140/25/1

MINUTES OF THE BIGETH MEETING OF THE DRUG ACSESSMENT ADVISORY
COMMITTER, HRID ON 14 MARCH 1973 IN THT BOAR@_EQQ&LJEELEEEEE,
MACARTHY TRUST BUITDING, TAMBTON QUAY, WELLIKGTON,
COMMENCING AT 9,00 AJM.

PRESENT :

i

Dr. D.i. Andrews (Chairman)
Professor ¥.N. Fastier

Professor P.B. Herdson
Dr. @.3. Kellaway
Dr. X {4

M. Fingsferd

Professgor B.G. McQueen 3;
Professor J.D.K. North

Dr. G.F. Shanks

Mrs. E.C. McKenzie @
IN ATTENDANCE : - 2§Q§>

Mrs. M. 1@ \ j
Miss S ﬁ-. tay
U F\V.\ REs, @

e
@

v
b

“ ih‘ - C N

i. welcomed all members and introduced
i DEPY, the Senior Public Health Pharmacist in
the ment.

(:::) The Minutes of the Seventh Meeting having heen
circulated, were taken as read and were confirmed subject
to the following corrections being made:

Page 2, paragraph 1 - Replace the word "generic" with
the word "brand®.

Page 2, paragraph 2, 4th line - Replace the words
in vitro® with the
words "in wvivo™.

Page 2, paragraph 3, section (3) - Replace the word "nor’
with the word "not'.:

Page 4, last paragraph heading - Replace the word
"Suppositories™ with

the word "Syrup®.
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The Sup~committee met on fuesday, 15 March, 4o
Congsider guldelineg to be Tollowed and the Criteris
respect of the bioavailability of g drug which S
Provided when application is made fop Congent
new therapsutic drug.
The Teport of +the Sumeommittee W
Principle by 4he members, It was gz
Cerrors were Corrected, +he report ;
to nemberg for Consideration at i
T+ Kingsforg O Prepare the 4
It was fg8reed that o S en to including
'Meammqume "D
Distribution”

rug

Dr, Andrawg
for their pe 0
of their me '

0f the Sub~Committee
taking +ne Minutes
drafst submission.

We8 discusseq and after minor
88reed that 1+ be submitteg for
e Hew Zealand Medical Journal”.

St1ou1d ineclude the fac+t that ey Zealand doeg
Chresentatives fron drug firpg

to he Present
1r drug ig being Considered.

Dr. Andreyg advised that 4t 1S planned 4o follow thig H §
cle with One on the Drug Tarirs and the functions of -
ated advisory Committeegy,
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P
c) M e_t..;.lt.i_lﬁ_,v'f.iih.__-"m@}lﬁirz.z=

tings helg with Industry in Novembep were
and eXtremely valuable,

The +two mee
very Successful

' 1]
It was unfortunate that some of the email drug firms | ﬁ
did not send Tenresentativeg as the Purpose of the neeting
Yas to asgigt them in barticular,
ry to ensur
il

f I
The Department will :
e that Tepresentatives fro

n these gmall firms i
¢ meetings, ;
It is Proposed 4o hoig these neetingg 8pproximately
Ahnually, breferably when th
iscusg,

ere is Something concrete to ¥




Tt was pointed out that the "Drug Distribution”
booklet supplied to firms made no mention of gpeecific
requirenents for clinical trials. The Department had
been given the requiremcnts, as set out in the booklet,
by the Seeretary of the Standing Committee on Therapeutic
Trials. The competence of investigators cannot be
certified from the scanty details that are submitted and
it was agreed that the Standing Committee on Therapeutic
Trials advise the Department of their full requirements

regquirements.

and that these be incorporated in the booklet in £ @
Members asked that they be advised of <§§})i;

d)  Consent by the Minister

Dr. Andrews advised T
distribution of a dxug c
The Committee had prewl

The Mini
more inform

1iability of members was discussed.
t¥et members were not legally liable for
them whilst serving on this Committee.

ekhchlorophane .

A letter from Sterling Pharmaceuticals Limited,
together with supporting papers, had been received and
were tabled. One of these papers demonsirated the
abgsence of evidence of neurological sbuormality in 24,322
babies washed with 3% hexachlorophane emulsion.

Tests in New Zealand have showm high blood levels in
infzants and there seems to be no doubt that toxic effects
can he demonstrated in animals.

The members could see no reason for recommending a
change in the Poisons Committee decision to make products
containing 0.75% or more nexachlorophane a prescription

poison.

The gquestion of supply of hexachlorophane Eroducts
to hospitals and industry arose. Professor Herdson
stated that he disassociated himself with any decision to
ban hexachlorophane from indusiry as it had not been
proved hazardous to adulis. Tie feolt that these wide
implications of the han had not been fully understood
during previous discussions by the Commuittees,

al gl
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Professor McQueen advised that the absorption level
of hexachlorophane in adults generally was low and did not
appear to be a hazard as with infants. Data available
was mostly in respect of infants although very high levels
in one adult had been demonstreted recently 1un Dunedin.

The Committer recommended that the Poisong Committee
cons;dgr provision under the Poisons legislation for
Specillc exemption to be made in the case of some

P22
- industries, The Depzrtment could then Qtout to
| manufacturers that they could apply for e

£)  Patent Infringements.

There was discussion on pe
memberg were advised that
ask Tirms for informatio
application forms.

At this pois med the Minister of
iealth, the H ho was then introduced
T to members o ),
present.

he Departmental staff

J

ard agdretsed the meeting and commented on the
''''' works i \sed in the deliherations of the

tated that New Zealand is seen by
urers as an expanding market and in some
LRI ground for drugs,.

- @ 4,  DEFERRED DRUGS:

i a)  Ativan.

P _ The Committee decided to recommend thet the Minister

8 of Health consent to the distribution in New Zealand of

£ the therapeutic drug 7Ativan® subject to the provision

4 of satisfactory quality control data.

i3 b)  Combiage.
T The Committee decided to confirm their original
decision and defer this drug as members felt that the

= questiion of the association between 8=-hydroxyquinolines
: and sub acute myelo-optic neuropathy had not been fully
. determined. Usige patterns in various countries were
: thought to explain, in part, differing incidence rates.

e &
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A report from ¥.H.O0. on this is awaited. Reports so
far received refer to the halogenated hydroxyquinolines
in general terms. further detalls are reguired before
the question can be finally resolved and an association
with specific hydroxyquinolines 18 demonstrated.

nat any other drug applications

The m a od 1§
e members agreed 1ines be deferred until further

containing 8-hydroxyquino

The Committee deoided‘ﬁf ?gcgmmen-
of Health consent to the distrinu ;;
the therapeutic drug "Hasomlxlill

of satisfactory quality contl <:::>
d)  Zumaril. <§§§§> C;§§S§>
fsatd éé%:b ported a high
-neac i AR i iS L:I‘.I‘Uﬁg.

information is received.
¢) Nagomixin. <§§;> C:<§
e i @

The World H h "
incidence of R e ek W
members fe nefis / risk ratio was

with other anti-

o

iged to recommend that the Minister
the digtribution in New Zealand of.
Pug "Zumaril® subject Yo the provision

i 1A ¢
(ggég%h con ﬂg{ :
herateutic k
sat v quality control data and that the
i ) 1 literature state the possible

la %% romotiona _

eactigns in pregnancy and diabetes and that
<§§% axis had been reported.
<::f§§% e) Ethrane.

e Gommittes Gueided 0 ;ecommenq that the Minister
of Health consent to the distribution in New Zealand of
the therapeutic drug ngthrane” subject to the promotional

on the possible adverse reactions

literature elaborating B St
of the drug and clarification of £a8 ligquid chromotography

resulss.

f) Vaginex.

The Committee decided to recommend that the Minister
of Health decline consent to the %}S%?lbuglon in e
Zealand of the therapeutic drug Waginex™.
the report from Dr. R.J.

nal comments on insufficient
1 data and increased risk

The members agreed with
Seddon, which confirmed orizl
clinical studies, gquality contro
of sensitivity.

e
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g) Microval.

The Committee decided to recomuend that the Minister
— of Health congent to the distribution in New Zealand of
| the therapeutic drug Miicroval! subject to promotional
e literature being approved,

- The members pointed out that it had not been made

clear in the original appiication that this

- identical to the drug "Miecrolut" and that 4
delay in its accepiance. <<§§>

!
o 5 NE'_DRUG APPLICATIONS: <§§§;;}D> g S;

a)  Ondonid.

The Cormittee d at the Minister
2 of Health consent > in New Zealand of
the therapeusi \| gUBject to the provision
i - data and attention heing
grature to recent epidemio-
wiNg vaginal carcinoma in the

s~asked if provision could be made for
studies of adverse reactions with this drug.

The Committee decided to defer for six months the
application for the new therapeutic drug "Anorex™ on
the grounds of safety. Increasing evidence of abuse
of other forms of this drug is noted and deferral will
allow this trend to be studied further. Present
restrictions on amphetamines may be influencing usage.

VMembers asked the Department to seek information on
the amount of Tenuate and Ritalin being used.
Increasing abuse of the latter has been reported.

The Committes agreed that Dr. ¢.¢. Jenner be asked
for his recent review of the literature before the drug
18 reconsidered.

c)  Prinalsin:

The Committee decided to recommend that the Minister
of Health consen’ to the digtribution in New Zealand of
the therapeutic drug "Prinalgin® subject to the provision
of satisfactory quality control data and that the promo-
tional literature state the possible adverse reactions in
pregnancy, diabetes and the incidence of allergic
manifestations. '

- 4
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d)  Altacite.

The Committee decided to recommend that the Minister
of Health congsent to the distribution in ey Zealand of
the therapeutic drug "Altacite!.

The fim is to be asked to clarify some

_ ' errors in
quality control data.

e)  Hiper.

The Committee decided to defer considerati
application for the new therapeutic drug  UEG
further information is received from the &
bioavailability studies, particularly
involved., Further quality contr
required.,

'f) Fluzine. <§§§§§::>
The Commitiee decii@ defer
g ]

therapeutic drug #FlTuz
availability sty 'etail .
quality cont S ri‘
: %ed to defer consideration of the

yein®  until comparative bioavaila-—
ils of investigators and further

is received.

« iié 7
<§§§§§§§Qk£gg;}ﬂ@gg: Xylonor 2% Speciel:

Xylonor 2% with Nor-Adrenaline.

5% The Committee agreed to accept Xylonor Plain subject
to provision of satisfactory quality control data.
Those products containing nor-adrenaline were declined in
view of recent reports of adverse drug reactions to this
and other similar formulations.

During the meeting it was learned that Xylonor with
nor—adrenaline had besn marketed before I April 1970 and
that a new drug application was UNNece Ssary. The
Committee then advised that local dental and anaesthetics
containing nor-adrenaline in concentrations above
1 : 80000 be withdrawn from +he market.

&) Trental.

The Committee decided o recommend that the Minister
of Health consent to the distribution in New Zealand of
the therapeutic drug "Trental® subject to the provision
of satisfactory quality control data.

ces/
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burning 1s severe"

i Sellaforte Plus.

The Committee decided +o Tecommend that the Minister
of Health decline cinsens to the distribution in New
Zealand of the therapeutic drug "Cellaforte Plus" due 4o
Some of the ingredisnts inciuded in the drug being undegirable
and of unproven safety, inadequate clinical studies and
Fvality contiyol data,

k) Orudis,

The Committee decided to defer
therapeutic dmug " Opudd gh until fur
trials, (including thoge in Hew Ze
data are received sng
o renal
studieg,

the firm
damage in view of

1) Qzobid.

The Commi-
of IHeal+th

that the Minister
in Mew Jealand 0f the
ect to the Provigion of satig—
V and a cleary indication in the
Guction necessary in +he Cage of

PO T SALES ) BECUTATIONS 1972. pRuss
FOR INCTUSTON TN THE SCHEDUT

dse
Committee decided +o Tecommend that the following
e Included in the Schedule:

K. P. Life Salts
Vincent'sg Powder
Vincent's Tablets
Anacin

Quick--Eze

Dettol

Throaties

8.0,9, Cough Drops
Dettolin

1i)(a )J.,Q.iz-_n_%gl,z-:ﬁ._lizz.l"sa Crean,

e £

The Committee confirmed itg or
that *

Johnson'g Bur» Crean" be inelu
Subject to the add

"Burn Cream™ ang

iginal recommendation
ded in the Schedule
ition of the word "minorM in front of
the deletion of all references Yo WIf

o all literature,
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b) Disprinex,

_ The Committee decideq to r that "7 weos "

Be ineluded in +he Schedule subject to thehgelegigirg?ex

"lowering temperature in influenza" gng "Similar Tovel of
1 btained from two ordinay ;

g %na%gesic tabletgn
wvect]
of the Poisons Resulations ang subject to tge agcégﬁaggéagf
the new drug application,

e) E, >, _.E.Vdroaeni@m&@i.LQ._emnd, 20_volume

The Committee decided to recommend + <E§%? H Ci;;
Peraxide 10 and 20 vol" be included in t edile
to a eheck on the formul h

e Commend

a8 being made

€pa me
qa) Listerine Antiseptic Li-uid&ii%b
b .

The Committee decided ! % isterine
Antigeptic Liguid" be ine n-the &ehe
noviry on the borie aiiggi 0

A€ Subjeet 4o
by the Department.

e) Listerine A

The Conm: & Listerine
Antiseptic et ol o incl in the Schedule
subject - heDp ; ol

1 by the word "treatmnent®

ard admisgable claims;  and the words "and grippe"
deleted from the admissable claimg,

Licks Cough Syrus.

| The Committeec decided to recommend +that "Vicks Cough
; Syrupr be ineluded in the Schedule subject +g the words
' "and £y being deleteqd from the admissable claims,

h) Vicks Formula 44,

The Committee decideq to recommend that "Vicks Formula
44" be included in the Schedule subJeet to +the alcohol
declaration being in the feorm required by Regulation 181

of the Food and Drvug Regulationg.



<§%§§§§§§ath and Heather Stomach
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T

i) Vicks Vaporub,

The Committee decided +o recommend that "Vicla Vaporunp"
be included in the Schedule subject to the word "remedy"

heing replaced by the word "treatment" in the package
insgert.,

j) Heath ang Heather Tndige

gtion and;Fl%gplance.‘

The Committee decided +o Tecommend that
Heather Indigestion ang Flatvlance Tabletg"

"jQQ;éﬁed
the Schedule subject to the correct manu? Rl name
be ing printed on the label. .

k) Heath and Heather Anti-Smoksi

e =, e G R e e e I
L e T L ) -

e ey S i

akets @

‘9- thi @ation until
21044 s> it felt the
PreEent dosage on the
0& of

1-2 tablets up
> 1% or 2 of the Poisons
t) !‘ine conecentration.

st

The Committee decided
the percentage of lobeliney
drug was Possibly unsafe
label could lead to

to four times dai

drug could he 3 ke
Regulations der Re
1) Hesdh ;Ie A
>

is possible that this

ided to recommend that "Heath and

be included in the Schedule subject
changed as there is Nno qualifying statement
and only claims to relieve piles may be

and Liver Tablets.

