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Disclaimer

The statements made and the opinions expressed in response to the Independent Medicines and
Medical Devices Safety Review’s (‘IMMDSR) Call for Evidence and in the video recording of the
IMMDSR'’s oral hearings are those of the authors. They do not purport to reflect the opinions, views
or conclusions of the IMMDSR or its members. The statements and opinions made do not imply the
expression of any opinion whatsoever on the part of the IMMSDR concerning the truthfulness,
veracity, accuracy or legal status of any statements or opinions made and published on the IMMDSR
website. Nor does the IMMSDR accept any legal liability arising from any statements or opinions so
expressed and published

WARNING: Please be aware some evidence contains descriptions, pictures and audio of the harm
suffered by individuals. Some may find this distressing.



Ms. Valerie Brasse

Review Secretary

The Independent Medicines & Medical Devices Safety Review
Room 3.25b

Shepherd'’s House

King's College

London SE1 1UL

Dear Ms Brasse

The Independent Medicines & Medical Devices Safety Review —
Re: Primodos

We refer to our previous communications concerning the draft Terms of Reference
for this review, and the request that we answer certain questions on that aspect of
the review which concerns hormone pregnancy tests, set out in the Review Team’s
email of 16 November 2018. Our answers are enclosed, together with certain

historical documents you were seeking. We hope you find this helpful.

We should emphasize that dealing with these questions for any company would be
very difficult, given that they largely address events relating to the marketing of a
product over 40 years ago. In our case the difficulty is accentuated as Bayer
companies never marketed Primodos and their involvement only arises through the
acquisition of Schering in 2006. We, therefore, have no first-hand knowledge of the
history of the matter and the actions of Schering. The documents on this product
held by Schering Chemicals in their old premises were long since destroyed. If the
key scientific and medical staff involved in the relevant period at either Schering
Chemicals or its parent company are still alive (which we doubt) they are certainly

not employees of Bayer plc today.

We are able to provide fairly detailed answers to some of your questions because
the UK lawyers for Schering Chemicals at the time of the litigation maintained in their
archives a selection of key regulatory documents relating to the history of marketing
in the UK. It is these documents that have been used to answer your questions and
we should, therefore, note that Bayer plc is not in a position to confirm the
completeness or accuracy of the information provided, although we believe that it is
likely to be accurate given the historical documents that we have been able to

provide.
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Against this background and given there is nobody at Bayer plc who could usefully
contribute anything on the subject matter of your inquiry, we respectfully decline your

offer to attend the oral hearing planned for next year.

Yours sincerely,

Ma. Wit agon

Mark Wilkinson
Head of Legal and Compliance

Bayer plc

Enc
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RESPONSE OF BAYER PL.C TO THE QUESTIONS OF THE INDEPENDENT
MEDICINES & MEDICAL DEVICES SAFETY REVIEW

. After the effective date, 1% September 1971, of the Medicines Act 1968, products
already on the market were granted a Product Licence of Right. For what time
period did the Product Licence or Right apply to Primodos? Was the pregnancy test
indication included on the Product Licence of Right application, if so please provide
details.

Primodos and other similar products were granted Product Licences of Right (“PLR”)
when the provisions of the Medicines Act 1968 became effective. The PLR for Primodos
was sought and approved in late 1971. By that time, Schering Chemicals Ltd (as the UK
affiliate was then known) had ceased in 1970 to recommend use of Primodos as a
Hormone Pregnancy Test (“HPT”) and, therefore, the approved indication was
“secondary amenorrhoea” with the Package Leaflet explaining “Primodos is intended for
the symptomatic treatment of secondary amenorrhoea of short duration not due to
pregnancy, by the production of a withdrawal bleeding”. The PLR was renewed without
amendment being sought by the Medicines Division of the Department of Health (as the
regulatory authority was then called) in September 1977. Copies are attached
(Attachment 1). The product was discontinued in 1978 on commercial grounds and,
therefore, no further renewal took place.

The change in indication in 1970 to cease recommending use of Primodos as a HPT was
prompted by the intervention of the Standing Joint Committee on the Classification of
Proprietary Preparations (see below at Q6 ).

. Was an application for marketing authorisation made after 1 September 1971? If so,
please supply details including details of clinical data.

No new application for authorisation was sought at any time after September 1971. An
application was made for renewal in 1977 which was granted. This application did not
require the submission of pre-clinical or clinical data.

. Hormonal pregnancy tests were not reimbursed via the usual mechanisms. Please
can you provide details of reimbursement arrangements for use of Primodos.

As a medicinal product with a marketing authorisation that was for supply on a
prescription only basis, doctors were entitled to prescribe the product on a NHS
prescription form (or indeed on a private prescription not funded by the NHS). In all such
cases, we understand that prevailing NHS rules required specific information to be
included on the form, but this did not then (and does not now) include the purpose for
which the doctor was prescribing the product. Subject to prevailing statutory prescription
changes and exceptions, we are not aware of any reason why the cost of a prescription
would not be fully reimbursed and no payment to the dispensing pharmacist by the patient
would be required.

. Please could you provide a timeline outlining your understanding and recognition of
perceived risks associated with the use of hormonal pregnancy tests. This may



include: initial recognition of the perceived risk, dates of consequential and
significant research studies, and communication of regulatory and professional
guidance to clinicians and patients.

We understand that your question is referring to the former product Primodos. Please
understand that Bayer took over Schering in 2006 which was over 20 years after
Primodos ceased to be marketed in the UK. No key medical or scientific staff who were
involved with risk assessment within Schering Chemicals or its parent company Schering
AG in the 1960s-1970s who could provide such information are still employees of Bayer.

Bayer are aware, however, that at no time did Schering AG consider that the available
pre-clinical, clinical and epidemiological evidence established a well-founded suspicion
that use of Primodos in pregnancy increased the incidence of congenital malformations in
the new-born. The conclusions of Schering and their scientists are entirely consistent
with the view of independent expert bodies that have looked at all the available evidence,
including the ad hoc Expert Group convened by UK ministers under the auspices of the
CHM that considered all scientific evidence available today and concluded, in late 2017,
that the available evidence does not support the existence of a causal relationship between
use of Primodos and adverse outcomes to pregnancy.

