133 Molesworth Street

PO Box 5013

Wellington 6145, New Zealand
T +64 4 496 2000

09 JUN 2017

Ref: H201701896

Response to your request for official information

Thank you for your request of 23 May 2017 under the Official Information Act 1982 (the

Act) for

“...copies of the following: documents, emails, hand-written notes, minutes, texts and
telephone conversations regarding:

J:

10.

Requests from the Medicines and Healthcare Products Regulatory Agency
(MHRA) to provide New Zealand information to them and/or the Expert Working
Group (EWG) Inquiry into HPT products, including but not limited to Primodos.
Reports or other information from the MHRA regarding HPTs including but not
limited to Primodos.

Correspondence to and from Schering/Bayer regarding the withdrawal of
Primodos from the market.

Actions recorded and correspondence with Schering/Bayer to ensure
compliance with the withdrawal of the drug under existing statutory regulations
in addition to any other requirements made by the Department of Health.
Evidence to demonstrate how the NZ Department of Health “....removed stock
from pharmacies”, Medsafe Publications, 20th March, 2017.

All notifications to General Practitioners and/or their regulatory body regarding
the withdrawal of HPTs including but not limited to Primodos.

All notifications to The Chemist Service Guild, Wholesalers and Retailers
regarding the withdrawal of HPTs including but not limited to Primodos.
Documentation to show the process implemented to ensure that no stock
remained in the possession of General Practitioners or Pharmacies.

Notices for publication in the NZ Gazette regarding the introduction and
revocation of HPTs including but not limited to Primodos.

Notices for publication in the NZ Gazette regarding the introduction and
revocation of intramuscular HPTs including but not limited to Duogynon and
Primodos.



11. Minutes of meetings or other correspondence that shows what (if any) actions
were considered by the Department of Health to research the histories of, or
contact women (or their General Practitioners) who were prescribed HPTs,
including but not limited to Primodos.”

The information relating to this request is itemised below, with copies of documents
attached. -

| have decided under section 9(2)(a) of the Act to withhold information to protect the
privacy of natural persons. | have also decided to withhold information that is outside the
scope of your request. Specific grounds are noted in each document where information
has been withheld.

Request Response

1. Requests from the This request is refused under section 18(e) of the
Medicines and Healthcare | Act as the document(s) alleged to contain the
Products Regulatory information requested does not exist.

Agency (MHRA) to provide
New Zealand information
to them and/or the Expert
Working Group (EWG)
Inquiry into HPT products,
including but not limited to

Primodos.

2. Reports or other This request is refused under section 18(e) of the
information from the Act as the document(s) alleged to contain the
MHRA regarding HPTs information requested does not exist.
including but not limited to
Primodos.

3. Correspondence to and Attached are:
from Schering/Bayer 1. Letter dated 4 June 1975
regarding the withdrawal | 5 | otter dated 30 May 1975 with recall letter
of Primodos from the _
market. 3. Handwritten note dated 27 May 1975

4. Actions recorded and 4. Letter dated 26 May 1975
correspondence with 5. Letter dated 19 May 1975
Schering/Bayer to ensure | 6. Handwritten note dated 21 May 1975
Sortip B wih e 7. Letter dated 1 May 1975
withdrawal of the drug , :
under existing statutory 8. Handwr!tten note dated 29 Apr!l
regulations in addition to 9. Handwritten note dated 14 April 1975
any other requirements 10. Letter dated 10 April 1975 with Australian
made by the Department permit to import

of Health. 11. Document with information from the World
Health Organization

12. Document with a handwritten note ‘DAAC’
13. Letter dated 2 April 1975
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14. Handwritten note dated 24 March
15. Letter dated 18 March 1975

16. Handwritten note dated 11 March
17. Letter dated 6 March 1975

18. Information from the Medical Journal of
Australia

19. Letter dated 18 February 1975 with information
from the World Health Organization and the
Medical Journal of Australia

Evidence to demonstrate
how the NZ Department of
Health “....removed stock
from pharmacies”,
Medsafe Publications,
20th March, 2017.

Attached are documents regarding Amenorone
Forte:

1. Letter dated 26 June 1975.
Letter dated 19 June 1975.
Letter dated 13 June 1975.
Letter dated 9 June 1975.

Letter dated 18 June 1975.
Letter dated 26 May 1975.
Letter dated 9 May 1975.

Letter dated 1 May 1975 with information from
the World Health Organization.

9. Letter dated 4 April 1975.

10. Letter dated 21 March 1975.

11. Handwritten note.

12. Document dated 19 March 1975.

13. Letter dated 13 March 1975 with information
from the Medical Journal of Australia and the
World Health Organization.

Please also refer to documents regarding Primodos

provided in response to questions 3 and 4.

6B oY B i TS

All notifications to General
Practitioners and/or their
regulatory body regarding
the withdrawal of HPTs
including but not limited to
Primodos.

This request is refused under section 18(e) of the
Act as the document(s) alleged to contain the
information requested does not exist.

All notifications to The
Chemist Service Guild,
Wholesalers and Retailers
regarding the withdrawal
of HPTs including but not
limited to Primodos.

Please refer to documents regarding Amenorone
Forte provided in response to question 5 (points 2
and 4).

Documentation to show
the process implemented
to ensure that no stock

Please refer to documents regarding Primodos
provided in response to questions 3 and 4.
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remained in the Please refer to documents regarding Amenorone
possession of General Forte provided in response to question 5.
Practitioners or
Pharmacies.

9. Notices for publication in This request is refused under section 18(e) of the
the NZ Gazette regarding | Act as the document(s) alleged to contain the
the introduction and information requested does not exist.
revocation of HPTs
including but not limited to
Primodos.

10. Notices for publication in This request is refused under section 18(e) of the
the NZ Gazette regarding | Act as the document(s) alleged to contain the
the introduction and information requested does not exist.
revocation of
intramuscular HPTs
including but not limited to
Duogynon and Primodos.

11. Minutes of meetings or This request is refused under section 18(e) of the
other correspondence that | Act as the document(s) alleged to contain the
shows what (if any) information requested does not exist.

actions were considered
by the Department of
Health to research the
histories of, or contact
women (or their General
Practitioners) who were
prescribed HPTs, including
but not limited to
Primodos.

| trust this information fulfils your request. You have the right, under section 28 of the Act,
to ask the Ombudsman to review my decision to withhold information under this request.

Yours sincere

Group Manager
Medsafe
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4 June 1975

Schering (N.,z.) Ltd, _
P.0. Box 66011,
AUCKLAND 10 NS

BEESS Scction 9(2)(a)

The Department is pleﬁééd.tb”note'ihé action taken
by your Company to withdraw-stocks of Primodos Oral from
the retail pharmacy level \from 9 June\1975.

An increaﬂing,ggmber!gf arﬁiqieé}from the world
literature on the asdociation between hormonal steroids and

limb defects are goming to our notice. I feel sure that
your Company has-made a mogt\ appropriate decision.

— )

Yours sincerely,

D.¢.a

(DsA. Andrews)
Director,
Division of Cliniecal Services
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SCHERING
(N.Z) LIMITED

Representatives for Telegrams & Cables: Schering, Auckland

Schering AG Telephone 437-159, 437-158
The Director Berlin/Bergkamen P.0. Box 66011, Auckland 10, N.Z.
2 Office & Warehouse:

Germany

Division of Clinical Services, Kahika Road, Birkdale, Auckland 10

Department of Health,

P.0: Box 5013, r 0
WELLINGTON @Mmz@ 30 May 1975

Attention: Dr D. A. Andrews

Dear Sir,

PRIMODOS ORAL

Further to your letter dated 26 May regarding the abovementioned subject,
enclosed please find a copy of our Primodos Oral Recall letter which is
being despatched to all wholesalers, and retail chemists, public and private
hospitals by the Pharmaceutical Manufacturers' Association using the pro-
cedure laid down by yourselves.

You will note from this that we hope to have withdrawn all Primodos Oral
from the New Zealand market by Monday 9 Jume 1975.

Yours faithfully,
SCHERING (N.Z.) LIMITED

Section 9(2)(a)

MARKETING MANAGER

ENCL:




SCHERING
(N.Z) LIMITED

Representatives for Telegrams & Cables: Schering, Auckland
Schering AG Telephone 437.159, 437-158

P.O. Box 66011, Auckland 10, N.Z.

Office & Warehouse:

Kahika Road, Birkdale, Auckland 10

Berlin/Bergkamen
Germany

CIRCULAR LETTER TO:

ALL WHOLESALERS AND RETAIL

CHEMISTS, PUBLIC AND PRIVATE éﬂ%ﬁg@ﬁﬂég 30 May 1975

HOSPITALS

Dear Sirs,

PRIMODOS ORAL RECALL

The New Zealand Health Department have requested that Primodos Oral should be
withdrawn from the New Zealand market as a direct result of certain adverse
comments which have appeared in the medical press overseas.

Therefore, Primodos Oral wili he withdrawn from the New Zealand market by
Monday 9 June 1975. We dequest’ that all stocks held by you should be returned
as follows:

(1) Retail Chemists: Return via your wholesaler.

(2) Wholesalers: Return directly to Schering (N.Z,) Ltd,
P.0. Box 66-011, Auckland 10,

(3) Public and private hospitals: Returm directly to Schering (N.Z.) Ltd,
address as above.

Enclosed with<this letter is a short form which indicates the wholesaler or
hospital name, ‘the quantity returned and to whom the goods are to be credited,
and we would {request that these are filled out and returned with the goods.

As Primodos \Oral is a fairly light product we would suggest that it is return-
ed by mail.

We look forward to your early co-operation in this matter.

Yours faithfully,
SCHERING (N.Z.) LIMITED

Section 9(2)(a)

MARKETING MANAGER

ENCL:




PRIMODOS ORAL RECALL

WHOLESALER/HOSPITAL NAME

QUANTITY

CREDIT TO:

------------------------------------------
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142/70/2539

26 May 1975

The Managing Director,

Schering (N.Z.) Ltd,

P,0, Box 66011, ﬂ
AUCKLAND 10 3 R

NN
BEENE Section 9(2)(a y \\/j\\ (,:: ‘f\ifff';
- /\/ <_> ” \
e \\ ¢ \ \

Thank you for your 1etterf/ The Daparkhent is impressed
with the responsible mannen«ﬂi@h whick }nu;hAva dealt with .
problem, N/ \--\

- ™~ N\
"‘\;\ N

The Department does not conai@ar, however, that
continued availability at retail level until stocks in the
"pipe-line" are cleared is sufficient. Risk of foetal
abnormality may beexceedingly)small, but even one case
that could haVe b en>prevent & would be one toco many.

It is done ﬁé;ed %hat-étock withdrawal from retail
level ghould be plemqnféd and all sales stopped. The
agent for the other oral pregnancy test available in

New ZeaXand ‘has been askéd to act likewise and has already
notified #hé\nepartmegg that his product will be officially
with&rawn/fiom sale £

m {1 June 1975.

