPPURATIVE OTITIS MEDIA (GLUE EAR) AND | OR VISCOUS MUCUS, INCLUDING |
CHRONIC OBSTRUCTIVE AIRWAY DISEASE.. | SUPPURATIVE OTITIS MEDIA (GLUE EAR) AND
e | CHRONIC OBSTRUCTIVE AIRWAY DISEASE

WHEN SOLD IN A PHARAMCY WITHOUT A
,  PRESH ION - - S

REDUCES THE VISCOSITY OF
MUCUS, HELPING EXPECTORATION. '
RECOMMENDED FOR THE TREATMENT OF
CONDITIONS OF THE RESPIRATORY TRACT
(CHEST, THROAT, AIRWAYS) WHERE - - = -
LOOSENING OF MUCUS IS REQUIRED SUCH AS
\ ‘ : | IN CHESTY COUGHS, INCLUDING THOSE ‘
o SRR - | ASSOCIATED WITH BRONCHITIC CONDITIONS v}

fr hereby make apphmon for the above Maxlnmng Amhonmuon to be varied in accordance with the. proposals
given above and certify that the changes will not adversely affect the quality, eﬂimcyorrsafetyofthe product. [
declare that amended documents have been supplied and that the supporting information, where appropriate,
.meets the Typel conditions or supports the proposed Type I change. ‘I declare that ail changes have been
idennﬁed and that there are not other changes in the amended documentation. T L

Fees paid. Please specify category under National/Community rules.

Mln Signt sans oo |

Date :uo]ﬂc)s

| SecondSignatory . sws(obtite)
-(whereappropnate o R S

an name

iomal‘ooc




Name of M holder: r ~ Product name: :—

MA number: _

RELATED APPLICATIONS (S) (Please specify including date of pending renewal application(s))

BACKGROUND (Please give brief background explanation for the proposed changes to your MA)
APPLICATION SEEKING CHANGE IN LEGAL STATUS FROM PRESCRIPTION ONLY
MEDICINE TO PHARAMCY MEDICINE

(Specx/j/ the precise present and proposed wording or specification. For SPC changes, underlme or htghlzghl
the changed words and attach a complete new version)

PRESENT ) PROBOSED_

LEGAL STATUS o | LEGAL STATUS
"PRESCR[P'I‘ION - | pHARAMCY

RECOMMENDED CLINICAL INDICATIONS AND RECOMMENDED CLINICAL INDICATIONS AND
ROUTE OF ADMINSTRATION : ROUTE OF ADMINSTRATION

: : ’ WHEN PRESCRIBED BY A DOCTOR
MUCOLYTIC AGE.NTFOR THE ADJUNCTIVE o o ' -
THERAPY OF RESPIRATORY TRACT MUCOLYTIC AGENT FOR THE ADJUNCTIVE

DISORDERS CHARACTERISED BY EXCESSIVE | THERAPY OF RESPIRATORY TRACT
OR VISCOUS MUCUS, INCLUDING ‘ DISORDERS CHARACTERISED BY EXCESSIVE

SUPPURATIVE OTITIS MEDIA (GLUE EAR) AND | OR VISCOUS MUCUS, INCLUDING; }
CHRONIC OBSTRUCTIVE AIRWAY DISEASE.. SUPPURATIVE OTITIS MEDIA (GLUE EAR) AND
. ; ' o CHRONIC OBSTRUC'I'IVE AIRWAY DISEASE

. WHEN SOLD IN A PHARAMCY WI'I'HOUT A
RS PRESCR[FI'ION i

muazs THE VISCOSITY OF
MUCUS, ING EXPECTORATION.
RECOMMENDED FOR THE TREATMENT OF
CONDITIONS OF THE RESPIRATORY TRACT |
(CHEST, THROAT, AIRWAYS) WHERE v
LOOSENING OF MUCUS IS REQUIRED SUCH AS
IN CHESTY COUGHS, INCLUDING THOSE
ASSOCIATED WITH BRONCHITIC conomor«s

I hereby make apphmnon for the above Marketing Authorization to be varied in accordance with the proposals
given above and certify that the changes will not adversely affect the quality, efficacy or safety of the product. [
declare that amended documents have been supplied and that the supporting information, where appropriate,
meets the Type [ conditions or supports the proposed Type II change. I declare that all changes have been’
identified and that there are not other changs in the amended documentanon.

Fees paid. lese specify category under Nanonal/Commumty ruls

Amount/Currency |

'Main Signato Status (Job title)
Print name Date 523/5} 95‘
Second Signatory S " Status (Job title)

(where appropriate

 201038.00C



o Loosens and clears difficulty. ChCStY °°u3h5 mcludmg those assocxated wuh bronchitc
conditions. - : ’

Each capsule contains 375)mg carbocisteine.

bronchitic condmons

When prescnbed by a doctor it may be used in the treatment of glue eag.

Adu.lts mcludmg the elderly
‘Initial Dose: Two capsules three times a day _
When the chesty cough begins to improve. One capsule 4 umes a day.