Please can you provide dates of product availability as a pregnancy test, in the UK,
Europe and worldwide. Please provide dates for which Primodos was marketed and
promoted as a pregnancy test.

In different presentations, Primodos was marketed in the UK as a HPT from 1958 to
1970. By 1970 active promotion of Primodos had ceased in the UK. It was, thereafter,
available for secondary amenorrhoea not due to pregnancy from 1970 to 1978 when it
was voluntarily discontinued for commercial reasons. For the reasons explained before, it
is difficult to provide a complete picture of the marketing of Primodos by the Schering
Group in the rest of the world. Bayer is aware of, however, (and has already commented
upon) a letter from Schering AG, obtained by a Member of the Association on a date
unknown, that indicates that Schering AG asked its worldwide affiliates in January 1974
to amend the recommendations for use of Primodos (or the equivalent product) so that
Primodos was no longer recommended for use as a pregnancy test. However, by that
time some regulatory authorities had already sought changes in such recommendations
for either or both of oral and injectable HPTs and, as we have explained, Schering
Chemicals in the UK had already made that change at the request of the McGregor
Committee in 1970.

. In February 1970, the Standing Joint Committee on the Classification of Proprietary
Preparations (the McGregor committee) wrote to manufacturers suggesting a
deletion of the pregnancy testing indication for hormonal preparations previously
recommended for this use. Please provide details of any documents generated in
response to this. Please provide details of when the indication was removed from the

data sheet.

The McGregor Committee - the Standing Joint Committee on the Classification of
Proprietary Preparations - functioned between 1967 and 1970 preparing what was known




as the “Proplist”, a booklet sent regularly to prescribers. The function of the Committee
was to recommend to doctors which preparations should be used in treatment and to
identify those preparations the prescribing of which called for special justification. Its
primary interest was in efficacy compared with other available interventions. In 1970, the
McGregor Committee wrote to all manufacturers, including Schering Chemicals,
suggesting the deletion of the indication pregnancy testing from the hormonc preparations
previously recommended for this use.

In 1970, the functions of the Committee were taken over by the Medicines Commission
(formed under the Medicines Act 1968 to advise the Ministers of Health etc. of the UK)
and the Committee was disbanded. Steps were taken in 1970, after agreement with the
McGregor Committee was reached, to change the product information. The packing
leaflet was changed in February 1970 as were information cards (data sheets). New cards
became available no later than November 1971 that omitted the reference to pregnancy
testing previously included. The available correspondence requested is attached
(Attachment 2).

Please indicate the exact date when Primodos use was contraindicated in pregnancy.
Please detail any correspondence between yourselves and the editors of MIMS
regarding the insertion of a contraindication of pregnancy in the MIMS product
entry.

Following the CSM “Yellow Warning” of June 1975, the product information for
Primodos was changed to include a contra-indication for use in pregnancy and a warning
reflecting the CSM statement. Use and dissemination of new informational materials was
agreed with the UK Licensing Authority.

The new materials included a revised packing slip that was developed and printed by
Schering AG in September 1975 and the first new stocks containing it arrived in the UK
in August 1976. However, in the interim all existing stock was over-labelled with a
sticker containing the CSM warning as follows:

“WARNING

Not to be taken during pregnancy

A possibility exists of an association between the use of Primodos during early
pregnancy and an increased incidence of congenital abnormalities. Because of
this possible hazard, Primodos must not be taken unless it is certain that the
patient is not pregnant.”

The text of the Data Sheet for Primodos was also changed immediately following the
June CSM “Yellow Warning” to indicate a contra-indication of pregnancy and the CSM
warning. This required the approval of the Licensing Authority which was given. In
1974, the first Association of British Pharmaceutical Industry Compendium of data sheets
was issued. In placing its data sheets in the Compendium (distributed free to doctors) a
company ensured compliance with s96 of the Medicines Act 1968. Accordingly, the
compendium became the standard method of supplying prescribing information to the
doctor. Entries appeared for Primodos each year 1974-78. That for 1975 had already
been printed and supplied when the CSM issued their yellow warning in June 1975. The
first entry with the addition of a contraindication appeared in the 1976 Edition.



Schering Chemicals also wrote a standard letter to all UK doctors, wholesalers and
pharmacists in June 1975 to draw their attention to the CSM warning. Letters were also
sent to the relevant trade journals. Promotion of Primodos through advertising had long
since ended, but the warning sticker was inserted on all copies of Schering’s reference
compendium describing all its hormone based products and their uses. A copy of a letter
of 18 July 1975 to the Medicines Division at the DHSS, explaining all the steps taken to
ensure knowledge of the contra-indication and the warning and the ABPI Data Sheet
entry for 1976, is attached. (Attachment 3).

MIMS (“Monthly Index of Medical Specialities™) was a commercial publication of
Haymarket Publishing ILtd., Medical Division, sent free each month to general
practitioners, to all heads of hospital pharmacy departments and on rotation to selected
hospital doctors and consultants in the UK. It contained brief prescribing information on
products being marketed in the UK under generic headings such as “Analgesics” or “Oral
Contraceptives”. Primodos was listed under “Gonadal hormones and related synthetic
compounds.” Prior to the introduction of the ABPI Data Sheet Compendium, MIMS also
published an annual compendium. Although information is sent to MIMS by the
manufacturer, an independent review board of specialists prepares the editorial notes and
has ultimate control over the nature of the entries for each preparation. :

On 5 June 1975, Schering UK wrote to the publishers of MIMS to have the entry for
Primodos in MIMS changed to include the contra-indication of pregnancy. The Editor of
MIMS initially said this was unnecessary as the indication for Primodos specifically
excluded use in conditions due to pregnancy (or potential pregnancy). Schering pushed
back on this assessment and eventually, in July 1975, MIMS agreed to include a
statement that the product should only be used for secondary amenorrhoea of short
duration “where pregnancy has been excluded”. This entry was discussed with the
Medicines Division of the Department of Health that agreed to this language which was
also made an approved variation to the product authorisation in September 1975. Copies
of requested correspondence appear in Attachment 4.

Please can you provide dates of product withdrawal, in the UK, Europe and
worldwide. Please detail if these were voluntary withdrawals.