The Committee decided +o defer this drug as +the name
and "Tiverigh conditions™ could

be nisleading in view of the
purgative nature of the ingredients,
n) Hesth end Heather Kidney Mablets.

The Committeen decided +o recomend that “"Hegth and

Heather Fidney Tahlets" be included in the Schedvle subject
m-meq%dﬁithnoftM1mma%'mm could include
kidney Stones,

©)  Heath and Heather Rheu

matism Tablets,

i The Committee decided to r
Heather Rheuvmatisn Tablets" he included in +the Schedule

Subject %o considerson being given to a change being made
to the name "Rheumatism" as there is no

ccommend that "Heagth and

Qualifying statement
ﬁo the word "Rheums :ism" and only claims to relieve may
e made,
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p) Heath and Heather Rlood Purifying Tablets,

The Committee decided to defer thig application wntil
an explanation of the purpose of the drug is received,

q) Heath and Heathor Diuretic Tsblets,

The Committee decided to recommend that "Hegth and
Heather Diuretic Tablets” be included in the Schedule, however
the Committee objected %o the vagueness and possible mig—
leading natur:z of the name of the drug.

) Heath and Heather Buchi Tablets. <§§§§§§?§ C:E;

8) Heath and Heather Parsley Piert,@aﬁiggg. X;:§§§zj
)

%) Heath and Heather Celery Seaﬁé%ébig§§L

N
The Committee decided \‘%n @. Se three
drugs be included in the | subj e dosage
being shown in the sgam P the of the drug which
should be in non--serif e
i1le Oy . 3

\kgﬁgecommend that "Heath and T

Acluded in the Schedule subject
on the relief of piles on the T

: @Qégirmaptégﬁmpheumatic Balm, ' ‘
<:;%> . eiimittee decided to recommend that "Heath and

A\Bheumasic Bala? be included in the Schedule subject

3 emphasis being put on the relief of rheumatism on
abel, T

<:::>§§ W) Heath and Heather Varicose (Ulcerated) Ointment,

The Committee cecided to recommend that "Heath and -
! Heather Varicose (Ulcerated) Ointment" be included in the
i Schedule subject to a statement being put on the label to C
g make it clear that the ointment is for ulcers.

x) Heath and Feather Constipation Herbs.

The Committee decided to recommend that "Heath and
Heather Comnstipation Herbs" be included in the Schedule .-
subject to the deletion of the word "safe" in front of
"gentle laxative®™ and the words "are not habit forming and R
do not offer undzeirahie gide effects",
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The Committee Gscided 4o decline this application ag
+ is a Sechadule 2 boison and shoulg only be
this dgig f:om pharmacies,
available I

z) Biostrath ~ Red Seal
The Cormittee decided to decline this appl leas
(5 =1

L T A L i e At

this is a Scredule 2 poison angd should cois
118 s 45 <
from pharmacies.

e v,

A e N — a Ay
Riiﬁg;ﬂthy%lmgwﬁp;;M RQQN&E&l

z7)

The Cc.amittel decided 4o g
this is a Reetricted Drug and

e ‘ L] =T
the prescrips ion of & medic

The Comnittee was

that where appropriate sueh
s llowing statement:

30nable time the condition
QVisable to seek the guidance
Practitionert,

artment 18 4o consider the introduction
elling requirement in appropriate regulations,

the late Submission of many applications for
Usion in ‘the Schedule and the worlk Lload of this meeting,
clugi

” umber of The applications could not pe considered
- éalgeendé€mrﬂed to the June meeting of +the Committee,
and wexr rer:

GENERAL:
a) Phenyhoin in fQiﬁEignwﬁgugeaa?niiﬁi Abnorme 1ities,
= R i S e MainE L tles

There has been anXiety for some time on thig Problen,
i apuréciable number 0f cases have been revorteq from

: . S SOUTCES CL» H:E.O., U.X,, and Avetralis ag well
3 numgr9uo :1fnd Reporving of congenitgl deformities ig

i %S.ﬁe“.zeigggd'in amendunents 4o the Obstetrie Regulations,
i T§§ﬂ§5$§§§; Drug iﬂﬂ??f?ﬂs Committee hope to svail them-
& selves of “his inform:tion,

—
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The problem has been .discussed recently in an editorial
in the New Zealand Medical Journal and in the Seventh
Annual Report of the New Zealand Committee on Adverse
Drug Reactions. TFurther publicity is to be given in s
Clinical Services Letter.

The importance of estimating serum Phenytoin levels
was discussed and the availability of this test is to
be investigated.

b) Association of Committee Members with Drug Firmel

Two members of the Committee have approac
Department on this gquestion. The Department
with the expertise available amongst member
Committee, it is unavoidable that such as
occur, It considers no problems wi
concerned states his interest in 1tk
or withdraws from the discussion

Dr Andrews stressed

on all matters discuss v il
c) Vaxi-haler F: ine., <;;§>
N

g
p -

? will be enabled to introduce the i
2% a changed drug. The members asked E i
ication at the next meeting, i

§§%£> Bﬂﬁﬁgégzigg Drugs.

\)V
KE\ég)plication for consent to distribute a radioactive 4
grostic agent (intravenous) has been received, The 3
ers agreed that this and any such drug received in future
phould be considered by the Department, together with the E 4
ational Radiation Laboratory. If there are doubts as to
efficacy then referral to the Committee would be necessary, B

e) Information Only Drugs, R

i) Probexin - The Department was asked to check this drug 4=
against the criteria as set down in the report by the
Subcommittee,

@%Mw

ii) Talusin - Professor North asked for further information
on this drug and was advised that although no biocavailability
studies were provided with the new drug application,
comprehensive comparative clinical data was submitted.

It was also indicated that Talusin had been available in
Australia for a number of years.,

%gﬁm_};_Jmfhﬁﬁ

=

W§Wn-m;
!

R
1 ¢ )
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iii) Maldison (Malathion) - This drug will probably be

scheduled as g Prescription Poison when indicated for ,[i
human use,

DATE OF NEXT MEETING:

The next meeting is to be held on Tuesday, 26 June’

1973, commencing at 1.30p.m. and Wednesday, 27 J 12,
commencing at 9,00a.m.

The meeting closed at 4.40p.m. @ SB § K%

o

Confirmed:....

Date:,./os
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MINUTES OF THER 44th
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PRESENT: Dr D.A. Andrews (Chairpan)
- ~ Frofessor P.B. Herdson

or M. Kingsford

Dr P.%W. Moller

Dr G.F. Shanks

bt
=
)

C)o»
L]

(2=
'e]

=
ju ]

b2
d b

Mg B enzie (Secretary)

IN ATTENDANCE:

Mr 11.J. Bennoson
Dr X.H. Goh

Dr J.S. nilling
Miss S. Porter
M- I, Witty

; ~
AFOLOGIES::

Professor T.V_Q'D
Dr G. Xellam

inuroduced Dr Phil Y
Goh, the new

Will be held on Wednesday, 16 July 137

e minutes of the 1%3th reeting, having been circulated,
" taken us read and confirmeq.
%:  MATTERS ARISIKG FRCM THE MINUTES:

-

-3
o
&
«
=

w W
j &
]
=4
1]
s
@]
=

iined the events shich hag cceurred

increasing nurmoer of adverse reacticne had heen reported,
F 2cme congiderad irrsversible. The Pharmacolozy and
utics Advisory Committes decided at its Decenmber 1974
celing to restrict practolol Yo Hospital Roard Specialiet
avdilaovlity. 4% a later date “rofessor Melueen soupht the
ovrinicn of ali mewmbars of the Committes on idverse DEﬁg
Reactinsng and they unanimo Sly recommended that fur 48 ooy
Testriction was necessary. After discussions u th the Deparinent,
“he manufectyrer initiated = reecall o retail rei and th

L S T R S 3



= - TansAaod 4
Depur?ment.decLa§a L0 delets practolol from the Drug Tapiss
frem 1 April 1975. The drue will 8 204 s +iL as

Wi : UE will, however, still e availabl
f."f’orl l’lOSTJl L;R:L I]l‘la.,rmaclec\ -}-O _:._hq o ..,.] i '.b f > . 2]
r i i¢ and aﬁpli z 9 LIl Sna.l number o Patlents who
Sauire Lius ond eapplisation £ap free supplies may .
under Section 99, Le <Y be granted

The Depar.ment
Practitionsrs inisi

35 COo: od Aahq & Sesiha S
i < COricernad ar3ut She pOS&_Dlilty of general
this should be dig

s, S [ 1Y [P I B
and e Committee agreed that

Gy
[§¥]
ok

i .
the firgt country to

Y+  The firm, I.C.U.
e e throvghnut th

(b) Hinivprsss (Braw

Th}ﬁ comm}ﬁtee has ievieweq Hinipress

5 ha 88T Ieetire - Ly
and at she last meeting Tecormended +the
be permitted.

The Company hag
evallability as Tequey
and Therapeutics Advig
revail pharnoey without

)

The amsndn

st

ad

Eh 2. Ion )

vt ceurred in the multi-centre trial:
?i corimittee on Adverse Drug Resctions oo to

A $K

tal EcidEd to resirict the avallability of
vl Board Specialigts only.

NO decision required
1T Will need 4o

Lt s oy e LA
“dVigory Coumittes

Profess
nandle this
critical of

(¢) Hiper

Th A Ta ey § viney - 7 - - . .

Lne Cg }Tmuﬂ advigsed of g Meeting with princinals of +he
ompe ant thasv A543 - 34 P x il ¥ 1
cliipeny 4 Liley Gid not Gisegres with the siatemens that The

: ot e A vre . b -
data providsd was "To0 goagn and =h - coraad
~ ¥ 3 L e s == >
108 Vel A, v nooq 7 2 d
o Z

SRPORPRS) R UVPRRUIG UIUUUDN CAVRIUNDY (SETF U LAINOIUN, (RSSO

- : L
—_—
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(d) Seguilar

Committee for a definition 0Ff "ethnic
5

Discussica fellowed and it was agreed Tha

at trials carried
~ ous in Cormonwealth countries and the U.3.A. were preferable =s
mevhers were concerned at their lack ¢f knowledge of the triasligts
e ¥ s in non-Rrglish speaking countries. The Commitiee rad thotg
] the original criticism wac an unreasonoble one in se,
sz1lthough there is some evidence of clonel diffes Tee:

gone races.

L T+ was agreed that some cases wer
b short length of time and in respect <

veuma cohort stvwdies produce more I3

igher of
this drug
contrcl data.

Tne Committes decided
TNealth congent 1o the 4i
i to the prov

aft of the Medicines Bill will be distri-
future and a short stamery will be provided for
1 be mede aveilable at the next meetving fowr
dreft Bill.
ring
Dr Xellaway's paper wes tavled znd 1t was agreed to defer
digscussion to the next meebing. The Departnent will also prepare
& paper for distribution prior to the mext meeting.
g = YT T < -~
1 Je ACTLINEZD DRUGS:
----- . - .
3 () Ipradol
: The Gormitiee decidad to confirm Their origi o)
__®B Gecline this drug due 0 the lack of ciinicsl sup
i i laclk of comparison with approoricte drugs, 1nsdeqy of
//L___ cliniecal %risls in countries other than Justria a: ot
- & - -i'-"]_'c"-d.’:""&ﬁ"l'h ayal ity Nn+rn] d_"‘(‘l‘ﬁ
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i The Committee will conside
ny new pepers which may be subni
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There was discussion op the Committee
Tespect of the need for certain d rugs when +
Similar drugs on the market already.

etk
ot

Members felt that
1

they were concerned with tn
efficacy of drug§ and should not he Cohcerned with econonic
fectors. Any other attitude would pe polltically unacceptable,
Some firmg are submitting applicationsg Prematurely. Tra
Uonmittee ig Particularly careful in as

not heen accepled elsewhere,

Sessing drugs that havel sy

e safety ang

obut does not want any suroh submisgs

to be delayed before they we referred 4o then,

It was agreed that the Department discug s le
submissions not supported by sufficient da h\%he Ph tical |
Hanufacturery! Association.

) v i -

(b) Nebein

The Comnittee gecd ister of
Health congent to the Tthis drug
subject to +the firng a

ising, that

1t be restricted +o h dginly, that ongoing
especeally on nephr
adverse reactiong i

IS .

ity ve provided, that
convrol data be
The

comment on
2. d

the POssibility of
lNebe

zpressed concern
2nd discussed the

action of clindanycin ang
bacteroides.