* Chitdres Shoud use [

If’ Symptoms"do"‘not ’improve you shduld consult your doctor s

| You should not, use -fyou have 8 stomach ulcet

If youarepregmmt or breast feeding yom'babyyon should only mm;f B
'theyhavebeenprescnbedforyombyyomdoctor -snot recommended in the firsi-

mmestet ofpsegnancy

_ do not normally have any eﬁ'ecm on ths abnhty ") dnve o Opemte
: 'machmery

Keep all mcdscum owt of the reach of chxld:en.

* Lotmo. © - -  Expirydaee

loosen and clear dxﬁcu.lt chesty coughs xncludmg those assoc1ated with -



Loosens and clears difficult chesty coughs including those assocxated with bronchitic
condmons : _

Each Sml contalns 250 mg carbocisteine.

A loosens and clears chfﬁcult chesty coughs mcludmg t.hose assocxated with
bronchitic condmons

" When prescribed by a doctor it rhay be'_uso;d in the treatment of glue ear.

~ Daose:

Adults including the eldetly

Inival Dose: ThreeSmlspoonﬁﬂsthreenmaaday
- When an improvement

is noticed dose should be : '

. reduccdto-‘ - TwoSmlspoonﬁﬂsthreeumaaday

Children: ~ Should use
If symptoms do not improve you, should consult your doctor

You should not use [N f you have a stomach ulcer.

~ If you are pregnant or breast feeding your baby you should only use

- beenprescnbedforyoubyyomdoctor -wnotrecommendedmtheﬁmmmmer
ofpregnancy : _

You should not take [N =: the same time a Pholcodine Linctus ( a medicine for

suppressing coughs) and neither should_ be mixed with Pholcodine Linctus.

_does not normally have any effects on the abnlxty to drive or operate
machmery

Keep all medicinés out of the reach of chxldren. :

" Store below 25°C.

LotNo.-’_' C Expiry Date: -

-. U Leisums®



T, Fo,
o

3t

" Each 5 ml contains 125 mg carbocxsteme

~ _ loosens and clears difficult chesty coughs

ChﬂdrenagedSlZyears TwoSm!spoonﬁﬂs&metim&&day
, 25yeax=s HalftooneSmlspoonqufomumuad&y,

If symptoms do not unprove medxcal attennon shou.ld be obtmned.,

You should not nge_xf your child has stomsch troubles.

should got be used by anyone who is pfe@am or breast feeding a

~baby-unless it has been prescribed by a doctor. It is not recommended in the first trimester of

. Preguancy.
““Does not normally cause ény drowsmoss
*Keep all medxcum om of the mch of children.
'-_Storemacoohplaee S R ST
o e UegalStams P SR

Lot No. o _ | Explry Date



Each -cap'sule‘ contains 375 mg carbocistetne. It also contains maénesxum stearate, o
- Aerosil (colloidal silicon dxomde) lactose, sodium lauryl sulphate. The gelatin capsule
- contains E102 ’

This pack contaixisBO caﬁsules

is a medicine which reduces the wscosxty (loosens) mucus parucularly in chest'y
’ coughs thereby easing and soothmg

- is recommended for difficult chesty coughs mcludmg those assocmted thh
 bronchitic conditions where it loosens and clears difficult mucus. i

_thnprescnbedbyadoctor__canbeqsedmthem'atmentofglue ear.’

 You should not use-lf you have a stomach ulcer.

You should not take if you t or breast feedmg your baby unlus it has
been prescribed for you by you doctor & is not rgcommended in the first three
months of pngnancy - _ o

: _ does not normally have any eﬁ'ects on the ablhty to dnve or opexate
'Adults (mcludmg the eldcrly) |

* Initial Dose: | " Two capstﬂwthree times a day
. When the chesty coughbegmsto L .
improve reduce dosage to: - One capsule four times a day

Children:  Should use
_ If symptoms do not improve you should consuit your doctnr

If mdre than thé recommended amount o_ are taken you should seek
adwce from your doctor or neuut hospml casualty depamnent. T



Ra:elv there have been repoﬁs of skin rashes and gastroomtesnnal chsmrba.nces followmg
reatment with

o If you notice anyw.hmg unusual you shou.ld a,sk youg doctor

— should not be taken if the: capsules have passed the expxry date in the
: label ' : . oL v v , S

| Keep all medxcmes out of the teax;h of ch.lldren
Date of preparanon June 1995

- If you wou.ld like more mfommnon about the medxcme we recommend that you ask your



Each 5 m! spoonful of — contains 250 mg carbocisteine.

[t also contains Mpagm in Sodjum, sucrose, caramel liquid, rum and cinnamon flavours
sodium hvdroxide, hydrochloric acid and water.

This pack contains 200 ml_

‘ chesty coughs thereby easing and soothmg

1s manufactured by

is recommended for the treatment of chesty coughs mcludmg those assocxated
‘w1th bronchitic conditions where it loosens and clears difficult mucus.

- When prescnbed bya doctor_ may be used in the treatment of glue ear.
- .You should not use - if you have a stomach ulcer.