The decision to discontinue the marketing of Primodos in the UK was taken by Schering
Chemicals in January 1978 for commercial reasons (Attachment 5). The authorisation
for Primodos was voluntarily surrendered in 1978. Bayer plc is unable to provide
comparable information for Schering’s activities in the rest of the world.

Please can you provide details of your relevant policies and protocols from 1950-
1980, if any, for ensuring that information relevant to patient safety, and learning
from adverse events is disseminated. Please detail how any changes in indication,
contraindications and withdrawals were communicated by yourselves to clinicians
and patients.

Bayer plc is unable to provide any information on the historical policies of Schering
Chemicals or Schering AG relating to development and communication of such
information, save to the extent of the description of action taken in relation to the 1975
contra-indication of pregnancy in the UK described above.




10. Please can you describe the elements of your corporate social responsibility policy

11.

which relate to the availability of products, and the risk-benefit analysis for
products that you manufacture?

The policies of Bayer plc on such matters are irrelevant to the manufacture and marketing
of Primodos, as Bayer plc never supplied that product. Bayer plc is unable to comment
on the policy on such matters of Schering Chemicals or Schering AG in the years 1958-
1978 or at all. :

If applicable, please can you provide a brief summary of litigation and/or
settlements relevant to your product(s), both within the UK and worldwide?

Bayer plc never marketed Primodos in the UK, but is aware that a Group action was
commenced against Schering Chemicals and Schering AG in 1977 in which plaintiffs
alleged that Primodos had caused congenital malformations and Schering had been
negligent. The case was funded by legal aid for many years, but was discontinued
immediately before a lengthy trial was due to start.

In April 1982, following the exchange of supplementary expert reports, the claimants
applied for an adjournment of the trial date in part because the claimants’ legal team was
obliged to re-evaluate the merits of the case and report to the Legal Aid Board. The trial
was adjourned until October 1982, but in July 1982 the claimants applied to Mr Justice
Bingham (as he then was) to discontinue the proceedings. We have a transcript of the
proceedings and Queen’s Counsel for the claimants explained to the Court that the totality
of the epidemiological evidence did not afford any real possibility that it could be
established that a causal association existed between use of Primodos and congenital
malformations. In addition, the data on biochemical mechanisms that might account for
such an association were not viewed as supporting the claimants’ original case that
plausible mechanisms existed. Nor did the claimants’ barristers believe that the animal
testing data indicated that Primodos was teratogenic at the dosages used in pregnancy
tests. In the circumstances the claimants concluded that discontinuation was appropriate
because, as the claimants’ Leading Counsel stated:

“_.. there is no reasonable prospect - indeed, no real prospect - that we can establish
as a matter of probability that Primodos causes congenital malformations.”

The Court and presumably the Legal Aid Board (but not the defendants) were supplied
with a detailed written opinion of more than 120 pages in length that explained this
conclusion.

The Court gave permission to claimants to discontinue their claims, but only on the basis
that no further action should be brought in respect of the complaints that were the subject
matter of the actions without the leave of the Court and on such terms as the Court might
then impose. The Court allowed discontinuation rather than dismissal in case *a scientific
revolution or a marked change in the circumstances” justified a different view of the case
on causation. In giving permission, however, Mr Justice Bingham made it clear that a
“very strong case indeed” would have to be made out by the claimants to show that it was
just for the matter to be reopened and he noted that the Court would have to be satisfied
that no unreasonable prejudice to the defendants would accrue. He stated that he thought
it was very unlikely that leave would be given.
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We attach for information a full transcript of the proceedings before judgment and of the
judgment itself (Attachment 6). No proceedings have been pursued in the UK against
Schering or Bayer plc in respect of the subject matter of the original proceedings since
1982. Bayer plc is not aware of any such proceedings in the EU resulting in any decision
in favour of claimants and understands that no compensation has ever been paid by
Schering Group anywhere in the world as a result of claims relating to Primodos.

Do you contribute to an administrative (non-litigative) redress scheme anywhere in
the world, such as the Nordic pharmaceutical insurance schemes? If so, where, and

what are the terms of the contribution? What is your evaluation of the scheme?

Bayer plc has no involvement in any such redress schemes.

December 2018
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DEPALTMENT oF HEALTH AND SOCIAL SECURITY

FIL4SBURY SQUARE HOUSE )

33/37A FINSZURY SQUARE éﬁf

~ LONDON, tCzA 1PP ’
APPLICATION FOR LICENCE OF RIGHT

TO MARKET

PRIMODOS COATED TABLEIS 10 mg.

. ﬁmg
».é/ M
: P
‘A'&«, -
. "W‘ -

.

3

¥
Schering Chexmicals Limited
Burgess Hill
Sussex

~



NAME £¥D ADDRESS OF THE APPLICANT ‘ @;

- . . . . ” /

.-~ ' Schering Chemicals Limited.CENTING OFFICE i oo
Burgess Hill DEPASTMENT OF HEALTH AND SOCIAL SECURITY

 Sussex . RURURY SCUARE HOUSE - |

L '_»-_33/37,« FINSELRY SQUARE

S "¢ - . LONDON, Ec.A 1PP

NAME AND ADDRESS OF THE PROPOSED LICENSEE
A}
Schering Chemicals Limited ‘
CBurgess Hill <
- .Sussex k -
* ROLE OF PROPOSED LICENSEE ]
The proposed licensee imports the producf from
Germany for sale in the United Kingdom. -
. NAME AND ADDRESS OF THE ACTUAL DMPORTER 3
©. As for'2 e L
PERIOD OF VALIDITY OF TEE LICENCE
- - Five yeaTs ST i«- - ‘ ’ ‘

ACTTVITIES COVEDRED BY TIE LTCENCE

The licence will auttorise the importation of
the product and its sale and supply in the United

Kingdoz. . SN .
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T Name of Medicinal Product: o
. 33/37 8 FINSSURY SQUARE
Primodos LONDON, EC2A 177
3. Pharmaceutical Form:

Tablet for oral administration to human beings

f&j 9. ' Compesition: : .
N .
(a) Active ingredients
1 coated tablet contains:
i0.0 mg. Norethisterone acetate
0.02 ng. i170-ethinyl oestradiol
(b) ' Other incredients
1 coated tablet contains:
- 1.00 ng. Magnesium stearate
— 14,98 mg. Starch
B . 69.00 mg. Iactose
f' T 50.615 ng. Sugar
9
29,628 ng. Talc
‘ 2;999 ng. Calcium carbonate, precipitated
0.56 ng. Polyvinylpyrrolidone K390
. (Luviskol KGO)
0.078 mg- Gelatin
0.005 ng. Sodium benzoate
0.08 rg. White wax
0.0% mg. Carnauba wax ' * .