The Coam’ttee decided *o defer

4 i L enop - e .
115 drug pending r'ecelipt o
S

1 |
U— 4
ud

further data on long term clinicel studie » Particularly wiin
regard +o immunological abhormalities, reporting of adverse drug
reactions and satisfactory euality control dats,

The firm is %o be complimented Cn The good bregentation o
the submisgicn and adviged tiat bre-~clinicel animsl snd toxienlo
data were setisfactory,

at the over-use cf antipint:

data

with resultant dangers of Superin-

end that satigfactory quality ¢

INa)
LC83




The Committes decided to defer this drug pending recelipt
. of furiher data on longy term clinical studies, psritrcularly
- with regard to immunological side effects, reporting of adverse
drug reactions and satizfactory gquality control data.

g B : e
The Tirm ig 12 bz ¢t
Iy i Y “a ;
of tho submizsion snd &
+ &

- A L H -‘:

oxicology date were sa Y. CKE&
é The firm is to bz asgled for further informagy . th (Eiz)

- incidenne of adeno-carcinoma in the pit ¥ on Loy je L

L ve¢) Pcaguil

=

~

a to conform
o a2 - .
bination d ruzgs.

e Th et the Minisver of
' He~1th n in Hew Zealund of
LN #His gafets ot ss
s
o

r he nisgter of

' Yew Zeolend of

i ta, pre-clinical
f lza2bility and

iy A= ¢

AL ] s I = i S 5, W Y
The firwm is to. be advised thaet Tthis su
vo et il mea D . e b 3 . =
presented and if reports with journal refer
S [ . £y N -, ] e e s
L tibiiogr should e provided.
-
i (£) Avpernyvl
] e —— LT T
|
T i I LI | 2 L PR | 5 P A% nr s = i .
o The Cormittse decided Ho recommend thot the Hinigtier OF
a4 s o s L, L OO S PR~ ) i =R P P ST
Headth consent S0 the distribution in Few Zealsnd of Thig ¢.0g
PR 2 sk = o L L o e o< el Wi T P i o g L% B ’ el
. sugject o the provlision O saticTactory qualisy control danld.
L
L
L




[43]
(o]
=5
e o
0 542 i
A D g gy
Sy e <
o “ow =
42 & 64 < o
. i O
....“ n..L n nu..g
= 24 O &
el a0 3
- K S I O o
42 _.|" 42
(5] R ] 3
o EONe -1 4
O o
3 o)

1€
&5
&

3

_.Q Q=2 0
. i O
&) ~{ O
Sord b o
& P i3 [V
= O o Gy
(V) -l )
0mOROo 0 02 -
it By 4 ief w2
164 0 X! .
G2 G 13 42 Fieg 42 0T
© O IR N w
o G BB g0 o} 4 =
M G e & O - 42 [ |
Gy e Q2 O] 3 G v b
@ O el = R (o ]
i e e = O 3 4o 8
g w3 e © ooy
O 0O [T o R oM
(S EE == 52 Ay e e
Les ) dagg Tmg
b g < A
i @ i - St wn_\w. m.w oy = = 9 T
=R ] a5 @ & ol
m_ @ B ED & © ) o
= @ = Pk
owhs 24 .58 iy M.u
w O3 Moo SRTe]
= =
0 = e :
eﬂﬁqmm + _.me.“u el
i i Werl s &
Sl o bd g el m o
(ST I B S| ® 030 <!
bt B 5 o Hg o =
ol Bar R el i &
= ; A e C
B « Y =
i b .dwm_. [in] o
a ®Og - i
3 s s
& 4= WA i L%
& HEod ot
[ = L] = _Jh"
~~ _mn ) .mnw & :
W SBR . LN e O ® 3
- R o e
5 Y e O @04 [
A E A0 5@l (o]




1) Cormkil

The Committee decided %o recommend thot +the

8% The Minister of
Fealth consent to {he distribution in New Zesland of this new

drug.

Members were adviged that in the case of all new, changed
and Drug Tariff applications MO andg Few Zealsnd fsdverse
Drug Reaction Reports are now chicked routinely for<§§§;%matlon.

7. CHANCED DRUGS @
{a) Cystex E;

Members stated that they were
f treatment of Puientially s
this should be discouraged.

The Committee decided
of comparative studies
The Departmen cocunter products
promoted for + '

lcines 3Rill does
. Ao = 4. Ay —
4 thet 44 =2 NN

00 deal ywith the

Poiscrs Commi

o A
U
r this Commivie

fStangpdy
l‘i'aa:.

>Q> agreed that “stand-in" nembers bheo
;_’ . - -
cennct atiernd fowever such a person sh
2 -
]

o9
ncould he mesualily
able and have had sufficizat 4ime %40 b come familiar

he aata to pe considereu.

(p) Minuteg

The Chairwan advised that minuie: of the meetings of the
Australisn Drug Zvaluztion Committes are receivead routinely by
the Depariment and asked if memderg thought that the Tormas
O cur minutes suould be along the lines of the fustralisn
minutes.

Members stategd that the current minutes ware sufficient,

Membars asked that men deferred or declined druge are
resucnitied the roason for deferral or declining be included
in the summary.




8.

(~) Cabinet Sub—commiﬁtee.on T

= — P | o N 2 " ~ '
Report on PharmaceutiEErﬁﬁégg%ﬁﬂﬁz.1n the State Ser
T—==Vices S

This repert, carried out

completed, but not publisheq yeg? & private company, hoi beegi. an

The report looked at Cog
efficiency, and although faveg
glossing over sny problem arsgg Whi
where improvements or savings Couid
report was disappointing. '

LA covy of the report,when
committee members.

Bub

(d) Ferrum H.

The firm has been as]
in three patients, and to DProvyvs
statistics of usage. i
nowever, it may be occurri
recogrised or reported

§;ed that

2ENCyY end the

it was agreed
Herdson in Auck
in Wellingto

the
. CO o 3 ~, e fo =%
6mbosis werg . inection between oestroger

ot

Pning to-discontinu@ us
with the statement

The warning regarding thm

=

g : 3 Mo omb
fiighlight thi, contra-indicatie <

n-
(£) Horwmonal Pregnency

Two hormonal dregnancy bestg
Reports ha-,

New Zealzna nerkes, ave %
birth defects have cocurred whe

; ho

been tazken in garly oregnancy
The Committee were ~f the oni
shiould be withdrawn Irom the Larke:

Ty ov
urable,

¢rall administration and. "
it was very superfiecial,

ch are controversial, or'’ ...

°¢ made, and thergf thie )

1ished,wi%;§§§é§§5. ¢

&

K of response.

ey and o
¢urred in Dunedin,
but not being

quiries be made: ProfeSSQﬁ,,_%
istchurch, and the Degartmen

varnings regarding disco
I
sufficient.

. el
€ drveing pregnancy should aXso
On page 1 "Progyluton is not &

$1s should be amended to

—ZId Birth Defscts
""-—-n-..,.__

are curvently availavle on
€en received from oversens
Trnonal pregnancy bests hav

O

et e
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T Wi

(¢) Dental and Dermatolosy Devpartmental Consultant AGViSOTS

ed that these will be appointed shortly and members

The acid "rebound” effect of calcium carbonate has Reen
4ell established for many years and the CommitiTee PZreg hat
the Depsrtment should handle tnis application. : CQE;
(i) Phnase I Clinical iYrials CKS; (gib
The Chairman advised tha ; T ica -

carried out in the near fucure
These wouLld be the first
carried out in New 7esland and

(j) The ques
..,.:Ll

ava ] _-_‘a_-’l) :._11. :‘i.t:v?
oi a similar g
considered % function, in many ca: 4

of the Phe sdvisory Commithee.

2 S ,f'. /i ‘
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Ty AeGe seolt (Ghairman)
professor P.B Hepdsoh

i Gt wellavay
Dy e Kingsior&

D D. Mac

Mrs §.0. M i
T _ATORADAREE: @
M M.d e RennOSen C<S;
Nr K.He Goh. _
e R.C griffith
Dr G  Jenndd
o L ] c‘

Phillips

Povte

i ting and introduced
new senielr PoblLic PTealtn
the neV Advisoxy

to Stansway s

peeking 1s to he held on Yednesdays
AT Marclh 1976

Pates for The rewaining meetings for 1976 weve als0
These are:

14 July 1976

Yednesday s
o4 November 1976

Wednesday s

MINUZES
The minutes of the 15%h mee ting, having been ciroulated
were taken a5 read and confirmned gubject ¥o the

following addition Helng mad e



4

2

Page 7, Section 8 (b) -~ Add the following pawary
alfter the second paragreph:

"Dr Kingsford tabled a paper showing that
standard o terility testing Ja unthu}V to
detect substandsrd batches wnless either g
high proportion of units in the batch were
tested o there wag o high incidence of non-
sterile units,”

%

ARTSTHNG FROM THE - MIWUTES

Py

(a)  Restricted Release of Drugs

Pharmsceutical firms have
in this regard,  The Depariment is
the adminis ’19 ive problems whi
too many druy arce gilven JOlU“"
ra,t one L..II o '.Ld. 1g
time for wh¢zl Suek

It vas agreed the
for regiricted re

Mitly restricled,
; ricted in some wey
weete of the drug's
claiified,

Arictiong be wveviewed no sooner
*h@ regtriction 1s imposed unless
strong evidence for deregstriction

i"is to be advised in which category of
"etion the drug is to be included.

Drugs wvhich have already been relegsed with restrictions
are to be included in the categories as follows:

ategory I - Triasure, Prostin F2 Alpha
' and Anti-cancer Qrugs.

Category II -~ Nebecin, Amikin, Pexid, Epilim.

Restricted release should not proaibit inclusion in
Hew Ethicals and should not preclu pde the Drug Teriff

—_

listing of +the drug (with re striction).

ﬁonitowed release would not restrict the drug to
specialist & ri s t only to those doctors

I usEe neceggsarily bu J
who a Nre Wllllﬂ& to monitor the drug and return protocols.
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4.

of drugs will not release Ffirms
trial requirements For new drug

should be internationzl
nonitoring. there are too
many associated problems to make 1t practiecal

at this stzge. However 1f New Zealand can
demonstrate that drug monitoring is workable, other
countries may follow. '

It was agreed that the obvicus way to start wouls
be to monitor selected druzs only. It would A
impogsible to implement drug monitoring fo
new arugs.

There was digeussion on who sho
for the collec i
the Department
the facilities
reason 1t was agre
and snould then r
question of unfav
firms wae ra

majority of

tion and collatio

T the

s The
T g Swithheld by
ise \ g fe ver that the

It was
requis

protocel education
ribution
follection

ment to doctors.

rreed that o subcommittes be set up to
paper setlting out guidelines for the
tion ]

n of drug monitoring., The paper is

o}
nlated to members bhefors the Marceh 1978

The svbcomnittee is to comprise Dr Xellaway,
Professor Herdson and a representative from the
Department.

reed that drug monitoring' could be applied
ta~hlockers and Pexid in the first instance.

el

The bill is currently at departmental draft stuge.



T %o Par

Biiis

Ax m-w_us_ _ Ruptures, Ulcers
O.f 1316 G‘%.,‘;‘ Laal l - Hitats) r_“'{.l i &1’1{1
' that Urinay % ‘Prac, t Disordsrs should e included
in Pexrd I the Schedule,
- y
%)

Gono new batae
PR _lITS U -l il
A

> A 'i:ﬁ
o & s W} st Jda
aselegtivit

de

2, )
nageﬁy ecug,
be P’””JU"“

MY regul
B mice hav
g radio 1_1101,1:. at
i arently doge-
i ato-cel] Ll.]_r‘l" carcinoma.,
Bs
2 1dc0. %o defer this drug pending
i e IOJ][, tern clj.nitC. 1 studices (at least
8 2 year period) and satisfactory
aLa.
(1) Lopresor and Betaloo
The Ccvinm't'i‘.ee decided to defer these C,'f“w's nptil
the drus moni toring schege 1” implemente lu:mﬂbers
Telt ,}wu there vere insufficient Gl.l.l_lCd.]_ dats in

termig of Yime and nunber of
valvation. gk
Sri tisructory,

'MJ,LJ 2NnTs To enable
¢ quality control data were un-

5

Dx Kelloswa ay said thai he vos swsre of vatients who
had demonstrated rositive antinuclesr Factor sfter
being treated with practoicl, A negative (,QGJ_"th’-l ar
facter resulitia ng from wJ,an,.caum of practcolol could
2gain become IJOJ'J!.'tlw when treatment was recompenced
with snother ::»e a~blocker. He was concem d that
ratients ITI”’I'H have heen 'D'I"E_,be'!'\g'i‘t,l“(—a Te other heto—
bloc‘:kers_ and possibly to othe drags which were known
to ceuse 8 positive am.w.._c]_e&_ factor,
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Ny

st i

(c:).

(e)

(a)

(e)

Rivetril

S

mend that the Minigier

of Health consent tc
of the new therapcuti
3

i ax ril subjeet to the
provision of satis:

lability Adata.

he Commitsee decided to recommend that the Minister
of Health congsent to the distribution in Mew Zealand
el

!

the new therapeutic drug Glinoril.

UPE ST SN

The Ceommittee decidsed to defer
clarification of biomvailabiliw
proper evaluation to he carrieg

The Tirm ig to be advised
presented and not sultab
that the numbsr of

There was
available
ouwt in New

decided To recommend that the Minister
Deonsent te the distribubtion in Wew Zealand
2w therapeutic Grug Androcur subject to its
v restricted To appropriate spscialists only

payehiatrists) and to the provision of satisfactory

gualiity control data. The restriction on specialist
usge is likely to be permanent.

RUGS, '

Calcitonin - 3Jandoz

The Comaittee decided to recowmmend that bthe Minister
of Heslth consent 1o the distrivution in New Zeszland
of the new thervapeutic drug Calcitonin -~ Bandoz

sulbject to its use being restricted to appropriate
! - 3 A
2 iction) and to the

specialists only (tempora
provision cf satislactory

.
Ha 5y

regt
15

b
vality conirol data.

PSPt bt

The Committee decided to recommend that the Minister
of Health consent to the distribution in New Zealand
of the new therapeutic drug Dopram subject to the
provision of satisfactory guality conirol data.

T
Haxdirel
AA AL =

the company has adviged that Ffurther data hag been

S Gme 2 Lity control gueries are outstanding but -
tirese should not hold up acceptance. ' C<§;
Hiper : E @



(g)

(2)

Mo

received from overseas and asked that congiderztion
of this drug be deferred wntil the nexs meeting.

The data already forwarded %o members will be held
in ‘the Department. ‘

There was a genersl discussion on the question of
holding or revurning literature provided for decl
end deferred drugs.

tudiomil

The Commitiee decided 4o recommend th
of Health decline consent to the dist
New Zealand of the new therapeutic dmy
to the lack of long teim clinical i
of arrythmizs, foetal skeletal gue
potenticl toxic effects, the
vherapevtic/soxic range ang
control data,

The firm is %o be
format of the apy the Commitiee
Was concernad al . ¢ i i out in 100
children par{izaeded WRETN oW that the drug

entation and

to the distribution in Few Zealand
petitic drug Nipride subject to +he
T satisfactory quality control data.

The Commithee decided to recommend that the Minister
of Health consent Lo the distribution in New Yeazland
of the new therapeutic drug Vermox subject to the

rovision of satisfactory quality control data.
o s o
Desvrin '

The Committee decided to recommend that the Minister
of Health consent to the distribution in New Zealand
of the new therapeutic drug Desurin subject to the
provision of satisfactory quality ‘control data.,

CHANGED DRUG

Yibramyein

An application has been received for a 200 mg capsule.
The Committee supported +the application as there is
an occasicnal need for this sirength of capsule in
severe and anaerobic infections.

e

Aerosol Propellants

. PRSI
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¥ SMEWNT ADVISORY
MINGTES OF THE 19th MEETING OF THE Hﬁbg ?gsg iIR'THE .
COMMITTEE HELD ON WEDNESDAY 24 ROVAMBER o BUILDING, LAMBTON
COMMITTEE ROOM, lgt FLOOR, MACARTHY TRUST BUILDI _
ik R £ TR I Y N d:Ms
QUAY, WELLINGTON, COMMENCIKG AT 9.00 a.n

PRESENT :

' (Chairman)
Dr A.G. Scott
Dr N, Eggers
Professor P.B. Herdson
Dr G.§. Rellaway
Dr D, Macintosh

Professor T.V. O'Dennell : <<§§>§
Dr G.F. Shanks (S@crgt
Mrs E,.C. McKenzie

IN ATTENDANCE :

Dr K.H. Goh <:::>
My R.C, Griffith .