Yours faithfully,

D 0.0

(DsA+ Andrews)
for Director,
Division of Clinical Services

Q\., QW&-WQ
Qi



SCHERING
(N.Z) LIMITED

Representatives for Telegrams & Cables: Schering, Auckland
L. - y Schering AG Telephone 437-159, 437-158
The Division of Clinical Services, Berlin/Bergkamen P.0. Box 66011, Aucklond 10, N.Z.
DEPartmEnt of Health ’ Germany Office & Warehouse:
P.0. Box 5013 - Kahika Road, Birkdale, Auckland 10

WELLINGTON

Sefrobing 19 May 1975
Attention: Dr D. A. Andrews

Dear Dr Andrews,

PRIMODOS ORAL

Thank you for your letter dated 1 May 1975 regarding our product, Primodos
Oral. May we say straight away that we are very surprised that you still
request withdrawal of this product; particularly when the decision of the
Australian Drug Evaluation Committee is considered and when available
evidence on the subject seems to be somewhat inconclusive.

We will however comply with your request which appears under No. 5 in the
abovementioned letter, and to this end we are going to inform all wholesalers
that Primodos Oral will no longer be-available to them from 1 June 1975. We
assume that you are quite happy for any Primodos Oral which is at present in
the distribution pipeline with wholesalers and retail chemists to be sold in
the normal manner. '  We will then discontinue any further supplies from 1 June.

Yours faithfully,
SCHERING~(N.Z.) LIMITED

Section 9(2)(a)

MARKETING MANAGER
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142/70/2539

1 May 1975

The kanaging Director,
Schering (N.Z.) Limited,
P.0O. Box 66011,
AUCKLAND,10.

BEESS Scction 9(2)(a

I again refer to your pn
thank you for your letter of-
jointly signed by yoursel Q@g

The entire subjech
the following commenQQ\Qg\ ine
)

decision: - \Qi/

A AR
N \§§§3
1.  Products susk\2§) these(@re still being used as
pregnancy < : is frequently instigated

/ Saah N
by medig%}%ﬁctit (laboratory facilities are
not rea {/} vailableto all) but also suggested by
7/ ;

<ﬁ§§§>

;, on ofsgiﬁgrtising materisl would appear to
e very lidtle change to prescribing patterns;

t
ngerts for example e rarely read by the
tioners. The Australian requirements

L5
/<§>§§§aical B
Ye~ther 7appear to this Department to be unsound
> sing th{
n ve such therapy.

e is no guarantee that the patient will

Ve \
3. :§§§§§>are various suitable alternative forms of
. th

Q:§§\> apy for treating secondary amenorrhea.
&Qﬁj\The question has been considered recently by the
{

Committee on Adverse Drug Re-actions who have
recommended that products of this type be withdrawn
from the market. Further, The United States Food
and Drug Administration have recently ruled that
drugs of this type are not known to be safe and that
shipment in inter-state commerce are unlawful.



S The Department must repeat its regquest for the
withdrawl of this product from the market and
would like an early reply.

6. In a future Clinical Services letter the
assocliation of use of products of this type a%g§§>
X

foetal abnormality is to be mentio
\
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SCHERING
(N.Z) LIMITED

Representatives for Telegrams & Cables: Schering, Auckland
Schering AG Telephone 437-159, 437-158
The Director, Berlin/Bergkamen P.O. Box 66011, Auckland 10, N.Z,
T SR o . German Office & Warehouse:
Division of Clinical Services, y Kahika Road, Birkdale, Auckland 10

Department of Health,

P.0. Box 5013, .
WELLINGTON ¢2@6@%@?hﬁ.~*" 10 April 1975

(;ﬁ = ‘ T8 o
Dear Sir, (f“ﬁ'\is & \
~ Lot S
PRIMODOS ORAL - YOUR REFERENCE 142/70/2539 ‘<> R
e ——— ’/\" \) I,:_ “ \\
Wt ,/\ &N X

We were very surprised Lo receive your~letter dated 2 Aprll 1975 under the above
reference requesting us to withdraw Primodos Oral from the New Zealand market.
If we may we would like to discuss gome of the points included in your letter as
follows: \ \\
(1) Our understanding of  the treatment of functlonal secondary amenorrhoea
of short duration (under one year) “is that, once any pathological reason
for the amenorrhoea has been excluded and should the woman once again
wish to become pregnant, then the,adm1n1strat10n of synthetic ovarian
hormones is necessary to dnduce a withdrawal bleed resembling her normal
menstruation. “Tesachieve thls, both oestrogen and progestogen are
required. Eth@nyl Oestradlol is considered preferable to Stilbestrol
becausé. the latter causés severe gastro-intestinal effects in many
wometn. . As- well as, Ethinyl OQestradiol a progestogen must be given and
the ‘one most cummoﬁiy ‘used for gynaecological purposes is Norethisterone
(the acetate. of which is included in Primodos Oral). With Primodos Oral
N
both\of these hormones are conveniently available for the patient in a
two-tablet' presentatlon and each tablet contains the hormones in their
most widely-~used dosage levels.
SN N
(2) As fgf as point No. 1 in your letter is concerned we would agree that
prev1ously Primodos Oral was used fairly widely for the diagnosis of preg-
nancy but at the present moment this product is not widely used for this
indicéation as in the meantime adequate reliable in vitro methods of preg-
nancy testing have been developed which have the added advantage of
enabling a doctor to test a woman's urine in her presence and tell her
immediately whether she is pregnant or not. These tests have been widely
advertised by the manufacturer concerned. Added to this, as we have al-
ready mentioned in our letter dated 18 March 1975, our promotion of
Primodos Oral on a worldwide basis specifically excludes pregnancy test-
ing as an indication.

(3) We understand that this matter has also been considered by the Australian
Department of Health in Canberra through ADEC (Australian Drug Evaluation
Committee) who also suggest "withdrawal of hormonal pregnancy tests from

<zi”'the market owing to questionable safety and availability of adequate and

reliable in vitro methods". The Australian Health Department then can-
celled our Australian subsidiary's permit (TS6) to import Duogynon

oo



(Primodos Oral), indicating that a new permit would be issued stating that
the drug may not be promoted for pregnancy testing and also that all product
literature must be amended as follows:

(a) The deletion of pregnancy testing as an indication.

(b) The addition of a warning box, prominently displayed, stating that
the product is not to be used as a test for pregnancy or where
pregnancy is suspected.

(¢) Where amenorrhoea is included as an indication in any literature the term
"amenorrhoea" must be qualified by the words "Proven not due to pregnancy'.

All of the above requirements of the Australian Department of Health are being
carried out by our Australian subsidiary and in the meantime the amended TS6
permit to import Duogynon (Primodos Oral) has been issued, allowing continued
marketing of the product within these parameters.

Considering all the above points we feel we should be able to continue marketing
Primodos Oral in New Zealand as it offers the doctor a convenient and reliable
method of administering the ovarian hormones required in functional secondary
amenorrhoea of short duration (under one year), but we would suggest that in
future our packing leaflets could carry the following warning:

"Primodos Oral should not be used for pregnéncy testing as there are adequate
and reliable in vitro methods available"

or that we specify undetr the indication 'amenorrhoea" -

"Treatment of seconﬂary amenorrhoea of short duration proven not due to
pregnancy''. )

We await the pleaswre of your reply.

Yours sincerely,
SCHERING - (N.Z.) LIMITED

Section 9(2)(a) Section 9(2)(a)

MARKETING MANAGE MANAGING DIRECTOR

P.S. Enclosed for your information is a copy of the TS6 mentioned in this
letter. This has been included since this letter was dictated as it
has just arrived today from our Australian subsidiary.

ENCL:
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suoulq be withdrawn fro

ﬂjbxigtg\%ib
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WORLD HEALTH ORGANISATION MONDIALE

RGANIZATICON DE LA SANTE
CLINICAL AND PHARMACOLOGICAL TRUG INFORMATION NO 150
EVALUATION OF DRUGS/QUALITY,

SAFETY AND EFFICACY OF DRUGS 6 April 1975
Resolutions WHA16,36/WHA26.31 ORIGINAL : ENGLISH

The United States Food and Drug Administration has informed the World
Health Organization of a notice of withdrawal of approval of a new drug,
application with regard to a combination drug containing nerethisterone™ acetate
and ethinylestrad1012 as published in the Federal Register3 dated 11 February
1975. ege two drugs are contained in Gestest tablets used for pregnancy
testing.} TLe Commissioner of Food and Drugs conclu@ S xntpr alia, as\fol;ows'

S \, "
,-~\\/ b

"Althougn the drug is effective as a presumptivé ‘Yest for pregnancy,
there is a lack of proof of safety for that use in view of tuc yatential dange:
in the presence of pregnancy and the availability of 2 number o wery accurate
chemical tests to detect pregnancy. The holdér of the new: dr application
has walved its opportunity for a htaring,<ahd7na/other iﬁterested person has
requested a hearing." i ik ? Pt N

N NS R
1l A b

"A11l identical, related, and similar drug prédud%s;'as defined in
21 CFR 310.6, not the subject of an-approved new'drug application, are covered
by the application reviewed and are subject to'tkls notice."

"Shipment in interstate commerce of thHe “above-listed product or of a1y
identical, relatzd, or similar product, not the subccet of an approved new drug
application, will then; be unlawful U\

L norethisferone As ¥h§ International Nonproprietary Name (INN) proposed
by WhO fﬁr 17c>< ebhvgyl-l’r § -hydroxyestr-4-en- 3-one,

2 ethinyleswradlolfls the Internationzl Nonproprietary Name (INN) propcsed
by WEO for 17-ethyny1 <estra-1,3,5(10)-triene~ 5,17ﬁ_~dlol

3 Coples of the relevant paper issued by thé FDA can Le obtained f..m wWHO on
reQLest. :
V)
4 PleaSe see Drug Information Circular No. 144 dated 11 February 1975
on A similar subject.
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2 April 1975

The Manager,
Bohering N.Z.) Lbd,
P.0, Box 66011,
Beaohhavan

AUCKLAND 10.

Section 9(2)(a) Fa f B\

Thank you for your letter dated 18 Maroh 1975 concerning
the marketing of Primodos Oral, )

Your letter has been ca@ﬁ?ﬁiﬁ}” &Qrgd and the following
comments set out the conclnﬂians reaah

fa This product is 219¢Raﬁtly uﬁad ior pregnaney testing.
It is not th nﬁmanﬁ of the gackage insert
or recommendatd £or usagg @ra likely lessen its
use for this h O

2 Recent <x§ﬁure noéllgaves little doubt of an asspeiation
between eap;& prqgnanoy and foetal abnormalities,

o There' ara\many‘alzeinative methods of treating secondary

: “been considered by the Drug Assessment
ee who have recommended the withdrawal
ﬁzoguota from the New Zealand market.

Dep nent therefore seeks the oo«oparation of your
y in the withdrawal of Primodos Oral. In early
/%o this request would be appreciated.