0.995 =g, Tartrazine, food celour yellow No. 2.



CERATTIMEN
FifCBURY STUARE HOUSE
327378 FINSEURY SQUARE
LONDON, EeA IPP
Orange-yellow, lustrous coated tablets of about
7.8 mmn diameter and about 4.3 mm height

10, Phvsical Characteristics:

i1. Clin‘ical Use:

(a) Recormended clinical use

Secondary Amenorrhoea

fﬁ?ﬂ' (v) Route of Administration

Oral
(c) Recommended dosage
Adults
i tablet on cach of two consecutive days.
Bleeding usually follows in 3 - 0 days.
Children
Not for administration to children
~ e
Sl
;) ~
i2. Standard Provisions:

No comuent
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Pharma Xoordinatiocn

43. - :Manufecture and .-’Lsseznb"'v -
(a) : Sumzmary of manufacturing procedure
SR ADriczed vonu-acturing Formula
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.. . DEPAR THATNT oF HEALTH AND S\JC'AL S" Cn T
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<.+ . 1.  Gramlation - ”/3’*5““'0FY SQUARE
.- {Of\uON EL‘A ]r'P
) 1.1 tarch paste
i P P -1 po”*lon of the starch is stirred into the
demineralized wat er, ' .
L, : JED - .
(FRN 1.1.2 Leviegation (1.1.1) is adéed to boiling, demineralized
b vater and heated till i forms a pist
1.2 Vamufacturing of cramulation
1.2.1 Ethinvl esiradiol is dissolved in alcclkol.
1.2.2 Solubion (1.2.1) is mixed with some of the starch.
1.2.3 Nixture‘(1.2.2) is éried. o T ' ' ' o
1,2.4 rethls+eron° aceuate ricro 2 is mived with come
I the lactose. .
- 12,5 Mixture (1 2. 3) is screened and mixed with prepera-
. S - . tion (1.2.4), with lactose and with a portion of the

- starch.

¥ 1.2.6 The powder mixture (1. 2 5) is knezGed with the starch
‘ paste (1. 1). _ . '

1.2.7 Tre moist mass {1.2.6) is granulated and dried..

1.2.8 Pre ¢éried grenules ere rade uniform,

1.2.9 The uniform eranules (1
S Lol

e . L]
& 3 J 2% 3
vearave an che remainder

-2 Cores

. -
.~ _ s . <
Trhe granulztion is pressed to form cores. -
3. ‘Contoed farlets i
ES o~ PR R T ) - N L P S SO
3.1 Freparations for applying The tabvlet coating.
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.13. .(a) . 3.1.1  Buzpen cion LOND“N"C 1 Cliiﬁlb««
3,1.1.1 Polyvinylpyrrolidone K S0 is dl sclved in
) tenzene-denatured alcokhol, :
%,1.1.2 A portion of the talc is suspended in the
- solh ion (3.1.1.1) L o
e 2 3,1,2 0 Solution I - L e m e eim o e
. 3.1.2.1 Gelatin and sodium benzoate are dissolved
-~ e in demineralized water. :
) ©3,1.2.2 4 portion of the sucrose is dissolved in
#~ . .. - denineralized water. o .

 3;1.2;3 Solutions (5.1.2.1) and (5 1.2. 2) are Elfeu.'
73J].5 Solufion 2 _

B Identical to solution (3.1.2.2)
-'3.1:4 Color éolution I '7‘;-’: .

-~ . - .= . Aportion of the food-color voliow o, 2 and a
portlo‘ of the sucrose are dissolved in demine-
- ralized water. :

k. | ~ 3.1.5 Color solution 2, SR -

-

- The remainder of tbe fOOF—COTO* vellow Mo. 2 an
; - the rerainder of the sucrose are dissolved in
g4 - . demineralized water. :

3.1.6  Powder

P LGP v ~
ted calcium carhons

The precipi
:ith tne ta
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L1.7 Wax mixture.
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33ﬂ:f °h£EUFY SQUAR: <E(20«J
Coatinr LONDON, ECZA ]"_p .
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-

Suspension (3.1.1) is applied to the cores.
r

Solusion I (3.1.2) and the po” 2,1.6) ore

I

Solution 2 (3.1.3) is applied. I
Color solution I (3.1.4) is applied.

Color solution 2 (3.1.5) is applied.

——— - G 2 . B

‘Phe coated tablets are D071sheé in the wax pan

(3.1.7.2). They are finally dried.

(signed by Dr. Busse)



Co g . e . ;' '.T '. ) ‘ ()!___7\
*PRODUCT LICENCE CF RIGHT Neo. 9035(50—',

‘13. (b) Manufactiure and assembly of tlls prepdldLlOD take
place at the production plants of Schering AG.,
Berlin/Bergkamen at the following addresbes.