You should not take _ if you are or breast feedmg your baby uniess
it has prescribed for you by your doctor. ﬂﬁt recommended in the first three
, months ofpregnancy : : - ) S

" You should not take_ at the same time as Phiolcodine Linctus (a medicine for
suppressing coughs) and neither should you mix Pholcodine anctus with -

_does not noxmally have any eﬁ'ects on the ablhty to dnve or operate '

. Adults ¢ mcludmg t.he elderly) . C ' ,
Inital Day: - : Three 5 ml spoonfuls three times a day.
. 'When an improvement is -

nouced dose should be reduced to 'I'wo Sml spoonﬁ:ls three times a day

: Chxldren 4 should use
If symptoms do not improve you should consult your doctor _ '
If more than the recommended amount of| is taken you should seek advxce
from your doctor or nearest hospital casuaity department.

isa medlcme which reduces the \nscosxty (loosens) mucus pamr.ularly in

40
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Rarelv Lhére Eave been reports of skin rashes gnd gastro-inteﬁ_s‘tinal' disturbances following
" weatment with [ 1f vou notice anything unusual you shouid consult your doctor:

o ‘-jl‘o‘uld not be taken if the syrup has passed the expiry date on r.helagel P

—————— TP TN,

L _should,be stored belo»{! 25°C. ‘
Keep all medicines out of the reach of children.
-~ Date of Preparation . June 1995 =

If ybu'wéuld like more information about this medicine we recommend that you ask your
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- Each3mi Spoonful of _ contains 125 mg carbocisteine.

It also conta.ms sucrose, SOd.lle methyl hydroxybenzoate vamlhn, raspberry and cherrv
flavours, colouring (E 124) sodmm hydroxxde soluuon, hydrochlonc acid and water.’

Tis ack conaios 200 o SN

. is a medicine wb;ch reduces the wscosxty (loosens) mucus o
partxcularly 1n chesty coughs thereby easmg and soothmg

is manufactured by | | |

is recdmmended fd_r chesty coughs where it loosens and clears

difficult mucus. S _
"~ You should not give [ [N 2 child who has stomach troubles.
| should not be given to anyone who is pregnant or breast feeding

unless it has been prescribed by a doctor, [ is not recommended in the first three
months of pregnancy. : : :

" Children 5-12 years  TwoSmi spoonﬁxlsthree times a‘d’ay '

Children 2-5 years - Half to one 5 ml spoonful four times a day.
If symptoms do not improve your child should see their doctor.

I more than the recommended amount of]
seek advice ﬁ'orn your doetor or nearest hospml casualty depamnent.

Ca:bocnsteme, the active mgredxent of -has rarely been associated. with skin rashes
“-and gastro-mtesunal disturbances. :
~ If your child expenences anythmg unusual you should consult theu' doctor.

| _ does not normally cause any drowsms

is taken you should



. Y cox e i s sy s passed he i e cn e @Yy -
-« The syrup sh‘ould be'sto’re‘d in-a cool place.-
i It vour pha.rmacxst needs'to dilute this product for y you, this should be carried out with

eiiiie . .Unpreserved. Svmp B. P&and r.he dlluted preparanon shou.ld not | be used beyond 14 days a aﬁer
IR ‘.:dllunon : S e T . . ,

: Keep all medxcmes out of the reach of chxld.ren
' Date of preparanon June 1995 ' ’

If you. wou.ld like more mformanon about thxs mcdxcme you s should consult your Doctor or
Pharma.cxst
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v ?O’ E The arug ’herdpl of respzrarorm dzsorders

Ox» zen 1s Aot without adverse’ effects” The risk
ot worsening hypercapnia 13 mentioned above.

.. Prolonged -inhalation of high concentrdtions of
- lnéplred oxvgen may have adverse effects in both
_neonates and.adulis..-In neonates it can cause- .

retrolental ﬁbropla:na and consequent blmdncss

ceesiwa e oo Inadults tmay cause irritation of the respiratory -

" be uséd asan aduunc. %o phvsxonherap\ o0 axd

expectoration of viscid sputum:
- Mucolvtic expectorants supposedly act by.
decreasmg sputum viscosity. Although they can’

certainly be.shown to have- that eﬂ'ect in xitro,

their clinical efﬁcacv is unproven. and they are

_probably no better than inhalations of steam or-.

R S BN

tract. with coughing. sore throat. tracheobronch-
itis, pulmonary oedema. and atelectasis.

242@0ugh h

If a cough is irritating and unproductive - of _
. sputum it may.be suppressed. If it is associated

with producuon of sputum, but” “difficulty in’
expectoration, then some would use expectorant
drugs. These ‘measures are used: oniy. for the
symptomauc treatment of cough, and where pos-
sible the underlymg condmon should also be
treated.

24 2. ‘i Cough suppressams

Opxates act as. cough suppressams by a dxrect

~ 24.3 Pneumonias

effect on the medullary mechanisms subserving

*  cough., Codeine phosphate.and phoicodine can

be used when a dry cough is disturbing sleep,
but rarely otherwise. They may-cause sputum
retention, and should therefore. be used with
" caution in chronic bronchitis or bronchiectasis.
The potent opiates, such- as morphine and
* diamorphine; may sometimes be useful in the
treatment of intractable dry cough in patients
with tenmnal xllness parucularly bronchogemc
carcinoma.