Yours faithfully,

(Ian A, Witty)

A for Director
v Division of Clinical Services
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SCHERNG
(NZ) LIMTED

L[ B T
R~ L
Mfg ;o
JJ 253
Representatives for Telegrams & Cables: Schering, Aucklond
Schering AG Telephone 437-159, 437-158
The Director , Berlin/Bergkamen P.O. Box 66011, Auckland 10, N.Z.
... .. . Office & Warehouse:
Division of Clinical Services, Germany Kahika Road, Birkdale, Auckland 10
Department of Health,
P.0. Box 5013, .
{ =
WELLINGTON thobing 18 March 1975
Attention: Dr D. A. Andrews

Dear Sir,

PRIMODOS ORAL

Further to our letter dated 6 March 1975 we have now taken up this matter
with our Head Office in Berlin and received their reply. We would there-
fore like to answer your letter dated 18 February as follows:

Our packing leaflet for Primodos Oral = a copy of which is enclosed here-
with - states the following under

Indication: Secondary vamenorrhoea of short duraticon (under one year).
Special Note: ~If Primodos Oral is used for the diagnosis of early

pregnancy the pessibility of virilisation of female
foetuses cannot be excluded with certainty.

To expand en this it<is clear that Primodos Oral is not recommended as a
pregnancy test since the possibility of virilisation of the female foetus
cannot ‘be excluded with certainty. For some time now the medical scientific
promotion of Primodos Oral has been for the indication of treatment of
secondary amenorrhoea only, on a worldwide basis.

It is a matter of policy of Schering AG Berlin and Schering (N.Z.) Ltd that
when information is given to the medical profession on Primodos Oral, the
only indication which is mentioned is secondary amenorrhoea of short duration
(under ‘one year). We feel therefore that Primodos Oral should continue to be
available on the market for this particular indication, and we will be very
interested to hear your further comments on this matter.

Yours faithfully, I
SCHERING (N.Z.) LIMITED

restricted drug

Primodos oral

Progestogen-oestrogen combination

SCHERING AG Sohebinn
BERLIN/BERGKAMEN _@_ﬂ
GERMANY

Section 9(2)(a)

Section 9(2)(a)

Composition
1 tablgl contains 10 mg. norethisterone acetale and

MARKETING MANAGER MANAGING DIRECTOR 0.02 mg. ethinyl oestradiol.
lbpg(i:gigg?y amenorrhoea of shorl duration (under
one year).

ENCL: et

S -like
e tablet daily for two days. A menstrualion y
( glgeding usuzlf?y follows within 3-6 days or, In X






SCHERING
(N.Z) LIMITED

He r&sentatives Ior EO'OQN‘IS & Cables: uChCrlﬂ(_?, Auckland
Schering AG Telephone 437-159, 437-158

Berlin/Bergkamen P.O. Box 66011, Aucklond 10, N.Z.
Germany Office & Warehouse:

Kahika Road, Birkdale, Auckland 10

The Director,
Division of Clinical Services,
Department of Health,

P.0. Box 5013, ; .
WELLINGTON Jihicking 6 March 1975

Attention: Dr D. A, Andrews

Dear Sir,

PRIMODOS ORAL

Thank you for your letter dated 18 February 1975 regarding the use of
Primodos Oral as a hormonal pregnancy test in early pregnancy. As this
is a somewhat technical matter we have décided to refer it to our head
office in Berlin for their comments as we feel by this means we will be
able to give you a more precise and correct answer. We therefore ask
your patience in this matter and we will write to you once again when
we have received the mecéssary information from Berlin.

Yours faithfully,
SCHERING (N:..Z. ). LIMITED

Section 9(2)(a)
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Letters m=.. be kept to @ reasonahle length. Otherwise it may nol be possible to find space for them,

CLEFT LIP AND PALATE AND PREGNANCSY TESTS In only four cases (18%) was pregnancy desired;
hiere oral pregnancy lests may have hastened the diag-

Sin: In the course of our investizations into the mosis, but are not essential. In the cther 18 cases (829%)
aatiology of clefl lip and palat> (CLP) ia Woastern pregnancy was not wanted and abor 'tioh’ was roquested

Lustrzlia, a suprisingly high number of mothers had
had an oral or parenteral pregnancy test in the first
trimester of pregpancy. After a surv y of the incidence
of CLP in Western Australia (Journal, July 6}, a retro-
gspective study of cases osceurring in the years 1963 to
1474 has been vndertaken to invesligale maternal histories
during the first trimester of pregnancy and marental
histeries before concepiion, The number of cases gundied
was 222, aud in 22 msc.s (i0%) mothers received oral or
parenteral pregnancy tests betwuen fthe fifth and eighth
weck nf gestation (T:‘.?\le Y

TABLE 1
Mukers of Children with Cleft Lip or Palate

N

Number of Cases

Deformity - =%

With Parenteral or
Oral Pregnancy Test

]
Total Stidied

\
] ]
Males l-numl S0 Mides  Frineles
Cleft lip .. o X
CleAt lip and pe vate
Cleft palate i -

R I e P,

Totul

‘remaiing cases
the j)u,p.w‘«;nm:é usci’ were un}\nuwu ether preparalions
.n.u.alle\icsk Pregrauuy tesﬁ\g L\y attempting to vroduce

e,
Duogynon or ‘Dudg }n"u Slmplex. m th

withdrawai bleadmp, L ooy pregrant  paticnls  are
Ameuerone forte (RLllludf‘l), Mentstrogen {Organoun) and
Secrodyl Tab (A & H\) .md a'Ii are pirogestogen-cestrogen
conm:binations.

It is currently, cnn;,idexed that CLP may be caused hy
many aetiologigal - factors including single mutant genes,
chro.iosomal - aberratibng  and  specific  environinental
agenis; ut the great majority are thought to b~ due to
the :me)‘acmon of ‘heredity and enviromment! It is, ihere-
fore, important) to identify any envirommental factors
which may —¢ontribute to the vperoductica of these
abnormalities which cecurred in 1+73 per 1,000 births in
Western Australiz in the 10-vear period 1963 to 1972,

As in our epses, oral pregnancy tests are usually
administered at the most sensitive stoze of embryogenesis
and we consider that their use in an unwarrauted risk.
In investigations of neural tube malformations Gal* found
a significantly higher number of mothers in the study
than control mothers hzd received hormone test tallets
during pregnancy. Further control and statistical studies
taking cther pessible factors into account are under way
in our series, Lut in the meantine, we wish (o bring to
natice thal these preparations were used in 10¢: of
mothers of QLY patienis, yet alternative tests are available
which do not require the administration of any drugs.

TR ET R gt = T U S e

Bight patients were given

R
/ Ry \
i )}
i S

AT YO ST AT L T

severul times. In the al group 549 Gf«mﬂgudnmes were
planned. Qral pa).ent regnancy tgst: may lave been
carried out in Lt lb{)“ 1fgpmducm% a misearriage. This
is oh\'iously/(u:)'gglgg the drug."If_an/early diagnosis
is required Ao afrange termination of pregnancy some
aon-potentially. teratogenic test\ should be used in case
the p"ment de mes to pu.\ceed to (fu!l term.

Ve 1\{*511 to emphab]m L}}at the passible danger has only
Jl?f* be }L‘N;\'E'sled in Q) study, and we know of no pre-

101‘t wluph_ ‘ha en available to the medieal
pz-cffésfszmi in Aast ‘um. 7
Privcess I\Larghl\et Hf)«'smr.al W. F. Broaix,

for Children,-
Box DVISY, NG B.O.,
Péuth, W AL 6001,

1 Erazer, 17 @, Amer, .
’G‘ﬂ, ]., Aldvance,

heeon.
Teratelogy,

Genct., 1970, 22, 336,
1972, b: 7.

[Tlm Lmss&b‘ﬂ cssociation between exposure to sex hor-
nnme therapy and some hirth defects was discussed in

) tire “cdilorial columns (page SE1} of our issue of Decewnber
(EpN

1974.—EmTon.]

SKIN RASH, CONJUNCTIVITIS AND PLASTIC
PERITONITIS WITH PRACTOLOL THERAPY

Sit: We would like to briefly report a patient wh~
developed pustular psoriasis, conjunctivitis sicca and
plastie peritonitis whilst on treatment with prac slol for
angina pectoris. The patient was a man aged 19 who had
been taling practolol from March, 197Z, until this drug
was ceased in July, 19074 The dosage over most of this
“ime was 600 to 500 mg/day. In May, 1977, a vash déveloped
on the left foot, which over the succeeding mdnths pro-
gressively spread. In September, 1973, it coydred 20G: of
his whole hody surfa-e. Iie was seen by o consultant
dermatologist who considered the rash Ao be psoriasis,
and because of its severity, in December 1973, commenced
him on methotrexate, . hich was cgdtinued until July,
1974. T%e Gose over most ol this e was 15 mg taken
orally each week. However, there yas very lidle improve:
ment. In December, 1973, the patient also weveloped a
crusty irritation about the eyes,/ He was subsequently seen
by an eye spcoialist, but desplte regular treatment, there
wae little improvement. In/Alune, 1074, the patient con
plained of attacks of colicky abdominal pains and vomiting.
These symptoms progresged and subseguently, ahout six
weeks  later, definite Avidence of a subacute bhowel
obstruction had deveigfied wilh a large mass being found
in the lower abdo #n. At laparotomy a thin amscular
meinbrane wrapping’ up the entire sinzll bowel into three
large lobules .as/fcund. The avazcular membrane could
be ccompletely sfparated off the bowel and mesentery
leaving normal Bowel serosa,

At this time it was recognized that the psoriasis,
conjun~tivitis and plastic peritonitis could have heen
related to hiz medicution and both prectolol and metho-
trexate were withdrawn., Adverse drug reaction reports
would indicate that practolel was the responsible agent.
Subsequently the skin rash, conjunctivitis and sbdominal
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18 Pebruary 1975

The Manzager,
Schering éN.Z.) Ltd,
P.0. Box 66011,

Beachhaven,
AUCKLAND 10 @ &
Dear 3ir, @ éﬂ

PRIMODOS ORQ%ig §§
The Department is awgggigggybcentsgggi}nca associating
S y

pregnancy

the use of hormonal pre/ s8ts
with birth defocts.
)egpite the rar§§§§§§§théggggggifhtion concern is

felt at the continue ilabild your product on the
proposals for the continued

New Zealsnd mark
. re
L2, ang §
: .?t pro i1l be examined with interest
%? X% > Yours faithfully,

W e

(DA, Andrews)
for Director,
Division of Clinical Jervices

% .erences in the literature

a

(Laee nfsfoy =
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WORT CROANTSATION MONDTA =
o1 D TA SANTL
CLYNICAT, AUD P”APM‘COLCPICAL DRUG INPORMATTON MO 14k
EVATVATION CF DRUGS/QUALITY

SnEbLy AND B _'.t.-h YOO DR G“‘ ) ) 11 Pebroary 1974
Resviutions WHALG, 38/VEAZG. 31 ORIGINAL ¢ ENCLISH

The Ausbralizn Deppriment of Health has infermed the World Health
Ocganization ~uvont the withdreawal from the market cf a nunber \)Ji hormonal
pragnnncy Lest _L.;_;-: rreparalicns., _ The px‘ep.,n.r'a.’rlous, xre Daogynon, .
Duogimon Simpiex™, Duogynon Oral”, Amenorone Forte , and Secrudyl”.