"1 Berlin 65 | (;ZE;V/CD
Mullerstrasse 170-172 DITENSIMNG TRl (, Ct/(/

* Germany - DEPARTIENT OF =EALTH AND SOCIAL SECURIT
" Fif‘\’SB'JPY SCUALE HOUSE
g 33/37A FINSBURY SQUARE
e ‘ ‘Lor\DON, EC2A IFP

I(\

(c) Manufaciurer

N : - Schering AG., Berllu/Bﬁrgkamen,
- _ Berlin 65
Jﬁiv ' Mullerstrasse 170-172
i : Germany
(d) Storage
Pending Customs clearance at Shoreham Port the )
. 1mportcd products are stored at the following
address:
P.D. Vharfage Co. Ltd.,
Aldrington Basin
Shoreham, Sussex
,,§' After a periocd of temporary storage the guods
: 3 . are transferred to one of the following addresses:
.gég‘ . ﬁ' . Schering Chemicals Limited _
J (Warehoa se) i

Victoria Vay
Burgess Hill
Sussex

or
(Warehoﬁse)

London Road
Burgess 1ill

Sussex
COlethﬁS of even temperature and humid i1ty exist in )
2ll premises and comply with the rmanufaciurers! .

specificaticns for 5u01a~* of the product.
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(a) - Teblet and coated tablet preperations | Ay
cengig CEEci | /1 #rif'Oer

) FINCBURY SCUARE HOUSE
.. Control measures AUringiREIlZLGURTSQUARE

Tor manufactuvring

ed
processes in the DroeuCuwon vnit enly azver bnlnb rﬂle sed uy
the anaLyzvcul control laboratory.

Cranulutlons are prepared acborcﬁn~ +o a2 baitch production shee?d

viich has been U“G?”T“d by the unit director oxr a e*coq vinonm
he has designated. The initial velbuhu 01 active and active
substances are q.JuT° determined by two persons, the anlz ¢i-
rector and/or pers oqg designated by him. Both »mersons must
sign the batch production sheet.

ﬁ sanple of the finished gra anulation is sent to the analytical

control laboratory for testing accoexrding to the testing stand-

dard currently in effect. ) -

Following release, the granhlatlon is compressed to fom

4ablets or tavlet: cores. In the course of this process, the
“weight, height, nardness and @isintegration speed ol the ua-

finished pressings are tested at regular intervels and the

5
6.
-

8.

I‘QSHl'C C*l'CCI‘GO 02'1 the work record sheets

Semples of the finished tablets or cores are turned over 1o
the anulytwcul control laboratory for testing accerding 1o
the appropriate testing standerd. ’ v

Pollowing relezse by the anelytical control laberatory, the
_cores are weighed on a rezular basis during the coating »ro-
cess in accordance witn the specifications contained in ine
manufacturing formules. '

The coated tablets are tested in tThe anal}tzcaW control
laboratory according to the testing standard 2 D ol 07 o
ATier the lets of tablets and ccated tabled been re-
leased, the unit director cr his authoriszec sentative
checlrs icentiiy (form, size, colow, welght) =t the
_specificatione on the lot cards beiors pac:k begins.
Ressrve specimens fron each lot are retained For some yearé
both in the anolytical control labvoratory and at tne manu-
facturing uwnis. : o

[
.
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LICENSING CFFICE
DEPARTMENT OF HEALTH AND SOCIAL SECURITY

FINSBURY SCUARE HOUSE \ L
33/37A FINSBURY SQUARE (Q gupou\,@\,\
LONDON, EC2A 1FP
ik, (b) . Qur Parent Company, Schering AG., Berlin/Bergkamen,
as manufacturer of the product, is responsible for

deciding whether any batch is of acceptablc quality
for marketing

15, ' Containers:

Primodos is supplied in a two-tablet foil pack

16. Labelling:
(a) Container

Oral

o (v) Packace
“' 3

No special directions

ki

(c) Package Leaflet

e 8 - — 1 o tlee o o 4 > T b oo

'
.

el

Primodos -~

Pramados is witendad o U Cu"': wmaire raeTent o
t-:t.. ~.1'7 et i B

Desrie

1 Fovrodos rletts be swaicwed whalz on e22h of two
consoaulivg S8

AR R VIR

Prezenirien

,x"a....&

Samerng AS
B! 1/ Sargeamen
Cetminy

eeeTaglany AT AILITE Fizuzaly=ary
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'PRODUCT LICENCE OF RIGHT No. ©0S=S007

' /
DL
LICENSING .CFFICE (@JO ECURITY

DEPARTMENT Ce HE H
FINSBURY SCUARE HOu:r
33/37A FINSEURY SQUARE
LONDCN, EC4A \FP

17. Method of Sale and Supplv:

(a) This preparation was made available, cn prescription

only, prior to 1964.

(b) Entry from MIMS Monthly Index, August, 1971.
o
P CEees S
Q ! { Norathisterone acetate 1_0.m?5.'
- ,le!hinyioesuaaiol G-G2 Mg 159« )
: 1 Amenorrhzea not due o
preg;mar\n:)(l.sc 0
8p.5 2 4.
g.o;)n ;:wo consecutive days. ]
(c) No changes in the method of sale and supply of thi
product are proposed : :
— .
e
—
o
s i8 .o . . |
. Therapeutic Substances Act and Discases of Animals dct:

Not applicable

ALTH AND SOCIAL S



MEDICINES ACT 1368 AX¥D 1974
FIRST REJT4AL OF PRODUCT LICICES OF RICHT

The Product Licence(s) of Right deseribad on page 2 and continnation sheet(#) .
¥o(g): / of the aitached renswal application are ( E;/
norety renswed, subject to the conditicns set out or referred to on page 1 of 1
{the paid s3plication.
Renoewsd licsnce(s) dssceribed in Part 1 of ths attached Scheduls shall bs subject
to furiher provisions eot oui or referred to in Part 2 of ths caid Schoedule

The licenca(s), ae renswed, will, unless provious

as to their validity, continue in force until

Signature:

Date reneweds

Medicineg Division
Finsbury Square Eouse
33-37a Finshury Square
London EC2 1PP

Departnant of Health and Sceirl Seourity
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Approved by the Licensing Authority under Regulation 2(2) of 8I 1974 Ko &3
first ronewsls of product licences of right where:
1. the licence holders reference number ends with a figure 50 = Tk
iie the licence nolder desires the licence to be remewed until 31 iugust 198)

énbjcct to the conditions set out in this form

FULL Na¥E AND A

OF LICINCE HOLDIR- SCHERING CHEMICALS LIMITED
PHARMACEUTICAL DIVISIGH,
THE BROW,

BURGESS HILL,
SUSSEX, RE13 SNE,

™\

LIC:NCE HOLDER'S CODE NUMEER 0053

HUXESR OF CONTINUATION SEZZTS (Ir ANY) ONE

D

1. JLpplication is hereby made for the renewal of the product licences deascribsd
overleaf and on the continuation sheets until 31 August 1980 subject to the

conditions mentioned in paragreph 4 below.