In_addition to drugs whxch suppress cough
. dlrectly, symptomanc relief -may sometimes” be
obtained from a simple lmctus whxch feels sooth-
ing to the throat.

24.2. 2 Expeet@rams

Various compounds have been purported to.act .

as expectorants, but there is little evidence that
any of them is of any practical value. The inhala-
tion of steam. with-or without a'volatile inhalant,
such as menthol or benzoin, is soothing in bron-
chitis and bronchiectasis, and is harmless It may

_menthol. There is a wxde variety of other expect- S
."orants avaxlablc contammg drugs which Suppos-:
'edly increase watery bronchial ‘secretions, but -
. -which probably act as expectorants. only if they

cause vomiting (for example squill, ipecacuanha.”

ammonium chloride). There is no evidence that -
-any Of these is of any value and they are certamly.
—-‘toxlc )
Recemly nebulized hypertomc sahne (3 mL

of a 6 per cent soluuon) and- nebulized amxlonde

- (3 mL-of a.10 " molar solution) have. begn used. .
‘as expectorants in patients with bronchiectasis:

and cystic fibrosis, .but although they may
increase the volume and water content (i.e. reduce
the viscosity) of the sputum, theu‘ clinical benefit
is not clear." :

A list of infective causes of pneumonia.is given

in Table 24.2, along with the first-line and altern-

~ ative antibiotics indicated in such cases.

~ The principles of treatment of infections are
. outlined in-Chapter 22, but the following points
are werth emphasmng in regard to pneumoma :

'24.3.1 Drug ther‘apv lbesadas
:;antabnotuw

Oxygen ‘should be ngen for hypoma If there is
- severe . hypoxia (P,O, less -than 6.5kPa) Q("_ S
- worsening hypercapnia, ventilation may be
-required: Fluids should be given if there is dehyd-
“ration. Mild pleunuc pain can be relieved by*
analgesics such as aspirin and paracetamol, or.
by non-steroidal anti-inflammatory drugs suchas™
" naproxen and indomethacin, More severe pain
" “may-be treated with more potent analgesics, such

as buprenorphine, morphine, or pethidine, but

“.care must be taken in patients- ‘with hypercapma.:

sifce
depr

ant

In s¢-
enou
antit
freat.
impr
‘route

24
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after
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Carbocisteine

+

SOCinieie was first produced tn the 1930 Juring reseurch into the

Car
protective ndiure of glutathione and Cysteine sgaimst the toxicts of
odoacetate. Currm[l\ it > oused a3 4 mucobyte agent in the

sdjuncting therapy of .uplmlor\
CXUTSSIVE, VISCOUS MUCus.

truct disorders churacterized by

: Chemistry

. Carbocisteine !carbocysteme S- carboxymemylcystelne

Mucodyne. Mucouex)
C,H,NO,S
8- (Carooxymethyl) L-cysteine or 3 [(carboxymemyl)tmo) alanine

“HOOC = CH— S—CH,—~ CH—COOH
. r

NH,
Molecular weight ) 179.2°
pKa AR -
Solubiiity o : .
in-alcohol : - —
in water . : -

Octanol/water partition coefticient ~ —

- Carbocisteine is.a white powder with no characteristic odour.

Pharmacology

The precise mechanism of action of uarbOf‘ls!eme 1S unknown:
Systemns (n which it is pharmacologically active are described in the
section on clinical pharmacology.

‘Toxicology

- Tests in mammalian species have revealed no significant toxxcn) No
mutagenic. carcmoqenu. or teratogenic effects have been reported.

Clinical pharmacology
Acetylcysteine decreases the viscosity of sputum by sphumg the

disulphide bonds of glycoprotein chains. Carbocisteine is a derivative
in which the sulphydryl group is blocked .by a carboxylic acid
residue. [t may be only partly. if at all, directly mucolyuc. Its major

“action is thought to be on the metabolism of mucus-producing cells.'

The mucus produced under the influence of carbocisteine has an

increased -sialomucin. content and a reduced fucomucin .content.

Sialomucins influence the rheological properties of mucus and may
also. through inhibition of kinins. reduce or prevent bronchial
inlammation and bronchospasm. Thls subject has been recently
reviewed by Medici and Radielovic.? In chronic bronchitis. carbocns-
teine has been found by some workers to reduce sputum wscosuy

and by others 10 increase viscosity.* A-recent study® examined
sputum viscosity and elasticity. the latter judged by some to be the

more important factor: while most patients showed reduction in both

when treated with carbocisteine. two cases showed decreased viscos-

ity with'increased elasticity and one showed an increase in both..

Another large study® showed a trend towards increase in both
viscosity and elasticity but with extremely wide variation between

 patients.” [t has been suggested*® that stable. predictable effects on
_3putum 4are not seen until after at least seven. possnblv fourleen. days
-of treatment.