The bMinisier of I'Iealthﬁs tated that the Auctralian Drur Byvaluation %ﬁ.?ittee
had recommended that systemic hormonal formulations for {v\g \yf?cy ‘{;el? i ij}\%
withdrevm Trom the Australian market on the bezis of & (r\¥>1 rx.n*rnnaﬁL\J;“l'etgr
and the fact that thiere were adequate and reliabi. {{@\hv 3, availah
do nob involve tLe adminisivation of hormones. ))}Mh }r@thcdu JML-
QO

=
testing of body fluids by "m anoassay methods, (\ S
Iy
& O
i f {pnpgomm 1

The action of the Australiau Drug . luaX 4 d
‘I\*'pc:ri‘men:, of Health was based on m:c’cnog T ‘mfﬁ' 3 l,ﬁbc t

\> on the

the Australian
¢s which Gruws

N

ISTA

abtenlion to the risk of wnneces.ary 5 r? gﬁ’l € 5e PUCET MY . Thais
evidence was ru.; forward in mp s A NaL r‘c";’&‘{\:‘ey the risks and benafits

T the use of hownonal pregnaney t

‘;\\\\\
\\'*. \‘\ \\‘, 4

The Deparimert ol Heal th@é‘a f--e:- ;r.a:'!pf“‘)_ T four repcris of congerite
abnormalities cecurying in ﬁﬁ?ﬁ;‘%@"a 2113 L\ 58> ¥Mich were possibly associd at(d

with hormenal prapgrancy i J\L}J/,; &

1

N *
exone (TIN) and 2 mg/ml of estradic?

&

“ Con \tﬁoptcronm (INN) ar2 3 mg/ml of estradiol benzoals [IN)
NV

.

? Coant orathisterone (INN) acetate and 0.02 mg of ethinylenly adid {151

al

per hablatl
Contal h/‘;t ~‘“-rf/ ethisterone g.[l’?i) and 0.05 mg of ethinylestredioi {TNN)
per [Eb]!.,‘t‘

;ontﬂ L(}\'"‘?‘. of dimethisterons (INM) and 0.05 mg of ethinylestradiol {(Iivl)
per u,um_et

A pl.k/ The statement can be obteined from the World Health Orpanizution
ol 1’&@1.1@.31,

f Laurence, I, et al., Hormonal Pregnancy Tests and Neura) Tube Malformationes,
Nature, Vol, 233, October 15 1971, po #G5-406

Gal, I., Risks and Benefits of the Use of Hommornazl Pregnaney Test Tablets,
e ture, Val, 20, *ﬂ“w'unr 24 1972, pp 241-pbp

e i
7 Sever, L. B., Hormonal Pregnancy Tests and Spina Bifida, Waturme, Voi., 242

Aprid 6 1975, pp Li0-h11

TN stends Tor Internavicnzl Nomproprlela. y Name prouposss by WHO.



e Windster of Health also stated thet apart feom bhe pregnancy~testi
products menticned, there wers a punber of ofher horamonzl preparations availaolc
in fustr.o liz for medfezl uses sueh @3 the treatment of breast capeer, which
ecutd also bhe used for presnancy testliu, The Daparuient would require ithet
product literavurs for thouss preperations contain a speeific warping wuat tuey
nol he used for pregmency Lesting, and the mamafacturers and importers are belng
advised wecordingly.

S

Althougn a number of sontracepbive pills cortain simitar types of substsnces,
they are used an muach lover doses and are adminisbter.d TO preveant pragnancy.
s, wemen on thie pill bad no cause Tor wurry if they compliced with recowmsrried
instructions. Howaver, the practice ol t=king mulviple doses of tne pill on
s few cccacions in the event of doses Leing missed should be avoided. Similarly
incressed doses ol the contreacoptive pill should not be tgken «5 a pre ey teso,
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the diseasz reported by olher

, 1974 TIE MEDICAL

!..n.':.‘?;.mi f

depressad very fow densily lipeprotein,
tudios, sther with varfous sophisticated
chomical analyses with studies of enzymatic invelvement,
wiich have 1eceitly b atteropied, give hope ths{ ot
Jeest some of the cobzeuritics mny he removed in the not
too diztsol future and perhaps pave the way for o wore
yational and less cxonirie line of therapy, ¢

aeciinuiations wid

Theze

Lig-

ttom:

INFECTIOUS MOLKONUCLEOSIS

Lecnuse
adolesestsien and
other infections.
o febrile
Al the

MONONUCLIOsIS 15 a discase wihich,
of ile various elinieal manifestationg in
young adulls, nwy imitale a oumber eof
Courrrsely, there is always a temptation to labe
dicense with otherwisze unciagnestic features
fitle of infectious mouonucicosis.

INFECTIOUS

The Paul-Bunnell test foo heterophil antibody remsing
an impoitant test in the diag. osh. ol infectious mono-
nueleosis, Unforfunatedy, in childhood infestions it often
feils to Liecome vozitive andg this is also oecasionally the
case in clessical disease in vooung  adulls. With  ihe
relativzly  recent discovery of the I (Ppstein-Daer)
virus, 2 farthes marker haz become availadble ‘2 sludy
the epidemiclery of ihig disease. A nuinber of excellen.
prospeetive etudies heve ghed light en ehildhood jnfee-
tions with the 2 viiua, In the Cleveland fomily cluay, e
it was found that 73 vires jnfections in chil¢hood voere
rorely associated with obvious symptomns and signs \'."iﬂff:p
woild suggoest o clinfeai diagnozis of infeil.ong mnn‘@
nucleosist Mos*  eases  of now-bacterial  tonsidhils  or
pharyngitis were found to be due Lo otiher vh'n,'.r_uz','p?j.'z.en
adenovirnses, In the Alnskan sl dg ey, 100 of
primery infecticens wore found to oweur z c?ufdwn under -
the age of threa years, bul no "&til'cfl\ ,(.lﬁ)ie‘u lllurs{
was olizervald® 1. it possible, .l -\w\».. jh‘}b gome ofCthh
children with olinical infectiouy” 'nou AudRcsis rh@cnbhb
by Hubble and his ceauthor ( U/\in\ \ iseue (7 (aR
were suffering  from 1:12-1,1.1.(,\:1.:, x\;‘; ‘/\nru 18 otlh:%l‘kx‘n

the IIB virus. NN
&.&Q’ nf/ Derth,

£ LT
Hubhle et alii, in r&(‘u 1un-o<:pe'-thp

of this
,r\\‘-\{he under ten

huave confirined m.}m \ol “the' )\ ‘Lno\,‘u\“:{ }\eﬂ
illness, Two 1:0:1}(“((1}-151‘{(501101 ohg
vears age group ond ;\mitm 1\«{4‘*“'1 “theldpes of 15 aud
24 years have been well r’nm;-- cd/\ihc» jivrat nerhaps
representing eal,y childheod dnfescons” acgnived frem the
palicnt’s snotlher. The Jz'ﬁ'um p\\ amongst adolesecent
females is also wall dc(_, .lm.‘i :;;u} perhops atiribatable 1o
eaviier o sl naturity

Bstinetes of ‘hc\cru q :m wual incidence of hieterophil
antihody-positive ﬁ%‘\i*wl‘s grueral
populalions have r:‘n:;:d widuly, depen-
dﬂm.‘ npon fue type of patients the meibod
of r-.porlin:.’

;{'! ig of
lna'.\'u bern

mononueleasies  in
and are-clearly
siudied and

Western Australia
fthe eeagonnl incideace of
woriars, Such liifercunees,
revealed Ty the wtudy of a

intereat that the
anable to confira

erery

0 present, might kave hoer,

moere precisely delined popusation over a oaonger neriod
tlienls, G .cu‘ e nlv ‘W, Jooinfeef, ™Ms, 21070, 121 203,

G. .1, Balngiag . C, ¢ alii,
1

Amer,

orisly, .

673 4802,

T Iieq '.Ja
2o Upldeaels ?,

2. ¥, Bro
1u9a,

-

L., and Powleky, A, L,

JOURNAYL O

N B C"II'II!LJ', oy huave an

— 'mon'nhes (.'__

R
ghm‘n‘.m.c

42 [ 3o/ 25 39

AUBTRALLA £ 861

of time; on the ether hand, fhey may I"(-'ﬂect the generally
ilder cifionde of the Auwstralian Lenperace zone, compared
with that o1 the countries {n which the classical studies
oidnfccilous  mononucleosis huve  been  carricd  out,
A sltudy by C. R, Boughlon of a hospilal series of
“glandular fever” cases in Sydney also found no cigni-
fiecant seasonal veriation in the admigsion rates Studiss
of the cpldemmiolosy of infceticus moncduclacsis which
arc porformed rebraspectively and without adequate viro-
logica? confirmation must necessurily be limited in value.
ilndoubtedl,s, mavy of the patiente deseribed @12 nave
infecticus mouonucleosiz, but it iz vrobable that scme
otliers were sufiering from infections with ar-nts such
as C}[mnv;:niuw]us and IU}@I:] asmosis. XMore /éh*(. usive

results owill on'y be oE)l'Q{/ rom mospoﬁti\ qtu iec
ussmgfﬂho ER virus as s rT\}/“for this ’d{soasn \\
Doughten, ¢, 1, M;:h,\“f/l!)s‘r, 1990,

EA \'.

NN \ €
BIRTH DEFECTS ARD ORAL BOCHUTRACEPTIVES

S1KCE t.w ﬂrst “*\;!' ulcn?a'*h.!{\sum;\ birth defceis may
e as: ,\I"Qﬁ w?th x.\popmc 16 “sex hormone therapyt
oral o,_q[hmn(eki\ 08,7 GF !{c\umnu'ﬂ pregnancy tests!' duoring
\.n\m\oymmsw, moLc ‘datn, have cceumulated.® Jo eppears

-—thm: NSO% T nfants, \- Noge mnthers save been admusistered

cur.est part
increased incidenve of vorte-
\dnuptrncuml ocsophageal, renal or limb
nyflu VACTERL).®

I;\ & ch' l\t; con rolled study {from Yerk, reporied
i ’J?n. X’C‘o’ Inglaad Jowraal ef Medicine,” il was found
N\ut \I{‘» A14%) of 103 mothers of malformad childrep
crc;‘,&pascd to hormonal pregnoney tosts, ¢ supportive
the, oy, or had *“breaklhrouzh” pregnas.cica
Jyhile on oral cenliaceplives, while eonly feur (495 of

;jmgL in"cn ’oect\mrggn Jiormones during ihe

ural, anal,

w

New

\ 138 c¢onlrol mmotrers of novmal ehildren were thius expornd,

in the servey, the maiformed cpiidveon ol had lieb-
reduction defecrs  which are defined as Joss of on wvm

oy leg or part thesrol, Thore was a #light inerecse in the
rate of f{wins awmonyg the oficcled infants, bol only oni
of any paiv w. : malformed, Of these mothers w! becune
vregnant while ‘wiipg vral contracenlives one was using
a  sequential 1ype, apd  cihers combinntivu-uype
praparations, 1t wos :ignificant that aficcted ebhildren with
of expo.re Lo ovally adminisiered hormones
waere all male. ihis seems to imply bat oral horones
have some iyge of & v-epecific effeet gn the deve.opiuz
fetns. Of leas eeviain significance is 'ue finding thot the
rate of limb-reduetion defocts haa Inercased Ly 32%
1953, while the rate of wpalfermuiions of «ll types
droreased about b9, It i conjectured ibat thiz
has been apparent conly since the iutrodaction of

—
asaed

hiswories

sirae
has
chango
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contracepticos, bul this view pwaits confiveation, ard is

expressed  cavtiously,

One conclusion of the study is thut endogelnous hormotn~l
joncy may be present in those modhiers wha exhibit
wiile laking an oral cohe
hormone heriny Guring
o maliormed

insufli:
4 breakthprough pregiancy
traceptive, or need supportive
pregnancy, and who then sbscguently have
child.