2 I confirm that apart from variations spproved by and changes notified to the
Licensing Authority up to this date no material change has teken nlsge in

respect of any of the matters included in the originsl application

3¢ The particulars mentioned in persgraph 5 of tae Schedule I to 5I 1974 No 832

are omitted from this application form es the information

L4

= 8« was given in the original epplication or
»
¥“3\ \//S. hasg been or will be given in connection with requests for information
made in connection with the review of product licences.

k. The renewed licences shall be subject to the following conditions:

&« &l1 the conditions of the original licence o
be &1 the standard provisions epplicable to products of ihe same descripti
under regulations under Section 47 which ere in force at the date the

licences zre renewved.

Page:
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PARTICULAHS

fLICEHCB XUUBER NAME OF PRCILCT §
i

0053/5000 GYNOVIAR 21 ;
0053/5001 SCEFRIPROCT SUPPOSITORIES g
0053/5002 SCHERIPROCT OINTMENT :
0053/5003 ULTRALANUM OINTMENT . i
0053/50C4 GONDAFON
0053/5005 ULTRALANUM OINTMENT PLAIN
0053/5006 URCGRAFIN 325 (58%)
0053/5007 URCGRAFIN 150 (30%) FOR INFUSION ;
0053/5008 ULTRAPROCT OINTHMENT ]
0053/5002 ULTRAPROCT SUPPOSITORIES

%;053/5010, MINOVLAR )

\__053/5011 ULTRALANU}M CREAM PLAIN
0053/5012 SH 420
0053/5014 CONTROVLAR
0053/5015 ULTRADIL OINTMENT PLAIN
0053/5016 MINOVLAR ED
0053/5017 ULTRADILCREAM PLAIN
0053/5018 UROGRAFIN 310M (65%)
0053/5019 ANOVLAR
0053/5022 ENDCGRAF IN
0053/5023 <k GASTRCGRAFIY
- ¥ 0T E

o A1l ccntingation shegts ara‘to be sarially ngmbered ‘ )

(3. o&fct:;ﬁc;;;:;:;ifion sheets chnould bs reproductiorns of the enclosed copy or
3¢ &ppliceiions should be zade in sets containing not zore then 20 eheocis each,

G

o 1Y
\ \17, Lf: .:‘i\;iw’i ') -
$1G% A"“Jlbw.,f‘a SHA TN ‘. NN’ TATE 1th aprdl, 1077 :
STATUS EEAD OF MEDICAL SCIENTIFIC CO-CEII:iTION.
IRy - R I R s e A e
i .
F O & O & & I ¢ I AL U 5 = f’
L » T bt B2 sumnl —_—yre - el oV atl an g VP ——— e T o W ey, /‘ /
EENEYAL CF TES LICINOSS TISCRIZTD ABOVE IS EISTST AUTACRISID .
l L/ >
SIPLRTUITNT OF RIfiTH AMND SOCIAL SEICURITY SICGNED.ceeivevenan se e _\,: ,K. ..
F‘\-E-‘ . - e )”) /‘ v -
B A s s T AT /“" 7
SSSTA FINSZURV STUSEE, LONDON, EC2A 1PP R L7 ;ﬂ’—7 ! t
{0 ¢
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- .

LICTNCE HUMBZR Nty“ 0® FrRCIUCT
0053/5027 PRIMODOS -

0053/5031 PRIMOLUT DEPOT 250 mg.

0053/5032 PRIYOLUT DEPOT 500 mg.

c053/5033 PRIMOLUT N

0053/5037 PRIMOTESTON DEPOT 250 mg.
0053/5038 SCEERICUR

0053/5039 DEPOSTAT (for endometrial cancer)
0053/5040 PRIMOBOLAN TABLETS 5 &g.
0053/5041 UROGRAFIN 150 (30C%)

0053/5042 UROGRAFIN 45%

0053/5043 UROGRAFIN 290 (60%) -
0053/5044 UROGRAFIN 370 (76%)

0053/5048 BILOPTIN

0053/5049 SOLU-~BILOPTIN

0053/5050 BILOPTIN FATTY MEAL

i e
T \ [
w0
SIGNA TU?A..tL,;:;x4;/;$J¥1§<73§\A‘§ng DATE  1%th April, 1877. -
R %

P 0 R O T C I L L uy s =
;
OF TEXS LICINCIS DEZSCRIRED A20V=: IS EZR=RY AUTECEISEID., Aﬁ
. i
i y ;/&:_.ﬁl
betb R ed -— - -— sIGq—-D.'...."....&{;.‘C".‘..‘.l'
INT GF HIALTE AND SOCIAL SECURITY
SQUART Louss C
s _ DATR ///77 .
oL 7 TOUARE, LONDON, EC2A 1PP "‘/! r




M EDIXES ACOT 1968 A E D 1971
. FIRST RZNENAL OF PROZUCT LICENCIS CF RIGHT .
'S ¢ HE E D U L E
- Part 1 - Particulars of licences subject to further provisions
LICEICE WER(S):
0053 /5009 5011 503/ 504%
— " 5001 so2 5032 504
- 5097 50/ 59337
s 5093 g0is 5037

5004

500

50738

5005

2017

54239

5004

99§

524 (

5007 5009 042
500§ 5022 50 473

X 009

50323

5044

St
- -~
5010 5037 5049 -
. >y
Part 2 « Further provisicns which shall apply to thes iicences spscified in rart 1
1. The manufacturer shall provide and maintain such staff premises, and vlant as
Py LI -
are necessary for the carrying out in accordance with *he relsvant oroduct licenzss
of such stages of the mznufacture and asseudly of the medicinal producis to which
the relevant product licences relate as are undertaken by hin.
- ~
2. The marufacturer shall provide and maintain such steff, preziczes, equipzent axd
Zor the handling, storage and distribution of ihe mediciral products to
relevant preduct licences relate which he handles, stores or disiributes
ecessary to avoid deterioration of the medicinal preducts.
AR/
2. Tae manufacturer siall conduct all rcanufacture and assendly operaticns in such
& way as to ensure that the medicinal producis to wiich the relsvant creduct licsnces
relate conforz with fhe standawds of strengia, gualiiy and purity apvlicable to thzz
wider the relevant prcduct licences. .
ko  V¥here animals are used in the rroduction of any
product licences coniain trovision relating to thexn
for the anizais to e in
& way as will facili:
5. Tne manufacturer
necessary Ior carrying
of the sirength, cuall

relate,




tio L . ez ¢ T o
or ass .ch f the rmedicinal prcducts to whioch the relevont predust nif2ntes I~ ot
or in tae orsraticns for which such prezises or plant are zo voed and of any Chon i,
rznting of the relevant product licences in respect of any person -

since the grz

(v) resgons u
en elate, or

product licences
(¢) in charge of the animals from which are derived any substance used in the
? the mcdicinal products to which the relevant product licences reiafic or

e culture of any living tissues used in the zanufactiure of
to which the relevant ch*uct licences relata,