Dr J.3, ?hnlllps
Miss S. Porter
Mr J. smith

Miss 1., Stanawvay
ME R, Wlth*ngton

(2bsence)
(Lateness)
(Abscnce)

APOLOGITS E ;;

de uty I for
welcomed Dr Eggers who was QCLlnggiiLnt?St (Good
'..S-gag and introduced Mr Smith, the new;% Chairman con-
EELGF§HG Practice) in the Departmcnt as Assoclate
Atulated Dr Kellaway on his appointment

:land School of
rofessor of Clinical Pharmacology at the Auckla
Medicine,

- DATE OF NEXT MEETING:

. I on Wednesday
The next meeting of the committee is to be held
6 March 1977, 1
3 77 meetings
The & ested dates for the July and NogeggeiheZe on 27 July
wera ngg suitable and it was agreed Eo gere agreeable.
and 30 November provided absent members

3. - MINUTES OF THE LAST MEETING:

uviated were
The minutes of the 18th meeting having been dixe [

following
taken ag read and confirmed subject to the £
amendment

arditis" with
Ba 3, last line; replace the word “carditis
ge line; re
the word "pericarditis".

I

e




(b)

{z)

2.

MATTERS ARTSING FROM THE MINUTRS:

Intensified Adverse Drug Reaction Reprorting Scheme

ined the scheme and answered some
sed that there has been a slight
but it was hoped that the first
issued with the nexnt New Bthicals
£irms should also be distributing
1977. The scheme is swinging

=) S swi
tion rather than on a set startin

The problem of reporting in the hospital e
was nentioned and it was agreed that an e
will be needed in this sphere.

[

Professor MoQueen will be attendd
in Honolulu in Januaxy 1977 Wi
of adverse drug reporting . ¥
undertaken o report any

DEFERRED MEDICINE‘<§>

Medihaler -

tihaler - Pulmadil.

ited Kingdom for 2 years. Members asked
aferred or declined drugs are referred
them in the future ithat a full section A be
orovided. The Departmnent agreed to do this.

Vunon (VM- 26~ Sandoz)

The committee decided to recommend that the Minister
0f Health decline consent to ths distribution in

New Zedland of the medicine Vumon due tc the high

toxicity of the medicine, and lack of definition of

its place in cncology.

Ay
The firm is to be advised that this was not a well
organised submission.

" Colestid

The committee decided to recommend that the Minister
of Health consent to the distribution in New Zealand

of the new medicine Colestid subject to the firm's
agre=ment Lo a two year shelf life,

advized that the acceptance igs not
ity of their submission but rather to

——
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{c)

Mexitil

The committee decided to Gefer Consideration of this
medicins due to insufficient exXperience of adverse
drug reactions in long ferm usage, as it appears to
be fairly potent, highly toxic and with marked side
effects., There are also inadequate data on quality
control,

NEW MEDICINES:

I.V. Solutions in Plastic Bags (McGaw)

There was lengthy discussion on the use of
bags for i.v. sclutions. I+ was considered
advantages of plastic bags over glas ttie
be kept in mind and although there
concerned with the leaching of pil

etc., 1t should be remembered &F

questions with the curren=
were as yet unresolved.
that pyrogens were exc
the fundamental mapufa
was the most imp
stages of man
and warrant

are carried\ ou

lon AB:
m Avone company.
ttee %§§§§§§% © recommend that the Minister

) Y contrel in all
¢ is essential
he various operations

I conse he distribution in New Zealand
asti gs subject to clarification of
ﬁi hcations, the provision of adequate
0l data, and the institution of satis-
i-process and finished product testing.

his submission was not as well pPresented as the
previous one.

The committee decided to recommend that the Minister
of Health consent to the distribution in New Zealand
of the I.C.I/TVL Plastic Bag subject to clarification
of basic specifications, the provision of adeguate
quality control data, and the institution of satis-
factory in-process and finishegd bPrecduct testing,

The committee asked to be kept informed on the develop-
ments concerning specifications for both plastic bags.

" Pevaryl

The committee decided to recommend that the Minister of
Health consent to the distribution in New Zealand of the
new medicine Pevaryl subject to the provision of
satisfactory quality control data,

TR R




() Moban

[P

The committee dacided to recommend that the Minister
of Health decline consent to the distribution in s

£
MNew Zealand of the medicine Moban due to insufficient 2 i
Long beym studi in sufficient patient numbers, the =
high i3 side effects, concern about the i

posaible i of this medicine and inadeguate T
quality control data. Further information concerning i

leuwcopsnla in long term studies is also to be sought. i
The gtandard of the his +hology work was gqueried —

Lopa
and also the cholce of strain of euperimental {
animals.

()  Qrousert

[

The comnittee decided ¢

Heallh consent o the d

the new medicine Ocussr
Q

0 TECOmpe

i B
i

gatisfactory quality

gtribus

(£)  Mitomycin=-C

& +hat the Minister of

Health \Vistribution in -
New Qe Mitonyein-C due to 1its {
owic effects, the lack of g

i1 combination with other
ok of definition of its place .
y10gical practice, absence of current
inadequate guality control data.

unsatisfactory quality control data.
(h)"TRFnﬁoggi

The committee decided to recommend that the Hinisteg
of Health consent to the distribution in New Zealgna
of the new diagnostic agent TRF-Réche subject to the
provision of satisfactory guality control data.

(1) * Benoral
The committee decided to defer consideration of this

medicine due to insufficient long term clinical Eata
being provided and inadeguate quality contrcl data.



(b)

'IﬁERAPEUTIC'DRUGS'(PERMITTED SALES): REGULAT

T MY Iron Tab%ets

=
==

NS 1972 ‘

(9]

The committee Jecided to recommend the inclusion in
the Schedule of this drug.

RESTRICTED RELEASE MEDICINES:

Epilim

Members were cencerned that if thig medicine
released for general availability that side
reporting would decrease, It was decideg
should be included in the Intensified Rs
Scre members felt that the restrictic
removed and felt it was still unde
nationally. It was agreed after 3
restriction on distribution o
and also that a letter be
to use this medicine sefdd
concern about side eff
the oceurence of Ve
Co~operation in #1 gporting W) adverse drug

reactions. <:::>

as been received from the firm;

7 have not hbeen actively supporting

8 _cldaimed by some specialists of precocious
tism and that they have only been

drug to psychiatrists.

wa

1

Androcu

ittee were concerned about the use of thig
for these new indications and re-affirmed that
n this drug was recommended for marketing it was
only for the treatment of hypersexuality in adult
males, If Androcur is to be promoted for other
indications, a changed drug notification will need
to be lodged together with full supporting data,

It was agreed to re-affirm the original decision +o
approve this medicine only for the treatment of
hypersexuality in adule males and to extend the use
of the medicine to all appropriate specialists for
this indication only.

It was noted that hospital pharmacies were pPotential
suppliers of Androcur to doctors intending use for
non-approved purposes. This should be communicated to
the company.




fa)

T%&re-ls very 11ttle'l;?erature dascrlmlng the cecurence
Of this penomenon outside Japan, No Cases have baen
reported in New Zealand and it was geherally feit by
members that clicquinol was of very little value

th&rapeutically.

The committes were concerned shout the POSsible hazards
of this drug ang its continueg availabiiis
rectmmended that the Minister of Health bLig
this concern, They also fequested that th
should be reported to the Pharmacology ang
Advisory Conmittes,

(b) - Logal Production of Pituitary Hgyﬁggg£§>
N

Dr Scott outlined +he curre
pProduction of Pituitary b

establish g National Pj3
Muckland.,

()

@G action and advised
Mt date for {he Testriction
hospital pharmacies wag

OXE Was & body of opinion in both i
el Therapeutics Advisory Committes
mmittee that barbiturates should he i

subgtances. The original stimulus for
Testrictions came from the deletions of
c@s, with the exception of phenobarbitone,
latest edition cf the British National

In addition there was evidence of increasing'
and dependence on, this group of medicines
The restrictions in Wew Zealand will not applv to
phenobarbitone Or to barkiturates used in anaesthesia,

Some members felt the restriction was unfortunate ag
the alternatives avallable may not Prove to be asg
efficacious, safe or cheap, while other members agreed -
with the restriction, \
: —

(d) - Qral Contraceptives and Liver Nodules

¥
Tha relationship between liver nodules and oral contracep-
tives is still not very clear, as they occur only very .
rarely. It was Suggestad thai

-

k]

¢ records of liver bathology
could be kept as a routine at autopsy and that o
retrospectivea study of the effect of oral contraceptives
on liver could then bz carried out, -
It was agreed that paragraph i) (regarding hepatic cell -
adenomgs) should be retained in the information required
, on oral contraceptive bPackage inserts for physicians, T



I

(e) Qegtrogens and Endomel

Cairc¢inoma

SO

Some regulatory bodies ane
included on labelling for
be used cyclically, in low doses and for
of time.

Members adl that .07
use of oes ang an A om B!
the Ffollowing contraindications shouléd be incl

J-%

che literaturae:

(1}

(2} Enown or suspectced
- (2} Known or suspected pregnancy

(4) Undiagnosed abnormal

Toase

£ hireast ox

Cerebro~vasculas

embolic disorders.

ombophlebitis or throm-
ors associated with previous
evcept when used in vreatment of

<§§2} ostatic malignancy).
-
{ Mez should be given of the possible induction

- Y=

\;
<§3 malignant neoplasms, gall bladder disease,
hromboembolic dlsease, hepatic adenond, elevatad

P <§>§i blood pressure, decrease oOf gluccse tolerance,

- and in patients with breast cancer and bone
(::j) metastases, of hypercalcaemia.

1"" The literature should emphasise the following

warnings:

L_ (a) Pregnant women should never be given oestrogens
b pecause of the damaging efifect on the offspring.
_k” (b) Products containing diethylstilb@estrol but
il not labelled foxr postooital contraception must
L have the following warning: "This product
1 should not be used as a postcoital contracep~
P tive."
T (c) There is an increased risk of endometrial
L cancer with prolonged use. The lowast dose
| to control symptoms is recommended foxr use
S in treating menopausal symptoms: medlcation
| T : should bhe discontinued as sOON &% possible.
{ When proionged treatment is indicated, the

patient should be re-assessed at least every
6 montns. "There is no evidence at present
' fhat ‘natural’ oestrogens are more or less




8.

3}

hazardous than !'synthetic! Cestrogeng "

(£} Chloroform - Carcinogenic Potential

i problem of how these reports, and Ffuture reports,
ey el erm @ha N.C:I. whic@ iH'tQBLing epproximately
350 compounds in Qaroinog: 818 bigassay, chould be
dealit with was digcussed, d the quastion of the
safety of alternative (uintested) compounde ralsad,

not relevant

It was felt that the mets ' 5
1 Lo be no reason

ans and that there
for a dramatic reapprai
that no action should |
suggested that the propriety of su
animals was guestionable, T Ly

present. It
ch experimey

nédustrial use ws

as & possible matter of conern.
(g) Triazure : <§§2§

This wag referred for Infornsdd

(b} Carbom Black, Ponceau Re 15%3
: - NG

This was referred £6 format

\
-to include such a warning
committes howaver suggested
: stetricians be drawn to the

hat 2lso be referred to the Committee
U Beactions for their consideration.

(k) ~ Depo~Provars

chlercform. It was raecd

This drug was approved for marketing in New Zealand before

this committes was formed. It has been withdrawn from
the U.S.A. market, not approved in the United Kingdom

and not marketed in Australia. WNo'problems have occurre

in New Zealand although it has recently been suggested
that progestogen in breact milk might have long term
effects in infants.

It was agreed to consider this drug at the next meeting
g g

when a full submission will be prezented,

The Chairman advised that this would be the lagt meeting that

Mrs McRenzie would he attending as she was leaving the
Department in February 1977.

The‘Chairman also advised thal Professor Herdson who will ba



overseas next year will he replaced at +wo or thr
by Professcr J.D.K. North.

The meeting closed at 4.15 p.
all present the compliments of the

4 .Sw;ﬁ

LA A B I F0 20 0°0 2000200 0asr0e

(Chairhan)

Confirmed
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PRESENT ;

pr A.G. Scott (Chairman) jﬂ

pr G.S. Kellaway ' il
pr M. Kingsford

pr P.W. Mollex , —

professor J.D.K. North |

professoxr T.V. O'Donnell N

Miss L.G. Woolstencroft (Secretary) L {

TENDANCE : ;
1N ATIENDAZ-Z @ « !
= : g

Dr K.H. Goh @ i

Mr R.C. Griffith

pt 5. Phillips

Miss S. Porter ’“l

Mrs N.A. Stagg

piss L. Stanaway -
5

_ 11208 » 3
: : Ao s &
<§E§§k to the Committee Professor Nort : :

- B . p th
ﬁ;kr_ rofessor Herdson (at present overseas)
tary of the Poisons Committee, was introduc

S0 .

>\dext megting of the Committee is to be held on Wednesdav
-JulY 1977 ‘

er will be overseas from June 1977 until July 1978
suggested that Professor Jellett should depu{ise for Wim
absence. .Mgmbers had no objection to this sugggq£féﬂ
cor Jellettwill be approached. FreT

pr Moll
He has
during hS
and profes

ﬁHﬂE@§ OF THE LAST MEETING:

\.

3.

es of the 19th meeting having been circulated were

+e minut =5
Tne read and confirmed.

taken @5
MATIERS ARISING FROM THE MINUTES:

4,

TLERS
LI g H Tero . . .
(a) intensified Adverse Drug Reaction Reporting Scheme

pr Phillips advised the Committee that the scheme is now ’
£ gnderway. He outlined the results of the meeting with '
; representatives of the firms presently involved, a

; reporting their enthusiasn.
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He advised that it would be important to know the number

of patients being treated with each drug under surveillance
but this is difficult to dscertain. The companies offered
to supply usage figures and it is hoped that by checking
numbers of patients treated at one or two large hospitals
that it may be possible to convert the usage figures

into a useful estimate of patients under treatment.