It is obvicus that
in which these drugs
fermed infants. li progest

areal majoriiy of pregnanciss
psed 0o not give rise to mal
ogen/ocstroge.  hormones  do
produce o lformadions, o is ab o lo frequeney rate, and
probebly opersting in a prodisposeu mother, However,
recolmmencéations have been voiced thar i would be wise
to discontinue hormonal pregnancy tests, and to demaois
strate that (here js no pregnaney present before initinting
oral conirsceplive adiainisaation®?

the

ace

RELAXATION OF REQUINEMENTE ON SMALLPOX
VACTIMATION

AustnRAnLIARE lorg had a strict policy on bmutlpo;—

raceination reguirements for arriving travellers, Thig~ m@\
caused irrvitation from time to time un the part 0114\,0&\
rom overseas who are accustomed to the cn
in soma countries, and it has, within Jw L“'*l@a of
~pudence and commensense, opeen modified N hmc in
recent years, Neverthele strict polieyhas ‘hecn only

, o

too easy lo jugtify and may well 11<‘P\:\h)cf1 us tt'om» 2

serions outhieaks of the diseas

With the suceess of the Wr)f’m lI?lp’(}”Dm,.;.uahbon“
campairil o control sm.xllpdxu/‘t \mtmmtcr /fw\\j \oF/,‘
eradicating the diseasz wo (| %una}mt 100 Il}i\h‘ Qa’ hape
for. This had led w vgabu, o .dt{sug oveisems.
even in places Iitg Lh/{ ;}mtcl, lmudm\ and- ~ilie> United
States. Fowover, a8 W (.\ 1Qh}{’~ﬂ' ouis \‘.hen\:\xnnmutmg on
these chunges 1}1\2 mn/}r 0, Australia, hgeause of its
geographical \ﬁmx})&%\‘;ﬁ arens \\N{NL smalipox is etill
epidemic, Ex,ﬁuh Aysin a 1\0.;15'&41 1o \{5 a lead in relax-
ing its ~m{\1 \m!ﬂ. tlu, (\a\i s

Now, ‘|!N"(\\), du:‘ 'Jp ~{o" i}\\;mnc further rclexation
for ruvellers '1rz'wi'}'\\iu Int:jbl llh, but still within the
bounds ol prvdo";c' /‘)g o umw. ansc, An announcement
maue by the Cor mo:m Al Minister fud tlealth, Dr D. N.
Byeringhan, Q (/‘uwmbur 12, 1974, utates that as from
that date tréveiidvs who cannot be vaceinnted Decuase of
a medical | @a‘r{mmr will no longer be compeiled to enter
quamnlmc. l‘l‘[n’ﬂl, proviced they have not ccme from,
or slopped .+ at, countries infected with smzlipox.
Provieasly, @1 travellers without valid vaceination certi-
ficates w,r-'rc obliged to cpend 14 days in guaranline unless
they nfl gpent the 14 days prior to arrival in the United

SF

THL

1nfen, J. Ausa, 1491, L@ 456 (August 28),

Ve i danli e S e S Ak e

MEDICAL JOURNAL OF AUSTRALLA

sual poliey >

T i W e B RIS A I S B S N s it e e i

Drcespser 14, 1674

States or Cansda, or in those Pacife islands on the direct
air rcute Lo Australia. a”
Dr Dveringham sald that thz reiaxalion” had been

decided on witer earceful weighing up of the polential risks
to thie Australian cemmunity, However,. certain essential
safegrards were still neeessary and woeuld be rigoronsly
enfotced. Travellers excmption must have a
nmedical certificate, '.vithit;"lhe 12 months beiare
embarkation and signed by =a ‘registered mwedical pracee
titic~r, stating that vaceination against smallpox was
incavisable because of a wedizal coudition, The vondition
nust be specified, The exemplion did not extend to
traveileis  from countries where  smallpox  was still
caderuie, or vliere thc du,ez:se had l}(an Joco:deci in the
previous 12 11:0!1!:1'3.\ {
At the ])l.'LS(:l]t\tiinB\ )xcc'onhng m the, \Hv ister's state-
eul, only ’tm{r eo}umaes \h.'ln (.nrb.m‘ smnallpox—-
Etlnvpm, P&hlslm'- India aud i'\ubl'k'jf‘!all To dewernmane
\52. el counirm.s are inelwded, th\e Wiealth Deportment will
usty as_}ts guidn the, ch‘m_,( Enfdemiolugicol Record, in
,._L11 ‘the World lin Lh Ul_mm sation  lists oo ulries
i‘ni{gtodgni)nn (e previdys year. It is cmphasized that
ano{}ce" 1\110/ qlll‘l}l]" ‘.l;md in these couutric: en routs,
’H.\ transit ,ms eu,_;m's, Wwill be exempled, but not people
“Mo stop Gver.
e Xnmnea! cbndiiinns

secking
iszned

which will qualify travellers

for é‘b(.[uplﬁ.ﬂi~ﬂl€ (1) pregnancy; (ii) aistory or prescnce
Qi

wzcm.t or other skin diseas», considered by the
vum\s’ woctor to be a Lonh.unmc tion to smallpox
3 iadion; (iii) states of immunotagical deficieney which
m:g;,(/a) subsequent to treaument which depresses mununil.y

'&Io'r example, deep XN-ray therapy, administration  of
corticosteroids, alltylating and cytoloxic druss) or (L)

(iv) nephros.s; (¥)

disease, In

hypozammaglabulinaemic conditions;
organ transplants; (vi) general malignant
addition, lravellers accompunied by a aoclor or furse
for whom losgpilal care is likely for 14 me:n doys
after arrvival, will be exempted. There is no chiuage in
the rule rerarding infants undor 12 months of age; they
will ecentinue to e auntomatically excmipt,

All travellers admitted n this way without vacce! wntion
' phe given a form advising ihein to soel lmmediate
medieal attention if lbey become i1l during the fvst cix
woeks after arrival, It is cmphasized that the re.axation
applies ,ubis to travelleis with Jie medieal conditions
specified  Auy other traveilerss arriving without valid
vaerifiution  cer ‘fieates, or enlering  from smallpoz-
infyeted ~ountries, will still have Lo go iuwo anarantine.

in o concluding comment, D BEveringham that
the World Mealth Organization was cenfident that gmalle
pox would be tlotally eradicated from the world within
a few years, However, in the meantime, Australia wasg
determined to nzintain ils smallpox-iree record and——¥ith
the exception of the present relaxation——would continge
to take striet ;recautions with jneoming trovellers.

ol

said
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the withdrawal of Amenorone Fopfte
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ROUSSEL

Roussel (N.Z.) Limited

280-288 Parnell Road
Auckland 1

19 June 1975

The Director-General
of Health,

Department of Health, p
P.0. Box 5013 Ref: 142/70/1441
WELLINGTON. Attn: Mr. I. Witty
Dear Sir

Thank vou for your letter under the above reference.
I wish to confirm that as previougly mentioned 1n my letter of the
9th June, the Chemist Guild 1 as teen notified of our decision to
withdraw Amenorone F rte from-the \market W.ELF. 1lst June 1975, and
that their members sh uuld return-.stocks to respective wholesalers
for credit.
It would appear that this“action plus the information which appeared
in your Clinical %ng1ce letter-No.-1250, will ensure that all
retail pharmacies have cleared their Amenorone Forte stocks before

the 9th July.

For your information our~avérageé monthly sales during 1974 was 252
units for the Wwhole of New Z'dldhd. To date we have received back
for creditdQver L00 wwrbs,'which would suggest that there are very
few packs tl]j left imrgirculation.

requirements.

\ O A SSRe Yours faithfully,
A A s 2 ROUSSEL (N.Z.) LIMITED.
W A R R
‘/‘:.r A > ‘
& Section 9(2)(a)
'{\-':{-\;. LA\ ) W y'.k R
Moy v MANAGER FOR NEW ZEALMN
; /' Phone: 370-636
{ 77 ’:‘:‘a iR P Py P.O. Box 37-111
‘ {4 | ) e § il Ly Cables Ruusselab Auckland
) i3] TR ~ 4 e ~ \ o )
r? o ? > L& o L ; My \ ‘, t i« L Ldmwr l»\ﬁ';,‘ . \ .,‘—-...7 = J o "-‘e.-‘_ r ’-.\ (S‘ 51”1'



142/70/1441

13 June 1975

!Eaggr,

Roussel (N.Z.) Ltd,
280~288 Parnell Road,
AUCKLARND 1

Dear Sir,

I am pleased to note your assurances ‘in your letter
of 9 June that stocks of Amensrone Forte hava bsen
recalled from retail pharmacies.  The Department is
convinced that this decision-hag been the correct one
even though it goes beyond{steps taken in Some overseas
countries, L NN s PR N

As you know, théknqwsmedia have been most interested
in the subject recently wnd the point was strongly made to

them by the Depariment that the manufacturers concerned
had cooperated wery fully and'promptly in taking action.

Yours faithfully,

.0, G

(DvA. Andrevws)
Director,
Division of Cliniocal Services
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Roussel (N.Z.) Llimited
280-288 Parnell Road

Auckland 1
9 June 1975
The Director-General
of Health,
Department of Health,
P.0. Box 5013, Ref: 142/70/1441

WELLINGTON. “Attn: " DF. D.A. Andrews

Dear Sir,

I refer to your letter undér the above reference, and
would wish to clarify the whole matter for you.

In addition to mailing wholesalers throughout New Zealand a letter
has been sent to The Chemists Guild, adyising that their members

may return stocks of Amenoroae Forte to their respective wholesalers
for credit purposes.

As this product had a very low volume turnover within New Zealand,
it is not envisaged that many retail pharmacies will in fact have
saleable stock; which also illustrates the true size of this issue.

It is however, pleasing to_ mote the Departments reaction to our
decision, and we trust that further fears held regarding the sale
of Amenorone Forte after the 1st June, might now be dispelled.

Tours faithfully,
ROUSSEL_(N.Z.) LIMITED.