Curbocisieine has been shown to increase the forced expiratory
volume in one second’ but another study showéd no such effect.*

ot the intuct compound using an amino aid

“Plasma protein binding - —

ANNEX I (iii
Carzocistene Ex

tmoeval M

erdusion, this s sai st of carbodisieine on'm

produning el
Pharmacdkinetics‘

ing ;eroummz. in quloglul ﬁuxd:. These have included separasior’
anaivser. vas-liguic
chromatography (GLC) using tntuorouceuc anhvdride dernatiza-

tion with, fame-iomzation detection. md GLC wuha erme choto-

metric detector 1n the sulphur mode.*

Carbocisteine 13 promptly absorbed after oral Jdministration anc '_

" the kinetics fit a one-compartment open model. Peuk concentration t-

reached 4t 1.09 hours lor syrup preparations and 1.70 hours fo
capsules: peak concentrations arter a 1.3 g dose ure 13.3% ind
1240 mg1™" respecuvely. The: plasma half life is estimated at 1.2
hours. The upparent volume of distribution is 60.4 1% There 15 ne
information on intravenous studies to allow bioavailubiity determ:
nation. There is no reported »\ork on Rrst-pass melabohsm or proter
binding.

Studies using the lysine salt ofcarbousteme have sho“n that up v
17.5%9 of un oral dose penetrates bronchial mucus, Peak concentr:
tion in mucus is at 2.0 hours and half life'is 1.82 hours.'* [n mice an
guinea-pigs. the highest concentration of carbocisteine (after or
administration) occurs in liver. kidney. panck‘ed> spleen and luny
Very lmle is lound in brain. Le\els are’ best’ maintained in lung
tissue.'

Oral absorption o extensive "
Presystemic metabolism T i
Plasma half life 5 '

mean =1.33 h ;__
Volume of distribution -60.41 §'

' Concentratlon—eﬂect relationshlp ' :

There are no data to suggest a rele\ ant. relauonshlp between conce;
tration and effect.

Metabolism

Using **S-labelled carbocisteine it has been observed that only 0.3+
appears in faeces over a (hree'-daw period after a single oral dose. A
the rest is excreted in thé urine.'” Much of.jt is excreted unchange:
but with wide individual variation (range 29-83°2).'* There
similar. wide variation in the pattern of metabolism. the maj
pathways in man being acetylation. decarboxylation and sulphoxid
tion: Two out of three mdmduals excreté a glucuronic acid conjuga
as a minor metabolite.'®3° There are no reports of pharmacolos
‘cally important activity in these metabolites. There is evidence th
the sulphoxidation of carbocisieine is under monogenic control.

Pharmaceutics
Carbocisteine is available in the UK in a number of orul- {orms:

I. Mucodyne capsules (Rorer, UK): opaque. yellow cupsules -
marked “Mucodyne 375 (Rorer. UK) cach containing
carbocisteine 375 mg. Also as Mucolex (Warner, LK) round
convex orange tablets.

Wucod»ne syrup (Rorer. UK): clear amber syrup containing

_ 250 mg carbocisteine in § mk: also as Mucolex syrup (PJrlu.-
Da\ns. UK) with a raspberry-menthol flavour.

3. Mucodyne syrup forte; opaque. orange syrup containing ~3ur
carbocisteine in § ml. :

19

- 4: Mucodyne puediatric: clear, red SYrup containing 123 my

«carbocisieine 1in 3 ml.

Es
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Contraindications - .

T'\ars. H". no x.omm\nm\.atmm (R Cuncurrﬁm dm.m.;

a .

In adults the sl ddl|\ Jose is
to 1300 my when d sausfactory clinical response has; been obt.nncd
In \.hl[d[':‘ﬂ the normal daily dose s 20 mgkg ™' body weight in

© divided doses. given as paediatric syrup. For childrén aged 2-3 veurs,

2.3-3 ml four umes a day; 3-12 vears. 10 ml three umes a'day. There
is no recommended schedule for children under 2 WEUrs. The manu-
facturers do not suggest how long treatment should be continued.

though 1t may take at leust seven davs before un effect is seen.*

" Indications

.

The place of carbocisteine in clinical praclice has not been firmly

_ -established und the case lor its use is “not proven’. This is retlected in
'rns no longer bema a\.nlabie on a British National Heahh Service

prescnpuon — except for patients under the age of 18 vears who have
airways disease or damage which has required tracheostomy.

Adverse reactions
Potentially life-threatening effects

There are no reports of such effects with carbocxstcme and no reporls
-of death associated with its use. :

- Acute overdosage

Gastrointestinal dxsturbance is rhe onlv hkelv swrnplom and no acuve

‘(realmem is nCCQSSQI'V

- ;;Svmptomanc adverse eﬂ'ects
 These are very rare (only 2

' Severe or irreversible adverse eﬂ'ects

The very few Suspected -reactions .associated with carbocisteine
therapy reported to the Committee ‘on-Safety of Medicines include
gastrointestinal bieeding and convulsrons bul a causal rclanonshrp
has not been established. -

reporxs 10 lhe Commmee on Safety of
Medicines between 1964 and 1984).. Reported reactions are skin

_rashes. nausea, headaches, myalgia. dizziness. urinary lnconnnence.