Concern over the effectiveness of the existing schene,
egpecially in hospitals, was raised.. It was the eral

feeling cof the Committee that hospital pharmacgi! 7euld

be most willing to assist as this kind of i

would help improve their professional staf lso (Eiz)
thelr communication with general “practd e

will inevitably 'be key figures in S 0§§§§§§ .
scheme in hospitals and it was s rence
be held involving hospital ph to em eir
co-operation. The hcolding nfer to be

considered by the Departmé

reporting was
test Subject to
¢ his report-to the

-

eg\was Mnformed that a Clinical Services Letter
1 MNEER concerning this preparation. It was
ﬁi; epplications for free supply under section 99
s c}ie v be available when the application is made

§¥§ ly by an appropriate specialist.

Skatus of Barbiturates

A meeting has been held with the pharmaceutical and medical
professions. The combined meeting recommended that no
change be made in the availability of barbiturates asg

usage is generally dropping, but there is still some

misuse of the drugs in the community and some over-
prescribing on the part of some doctors.

A working party has been set up to devise educational
programmes for both the medical profession and the public,
These are to include information on sleep patterns,
especially in the elderly. The identification of
excesgive prescribing is also reguired. A joint letter
from the Director-General of Health and the Chairman

of Council of the New Zealand Medical Association will

be circulated to all practitioner

S.



(e)

—
h
~

(a)

‘know if and when they br

3)

Aspirin in the last three weeks of pregnancy

No cases of prolongation 6f labour have
New Zealand but efforts will be made o
students and doctors in large maternity

been reported in
inform medical
hospitals.

Tranguillisers in Pregnancy

A Clinical Services Letter will be ci

‘ LV : rculated drawing
attention to this question. :

Depo Provera ]

It was the general view of the Cgmmittee t
was of particuldr value to this country
was felt that doctors ought to he infof
decisions made overseas concerni q&&

ng

As there is no specific
in ¢ancer cr for 1

progestogen in %
caurtion docaiggp ¢
C ; 21

g 7 a . ', .
72 @rawn.to the fact that consent to market this
as given in Ne

drawn in the U.S.A.

AT : . New Zealand at approximately the
‘ fme as 1t was with

wever the Committee felt that consent to market in “his
country should remain as the risks ass

, : R : E - sociated with Triazure
are 3ust111e§ in relation to the serious disability
associated with severe psoriasis ip certain patients.

The firm is not Proposing to market the product in New
Zealand as a result of the U.5.a. withdrawal. It is
proposed that the company be asked to.let the Department
ing the medicine into the country.

1t was also‘agreed tha? the Department should look favourably
at any secticn 16 applications for use in special cases.

DEFERRED MEDICINES

Irandate
The Committee decided to defer thisg
insufficient experience concer
drug reactions in long term ug

application owing to
ning the incidence of adverse
age .-

—1
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It was felt that data on increasing nuwbers of patients
for a longer duration were needed as information on
anti-nuclear factor was insufficient and too little

was known aboul the effect of its affinity for melanin
in the eye. There were also gome ‘gquality control
matters as yet unresolved.

It was considered that this would be a useful medicine
once these qguestions have been resclved.

(b) Voliaren
The Comnmittee decided to defer this app
felt that further experience was ne
on long term therapy. The opini
multi-centre trial showed inguig€
cellection and as a reszult
safety, particularly as
are required on liver ¢
out that where thers—as
one centre they

gh to show
nore data

1ehts only in any
in the trial numbers.

€=

Norpace
recommend that the Minister of Health

Lion in New Zealand of a new medicine

provicion of satisfactory gquality

Tttee decided to recommend that the Minister of Health
At Lo the distribution in New Zealand of the new

W

The Committee expressed some concern that there was no
literature published outside Germany and that there have
been no trials of the medicine in New Zealand.

6z RESTRICTED RELEASE MEDICINES:

(a)  Androcur

The Committee has previously recommended the approval of
this medicine for use only in adult male hypersexuality.

The Department has since then received applications from
doctors requesting free supplies of the medicine for the
treatment of precocious puberty, acne and hirsutisn.

The Committee reaffirmed its attitude that the medicine

should he restricted to the use of the appropriate specialists.
;t recomacnded that the use of the medicine be extended o
include precocious puberty but it firmly opposed the usc of
Androcur for the indications acne and hirsutism. There
Was some concern about the paucity of long term experience,
the suspicion of testicular dysfunction on stopping treatment
and the Suggestion of adrenal failure in some cases.



(a)

(b)

(d)

U

\
NEW MEDICINES: v e " t}
|
Urotrast

The Committee recommended that the Minister of Health
consent to the distrilution in New Zealand of the new
medicine Urotrast subject to the provision of satisfactory
guality conitrol data.

Its regulatory history in Australia was considered of
interest. It was agreed that the Department inguire
about this.

\

Tagamet P

medicine for further data on long term
advice from the company on how post m
is to be ensured. Some quality cc
unresolved.

Anginin <§;S>
The Committee decided recomnmne:
RMA®,

Health decline co 1n New Zealand 4=

of the medicin 5 due g (Ngek of proven efficacy, }
lack of data et 1 and inadequate quality =
control data

ed to recommend that the Minister of
gohsent to distribute in New Zealand the
secur. Further data concerning more patients
qration therapy, and more comprehensive quality
cata are required.

e is a need for further studies involving comparicson
with similar, more recently developed, products.

=3

opisolone

i

The Committee deferred consideration of this medicine
due to a paucity of comparative studies with presently ,
available similar preparations. ' '

Efficacy is regarded as proven but the relative therapeutic
efficacy/safety ratio has not been established. Also
further qualiity control data are needed.

The pre-~clinical section of the presentation was considered
well conducted.



O

Flexiban i iyt

The Committee decided to defer consideration of this
medicine for further information.

t was considered that there was a notable absence of
published work on this substance in view of the length
of time it had been available and that the company should
be asked to report on this. It was also considered that
data involving comparison with Orphenadrine were negessary
along with further information on longer term use

larger patient numbers. <§£§§> C:E;
Some further quality control date are als ?éég} @ <E§2)
Prostin E2 § . <§§§;;%> x;:§>
The Committee decided to recomme e of .

i ﬁ%x he new

Health consent to distributiod
On’to use by

medicine Prostin E2 subjeat ‘k
specialists in obstetrics fu ! ]
WXERSs the restriction
~?- 111 be distributed
psetric and gynaecological

data are required.
obstetric and gynaecological

proposed by the f£i 2
only to those =z 1
unit and whigH ¢ i
specialist

ecided to recommend that the Minister of
5 the distribution in New Zealand of the
agent Relefact subject +to the provision of
quality control data.

he Committee deferred consideration of this new medicine.
It was considered that the data on pharmacological effects
in man were insufficient and that the human studies ware
inadequate in terms of toxicity and efficacy.

Some quality control matters are as yet unresolved.

THERAPEUTIC DRUGS (Permitted Sales) Regulations 1572

Ru Mari Compound

The Committee decided to recommend the inclusion, in the
Schedule, of this drug subject to the satisfactory editing
Of the claims made on the container and insert.

Ru Mari Lotion
The Committee decided to recommend the inclusion, in the

Schedule, of this medicine subject to satisfactory editing
of the claims.




(e)

GE)

7

Slendrets (Slimming tablets)

The Committee decided not to recommend the ine}
in the Schedule, of this medicine until satisgfg
evidence of the efficacy is provided.

usion,
Ctory

De Milo Herbal Slimming_Tablets

" The Committee decided not to recommend the inclusion,

in the Schedule, of the medicine until satisfactory
evidence of its efficacy is provided.

Healthway's Sleeping Tablets

=

The Committee decideg to recommend the incl the <§§§j §>

Schedule, of this medicine subject to the

the recommended dosage regimen by remowv £
recommendation to take the tablets %f§§;> ls

Healthway's Tranquility Tabletg

The Committee decided to r

in the
Schedule, of +thie medici

The Cor

>onmend that the Minister of
Health

\§Eribution in New Zealand of {he
Wdan Injection subject to the
LOry quality control data.

the Department wasg advised on an increase in
Ss0ciated with the use of Dimethylaminoethanol
ester in elderly, infirm patients. 1In December
2 changed drug notification was lodged for a tabilet

ontaining 250 mg of DMAE as the pacetamidobenzoic acig,
(Deaner) . .

A notification was in the interim referred to the Minis# sr
of Health to stay distribution of the new preparation.

The dose of the original product was 25-75mg/day. The
changed medicine has a recommended daily dose of 600-1500mg
which is well above the 300 ng danger level referred tO in
the Worilg Health Organisatiop CLETHLAR,

After Consideration the Commitilee decided to recommend
that the Minister of Health declines consent for
distribution in New Zealand of i he changed medicine
Deaner 250mg . -

-
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P

;" The Committees Tequested that the poor quality of
= | photocomving be drawn to the attentiop CL the firm,
?f(c) Buromine 40mg .
:f The Committee decided +o Tecommend that the Minister of
L Health decline Consent to the distribution in New Zealand

l | ] 3 fi ) £ 3 = e
L of the changed Nedicine Duromine 40mg due to lnadeqguate
L data Cohcerning itg therapeutic ratio, <§§é>
-~ 10. GENERAL_BUSQNES@: ' <<§§>

- (a) Tartrazine Hypersensitivity ) «

L Considering the widespread use of the con X \a¥% a

colouring agent, a wWarning on each pa 2 ad -

: messive undertaking.
The Committee Was concerneqd tha
in broncho~dilators and decide§
on the BeVerity of +ha alle
from Dr Lef¥owitz g+ the 115
Research Centre, Deny
further,

e @
al Jeaw NQSpital ang
i J then he Considered

The Commiq

Evaluax ' 24 Yeferred the tinoloyl application
and o fury Wi¥ormation on carcinogencity. The

L ' touch with the Australign Proceedingg
No further action in Newy
Noment

first time applications for some new drugs were not
Nt to the Meeting because of the Pressure of DUmberg
and time. AS a resulg the deadline for the Teceipt of

data hag been brought forwarg to three months before the
Drug Assessment Advisory Committee leeting.,

It was agreed that the Department Would expedite the
applications for particularly usefy] drugs, to allow their
Consideration at the Carliegt meeting. -

) Bromocrig;igg

—

Bromocriptine wasg fecommengeaq for Marketing at the 14 July
1976 D.a.a.C. Meeting. 1he application did not include the
iﬁ“*?‘tion acromegaly but +he Departmen+ is Currently

. =19 a number of Tequests for irae Supplies of the drug
for dCromegalics,




s

The Committee indicated that the company should pe

asked to make application for the use of the medicine

in acromegaly and in the reanwhile doctors seeking to
tuse the medicine for this purpose should request supplies
from the company. '

(e) Approval for Triais
The Committee Suggestead that the Medicines Bill should be
changed to make allowance for the Standing Committee on
Therapeutic Trialg of the lMedical Research Council, as
an alternative to the proposed D.A.A.C. Subcommittes, to
consider protocols as well as investigators proposg
clinicals trials. The Standing Committee on Ther
Trials shoulgd be given the right To approve t
of the trial ag well as the investigators.

The Committee wished their thanks and go shes to_h
forwarded to Mrg E. I\Q{cj}_{enzie,_ @ %
The Chairman Cclosed the meetin a i}%\m 55

; L

Date ..r. ..,




MINUTES OF THE 23RD MEETING OF THE DRUG ASSESSMENT ADVISORY
COMMITTEE HELD ON WEDNESDAY, 22 FEBRUARY 1978 IN THE FIRST

FI,00R COMMITTEE ROOM, MACARTHY TRUST BUILDING, LAMBTON QUAY,
WELLINGTON, COMMENCING AT 9.09 A.M.

PRESENT :

pr A.G. scott (Chairman)
professor P.B. Herdson
professor L.B. Jellett
professor G.S.M. Kellaway
Dr M. Kingsford

professor T.V. 0'Donnell . :

Dr G. Shanks i

Miss L.G. Woolstencroft (secretary) <<§§>

;N ATTENDANCE : : ;;

Mrs M.S. Combly <<;E>
Dr K.H. Goh

Mr R.C. Griffith . @ %
Dr J.S. Phillips

Miss L. Stanaway <§§S> E;
Mr R.M. Trow

Mr R. Withington <§§;?

The chairman (OB

jcoming all members.

Fom Dr Macintosh and was

(1" MEETING

ng of the committee will be on 14 June 1978.

TES OF THE LAST MEETING

(::j) e minutes of the 22nd meeting, having been circulated,
were taken as read and were certified as a true and
accurate record subject to the correction of a typographical

error.

3 MATTERS ARISING FROM THE MINUTES

(L) Intensified Adverse Drug Reaction Reporting Scheme

Following the last meeting, & letter was sent to
professor E.G. McQueen making the committee's comments .
An interim reply was received from Dr D. Coulter,
Agsistant to the Medical AssessOIy and was reported to
the committee.

The discussion that followed drew attention to the
ideal of reporting any particular untoward happening
experienced DY the patient while on the medicine;
the necessity for those involved to see reports; and.

iy




(2)

‘the request of the Drug

Assessment Advisory Committee
that an annual report ang tWo interinm reports be

forwarded during each year €0 be available at each
meeting.

prOdU.CtS- All Yeports ShOUld clearly state that
reported events or adverse Teactions were in
association with the use of the Product and were not
necessarily as a result of its use,

i
It was requested that Dr p. Coulter pe noti
concern that was felt by the forwarding £ isc
month report to private Practitioner to

medical practitioners., T+ was fel r Mn futl
the report should be circulateg i

The committee was informed # @ " ble s would

be available in retajil o) ' Y - b1 1978
and that this was exp e s%! - ge of these

products.. |

Tartrazine Hyp,ersgngg i F !
‘ |
ved -S. Buswell replying

E

nformation

%. ed tH cod and Drug Administration !

he USA d the use of Tartrazine in several
s of pr { but it was Considered that no action
vas e@r in New Zealand.

e committee was advised that Urotrast has been
accepted with the agreement of DSIR. It was noted
that this was the first product from vugoslavia
accepted in New Zealand.

Seatone

: eir appeal against
the department on three of five points. The appeal

against the prosecution for the Ssale of a

The matter at present is with the de
solicitor to assess the grounds on w
could bhe based.

Partment's office
hich an appeal

—emTmE o o




(5)

(6)

4.
(1)

(3)

Medicines Bill

The Bill continues to be discussed and progress is slow.