Section 9(2)(a)

?\ ) MANAGER FOR NEW ZEALAND.

\i 1\ Phone: 370-636
el ] P.O. Box 87-111
! ; Cables: Rousselab - Auckland
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142/70/1 441

26 May 1975

Roussel iN.i.! L%d,

P.0., Box 37111 s o /
AUCKLAND 97, -y

BEERS Section 9(2)(a)

Thank you for your letter of 9 ﬁﬁy. T&e Uepartment
is impressed with the responsible’ mahner with which you
have dealt with this problem. < ~

It is not clear from\yOur lettar-whether sales of
Amenorone Forte will no leonger be passible)after 1 June,

or whether existing stocks at rntall Jevel will continue
to be available.

The Department is of the Qpinlon that continued sales
are unacceptablerand )yould hope-that retail pharmacists will
also be requegted tg‘retqrn Btccha

Yours faithfully,

. 0.4

(D.sAe Andrews)
for Director,
Division of Clinieal Services



ROUSSEL

Roussel (N.Z.) Limited

280-288 Parnell Road
Auckland 1

Phone: 370-635
P.O. Box 37-111
: Rousselab - Auckland
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142/70/1441
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1 May 7975
The ”anaging Director,
Roussel (N.Z.) Limited, s
F.C. Box 174”1, 4 BN
AUCKLAND. >\<:/7x r@

FRARY e K

PASE

BERES Scction 9(2)(a) ol M \\‘
ey N >

Further to our letter of/ﬂ Kp i1 e Qfﬁ$ng

Amenerone Forte we wish to Qf 5e, Ehat @Ehxguestion

has been considered by the € mm@ktee erse Drug
Re-actions who have reco th tbat3 cts of this
type be withdrawn from & é§m rket.“ >\ Purther the
United States Food ang\\ uﬁ>Admiﬁiatra*ion have recently
ruled that drugs of ang $ype &%y ot known to be safe
and that shipment 1n\§§/er spa\e\db®merce are unlawful.

The Lepartﬁ/ \theref/égsgbnfirms that it desires

the withdrawl ner ‘\) r e and advises that other
companies m thg ducts have been advised
similarly. pl¥< letter would be appreciated

at you2§§§>§i> t(§§§§§> ence.

Yours faithfully,

% |
%@ \$ Sunea Silly

(Ian A witty)
for Director
Division of Clinieal Services
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WCRLD EEALTH ORGANISATION MONDIALE

SRGANIZATICON DE LA SANTE
CLINICAL AND PHARMACOLOGICAL TRUG INFCRMATIUN NO 150
EVALUATION OF DRUGS/QUALITY,

SAFETY AND EFfZ.CACY OF DRI'GS 6 April 1975
Resolutions WHA16.36/WHA26.31 ORIGINAL : ENGLISH

The United States Food and Drug Administration has informed the World
Health Organization of a notice of withdrawal of approval of a new dr
application with regard to a zombination drug containing norethlsterone acetate
and ethinylestradiol® as published in the Federal ReglsterJ dated 11 February
1975, Fhese two drugs are contained in Cestest tablets. used for pregnancy
testing. The Commissioner of Food and Drugs concluded, inter alia, as follows.

"Although the drug is effective as a presumptive‘iest foi pregnaney,
tie.c is a lack of nroof of safety for that use dn view of the potential danger
in the presence of pregnancy and the avallablllty of a number of"\ yery accurate
chemical tests to detec- pregnancy. The holdér of the new: drug application

has waived its opportunlty for a hearing, and no other interestea person has
requested a hearing.”

"A11 iuentical, related, and sxmilar drug products, as dufined in
21 CFR 310.06, not the subject of- an™ annroved new drug appllca*ion, are covered
by the appli ..tion reviewed and are subject ta th;s notice."

"Shipmen* in interc:ate eommerce of tha aﬁove-llsted product or of any

identical, related, or simzlar product, not the ~ubject of an approved new drug
application, will then be. unlawful 4 ,

nofethistsrone iSKthe International Norvroprietiary Name (INN) proposed
by WHQ for 17X -ethynyl-lzg ~hydroxyestr-4-en-3-cne.

efhinyleétfadiéi is the International Nznproprietary Name (INN) proposed
by WHO for 17~ethvryl-estra-1,3,5(10)~triene-3,17 § -diol.

2 / ¢
~ Copies of the relevant paper issued by thé FDA can ke obtained from WEO on
request.

4'Pieése see Drug Information Circular No. 144 dated 11 February 1975
on a similar suhject.
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4 April 1975

The Menaging Director,
Roussel (N.Z.) Limited,

P.C, Box 37111
AUCKLAND., N
3(@ (§ /x

St
BEEPA  Section 9(2)(a) /°\ RN

\/\\ \\>\
Thank you for your letter dated 1 M Q\}975
concerning the marketing of Ame) erone Fo bq\

Your letter has beenﬁgééifuily a@ﬁg\é

\\\\\\

the following comments sgtiout the c%nblusions

reached: - g \/ e

1. This product i }nﬁqnently\u for pregnancy
testing. It iBlnot theu sg at amendment of
the package sert’or,fgc endations for usage:
are likely,‘tx strictO) use to the treatment

of sec?B agz/ eno

24 Recent atu
asso
f

Aeaves little doubt of an

use in early pregnancy and
alvabnor

5 §§E;9are manyoalternative methods of treating
<§1é? ndar§§$§5porrhoea.

t has been considered by the Drug
t Advisory Committee who have recommended
rawl of such products from the New Zealsnd

. Department therefore seeks the co-operation of
our company in the withdrewl of Amenorone Forte.
An eesrly reply,to this request would be appreciated,

) ;j%a ng#ﬁufdjf’ Yours fait%fully
o [y e e

’ (Ian A. Witty)
R ' for Director
Division of Clinical Lervices
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/ Roussel (N.Z.) Limited
¥ ) 280-288 Parnell Road

{ Auckland 1
DAP:CS 1

The Director 21st March 1975
Division of Clinical Services

Department of Health,

P.0O. Box 5013,

WELLINGTON, N.Z. Your Ref: 142/70/1441

Dear Sir:

Amenorone Forte

We refer to your letter of the) 13th March 1975 and
regret that there has been some mistunhdérstanding regarding your
earlier letter of the 18th February 1975 which Has not-been received
by us.

Following your second letter , EENTSIGHEICIIE)]
spoken to you regarding the policey of this Company in connection with
hormonal pregnancy tests and-this letter.is(intended to confirm the
points made by him.

Variousg scientific work{has been carried out which suggests
a relationship between'the use 'of ‘oral pregnancy tests and the incidence
of cleft palate. It-is the view of this Company that from the evidence
so far put forwardthere isng.definitive link and further studies need
to be carnied ocut. Hawever, a number of in vitro pregnancy tests have
been developed in recent years and the need to use an oral form has
decreased, therefore this Company is quite willing to delete pregnancy
testing as 'an indication for the product. It is felt that Amenorone Forte
can ‘have a useful therapeutic effect in cases of Secondary Amenorrhea
and we suggest that the product be retained for this purpose.

We will be interested to receive your comments on our
proposals in due course,

Phone: 370-636

Managing Director 05 Box: A1l
Cables: Rousselab - Auckland
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(f) Hormoral Prasnancy ''ests hgdSﬁg ;h Dei‘
Twe hozmonal qregnancy &giﬁiié“e ¢ ‘Iy available on “he

New Zeaolsnd nmorxs Ieports hax £en aa from oversess that
birth defects nau\ occu*rn 10T <§:; regnancy tests bhave
been taken in early greg

The Committee we‘(S the ’n that these preparsticns
snould be withdraw ite n
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The llanager,
Roussell (NZ) Ltd,
PO, Box 37111,
AUCKLAND,

Dear Sir,

ihis Depurtuent wrote

seeking your comments on
1 i e
product, ;;

and your provosals for

AMBNIEACLL

13 Hareh 1975

RO

i uﬁii2> keting of this

his nature will be
visory Committece on
be appreciated,

discussed by the d ; Aases y:
the 19 March ap e rep
Yours faithfully,

@éj N

(Ian A, Witty)
feor Director
Division of Cliniecal ervices

L

QLA‘hJAN,u;fj Zﬂh

142/70/1441

February 1975
ref > in the literuvture

-

My




lganofluy|

‘—.
41 THE MBDHAL JOURNAL OF AUSTHALLA Jaxuaky 11 1973
CORRESPONDENCE
Letters must be kept to @ reasanable length. Gtherwae it may nol Le possible lu fnd spaee for them.
GCLEFT LIP AND PALATE AND FREGNANCY TESTS In only four cases (185z) was pregnanc: desired:

here oral pregnancy tests may wave hastened the diag-

S1r: In the course of our investigations into the  nosis, but are nct uﬁential In the other 1§ cases (829%)

actiology of cleft lip and palate (CLF) in Western  pregnancy was not \-1 g ahoriionswas reguested

_-\_usr,rz-.]ia_ o surprisingly bigh number oo mothers had several times. In the fofal group 5% of ANCies Weit

‘ng sn oral or parenieral pregoaney test in the ficst planu.d. Oral pm'e-n’t @ naney t %lﬂ\'ﬂ been

(rimesler of preznancy, After a survey of he ineidence carvied out in ihe 1 redueing |\ a iuiscarriage. This

o1 CLP in Western Australia (Journal, July §), a retro- is obviously a mi lv dingnosis

arective study of cases occurring in the years 1963 to s required &‘ dgnaney some

1471 has been underiaxen Lo investizate ,naternal histories ﬂ\jbn used in case
during the first trimester of pregnancy ond parental %1 term.

1" possible danger uns ounly

nd we Kuow o[ uo pre-

maﬂ.\bib 1o the medieal

l(‘l‘m'll]"t'
onic tth Sh

10
histrries before conception. The pun uber of cases studied

s 229, gnd in 22 cases (109) mothers reeeived oral or

cealed in 1
par 'nterad pregnancy tests between the ffth and cighth \’.hich/c}nu\s\\
week of gostation (Table 1), Eight puticnts were givel Australia.

<\1§ 55 May
TABLE 1 for Chil

b
Mothers of Chiideen with Cleft Lip or Piclate & \/ISO\ D S-i

r_»mpl- asize

W, ¥. Bnoaax.