.l»,; palpuauons dyspnoea and mmor psychlamc disturbance.
. Other effects

In one trial a- sngmﬁcan( fall in blood sugar was reported though

- values remained close to normal and no symptoms of hypoglycaemla

“Fig. 1 -

occurred.*

Metabolism of carbocisteine

HOOC ~CH~ 5~CH ~ ?H— [olelel)

Excretion in
urine
; (o]

: i . ‘
HOOC —CH;= $=CH,= CH—COOH
' . NH

-_:0 mg in qmdcd doses. r;duune

Pregnant women

' The elderh

"3 Edwards G F. Steet A E Scout] K Jordan ] W 1976 S«urbonmelh\lcmcme "

" Carbocisteing sulphoxide

While there ure noreporty of teratogeni erfocis, the manut
Jdo not .wommc.no m:. Use of urbou:mwe in the Arst timaester,

Muny reported trials have mdud;d ddcrl\ Patents ind a0 special

“ problems Have arisen

Concurrent disease

N0 special precautions are ru.om'mndu.. by the mrmuuuurrr autit

would seem’sensible-to avord vurbocisteine tn patients with regent
gastrointestinal bleeding.

Drug interactions

Neither hazardous nor thempeuuull\ u:elul interactions have bu:n
reported.

Major outcome trials

Edwards G F. Steel A E: Scott J K. Jordan J W 1976
S-carboxymethyicysteine in the. fluidification ot sputum and

“: treatment of chronic airway obstruction. Chest 70: 506=513."°

" A double-blind. controlled- trial of 82 pauents with mild chronic

bronchitis given carbocisteine 3 g daily for three months reported

“increased sputum volume. reduced sputum viscosity and improved

lung volume,

2. Puchelle €. Aug F. Potu J M 1978 Elfect of muco-regulator
S-carboxymethylicysteine.in patients with chronic bronchitis,
‘ European Journal of Clinical Pharmacology 14: 177-184

A double-blind study of 20 patients with chronic bronchitis given
carbocisteine 3 g daily for 2 weeks reported improvement-in. cough.
ease of expectoration and ausculatory. findings. but with an increase
in sputum viscosity and no change in lung volumes. ’
The vanation in reported effects of carbocisteine in chronic
bronchitis.and otitis media has been detailed i the section on clinical

» pharmacology.

'References

I Havez R, Degand P Rousul P, Randou‘ A 19’0 Mode d action broch:quue dés
derives Jde la cystene sur le mucus bronchique. Poumon Coeur 26: 3130 .
1. Medici T C. Radielovic P 1979 Effects ol drugs on mucus glycoprotetns und
water in bronchiai secreuon Journal of lnrernanonal \1edu.al Rese.m.h I8
L A34-d2 )

the Ruidification of sputum and trc.umem of chronic uirkay obarruuuon Chest
70: 506=513 :
3. Puchelle E. Aug F.-Polu J M 1978 Effect of muco-regulator .
 S-carboxymethylcysteine in pauenis with chronic bronchitis. Europe.m Journal of
. Cliical Pharmacology 14: 177-184 .
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ANRO1OD DRUG ANALYSIS. PRINT WALV S bag
mx%mbnﬁmn FOR mmmwocn.oH\CQ\mu - 06/10/95 mrxrﬂmme4wm>nﬁwbzxo>%mm 20/04/73 REACTION: ALL ORIGIN: UK

) * . fs PR A s T ; > . 1
omco : CARBOCISTEINE ROUTE: ALL’ SUBSTANCE/ VAR LANT/ MECG Sl

SINGLE-consT1TUENT proDs : (R : S , o _
MULTI-CONSTITUENT PRODS : NONE : .