Tnformation Submitted on Medicines Deferred

After discussion it was agreed that the company should
make two to three complete copies of the original data
available when a-deferred medicine appeared again
before the committee. It was expected that such an
amount would be able to be compiled from the material
returned to the secretary after the meeting at which
it was deferred. Members should advise the secre y
if they wish to review this data before the meet at
which it is to be reconsidered. Members alsona

to return as much as they could at the co

each meeting. i
DEFERRED MEDICINES @
O»

Voltaren <<::>

The committee decided

C;§§;§>Of this
erm studies.

flel~a
medicine for furt in tion O% &
It was also su that the i3 pe asked for any
published p e med AS |
Doubt e@ ou @@- icity in man. i
f

fhat there was no evidence that any
data related specifically to Uronase
Aferial was therefore irrelevant. The
o would still like to see comparative clinical
e involving Uronase in western countries.

he question of its microbiological purity was raised.

A reference to a standard for urokinase for
investigational use in the USA has again not been

produced by the company.

The committee re-affirmed its decision to defer
consideration of this medicine.

Rohypnol

The committee decided to recommend that the Minister
of Health consent to the distribution in New Zealand
of the new medicine Rohypnol subject to the provision
of satisfactory guality control data.

The committee felt that although the medicine was not
an advance and had all the disadvantages of the
currently marketed benzodiazepines there was RO reason
to withhold approval.
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- 5. NEW MEDICINES

2 (1) Mefoxin

Overall it was felt that the application had been made

a little too early. .

The guestion of how this antibiotic compared with current
cephalosporins with regard to its administration to
patients with severe renal failure on concurrent diuretic
treatment had not been satisfactorily resolved. This
information should however be available from its ongoing
usage. It was also considered that the paediatric

dosage should be determined.

-

3 useful. It was therefore decided
Minister of Health consent to
. - Zealand cof the new medicine
inclusion in the intensifd

. - reporting scheme wher
: to the monitoring ?igié
{ (2) Trasidrex

ividual patient. It was considered
odld not be significantly affected by

y a combination. The committee then

a‘matter of policy to disapprove of such

ohs generally. In the case of Trasidrex there

160 questions about the dosage uniformity of

fﬁ_ <§> Openthiazide and tablet stability.
_;_. <§§?§§ ~ It was, therefore, recommended that the Minister of

Health decline consent to the distribution of this new
medicine.

r%ﬁk (3) Piportil

A The committee decided to defer consideration of this

: medicine for further information on long term studies
—hEs with more patients. The suppression of follicle
stimulating hormone was considered wanting further
L definition during and following therapy.

i It was considered that the present trials should be
L continued. Reports on the ongoing carcinogenicity
—E mutagenicity trials should alsc be provided. There
were some quality control matters to be resolved.

(4) Tiberal

The committee decided to defer consideration of this
medicine for further information on efficacy in
Bacteroides infections, amoebiasis and lambliasis;
“for clinical experience in a western country; for




Slarification of the appropriateness of the dosage -
to be recommended in relation to the trials reported
and for further quality control data. =

(5) zaditen e

Tt was agreed that this drug application had been =y
presented prematurely. Data demonstrating the

prophylactic capaBilities of the medicine in asthmatics

in a setting where artificial challenge was not used,

i.e. over one or two pollen seasons, were required. It

was also suggested that in the trials involving asthma

a placebo control would have provided more useful

information. The guestion of drug interaction with

anti-hypertensive, anti-diapbetic and psychotropi e
drugs was raised. In addition the full text 2
pharmacokinetic data should be provide <i§§> L

d.
The committee decided to defer con i figggn of th <E§2) i
medicine.
(6) Tridus . <<::>
The committee decide men
he d4
ticdine i

3 Minister of
on in New

d ] ...
8 , '_
Zealand of @ e
The submi&si 7 i ficient in proof of
effics Sp& term use, adverse reaction St
PL & I 3 quality control. It was felt
t i . DB& N for some metabolic mechanism to
e i IRRO of the claim for central activity.
\%; of the claims on central and
<<;E> perip tivity was queried.

Health decline conser

company intends to resubmit this medicine it is
<§> ended .that the name of the medicine be changed.

Danol

The committee decided to recommend that the Minister of
Health consent to the distribution in New Zealand of
the new medicine Danol subject toO the provision of
adequate gquality control data. The consent for
distribution should be restricted to the treatment of
endometriosis by specialists in obstetrics and
gynaecology.

The committee considered that there was an absence of
information on the long term effectiveness, the

relapse rate and the reversibility of androgenic

effects. It also felt that the submission lacked
information on the advantages of this therapy over
progestogen/oestrogen therapy: however, as this was

an extremely difficult disorder to treat, Danol would

be advantageous in some patients. Tt was most unlikely
that a patient would continue to be treated with the .
medicine unless an adequate response was being shown.



‘It had been suggested that the release should be
e monitored but this was rejected in view of the
limited numbers of patients being used.

6. CHANGED MEDICINES

; (1) Ponderax

The committee decided to recommend again that the
————— Minister of Health not consent to the distribution in
New Zealand of the changed medicine Ponderax owing to
e the marginal evidence of efficacy, its potential for
abuse and the paucity of clinical expexiencss%;iorted

. with diabetics. . ngg
! 7.  GENERAL BUSINESS - « E@

..... : (1) Vanquin
— (2} Dpilim
_— A repor Sg;:g ient 7 had developed Jjaundice

vhile $5ce]

e committee agreed that this

+
—— Kin IECff?
) : i " shoul8\xe under surveillance and that
eI port ted should be forwarded to the
ce

ittees érse Drug Reactions. No action was
ed

e onsi sary at this time.
e <1;)\\>(3) 'ié;ghol Containing Preparations

1.
L
i <§> e committee was advised that when Enterc-Vioform was
deleted from the Drug Tariff the company indicated
s that it would remove the product from the market. It
<:::> now appears that the parent company wishes to hold a
o meeting of independent experts under the auspices of the

World Health Organisation with a view to making a
e recommendation on suitable indications.

e It was agreed that the committee would await the report
of the proposed meeting.

Ay

8 ‘ (4) Progestasert

Correspondence and reports on the relationship between
—_— the Progestasert system and ectopic pregnancies was
presented to the committee. The committee expressed
B its wish to be kept informed of developments with this
preparation.

(5) Trandate

y The first report prepared from data derived from the
— United Kingdom monitored release scheme had been
circulated.



The committee received the report but no action was
considered necessary.

(6) Dimethyl Sulphoxide

A preparation consisting of DMSO was introduced to

New Zealand under the name of Dermasorb in 1965 and
withdrawn after six months following reports of changes
in the refractive-index of lenses of eyes in animals in
the United Kingdom and the United States of America.

It is apparently now being used increasingly in New

Zealand, mostly combined with idoxuridine for the
treatment of herpes zoster.

It was requested that a bottle of the pre bein
used be obtained by the visiting pharma rquégjj

to the next meeting.
ervic tidr

It was also suggested that a Cli

on the subject be forwarded \o% dica ioners -
cautioning themn. _

(7) Saccharin ;§§§§§> C<§§§> .
Information reg Soley io ;;y Canada and the
United State i, e of saccharin in _—
foods, 39\ € i O rovided.
No si ar-agtion lecmed necessary. The committee
s ed ement be issued indicating that ———
in pini DAAC there is no satisfactory
vi ce to s st that the use of saccharin should —

Tes ri%ﬁgg human medicines.
, <<;;§) ggiﬁé;i for Clinical Trials in USA
¢ % _ 9
g “9as generally agreed that the guidelines as written
¢4 uld be usefully used as an encyclopaedic reference —
i or check list but that they should not be imposed in
¥ New Zealand. They would be a useful guide for New —
i zealand doctors taking part in clinical trials for
i American companies. - —

1t was suggested that copies be made available to e |
university medical schools, schools of pharmacy, |
pharmaceutical firms and the Standing Committee on ]
Therapeutic Trials.

The chairman closed the meeting at 3.30 p.m. with his thanks
to members for their attendance. s i

; ' .}
f Certified .... t. agcﬁ4hi :
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<:::> I Sulghinbyrazone and reuinfarction

MINUTES OF THE 3187 MEETING OF THE PRug ASSTSSMERT
COMMITTEE HELD ON WEDNESDAY 8 0eToBRER 1930 1N
ROOM, &TH FLOOR, WATTOWAL MUTUAL CENTRE,

WELLINGTON, COMMENCING AT 9.10 aM,

ﬁ_____m__mm_ﬂq___w___hq___ﬁ_“,

ADVISORy
THYT COI‘T.E‘EREE‘?CE
THE TERRACE,

PRESENT

Dr J S Phillips (Chairman)
Dr H Guy

Professor p p Herdson

Dr M Kingsford

Dr D Macintosh

Professor T v O'Donnell
Dr ¢ F Shanks

Mr R C Griffith (Secretary) <§§é>
IN ATTENDANCE §® @«

Dr ¢ Sri-Ananda (Acting Chairma o S8

Dr R Boya
Dr D Feeney ‘
Dr K H Goh

The chairman welcomad D G
Dr Moller and introduﬂed
the Division of Clinicad 5

1.  APOLOGIES @
Apologies we%@ved f oteéssor Kellaway ang Dy Moller,

of tggbs tieth Neeting were accepted with two
i Corrected,

| %
| %@, ©s for 198] were agreed at 13 Maxch, 2

: for
nt Director in

3 June
L

Q\\j ERS _ARISING FROM TR MINUTES

Recent events in the ysa were outlined in relation to
the findings in the triazl recently completeg there, 1t
a@ppeared that there Was some doubk about the value of
sulphinpyrazone in reducing Morbidity ang mortalit
associated with re~infarction. It was noteg that Ciba
had ceaseq Promoting Anturan for this indication in

New Zealand, The committee agreed that further develop-
ments should be awaited,

(2) Combined oral contraceptives - Ratient informastion

—]

Three Proposed formats for the Patient information h
been received from the Pharmacology Department at
Avcklandg Medical School, These Tormats were then
collated in the Department with all the Separate ideag
inclugeg and thig drafs provided to the committee., At
this Meeting three additions and one alteration to the

ad




draft were suggested

-~ the potential loss of contraceptive cover whilst the
patient was taking antiepileptics or rifampicing

~ the patient should be advised to consult her doctor
abouvt starting the pill again after the end of a
pregnancys

- the relevant phrase should read "Tell your dector if
you or your family have a history of high blood
pressure” eteos

- the sources of advice should be re~orderad i
"doctor" first.

(3) Colouring agents for medicins

Dr Kingsford had suggested, o
sinca the last meeting, that
would be vervy lengthv, that -
for exempticns would be pradi
sugcgested that pharmac
advise the colours il
collated list woul
The commitiee
a declarati
require

e
21 so the premise that
should no

(4) Epilds Ele Int d Adverse Drug Reaction

anti-epileptic therapy, hepatic dysfunction
yvtopenia appeared the adverss effects of
. Some further elucidation of repcrted
eaded incidence of fits with valproate and inte
ith amitriptylline and with carbamazepine was desirable,
e committee then dacided that Epilim shounld bhe removed
from the "Intensified Reporting Scheme" as soon as was
practicable - Januvary 1931 was suggested.

(5) TFeecs

The chairman advised that fee structures were currently
under review in the Department. It was considered Ly one
member that fees paid by government, for services like
this committee, should not be taxable. It was pointe

out that individual members could make written sub-
missions presenting their point of view if they so wished,

4. PRIONITIES OF APPLICATIONS

rise to the

The chairman reviewad the situation that had given
» g E s - .
in i ffered ths

potential of considarable savi of pubk 3 should receiwve
some priority in being processed as new drug applic T
was indicated that the consideration of new chenical entities
was not aud would not be delayed by this altered apvroachs

FOT
c;
X,

e

S R




L)

g e

wilfully encouraging "generic®

of research based companies but
RO th€¥f.w'" énwl?“ernat;§§$% Fren@ to mora
B e comp@tl”lf? ozﬁhkmﬁpy estdpfmsned drugs. It was
suggested by one mﬁmﬁgrn- iFH_F? Hove %owardg b lneing Hors
1.'11'13'.,3::'01."-.5'.5,1.’.‘;! ro nev @_3:13.9 :.pp 1u?i‘-1m?_s J_ntc‘erna'tlona}_ly MEy be
i st ad By EHE Pf?m?llnl?di data being evaluated in a
o locations: che clln}cal data would, howevgr, still fore-
| el i xguuifed ?y_mos? regulatorylguthorities, It was

agreed that s 1ist 9% epplicatdons pending wonle be

provided to the next MEEEINd. '
5. DEFERRE %Qﬂglﬁlg APPLICATTIONS

e

et

§
( 1) QQ.ESEE@ (NadOlOl J

At the meetin
recommendad ©
there was RS
safety, The
on AHA and €Y
such investid
The committs€
! recommendat
' examinali¢

survey

“he number of
et inadequate.

naking another

on ANA, eye lamp sli

he US post-marketing

s

r aminoglutethimide had besen declinad '
Feration of the application by the '
Jovemnber 1978; on that occasion it was
that clinical experience was too limited
: arud ha}d many 1Side effescts. It now appeared
L s ahplicatlanﬂhad been recompiled anc:l was more

Lronoive in terms of experience, The committee then

@ SEEeea, Bhat rpe applicatien should he approved, the

indication aisseminated breast cancexr as in the Section
- at i Ml de e i -

A ing Ehe 0DLY appropriate indication,
'

(3) zadine
for azatadine had last been reviewed in

: . .ot ion
This applicati® ol
J‘ul; '1:9%77 and the making of a recommendation deferred
ol ingufficient data had been provided on safety
" & use The information now provided by the

in long term = 1 . = . :
5 %4 alated to the extent of sales in Australia
apsence of unexpected side effects. The

and apparent BTN e s - .
corrrrn‘%-m: a=r';;3:€9d that this information would suffice
Lo ee L gorbisyte ey 2
not what had besn asked fox; accordingly.

_ 1 = 6
although it W&= il A ;
oy wastocided ro recommend that the application be

approved.

(4) Vigderm

This epplication .‘f.sr t0?1c311 ancinonide had been

vawt avad in 1979 when the committee deferred making
a recommendation 20 that long term safety, further
reports on potency c?i_}tzg?ared‘ with ot‘%u—zx' topical steroids
antl same furbhe? quality control data couldd be provided.

ok




N

The applic
but contended that long term investigation i S

not justifiable because of the consegquent hazards. it ;
was recalled that long term application to monkeys had &
been reporited on previously and gave no cause for 5
disguiet. It was then decided to recommend that the

application be approved subject to a few quality control

matters heing resolved, ; I

e 0Oy

(5) Zxiglchbe

This sulphadiazine/trimethoprim combination
reviewed at the meeting of June 1979 - a
of gqueries had resulted in relation tp

Furth

hination
wann recommended

safety data in animals and man,
and quality control data.
now been provided but it was
case had been made for thg\e!

over trimethoprim alore
that the appl icati:ecli

6. NEW MEDICINE AGPDICS

e PONS
N
(1) Romilox dec Eﬁe_ ant\éggé%’ Fture
' ZAY R

2%a ST regue SERdy the last meeting that the

: w thie application, Dr Boyd indicated
the Dg t had recently asked Roche to withdrawv

= n for another cough mimture containing
o /guaiaphenesin/dextromethorphan. The decon-
‘%i piSrcure appeared to meet the reguivements of the
hich advised the FDA on cough and cold medicines.
t\Was then agreed by the committee that the application
hould be approved subject to some minor guality control
gueries being resolved.