7. The manufa

cturer shall keep readily aveilable for in 1svection by a verson
guthorised by the Iicsned 5 =

icensing autherity durable records of the detail
very medicinal p;o*"ct to which each r
by

.

end assendbly of each watch of 2levant product
~Jicence relates and cf the tests carried out thereon in such a form that the racerisz
will be easily identifiable frea the number of *he baich as shown on each container 3
~ in which the medicinal rzreduct is exzoried from the couniry where it has been -
W~%anu’°cturcd or asgsexbled; the marnufacturer e¢hall permit the person authorisced te take
Jcopies of or make extrocts from such records. Such records shall not be destroyad
for a periocd of five ye2ars iroz the date whea the manufacture or assezbly of the
relevant tatcn of the medicinal product occurred.
8. The marufacturer shall inforz the holder of the relevant product licence of any
naterisl change since the date upon vhich such lisence vas granted in raspect of -

(2) the facilities ernd ¢quipment available at each of the prezises of the manufzcturers
for carrving out anv =i2gs of the manufacture or assenbly of the medicinal preduntc
to which the relevant product licences relate, or

(b) the facilities and zquipment available in each of the oremises of the panufaciurer
for the storcze of the madicinal products to which the relevant product licences
f;elate on, azd disirituticn of the products rrea or betwccn, such premises, or

(¢) any panu -

sproducts to i 2 ev e ~’

penufactursr cn nezr any of the 1 = icizal grod &
(:Jmanufac‘"“ 4 cor agsezcl ! les in respect of which suca ‘

or
operations are carried ca

Y ny - - v 9 N~ X N - SN R
(d) the arrancezents for the identific ace o and Ingrecdisnis
before anc ing manufacture of the zedicinal products to walch the relevant prituss

.- - - . - -
" oY oi -

-y,
E,

sents for the storage
asszzhledy or

Jicerces mel

.
- -~ > L QU e + - » banl S modigina’
(e) “the arranzezents for ensuring a satisfactory turncver of stocks of zedicina.
- S B Sm -~ - - o) N 3 +
vroducts to which ths relevant procduct licences reiate, or
‘_ - - - - - - e‘ -
(f) +the arrangements for maintaining production reocords and reconds of :
- - o
o U . 1< . P £ e Fant = SR of
and otzer t{osting precedurss avsliaed in the cowrse of ranufzclure o asseoo-y O
P =% ~ - - v - ¢ T mvism ~ v . iRy -~ T on b
the medicinzl produciz to which the relevant prodiuct licesunces I@.ace, .ov .
.
[} - - 3 '3 s
(z) the zrr = refersnce gonrles of materials uzeod 10 42
= :
S Sy d AP R A T e mfemd Vipemprs o2
nanufaciure cducts to which th2 relevanl Trocuct LLCERTIS .-t
o~ . s e - Y 1 VIR 5 3 -~
and refercnce samples of eguch medicinal productis.
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STANDING JOINT COMMITTEE ON THE CLASSIFICATION

OF PROPRIETARY PREPARATIONS
Queen Annc’s Mansions, Queen Anne’s Gate, LONDON S.W.a
Telephone: 01-839 goz0, ext. 1316

17% February, 1970
The Medical Director
Schering Chemicals Limited
Victoria Way
Burgess Hill
Sussex

Dear Sir,
PRIMODOS

The Committee has decided to classify a number of products on the
basis of published information without putting the manufacturer to
the trouble of providing clinicel evidence.

The Committee would be prepared to place the product in A.3 if the
promotional indication as a "pregnancy test" were withdrawm, and I
would suggest that the most appropriate and, acceptable to the
Committee, promotion be " symptomatic treatment of amenorrhoea to
produce withdrawal bleeding".

This matter has also been taken up with other manufacturers.

For Primodos we took the formula Norethisteron acetate 10 mg and
Ethinyloestradiol 0.02 mg./ 1 tablet to be taken on two consective
days and we shall be glad if you would confirm that these details
are correct.

I shall be grateful for an early reply in order that we may proceed
with the appropriate entry in Proplist.

If you do not wish to have the product placed in this category for

the indications suggested, you should give the Secretary notice of
appeal within fourteen days and the appeal. should then be submitted

with relevant evidence in two months.

Yours faithfully

/]
/\/ :

S RUTTLE MD MRCP(EQ) DCH
Medical Assessor




¢

¢

8. Ruttle, £5Qey lielay FoReCaPe(Ed), DeCelloy

Medical As6eBHOT,

Standing Joint Committee on the Classification
of Proprietary Preparations,

Queen Anne's Fansions,

Queen Anne's Gate,

LONDUN S.Wele

M5/JC 9th Larch, 1370«

Dear Dr. Ruttle,

With reference to your lettnr of the 17th February regarding
the clacsification of TRINODOS, we agree to the deletion of “pregnancy
test" from the indications, pnd to the promotional statement ''the
gymptouatic treatiment of amenorrhoea not due to pregnancy, by
producing withdrawal bleeding'e

The details of the constituents and the dosage are correcte

Yours sincerely,

l':li.}d.ne Stmlifox‘d, l’;'B., ChCBQ' D.l"[i-,
Head of lMedical Informatione




IG 11

STANDING JOINT COMMITTEE ON THE CLASSIFICATION

OF PROPRIETARY PREPARATIONS
Queen Anne’s Mansions, Queen Anne’s Gate
Loxpon S.W.x
Telephone: wvafaloss gozo, ext. 1304

: 01-839

Your Ref: MS/JC
Our Refs B/C26/SCH~1/12

Dr M Staniford MB ChB DPH

Head of Medical Information

Schering Chemicals Ltd

Pharmaceuticals Division

Victoria Way

Burgess Hill

Sussex % April 1970

Dear Dr Staniford

Thank you for your letter of 9 lMarch addressed to
Dr Ruttle.,

Accordingly the Committee have agreed that Primodos
should be classified A3.