SYSTEM ORGAN CLASS
HIGH LEVEL TERM
REACTION NAME

SYSTEM ORGAN CLASS . , L
- HIGH LEVEL TERM
- REACTION NAME

SINGLE MULTI
CONST CONST
- TOT FTL TOT FTL

Cardiovascular disorders . ‘salivary mpwzm mspmn@nEm:n ZOm ’ 1 u u u -
Cardiovascular disease m<avnosm & signs : . o
Oedema 2 o 0 0 SYS ORGAN CLASS eoa>r" : 23 0 U
. Cardiac mnn:<nsapwm (general) : , : . -
: Tachycardia NOS 1 0 0 0 General disorders
- : I General symptoms & signs
- SYS ORGAN Orbmm .TOTAL: 3 [+] 0 43 Dizziness (exc vertigo), [} 0 0
mmm e e e w Fatigue . 3 Ry 0 U
waOﬂanm of the ear Hyperkinetic syndrome 2 u u u
Miscellaneous ear aumOnnwnm ) Influenza like illness 1 0 v, v
Tinnitus 1 o 0 0 Inscmnia -2 ] 0
Vestibular disorders : - Irritability 3 v v
Vertigo ‘1 6 0 .0 Malaise : o : -2 0 v
mmm mem mlie eme Nightmares ’ 5 1] 1} 0.
SYS ORGAN CLASS TOTAL:. 2 0 0 0 Pain 1 v 0 ¢
. B : R Pyrexia 1.0 0 0
s Disorders of the immune system Screaming 10 0w
Allergies (exc angioedema) . Sedation 3 0 o0 o0
Allergic reaction NOS 1 o0 0 0 Therapeutic & non- nrmnwvm:npn drug responses
: : : LR Drug interaction NOS - ) 3 U V] 0
.  SYS ORGAN CLASS TOTAL: T 0 o0 © R : IR
o . T - -=- --- --- ---  SYS ORGAN CLASS TOTAL: . : . W0 0w
Gastrointestinal disorders : . - -
_ Anal & rectal disorder NOS :mmaovoumnpn disorders
Rectal haemorrhage ‘10 0 0 Clotting & coagulation amnmnnm {exc platelets)
4 - Enteritis, colitis & vn00nwnvm (exc wsmmonwonmv. . Prothrombin decreased - ! 0 0 0
’ Colitis 1 a 0o 0. Disorders with decreased zzwnm blood rn-v .
Gastrointestinal system’ m<§vﬂoam p signs L : ‘ Neutropenia = . . . 1 v ¥ U
Abdominal pain NOS 2 0 0 0 ‘ D ) --
Diarrhoea NOS - 4 0 0 0 m<m ORGAN nr>wm TOTAL: . . B v u u
Haematemesis 2 0 0. 0 : S : -
Melaena ; 1 0 0 o ZcmncMOmrmwwnmw. oo::monw<m tissue & bone vac.ar_u
. Nausea - : 1- 0, 0 0 Muscle disorders o . »
Vomiting o : ) 4 o o 0 Myalgia . - ST 2 U U u
Tongue disorders ’ ’ ' Arthropathies :0:ucmnym~n :
Glossitis . 1 1] o -0 Arthralgia : - 1 0 0 1
Il11-defined mmmnﬂo~=nmwnw=mu wsmmnnuo:w a " Crystal’ wnﬁ:nocwnrpnu : ' ) .
Gastroenteéritis NOS 1 0 0 o Gout - . o . 1 v 0w
Upper mmmnﬂounnmmnu:mp ulceration’ m perforation , ) . ; ) . : : .- =
Duodenal ulcer 10 0, 0 SYS ORGAN CLASS TOTAL: T . q i o
Duodenal ulcer zmeOHHSNQQ -1 0 0 0 ) ) -
Gastritis 1 0 0 0  Neurological disorders
Oral soft tissue awmoﬁamnm ’ . ) ' Altered consciousness .
Stomatitis ulcerative 0 ¢ o -Syncope ) o o 0 U U

. Salivary gland disorders

. Convulsions & nf-rtv<

AL XANNY



f Ly IS S 1 F VR,

znb. ADROIT - DRUG ANALYSIS PRINT (ANR010) DR
mxam>ne PERIOD: op\QQ\mw - 06/10/95 w\
4

m&mdmz Omn>z Or>mm ‘_ww;
HIGH LEVEL TERM o
wmﬂnﬁuoz z>!m ' S
no=<c~m~o=m zom E
mvwwmwm< wmmnm<Mnmu
:mwwmnsm (all forms)-
‘Headache NOS ) :
Zwmnmwzm ) :
mm=m0n< abnormalities *: - P B 2
o mm:m0n< nwmn:nuw:nm ZOm
m<m.Twn>z nrrmm TOTAL: : . o
vm<nvumnﬂ~n nmenawnm y
>nﬁmnnu<m disorders .mwu forms)
Umvnmmm»o= NOS
vw<o=~mnn~n m<5vnosm r m»m:m
Adgression’
.. Emotional ﬁHOmesm
e :mwucnpnmnuozm

1
Nervousness-

|
mxm“ozo>z or»mm TOTAL:

wm=m~ & :n~:wn< disorders
=N*=NH< disease symptoms & 8igns _
:n~:wn< incontinence °
wn:mw failure (all forms)
;oo woamw failure NOS. °
: *
m<mhozabz Or>mm HOdvb
nmvnon:onu<n nwmonnmnm
i . wmsmwm reproductive tract infections
i o <%H<o<mm»=~nwm R
et mxmwomn»z CLASS TOTAL:
e
A wmmvunmnOH< numOHamHm
wmmvuﬂmnon< Symptoms m signs

o i 1 P A

Dyspnoea

zwmmu cavity & mpucm apmonnmnm Amxo usmmnnwosm.
mupmnw#um o

nrubpnum NOS !

ol mxwwown>z nr>wm TOTAL:.