(2) Platinol

It was agreed that this anti-neoplastic agent cisplatinum
IT had a large number of toxic effects on particularly
bone marrow, kidney and lung but it did ap%ear Lo provide
an advance in the treatment of testicular and ovarian
carcincoma. There were a number of queries on the
specifications and stability of the product vihich needed
to be resolved, The committee then decided to recommend
that the application be approved subiect ©O +he chemistry i
queries being resolved. ) i

(3) Syraprim
This was an application for a 300mg trimethoprim tablet.
In the ensuing discussion it was advanced that trimethcprim
was the active ingredient of consedquence in co~trimoxazole
and that the evidence that there was a rise in resistance ;
to trimethoprim where it was used not in combination was not b
convincing. Whether macrocytic anaemia was a problem i




(4)

6)

of concern with trimethoprim remained to be seen, The
committee then decided to reccmmend that Syraprim be
approved £or the treatment of acute urinary tract
infectionsa subject to the bioavailabilitg Study being
evaluated and found satisfactory,

The committee was also interested in obtai
details about +the usage and problems with
trimethoprim in Turku, Finland.

ning further
resistance to

Pevisone

This apwlication for a combination of econazole
triamcinolons in a Cream was discusced at som
The application presented evidence that was
ing as to the value of including triamci.
Preparation; it appeared much betiter
& steroid incorporated in the crea
for a short period of combined the$
agreed that the application sho(lg
grounds that the benefits oF 3

in which is the

trivial compared with th
use.
Vet 93 4
Netilin
omicin, ¥etilin appeacred

AS generally associated with
but could have wvalue in

:nd Psuedomonas infections refractory
However, there was no pressing need
tlable at this juncture and ¢linjdeal

1 it was relatively limited. The committee
e Lo defer making a recormmendation on Wetilin
Mrther clinical reports could be provided, the
PEoing information could be re-drafied by the

icant where necessary and some cutstanding cuality
control queries could be resolved,

and

Ly

P THE:
Lldisine
P et e o Aot et

This anti~neoplastic agent vindesine appeared to be
safer than vincristine and had well defined indications,

Accordingly the committee decided +o recormend that the
application be approved subject to the decomposition
chemistry and shelf life being determined,

Nubai

——

This application was Fowr nalbuphine HC1 injection 10 mng
in 1 ml., The efficacy and safety of the pPreparation
appeared to be adequately defined excepting in relation
Lo the abuse potential, ‘which, it wasg agreed, may be
difficult to establish precisely but would appear to be
less than morphine, It was then agreed that the applice-.

ation should be approved with tha prescribing litersture
S2ining a statement that "physical dependence on

Ralbuphine has been demonstra
history of

Cont

ted in patients with a

narcotic abuse", There were also 2 nuntber of

ikt



(8)

(9)

queries on quality control to be resolved and the draft

product literature required amendment in respect of gome
other statements.

Travogen

It was decided to defer making a recommendation on thig
application for topical isoconazole so that further
clinical reports might be provided, There were also
some questions on product stability and quality control,

Travocort

This application was for a topical combination o
isoconazole and diflucortolone, Tt was deci ha
the application should be declined for simik xaasons ¢
to Pevisone (item 6(4)) ie, the benefi i
the steroid were triwvial compared wi

Betaloc Comp

This was an application Ffor(k o W00 mg
metoprolol and 12.5 i ) The general
and specific issues 2T1c combinations
had been discussed previous meeting.
With this specj it did, however,
appear that f 28 Oof each drug
could be sy ation across a
numner X wze off each

it was
ined because

itation was for captopril which was ragarded as
innovative of the new drugs discussed at this

It appeared effective for the indications
evere hypertension and refractory congestive heart
failure as soucht in the application., There are prchlens
with the tomicity of captopril and conceivably medicines
which may be developed later with a similar mode of actiocn
ray be safer. The committee noted that to date the
clinical investigations were only short term and the
longer termn consequences of inhibiting angiotensin con-
verting enzyme were obhscure, However, it was agreed that
under adequate Supervisicn the benefits of therapy were
worth while. It was then decided to recommend that tha
application be approved for the indication refractory
congestive heart failure, Capoten should be included in
the Intensified Adverse Drug"Reaction Reporting Scheme,
its promotion should be to specialists only and a caution
should be included in the prescribing literature to the
effect that there were dangers associated with the uge of
potassium supplements or potassium sparing diuretice
Quring therapy. It was also agreed that a note should
appear in a Clinical Services Letter advising that renmal
biopsy should be considered where a patient suffered
proteinuria, Additionally there was some clarification




~J

required of the application in relation to the relevance
S e T R s 4 2 -
of the hicavaiiability trinlg Teported and the ecsgsessmen!
e ¥ ade o ] g das B2 o ' 3 ‘ . Peya!
of product stability before the application was approved.

7.  GEMERAL BUS
0 0 T o o] ARy = oyl - y
Antimitochendrial antibodies 0, TS

in labheztalol tre ¥ kL 5 1 o
untreated hypertensives or healthy subdiects was discussed
briefly. It was agreed that although the significance of
N C
e

these findings was obscure the situation should be generally
made known,

Acebutolo] -~ AWA and suspected adverse drug reactis <§2;3
éé’by

A review of this situati hag recently beer <;§§§<.
Hay and Bakew. Th committee agreed with dvite

that patients on acebutolol should ha
to and at six monthly intervalsg g
developing signs of a lupus synagx

from therapy and followed for k
Clofibrate - carcinogenicit <Q§S>

So-operative trial

A pre-publication weport from Professor J Vilson relating to
£ timitochondrial antibodies found
: chan otheorwise treated or

port £

a much higher prevalence of an
2 ()
T

it
9]

e £
s

4

(s 30

The committee noted ST wo
Azarnoff in Na:

August 1980) e CS0M on the WHO trial. 5l

Was currently necessary: the
*Creasing in New Zealand.

mOHS(ﬁGEEEﬁi

bled svggesting that the indications for
1

X
dhe tranquillizercs should be more clearly definad L
‘everyday stress®, The committee agreed that the J
CWin Wew Zealand should he rather to advocazte only short
X therapy bearing in ming that there was no acceptable
ldence of long term effectiv eness, Tt was suggested that
Eh? Department could vsefully review current advertising for
such products,

r.l-
W
o

m
3

) i Gy . f
=£02 Provera ¢ 1
’:Ph'-’ Dc\ e : 2 ] o L - : ;
y . oobartment had received from tyo US addresses two reviews 34
b oy i i z ware A o ol
relating to adverse ©-tects in mothers and babjies associated L

With {the administration of Depo Provera, a number of the
ASsertions provided by +i

o oertion : ] che National Women's Health Hetwork

“2¢ The Institute for the tudy of Medical Ethics were based

9ge£lﬁ§}ng$ in.§nim¢lsb_ The committee noted the reports?

agli uer% considered unba}anced appraisals containing cone
= COnjecture on the Televance of the animal studies.

| B

der—

1T vwras e g N
i; Bﬂf analuered tenable that Jifferent countries would see
T YEPO Provera different rigk/benefit assessments.



The committee agreed that democratic societies should allow
for such presentations but that there was no cause for
change in the status of the drug in ew Zealand.

Changes to supply of new drug application material

A proposal had emanated from the Clinical Services Division
whereby MDA material presented to the committee for the first
rime would be mailed directly Dby the applicant for the drug
racher than through the Departient as at present. The
cormittee members were opposed to such a propozal because they
wished to avoid direct contact with vharmaceutical companies h
in such matters.

Chloroform in toothpaste

The commitiee was advised that Beecham
chloroform in toothpaste in New Zeals
of the Press. It appeared that a
Woolworths was the only brand g&d
it was agreed that the Depa:
remove the chloroform,

Caffeine and nrecnandg <C)

ed §|ecent statement by the

The committee
c¢ed that in pregnancy

; ise w ne containing beverages as
with ethe
géé£§b£?”‘§vﬁ§xo§g>
ﬁié%%igéggping from the New Zealand Herald and a A
q\ighe

Centre for Disease Control, USA (19 September
tabled for brief discussion. The kKnown etiology ;
3syndrome and recent actions of the Department and the
. in relation to tampons were briefly discussed. it was
dicated that the Department would update the situation
next week. The aspects of care in use of tampons, the
effects of vaginal drying and abrasion resulting from tampon
use, had to be considered. It was agreed that the syndrome
was a very rarve event.

Professor O'Donnell left the meeting at this juncture.
Laetrile

A brief discussion of the Sidel Clinic and the planned visit
of Dr Santo to Wew Zealand tcok place. It was agreed that
there was a case for a controlled investigation of the
laetrile used at the @:del clinic and there was adecquate
reason that this shoul® be conducted in New Zealand,

Fised Drug Combinations

A recent publication by the Royal Society of Medicine on fixed
drug combinations was suggested as & good background for the
types of decisions recuired of the committee and the Department.

4,14 pm,
Qﬁﬂ%ﬁggy;d¥6 -

)
4

m . : b
The cheirnan clesed the meeting at
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g ? MEBTING OF THE DRUG ABSESSMENT
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IW THE BOARDROON, SEVENTH FLOUR, MACARTHY TRUST
BUILDING, WELLINGTON, COMMENCTING AT 9,12 A
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wary had besn circulated and
agreed that the department
reduce thiz lengthy list of
jcations largely for generic
igtary wedicines. The recently
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£
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rta to
w150 app
o and propd

seientist in the Divisicon should assist
poraisal process Tt was agreed, Dr Kingsford

4

sgenting, that a bio-avallabllity trial should be 2
Dr Kingaford agreed to provide an updated list of drugs
known or suspected of bio-availability problems.

Capoten
e e et

At the last meeting the committee had recommended
that this new druy application be approved for the
treatment of refractory congestive heart failure.

A problem had arisen between the Squibb Company and
the department, since the applicant congidered that
the product literature would have to refer to the
treatment of hypertension, After discussion the
committee agreed that the previous recommendation
should be altered to include refractory severe
hypertension as an indication but that its use in

ftanding reguirement for generic prescription medicines.
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Thisg application for piroxicam had been deferred in
iy L X et 3 + " -

June 1880 so that reports of further clinical
axparience (New Zealand and elsewhere) and comment

on the prevalence of adverse reactions could be
goughit. A number of qguestions had also arisen on
the pharmacokinetics and quality control. Aftex

ligcuseion, it was agreed that the information soug?
had been provided and was acceptable. The application

should be aporoved,

iy

»)
"

Vv

the
application he
of the clinical
approval, ¢ 3
prodiet
Lreatmenk

should refer
r causing neoplastic disecasze.
vressed some dissatisfaction with
in some of the recent company

\C§é was decided to recommend that this product be approv:

subject to inclugion in the IADRRS, There were also

a few queries on the pharmaceutics and bic-availability
testing that needed resolving., Advantages were seen in
tocainide being more active than procainamide and
quinidine and having a longer half life, CNS side

effects appeared less troublesome than with lignocaine.
The intensified monitoring could be useful in defining
the prevalence of ANF alterations and whether restrictis
pulmonary effects were of concern.

Bavpen
g O T T T

It was decided to defer this application for mezlocillir
so that clarification of the indications proposed,
published clinical reports and further details on the
microbiological findiﬁgs in the clinical reports supplie
could be supplied. Additionally the guality control
data had to he recompiled so that it was amenable to
assessment .,
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Tt was decided to defer this application for L@rmrtazena
30 that some further information could be §?8?f55§:€§”T
safety in man, the bio-availability trials reported ang
the qu:llgy contyrol of the drug and the producu. With
regard to human safety. 1t was considered that, since
the drug would on occasion be used over exte nded
pericds, its liability in causing dependence in such
circunstances should be investigated, reports should
almo be sought on adverse effects associated with
;ong term use., There was also a lack of published
reporta,

(4}  Cefsulodin

It was congldered that
:@lctlfg particularly sha without-
Yrusemi Icz 2 ) were Warre AL dation
”ou?d be made, The 30 ; _1cy contEal
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stability
)upplied‘

ALY !
pre

This applicatiov

srmlication was
%@@ Like a nuwber of apg

was fox piparacalitn Lndection. - It,
pixlications for antiblotics under
digcussion at this meeting, suffered from a lack of
detal robiological flﬂu“hdb in the clinical
trials there was conseguently a lack of
uwno1 3 relating to individual pathogens.
the indications was needed, comment
on tns ¢e of resistance of Pseudomcnas where
was the a antimicrobial drug should

Additionally, there were a number of
ality control and stabllity assessment.
t?en “decided Lo defer this application.

{7} Zelmid {zimelidine)

{t was decided to defer this application so that
further information and comment could be provided on
mutagenicity testing, furither clinical reports re slating
especially to the tresatment of phobias could be provide
affects on the retina in long term use, the relevance t
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nsg should be Provigeg

Télated to tiaprofenic acig, ap

analgesic developed by Rousgsea) in
rly 1970's, registered only inp Frép
1l investigation in the Uniteqd Kinqéc?
committee decided to defer makingJ‘&Q
8¢ that the reasons for the l@ngthv
ould be sought, comment on effeCts‘

on the thyroid in man and some racent cliniecal
publications could be provided. Additionally, thay .
Were some questions arising on the bio—availabili£§u
trialg and quality control.

Claforan {(Cefotaxime)

(11)

It was decided to Tecommend that this applicatign b

approved subiject

to some questions on the synthesis

and stability being resclved. The committee o side
) . t\ e ‘:g

that the clinica

was extensive, the drug hag advantages in thas
penetrated the meninges but was not suitable fq,. ty
Pseudomonas infections as sole therapy. =

. n
1l experience with this Qe?halOS‘orln

atin,

Romilar Cough and Cold Syrup

This cough mixtu
raracetamol had

the department o

re -~ dextromethorphan/guaianheneai
been referred to the committee”jggméw%ww
onsidered the inclusion of paraq@“}w I

P 't (@)
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atabel was reviewed wag tabled.