Perth :
| Number of Cases
3 o Amer. Jo b, Genet, 1950, 22: 336,
Beformity ISR T y ane. Teratology, 1973, 5: %
With Tarentera —gtat SO \}

) ssﬂ)lr‘_ assoeiation he weon exposure (0 sex hoos
Oral Pregas 4 & i

‘!\IIL apy and soime birth defects wos discussed in
orial colusnns ~age S61) of our issue ot December
1974 —Enprror.}

eft lip .
%!.Ln 1:1-, .mrl |ul.\u
el palate - SKIN RASH, COMJUMCTIVITIS AND PLASTIC
I I W PURITONITIS WITH PRALTOLOL THERAPRY
Tetal

S We would like to briefly rvepoct a patient who
developed  pusiular  psoriasis, conjunctivitis  sicea and
plastic poitonitis whilst on treatment with practolol for
angina pectorig, -The patient »... 8 mun aged 4u who had
been taking practolol from March, 1972, until this drug
was ceased in July, 1974, The dosage ove, n.0s1 of this

0 4 aini " .
*Q‘M"‘" kiown ether preparaticns  (ime was 600 to S00 mgs/day. In May, 1972, o rash develoved
“‘“9.11 ey Lu(-vt by dite™pting Lo produce
19

/Q

\ / o
" uogyuon or \<\/?; Jexd Th
pogyuon or ) r; fmplex ,\\;\ 8

the prepars
available for
withdrawal wding D
Ameneraone for [," (Huu
Seerodyl Tab (A & A
v ombm:mons

on the left foot, which over the suceecdin caths 1110-
nant  pationts  are  gressively spread. In Septemdber, 1873, it covereda 9044

rogen (Crgnacn) and  Lis whole body surface. 1ile was seen by =2 unqnlt:\nt

i /ule progestegen-oestrogen dermutologist who econsidered the vash to he psoriasis,

and becanse of ils severity, in December, 1975, commenced

that CLI may be cansed by rim on pethotvexate, whiel wes continued unti: Jaly,

many m.Ll(lo"lfa\L s mulnding single mutant genes. 1974, The dose over most ol tlus‘tum. was 15 mg talken

znl"ml]f).n}l.h’l’“ﬂ\h“l ‘atiohs  and gpoeific  environmental orally each week. How FEVEh there “as ¢ery “"“"’ improve-

agents; in‘[\tj gt wmadority are thought to bhe due to ment. In December, 1973, the potient also developed a

i

3

the interacki heredily and environmuent® I is, there- ernaty: ireltation: ahout the syes i[.e”\n-'- sul‘az-:equr.-z_:".y ‘scen
fore, importantoto identify any eunviremmental factors by an eye gpeciulist. hut desg.te “‘:,}”"' E’EN“"‘,"" there
walch  may  contribute  to  the production of these was little “']"']‘““ncnt In June, 1974, lhe Bih ','”t coal
abmoriaalitics which oceurred in 173 per 1,000 births in }nl{:nned of attacks of eolicky abdominal pains and voiniting.
Western Australin in the 1Gyear period 1963 to 1972 fhese symptoms progressed and sabsequently, about six
. LN ) - weeks  Jater,  definite  evidene? cf a  subacute bowel
As in o owr ceases, oral pl"wl.mc& touts gpre usually  obstruction had developed with u large mass being found
adiinistered at the mest sensitive stage of cmbryogenesis  in the lower abdomen. At laparctemy & thin avoscular
and we constdor that thelr use !!l an unwarrented risk.  wembrane wrapping up the entire small bowel into three
Ta invesiizations of noeural tube malformations Gui® found  large lobules wos found. The o raseular membrane could
o significantly bigher number of mothers in the study be completely separated off Uie bosal end mesentery
than centrol mothers had received hermnone tesi tablets leaving norn.al bowel serosa.
during prejganuey, Further control and statistieal studivs At this time it was recognized tha! the psuriasis,
taking other possible factors into neeount are wwmder way  coujunetivitis and plastic peritenitis could have been
in our sortes, Lot In the cantime, we wish to bring to  related to his medication and boih practolel and metho-
aotice  thal these preparations were ased in 100 of  (rexute were withdrawn. Adverse drug reaction reports
mothers of CLEP paiients, yet alteriative tests are available  wowld indicate that practolol was the revponsibie apent,
witieh do wot reguive the adwministretion of any drugs. Subseqguently the skin rash, covjunetivitis and abdomingl

o
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SAFETY AND EFFICACY (¥ DRUGS 1 February 1975
Resoluticons WHALG, 35 /WHADA, 31 ORIGINAL : EIGLISH

The Australian Lepartmont of Health has ‘zf‘orﬂed the World Health
Organiration about the withdrawal from the marizet of a nunber of hormonal
pregnancy testing preparations, - The g:rapnr EJOI’lo! arva Duocgynon ,_
Drogynion Simplex™. Tuoiynon Oral”’ » Amenorone Forte ', and Seercdyl”,

;..

The Minister of :..c.aluh6o+'l;6d thast the Auscrrlian
had recoumended thot systemic hormonal Tormilations Fofs
withdrewn from the Australien market on the hasis o 4
and the fact that there were adegr=t~ and reliabl :tk@;s ava:“c mJ.cm
do nov involve the administration of hormones. 3 ollnon&fu :\éj“ on the

s Evaiua t mittee

tesling of hody flulds by immmoassay methode s

’[m ac uiCu. of 'Ul-, Jﬁuot*al_LaA Dmu, EyaTwtl Co*m*n (a,§1‘1-1 hustralizn
thh./gh\q it S’trs- s which dravs

attentiom Lo the r‘jsk 0f unmec essf,uy sure“InNedwly prepnancy.  This

evidence was pul forward in paperg J.\rb\. at 399'7({29;9\ the risks and bensiits

of the vse of hormonal Dre{;nanny/\\‘%\ci‘%ablets &\\\\

2 of four reooris on
which were possibly

The Dzi rtment of Heal
abnorimalities oceurring ingi
with hormona. pregnancy £ %{2

Coiytad

mg/ W&GSLCFGH(J (TNI) and 3 mz/ml of estradiol bercoal: (TND

'IDI‘EL}'].J..WJL—E?’CH;EE (TIN) acetate and 0.02 mg of ethinylestralid{

R T

per

ethisterons (INN) and 0.0 mg of cthinylestr-diol (I
per

ethisterone (W) and 0.05 nyg of ethinylestradicl (T307)

chie statement can be obtained “rom the World Health Orzanization
on regues

. Laurence, M. €t al., Hormcral Pregnancy Tests and Heurel Tube Malformations,
Na‘turc, Vol, 257, October 15 1971, (e 49)-‘1‘9’0

-

Gal, T., Hisks znd Benefits ol the Use of Hourmon:l Pregnancy Test Tablews

Nature, Vol 240, Novemnber PU 1972, pp 241.2L2

Sever, L, E., Hormonal Prermancy ests and Spina Bifida, Natuwre, Vol. 242,
April 6 1972, pp 410-411

- B e r e - o Ty % XeTa T
T stands Tor Tnternational MNongreprietary MName proposcd by WIO.



he Minister of Health also stated bthat =pzrt from the pregnancy-testing
products mentioned, there were a number of other hormonal prepavations avallable
in fMustralia for medical uses such as “he tracitment of brazst cancer, which
could also be used for pregna-cy testing. Tae Department would reguire that
product literature for those preparations contain a specific warning tnat they
not be used for pregnancy testing, and the manufacturers and imperters are heing
advised accordingly.

Althoush a number of contraceptive pills contain similar types of substances,
they are used in much lewer doses and are administersd to preventi preznancy.
Thus, women on the pill had no cause for worry if they complied with recommended
instructions., Hlowever, the practice of taking multiple doses of the pill cn
a few oznecasicns in the =vent of doses being missed should be aveided. Similarly
1ucreassd doses of tlw contraceptive pill should not be 2§§§i§?s a pre oy test.

RS
WS
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accumulations and depressed very iow density lipoprotein.
These studics, logether with variows sophisticated Lio-
chemical! analyses ywith stndies of enzymatic invelyement,
which have recently been attempied, give hope that at
least some of the obscurities meay be remcved in the not
toe distant future and perkaps pave the .yay for 4 more
rational and less empiric line of therapy. f,"

/‘

INFECTIOUS MOLONUCLEOSIS}I‘(

INFECTIOUS 3MONONUCLEOSIS is a disease g liich, beczuse
of ils various clinical manifesiations in qdnlesconce and
young adults, may imitate a auamber of p’ther infections.
Conversely, there is always a temptation 1o label a febrile
disease with otherwise undiagnostic j‘éatures sah the
title of infectious mononucleosis. /

{

The Paul-Bunnell test for heterophil antibedy remains
an important test in the diagnusis of infectious mono-
nucleosis. Unfortunately, in childhélod infections it often
fails to become vositive and this;’is also occasionally t*e
case in classical Qisease in young adalts. With the
relatively recenl discovery of/ the EB (Zpstein-Barr)
virus, a further marker has /become available to study
the epidemiolesy of this disp'ase. A number of exccllent
prospective studies have shéd light on childhood infee-
tions with

rarely associated with obyious sympteus and signs avhich

wonld suggest a ch’nicg’l diagnosis of infectious mono-

nucleosis! Most casesy’ of mnon-bacterial toneillitis or
pharyngitis were {ouuu to be duc Lo other wru‘.os. often
adenoviruses, In the " Alaskan Islands ._:rve/), 100% of
primary infections “ba‘, found to oucur- in bhﬂd;on under |
the age of three years, bul no dxsture[n'e le}m! ilmg{,s

THE MEDICAL JOURNAL OF AUSTRALIA

e EB virus. In the Cleveland femily studyq—
it was found that EB vilus infections in childhoed were

/ 261

’
of time; on the other hand, they ma.x-"f:eﬂect the generally
milder cliante of the Ausiralian tmﬁ'pemte zene, cempared
with that c1 the countries in v;h"ich the classical studies
o infectious n\oxannucleosig,!"have bheen carried out.
A study by C. R Boug;xfon of a hospital series of
“glandular fever” cases Jn Sydney also found no signi-
ficant seasoual variation in the admission ratef Studies
of the cpidemiology,’bﬁ infcetious moncnucleosis which
are performed retr;wépectivety and without adequate viro-
logiea? c:or-ﬁ"matlpn must necessarily be limited in value.
Undoubtedl;, many of the patients described did have
infectious mgnonucleosis, but it is vprobable that some
others were” suffering from infections with agents such
as cytomggalovirus and toxonlasmosis. \‘Iore pﬂnc_‘;usn‘(&
results Avill on'y be oma'}e)g from ptospaﬁtwo stu?ies
using Ahe EB virus asr. arke

* Boughtea, C. R., ){gu.éf AUT 19705
\
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BIKTH D-EEECTS‘-&NU ORAL CONTRACEPTWES

for thw diﬁemm >

2: 5887/

SINCE AL Ilrst \.}umicmns ﬁlat eul:Pe birth defects may
be dsSoclRled with L\pog"re to “sex hormone therapy,
oral coiltricept) ves,* ’«m-\ hbrmdrm] pregpancey tests' during
emb‘_\o onesis, mor data have accumulated® Iy appears
that oz m:ant{ Q%uf‘e mothers zave been administered
»-_.;_Jrng‘s togen, ’oe\c,trhgnn ﬂb]mOBEu during the earliest part
of 1~ro-rnanny, may have an increased incidence of verte-
bral, ana daxdmc, trachical, cesophageal, renal or lmb
anomnhes (acr}lm'm- VACTERL).*