Skin & mcunCnmsmocm tissue awmonnmnm
w:uwocw nmﬁawnOWmm

uw~mnmn o
Umﬂamnunum & eczema

UmnEannpm NOS:

Umﬂsmnwn»m lichenoid

manHnmn—<m dermatitis NOS

i monwwpmma exfoliation.” co

e zpmnmwww:mOcm skin & mccn:nm:mocm npmmcm nwmoﬂamn

_SINGLE MULEI’

TOT FTL. TOT FTL @

uG .~0>mm00mm%wﬁzw

V/N: SUBS REACTION: ALL RTE: ALL . - OKRIGIN: UK
i* SYSTEM ORGAN .CLASS | *
HIGH LEVEL TERM
REACTION NAME

CONST  CONST

Pruritus ’
. Photosensitivity eruptions
: Photosensitivity ireaction
Pigmentation ‘disorders
Skin, nmvwmam=nmn~c: N
' g Rashes s :
Rash NOS " ’
Rash mﬁ<ﬂ3mamnocm
"Rash- Emn:uo ‘papular
Rash morbilliform
} mtmmnpzm disorders
' Sweating increased
Vascular mU:Oﬁsmuunwmv om skin -
Petechiae
"] Purpura
0 Angioedema
[ Angioedema
0 Face .cedema
Giant urticaria
Urticaria o L !
Urticaria )

SYS. ORGAN CLASS TOTAL:
TOTAL REACTIONS FOR DRUG:

2 0 o 0 - TOTAL REPORTS: 119

" END OF REPORT- *#®«
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ANNEX Vi

CRITERI—\ FOR CLASSIFY I\'G MEDICINAL PRODL CTS A.S
PRESCRIPTIO\-O\LY MEDICINES.

"~ (Directive 92/26/EEC and Section 58A of The Medicines Act 1968)

Prescnmion control is applied to any product which
L

is likely to present a direct or indirect danger to human health. even when used correctly. d -
used vmhout the supemsnon "of a doctor or denust; or .

is frequcntly and to a very wide extent used incorrectly. and asa resun is hkely to present a
direct or indirect danger to human health; or.

- contain substances or prcparauons of substances of which the actmty rcqmres or the side
effects requure, funher mvesugauon or :

- s normally prescribed by a doctor or demist for pé:qnteral admjm'strau'on.
" In deciding whether the above apply account should be taken of whether the product .-

@) contains a substance which is hsted in any of Schedules I, II orlV to the Narcotic Drugs
~ Convention (where the product is not a preparation listed in Schedule II1 to that Convention): or -

(b) _  contains a substance which is listed in any of Schedules LII or IV of the Psychotropic
" Substances Convéntion (where the product is not a prcpam_tion which may be exémpted from
measures of control in accordance with paragraphs 2 and 3 of article 3 of that Convention): or

o (e) - is likely, 1fincorrectly used-

(i) to presenta substantml risk of medxcmal abusc or.
(i) to lead to addiction, or :
(ili) to be used for iilegal pmpose;s. or .

(& contains a substance which, by reason of its novelty or properties, might fall within
paragraph (¢) above but as to wluch there is insufficient mformanon available to determine whether it
does so fall: or )

(e) by reason of its pha:moeunw chamctensucs or novelty or in the interests of publxc healt.l\.
is resewed for treatments which can only be followed ina howml of

o is usd in the treatment of conditions which must be diagnosed in a hospital or in an
institution with special diagnostic facilities (alt.hough administration and subseqmnt supervision may
be carried out elsewhere): or

(8) is intended for outpanem but may produce very sendus side-effects which would require a
prescnpuon drawn up as required by a specialist and specnal supervision (hmughom the treatment.

Exempuons from pmcnpuon control may be made havmg regard to-

(a) the maximum single dose;

) the maximum daily dose;

©) the strength of the product;

(d) its pharmaceutical form;

(e) its packaging. or

(3] such other circumstances relating to its use as may be specified in the determination. -
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ANNEX Vi)

Aide-memoir on making POM to P Switches

[n January 1993, the Medicines Act was amended to include the criteria for - _
prescription cortrol as laid down in Council Directive 92/26/EEC which states that

medicinal produc'ts shall be classified as prescription-only medicines where they:

are llkely to present a danger etther d(rectly or md:rectly even when used
correctly, if utilized wuhout medical superv1510n or

are frequently and to a very wide extent used incorrectly, and as a resuit are
likely to present a direct or indirect danger to human health, or

contain substa.nces or preparations thereof the activity and/or sxde effects or
which require further i investigan.on, or

are normally prescribed by a doctor to be administered oarenterally.

- To confirm that a drug/product is suxtable for sw1tch1ng from POM to P, the . |
- following should all apply: : : v :

the mdlcatlon(s) for the dmg/product must be sultable for self medication -

including self diagnosis of the condition which may be a recurrent attack ofa
condition Wthh requlred a physician-aided dmgnosns on first attack,

in the doses recommended, the drug/product has an acceptable margin of -
safety during unsupervised use including safety in overdose or following
accidental misdiagnosis of the condition by the patient,

the drug/product is not a new chemical entity for which further post-
marketing experience of safety is considered desirable,

the drug/product does not present a hazard to the comtnunity (i.e. indirect
danger) from unsupervised use as mlght occur with the development of -
resistant flora to annbloucs ’

the drugproduc_t has no major abuse or dependence potential

the drug product is ndt for parenteral use.

The refusal of a request for reclassdicanon from POM to P requires: the applicant to
be mformed as to Wthh of the POM cntena still apply.

~ opoc