(medronyprogasterong ag 1 ; L
TT was noted that tne panel considered DMPA favourably
but acknowledged that long terd monitoring should ’
continue,
(4) A recent report of a meeting neld in Auckland to
discussed briefly.

was

+he potential ramificat ions

state-funded med@s and
This being all the business, 3 the @ i

meeting at 5.00 pm. ém %
& ®@<@ @@
O
O

promote chelation therapy
The committes noted that
of chelation therapy OIt <
meSical services were very Lér

the Chalrm &



. 1 relating to the withdrawal
oi“ithe licence for Oraflex were discussed, The aspects of the
ntroduction of new m 7

MINUTES OF THE THIRTY-SEVENTH MEETING OF i ot
ADVISORY COMMITTEE HELD ON 20 OCTOBER 1op. INDggg S Roon
MACARTHY TRUST BUILDING WELLINGTON

y'_gg
PRESENT B g
Dr J S Phillipsg

Professor I R Edwards
Professor P B Herdson

Professor G Kellaway
Dr M Kingsford

Dr P Moller <§§§> X
Professor T V O'Donnell

Dr G Shanks

Mr R C Griffith Secretary K;:§>

IN ATTENDANCE <E§;>

Mrs S Combly <<::>

Dr K H Goh

Dr S M Martindale K;>E>

il The chairma d; Brg §§§§§S§mard ; d with
regret that D : S and mentione

“ated that he would be resigning
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d hga

after this 3
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> £ doct to prescribe 4
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to find out whether these could be made known more widely
than to the Minister of Health whom the committee specifically

advises. )

Erythromycin Bioavailability

At the March 1982 meeting it was agreed to ask the then
current suppliers of erythromycin products to comment on
their products in relation to bioavailability criteria
proposed by D G Fraser in the American Journal of‘gcspital
Pharmacy in 1980. Responses had been received 3

companies. The Upjohn product was considerg able.

Lilly Industries had recently been asked £62 ehced

papers and letters from their response + maest

these had only Just been received a

discussed before the March 1983 medting i

response recently received madg i ism

of the Fraser article but p ormation
then to be

sought. Douglas Pharm eoent
say that there had bee % fficacy demonstrated
clinically betwees e yikharémycin compounds and there
P 5bility or prescribing
‘b:glas had in reply provided
thielT product. The department

ts and injection with the proviso that the
information include a statement that it should
sed in pregnancy. This was because of its affinity
tanin and its occurrence in the foetal eye of rabbits
rats.

Glaxo had objected to the pregnancy contra-indication and had
provided for the committee's consideration the reports available
concerning teratology investigations in rabbits, and chronic
toxicology in dogs, mice and rats, plus three alternative
statements embodying a use in pregnancy caution with
gqualifications derived from these animal studies.

The evidence and statements were discussed at length together
with a chapter from "The Retinal Pigment Epithelium" by Zinn
and Marmor, published by Harvard University Press 1979. This,
it was agreed, showed that in the case of the retino-toxic
compound piperidyl chlorophenothiazine, neither rabbits,

rats nor dogs showed retinopathy on chronic exposure as

seen in man, whilst cats did. The committee then concluded
either that the contra-indication should be included or the
applicant should show that ranitidine is not retino-toxic in
man.

i DEFERRED APPLICATIONS

Natrilix

This applicatiop for indapamide had last been considered in
July 1978 when it was deferred for a carcinogenicity report,
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further comparative trialg Yith commonl )
Y used

agents, long term safety daty :

aﬁd some further quality conm%n S toreer number of Patients

1 data., The esponses
considered adequate exceptin ; e
: the tare € the points that the order of

. E-wg : . e o
not been provided agng the app ¥ bloavallabl}lty

a single tablet assay would he
was then recommended that the
these points had been resolveg

Hexabrix

r
those of other Padlographic agentg
agreed that the application shoulg
approval and that the few outg

h tang i neg
could be deglt with separately, n
Merital

This application for the égéé;h
considered in Novembe; 7

long term clinical o) by
factory quality 2
Publications i

but there he

K%%%ﬁfensine had been

¥ D€Cause of insufficient
lications ang unsatis-
quality control ang

F% in the Supplementary dats
Zled attempt to define the long
on the applicant to draw

this had not been done., It
%ion shoulg remain deferred
Cal data together with updated
Us could be Provided.

d last in October 1980
earlier on anti-nuclear
mp CXaminations in 200-250 long

* € applicant hag recently
i?d 12 month dat, on_groups up to 129 and
pective examlnatlonsu These showed no trend
towarg abnormallty and the commite then decided to recommend
that the application be abproved, was suggested that since
the bioavailability of nadolgl &

Wasg ~ - i
Provided any substantig] change of Poorly defined n the trials

ired
0 be Supported by more Precige datg?rmula should be -

Zelmid

Thig application had 1agt been rey; . 5 #
Makipg of a recommendation wag defe?ﬁgg ;? fﬁ;ght£28§yggi? ae
hotn YLvity reaction then nd aeed could be botten aithers
as.regaPQSJl@ldepOe and Ratupe few queries on the : =
mEtabOllsm’Inﬂavauﬁb?lity 20d qualjy, control had also 1
Temaineq, In the énsuing diSCUSSion_it was pointed out B




Iy

that the prevalence of the hypersensitivity reaction was

much higher in a number of the countries with more rellable
adverse drug reaction reporting schemes; this was about

8-13% in those countries against about 1.5% elsevhere but as
monitoring in New Zealand did not appear a Worthwglle ‘
proposition it was agreed that the prescribing information
should make reference to the adverse reaction. It was pointed
out that there was still very little information about the
fate of zimelidine in man. The committee did decide to

recommend approval with a request to the applic that an
updated report on the hypersensitivity reacti furnish
after 1 years use in New Zealand had been

5 APPLICATIONS NOT PREVIOUSLY CONSEBéﬁggl

O -
Zovirax :
This application related ir 9 r@ mem_: and
injection for the treat erp mpPex infections.
It appeared acceptably\s a @ € 1

i : S 0

i (e maN™ ol o

7% Ry

gibility of crystalluria,
peared in kidney, eye,
udies. It appeared likely
infections but not for herpes

i ain penetration is poor. The
babi¥e for specialist use only. The
i\ that the application should be approved
because of its novel mode of action

n use. JIntravenous
1

in

is application was for amoxycillin 250 mg plus clavulanic
acid 125 mg in tablets and dispersible tablets. In the
discussion it was advanced that the in vitro evidence for
a synergistic effect was good but the clinical data was less
convincing with respect to the margin of benefit over
amoxycillin alone. However some trials showed clear evidence
of effectiveness where amoxycillin failed and it was then
agreed that the application should be approved subject to
some quality control matters being resolved, the claim on
absorbtion being unaffected by food being deleted. The
applicant was also to be asked for reports relating to the
mutagenicity testing of clavulanic acid.

Bezalip

This application for bezafibrate provided good evidence that
the preparation was effective in lowering blood lipids and

it appeared not less effective than clofibrate in this regard.
It was noted also to have a shorter half life than clofibrate.
There were however a number of questions on safety arising
from the toxicology studies because administration of the

drug in man was likely to be long term. The committee

decided then to defer the application so that clinical
publications, data on its safety in pregnant women, reports
on its effects on gallstone formation in patients and some
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further Quality control data could be provided. It appeared
that while some members had seen the carcinogenicity test

data otherg had not and therefore that any resubmission should
include thig )

Razoxin

This wag fop 12 o tablets for the treatment of
i tisgue, osie2§ giaoiigzdro—sarcomata in combination
s Tadiotherapy. mhe gain provided suggested that this
drug woulg mostly be used in combination drug therapy since
15 value yg s limited with radiotherapy alone. There wers
a substantial Number of publications relating to its use

ong aen ication should be a
subject to_tagTEGd Tthat the applicati

he product stability being defined a
Hyonomidate

Etomidate iS . .
A tic wi
Proposed fop general anaestheti

he induction and main
lntravenous 3

njection/infusion.
e 2 ShDTtlrecovery tiée on bolu 13
bppeared that this advantage ‘ogu e
thioyp £ i a are
: 1th cts o

=Cts and it was apparent
disturbing emergent

e\ outweighed by thg disadvantages,
application be declined.

th o l;;m :ﬁ

53?6

S tor w "% i :5::-

ga e app%§§§§§§§ was referred to the committee on a request E i ;

ot ;. st f
£R

i i i i the
meeting, After a brief discussion
Teed that the application should be accepzed
PTOViso that the prescribing information contra-

. . ‘ f
\ ' S USe in pregnancy and for treating the pain o
ALardia] infarctioﬁ. : !

—-’-__—_-_-_-_—h-

o SPblication i mestranol plus norethisterone
combinatiopg takega:ei?glf;vin Z cyclical regimen for treating
SYiptoms of the climac%erio. The application was supported byh |
Eggeg C%inical trials two of which were contgolled aid althoug |
SStrogen co r than in low dose ora _ 1
contraceptives tﬁ:igtwggsngoggvice given as to whether smok%ngt ﬂ
gas 2 Contra“indication. There was a problem with the stability 3
Lest_data PTOvided becaugse of erratic assay findings and the
;eftlng Not being conducted in the blister pack intended f%; i
ba 8y ° comnittee decided to recommend that the applica 1$nd _
® 8Pproveq subject to the product stability being demonstrated.

Aldoretj,
This a . - . .
Pblicaty ination tablet of amiloride
2, on was for a combination ta i
> ng hydrochl orothissids 25 mg and methyldopa 250 mg for 7
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tension. This was regarded as an
the treatmentcﬂfgzﬁzgion because of the variability in
inappropriate com_t es required in patients, It was also
doses of the drug YPi; retic combination did not preclude
gglnged Eut thitof hypokalaeméa. It was agreed that the

e developmen clined.
application should TS

Lidaprim

_ ination product where OO mg and 800 mg
This was another goigibined with respectively 80 mg and
sulphametrole were The committee noted that it had,~in
160 mg trlmethopflm’oonsidered two like products, T be
the last few Yiﬁrgf which were declined primaril %
Vhcus' weg b, Ginlenl VLASHER: b e Auluion
cases sulphadia?%ﬁeiigggggé %h: ap;licz e
preperation; I ikenea that tos
synergistic antibacterlier' develQpn
included that for 8 1685 b eCx
in clinical practice: nd ang\ i
available in New Zeald s
whether it was more 0%

L . \also noted that the

coglq be C » cotrimoxazole had been
origina paratl® land prior to the advent of the
ould Lidaprim be recongidered
iglobe and Tibirox should concurrently

4 ) 1ated to_clobazam, a benzodiazepine, for
! lication T; ims of lesser psychomotor effects than
11ch there were © aations. On the evidence provided there
th existing prepa?s for differentiation from existing long
Eas however, no ?aZépiﬂes' It appeared likely that, as with
alf-life benzodia dose reduction would be necessary in
similar compounds; @ ~.itee then decided to recommend

the elderly. The Cgication subject to some quality control
approval of the apﬁved and the prescribing information
matterg being reso oonCerning its use in elderly patients
Including a caution the drug and metabolites was likely.

where accumulation ©

Tigason

i _ ) for etretinate in the treatment of

his application was totic conditions including psoriasis.

& number of hyperkeT®. '" ., slternative to methotrexate in

This drug would Loy ppeared there to be effective in about
gggere psoriasis aﬁe was concern with its teratheniC potential
>0% of cases. The Suggested that the prescribing information
ég yomen and lt-wgicate if there were any preferred forms of
Oogtgagsgigiiycégsidering the lengthy period necessary for
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the substance to disappear from the body. The committee then
decided to recommend that the application be approved and tha
its promotion should be restricted to dermatologists, )

Professor Bdwards left the meeting during the discussion on
Tigason. FEarlier the meeting dates for 1983 had been discussed -
the dates 9 March, 22 June and 19 October were settled upon on
condition that no clashes were advised within a week.

Baragtol

This application related to indoramin an alpha-adrenexgic
blocking agent for treating hypertension. I+ app

to have moderate effects on elevated blood pre
tachycardia resulting from the mechanism of
problem and there were no side effects of
effects appeared to make it unacceptable
patients. It was noted that indoramiri-ay
serotonin and anti-histaminic gctixs

of ejaculation in a high percen
after further discussion agr
be approved at such time gg

control were resolved.

Human Insulin (Ng{g%ég::> <§§§§§>
e i Wk E
i [LhII i

Qg ‘& threonine residue for
2in of porcine monocomponent
A ad been investigated in animals,
Nl -appeared acceptable although no
been shown to date over existing '
Ke” some questions arising on the inactivation
for cleavage and the stability of the product.
ed to recommend that the application be approved

e purity/stability matters being resolved.

<§§% NSIFIED ADVERSE DRUG REACTION REPORTING SCHEME

is item was included to allow & review of the medicines
listed on the scheme. They were discussed one by one.

Epilim - it was_agreed that the adverse effects of valproate
were now adequately defined and that since an adequate cohort
of users was now on computer it could now be deligted.

Sotacor - had now seen wide use in other countries although
not in New Zealand but there was no good reason for keeping 1
on the list - agreed to be delisted.

Tonocard =~ tocainide had to date seen little use in New Zealand
and very few reports concerning it had been received at the
registry of adverse drug reactions. It was pointed out that
with the pending Drug Tariff listing in December that reporting i
would probably Increase to provide a more useful cohort of L
patients - it was agreed that Tonocard remain 1isted. i B

Cordarone-X - there were gtill findings and suspicions oF kﬁ“

new adverse effects arising - amiodarone should then remain |
on the list. ) B
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& f the diffic 1 ‘ : :
Capoten because o Tt Ult patients in which

_ topril was used and its more serioy
i (i:ipwag decided to keep Capoten on the ii:g\jerse effects
Adalat - members also considered

: that it
that nifedipine remain on the ligt 1T was preferable

It was noted that Zovirax would be

: add
i monpEiaes five drugs after o ed so that the scheme

Next amendment.

The committee noted wi‘tljl im_:er'est the pro 1 .
Australia on a drug monitoring SCheme‘p oposals current in

7 GENERAL BUSINESS

Canrenocate

The department had recently been
' report concerning findings of mye
B mammary tumours in a chronic ra

L7 mammary tumours and leukaemig
animal toxicology studies -
no previous study b«.f:en

ensuing discussion it wa
were not surprising U
aldosterone the i

Whilst mammary tumouns it
\8h~"doses and effects on

P was unexpected and could

he rat diet or a peculiarity

+ No action was considered

' ggWOuld be amended shortly
S.

‘l Before closing the meeting the

of Dr Kingsford's contribution

o ' pharmaceutical science in New ZJEO the committee and to
f
|

Chairmay spoke appreciatively

ealang

sorely missed. « His advice would be

l # . The meeting was closed at 5_1-2 P,

I %WM”
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