Ia “ recrut- controlled “Ltudy from New York, repories
in T‘rc New Englend Jowrnal of Medicine, it was found
Th\lt l’i (idcs ) of 108 :ncthers of malformod children
werk-pm\poscd to hormonal pregnancy tests, cr suppertive

was ohzerved.? 1% i& possible, t L-%it\l’&. that) some of the !m;:m’ono therapy, or had “breaklhrough” pregnuancies

children with {hniml infectious nw'l,c“mcmnms rluscu
by ¥ubble and h: co-authors in \t‘}if fusue ((%}gq ‘11}3)
were suffering from mfuhi}nsmx;h ' viruses ot Qihan
the ¥B virus. / /‘\ ; . s

Hubhle ¢t a?z‘z‘, in, ;h i fmf‘ﬁ.épectiv w'iudv in Derth,
have coanfirmgd nmny c.zhe, “vell- Llle"‘ﬁ £2 atés of this
illness. T“ro pe«:ik.&.\ét \infectlm ¢ ne"-. 1 - th,e under ten
years age ;?roup aqtf “andther betwaih tba ages of 15 and
24 years have been el t*ncumr‘nte\dbthc firet perhaps
re:n'c:..entur'i= rarly childhood. \}ufeuloaia‘ acguired tfrom the
patient’s fmnther. The ‘e‘%rl :;\ eak amongst adolescent
females 'ﬁ: also wall de’@m:ibeg and perhaps attribatable to
earlier ;:'cxual maturity, /0

Estimates of t}'re{ém:tq_é annual incidence of heterophil
antib _—pasitivé‘\‘.\inf‘e_nﬁious monenucleosis  in  general
populations have '-thjééd widely, and are-clearly depen-
dentf upon the type of patients studied and the method
of yeporting?

ig of interest that the Western Australia ecroup
ve been unable to confirm thoe seasonal inecidence cof
ie disvase reported by other workers. Such iiiferences,
preseut, might have beern revealed Ly the <*udy ¢f a
more precisely defined popu.ation over a lenger period

1¥ienle, G, and Ienle, W., J. infect, Dis, 1970, 121: 3503.

*ischendor!, ¥., Shramek. G, J, Ralagtas, R, C. ef gli,
Joodnfect. Dis, 1970, 122 401,

3 Hcath, C, W, Brodsky, A, L., and Potolsky, A. I, Amer,

J. pldemiol, 1972, H3: 45-52,

ihed

while on oral contruceptives, while cnly four (4i9%) of
~ 198 control motrers of noymal children were thus exposed.
in the survey, the maiformed cbildven oll had limb-
reduction defects, whick are defined as loss ol an armn
or leg or part ther~of, There was a ¢light inerease in the
rate of iwins among the affectea infents, but only one
of any palr was malformed. Of these mothers who heeame
preginant vhile taking oral contracentives one was using
a sequential type, and oihers used combination-ivpe
proparations. It was cignificant thal afiected children with
hiscories of expo. e to orally adminiswered hormomnas
were all male. This seems to immply hat oral hormonres
heve some type of s v-gpecific effect on the developing
fetus. Of less ceriain significance is the finding that tha
ratc of limb-reduction defeets has inereased by 336¢% sirse
1963, while the rate of malloermutions of 2oll typeg has
decreased about 6%. It is conjectured ihat thiz change
has beecn apparent ouly since the iDu‘roduction of oral
1Levy, E. P, Cohen, A, and Fraser, . C., Lancet, 1973,
1: 611,
aNora, J. J.,, and Nora, A, H., Lancc*, 1973, 1: 941,
*Kaufman, K. L., Lance?, 19873, 1: 1396,
4 Oakley, (4 P, Yiynt, J. W., Falak, A., Lancet, 1973, 2: 256,
¢

33alel, 8., Say, B, Pirner, T, aud HlcsSomez, A, Lance?,
i%73, 2: 1098,

*Nora, J, J, and Nore, A H, New @bngcl J. Med, 1874,
201: 731 (Oectober 3).

T Janerich, D, T., Piper, 7, M., ané Cillebatls, D, M., Necw
Fayl J. Med.,, 1974, 201: (87 (October i),
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contraceptives, but this view
expresced cautiously.

waits confirmation, and is

One conelusion of the siudy is that endozenous hormonal
insufficiency may he present in those modiers who exhibit
a breakthrough preginancy while taking an oral con-
traceptive, or need suppertive hormone theraby auring
pregnancy, and who then subsequenily have =2 maliormed
child.

1t iz obvious that the great majority of _regnaucies
in which these drugs z.e used de nct give rise to mwal
formed infants. 1li progestogen/oestroge. hormones do
produce malformations, it is at a lo  {requency rate, and
pronably operating in a predisposee mother. However,
recommendations have been voiced thar it would be wise
to discontinue hormonal! pregunancy tests, and to demon-
strate that (hore is no pregnancy present befoie initiating
eral contraceptive administration.®?

RELAXATION OF REQUIREMENTE ON SMALLPOX
VACTINATION

AyusTRALIANS long had a striet policy on amallyo;a
vaceinatica reguirements ior arriving travellers. Thi.{\h‘&e
caused irritation from iime to time un the parp’cf- pcb,}ic

rom oversens who are accustomed to the gamm‘t Imhcx“

in some countries, and it has, within  ih@. mmda of
~rudence  and commonsense, been 1.\od1ﬂe"d a.\hr,tie in
recent years. Nevertheless, a strict polley has beer only

serfous outbreals of the disease. 7/ ) )

AN \./ / P

With the success of the Wpﬂd Péill-h Orgmhmtm
campaign o control :;ma.'lpé:.,/the ultxm'ﬁg gﬂaKI‘
eradicating the diseass noy: aecms m*,t too mucg haISe
for. This had led to &, n*mvp @\ed ututude (exbcas,
even in places like bh, Umyuﬁ Kingdom aivd i—the) United
States. Fewever, 18 \\b 'mmt‘d outr “he\r\wmn'ﬂntmg on
these chunges sime. "8‘31\5 Ago, Austl.tli't,\l{{acanbe of its
geographical »nea,/ness /‘Jo r'u'e'w wne\le smallpox is ctill
epidemic, ;&r-sq\arcel A0 o posxé.cm\tc take a lead in relax-
ing its 'ﬁm. paﬁgxmét the chge:isﬁ. 5

Now, hmmvel, ;hera.,{a xto\be\SG";e further relexation
for .ravellers ar:wi;ig\ in Au;ﬂ‘aha, but still within the
hounds of prudeuwﬁ\m\ic\oﬁmm, :ense. An announcement

1aue by the Lc:g:@b\}l Minister for "Iealth, Dr D. N.

Everiugham, vember 12, 1974, .tates that as from
that date traveliers “who cannot be vaccinated becuase of
a medu.;fn m}m will no longer be compelled to enter
cju:uantmt. Qrf k\k‘rwa., provided they have not ccme from,
or stopped\ over at, countries infected with sm~llpox.
Previouslyd ull travelicrs without valid vaccination certi-
ficates wgre obliged to spend 14 days in guarantine unless
they spent the 14 days prior to arrival in the United

1 Men. J. Avst, 1971, 2: 456 (August 28).

Moy
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States or Cansda, or in those Pacific islands on th
air route to Australia. f
Dr Everingham sald that th2 relaxatio
decided on witer careful weighing up of the
to the Australian commuaity. However,
safegrurds were still necessary and
enforced. Travellers sceKing exe
medical certificate, issued withi
embarkation and signed by a-registered medical prac-
titioner, statirg that Vnccm'\tiou azainst smallpox was
incdvisable because of & fned:cal conditioii. The condition
mtist be specified. fo'e exciption did not extend to
travelle;s from cOuntries where smallpox was still
endemic, or v[;e&ex t:he/ﬂ sease had lleé\. wcmled in the
previous 12 months w5
At the present f‘tum!. ,accordmg to -the, “\hfn:.ters state-
ment, onj,y mur countries ]ra\e endemic smallpox—
Dthu‘p: 1,\Pak1sta:'{ India and Bnnghdesh To determine
ch- qmm'newa.re lncltmqu, tho ‘Health Department will
a§/lfis guide the. ’Wﬂcklb\Lpule:morr,,r,wu! Record, in
\(Kluh \Lhe, World- %{oz-’rth ~utganization lists countries

direct

had been
otential risks
Aertain essential
ould be rigorously
tion must have a
the 12 months befare

'mfgéte;) within the mevla"u year. It is ewmphasized that
,h:wellera who \sin\bxy Jland in these countries en route,
: hs transit ﬁ\gsmngers. will be exempted, but not people
“swho stop mer

The r-dtua‘ cbndatlons which will qualify travellers
for exempt‘;o.l are (i) pregnancy; (ii) history.dr presence
of ecmma or other skin diseas», cons ulc-red by the

trgreller‘s’ doctor to be a l,Ont.lﬂ.iﬂ(ll(_ELtiUn to smallpox
too easy to justify and may well 4ha<e s’Wed us fro(m/ N

Y.<

'xqmuirtiun (ii1) states of immunol ‘;,m'll deficiency which
m;é {a) subsequent to treatment .vlnch depresses imnunity
example, deepr XN-ray ther'\py, administration ef
corticosteroids, alikylating and .cytotoxic drues) or (B)
hypogammaglobulinaemic conditions; (iv) nephrosis; (V)
organ transplants; (vi) general maligpant disease. In
addition, travellers accq:ﬂpunied hy a doctor or nurse,
for whom hospilal care is likeiy for I4 or me:» days
after arrival, will be exempted. There is no change in
the rule regm-ding‘.-i'nfan!s under 12 months of age; they
will continue o be automatically exempt.

All travellers-admitted in this way without vaceination
4 e given'a form advising them to seek immediate
medical attghtion if they become ill during fhe first six
weeks after arrival. It is emphasized that the relaxation
applies ,only to travelleis with the madical conditions
specifig?  Any other travellers arriving without wvalid
vaccihation certificates, or entering from smallpox-
inl%ted countries, will still have to go into quarantine,

n o concluding comment, Dr Hveringham said that
the World Health Organization was confident that small-
pox would be totally eradicated from the world within
a few years. However, in the meantime, Australin was
determined to maintain its smalipox-free record and—with
the exeception of the present relaxation—would continue
to take strict ;recautions with imcoming iraveilers.
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18 PFebruary 1975

The Manager,
Roussell (N ol -) Ltd’
P.0. Box 37111,
AUCKLAND

Dear Sir, ' <§%;? 6§i§§b
AMENERONE FORTE é<§§§§§> <;E:>

The Department is aware
the use of hormonal pregnanc
with birth defecto.

%
Despite the rarity <§;i@ 1ssé§§§b on concern is
felt at the bontinued illt§§§§:> ur product on the

t evi agssoclating
agnancy

lew Zealand market.

Your comne n ruce Ei.,enc va in the literature
to this assoc nd yo oposals for the continued
marketing of odu-‘ ho examined with interest
by the Jena

<§§§§§> Yours faithfully,
%@yx% o

(D.A+ Andrews)
for Director,
Division of Clinieal Services

2l k@%a Q. alafsd
M & Q;fz ,(§ . LoGe feeer I &JW~1

\Eg_l&ﬁL« ooy (znnadvﬁ erg\\
q\t-l*—ﬂr/%"“
U oo (@
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