Yours faithfully

M

A B Rees
&{7 Secretary
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B 3 ¢ v [ [T . . P -
. \‘-cr., {.‘ sl Prisann (‘-.- T W f [ ] \""’
% o B RS
W fje s L R o P
v ‘Ex(} Qpt 6 U s Lod et

) ’ CHEMICALS LIMITED

'Phannaceuﬁcathﬁdon

The Brow Burgess Hill. Wast SusssX gH15 9HE
Department of Health & Social Security, TaemwneamgﬁsHMGOH(STDCi44m

Medicines Division, Cables Scherichem Burgess Hil

Finsbury Square House, Telex 87577

33-37A Finsbury Square,

LOMDON, ECZA 1PP. 18th July, 1975.

Attn: Miss VWeedon.

Gheling

Your ret Our ref
HMB/LR
e,
Dear Sirs,
Adverse Reaction Warning on Hormonal Pregnancy Tests.
Aftar the issuz by the CSM Adverse Reaction Committze of the warning
on hermonal pregnancy tests, we took the following action regarding our pre-
paration Primodos.
1. A letter explaining the situztion was sent tc all 6.P's., gynaecologists
nd family planning doctors {see appendix 1.). : :
9. & similar letter of explanation was sent to the editcrs of Chemist &
Druggist, Retail Chemist and Pharmaceutical Journal (appendix 2).
3,  An achesive labe! bearing the warning was produced (eppendix 3} and has
been attached to all stocks of primodos held in our warehouse.
S
v L, Stickars were offered to wholesale and retail chemists by our lecter
sent to wholesalers (appendix L) and announcements in the trade prass.

5. The warrning labels weare sr+tached to copies of our publicaticen Synops s
of Hormone Tharapy' held in the waresouse and supplies of the labels wers ssnc oo
our reprasentatives for inserticn into copies of wne Synogsis in their possession.
(appendex 57 .

Fa - . . . - e
4. A revised data sheat has oeen orepared (draft copy attachad, appendix 2
the r

and ahould be printec in the nea future.

7 A text has Seen preparsd for a new packing ins2aret {appendix 7). This
will be printed in Bariis for all future U.K. packs of Primodos.

2 , Cae e . v .

2. e have contacted Haymarkst Publisning itd., asking for the words
(Balere [ TR g . H ! H
Neentraindicscicn: preghancy’! to Be sdded to the cntry for Frirodos in MIAS.

Ve H - . - Y .
Ve hope this is the information you reguire.

Yours Faithitully.,

0
X%

. Te . LoRber Y g -
sy bl e B ma Mt Aa O Meata2g




Appendix 1.

Dear Doctor,

Several years ago Schering Chemical
jmmunological pregnancy-tests were
tests, not only on the grounds of t
but also because of the theoretical
administration of any pharmacologic
Primodos as & pregnancy test has no

decision. Retrospective epidemi

suspicion that hormonal products su

o,

)

T L
kgjié i 123

i
CHEMICALS LIMITED

&

s accepted the argument that the

to be preferrcd to hormone pregnancy-

he efficacy and speed of the forrer,
argument against the unnecessary

al agent. The use of our product

t been recormended since that
ological studies have led to a

ch as Primodes might increase the

risk of foetal abnormalities if administerad in esvly pregnancy, and

although it remains unproved, the C
concludad that the suspicion has be
issuing of an official warning agal
related products during pregnancy.

“The purpose of this letter is to re

adninistered unless pregnancy ko8 B
the appropriate modifications will
so as to maks even more conspilcuous

pregnancy is a contra-indication.

ommittee on Safety of Medicines has
come strong enough to justify the
nst the misuse of Primodos and

mind you that Primodos must not be

zen owcludad and to inferm vou that

be made at once to our literature
than formerly the fact that

Yours faithiully,

m&ﬂ@ﬂ o

Schering Themicals Limited
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“Appendix 2.

;

cc: AGP O3 Same ey fhank iz -
SJW 5 '
BK : \\QUCR:\\ (‘.l‘t"&\\"\\’_‘vt O,_;&\, .

JA' . * b L
WE Tre Prodmasasead eyl -

London,
EC4A 3JA,

. -
Sth June, 1975.

jceua of A naw Yeilow adverse-reactions revort Ly tie Cormittee on
pry of Tedicings yeeacsLtates uredr & setion on our bart, awmt ve
L vou vculd siree to iuncert in the next copy

should bo viOsT ?raﬂefuL 3
ollowing stater2m7!

Several wears ayro Seherin: Cherd.eals sccented tle avguoiend
7 “D

i P < - PPN T -y~ - mowe e W ., -
the In.UAUJﬂVLCGL reomang Loty care o

presasney-tasts, not oply oo the srauadr ol T e sy and

speed of the Lorrar, tut also hneruse of 1 oarpurant

gcainst the upmecassacs ads inistracion ol o soical avents

The use of Ycherine's nrecuct ?riroJus au one ias not

boon reconaded sinca thzl decicion. i qeetive enidaniological

stuidies bave lad ot a susmicion £s rug av N
’”":1 ; 17

Priredos micht Lucreans thn rish ol I

adidniscared in narlv rrernamoy. .
-~ * - P - - -. ) .

the Covmittce on Jfafeoty of Tedicines Uas

suspicion has Lecore scyonrs ooy Ca kEp tued

officinl warninz azsainst the ™Misu il I

preduces duvring pregnancy.
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.A\I.I‘ Ge BOT IO RL TUUVY nnIn PPEGNALCY

proefusney and
. cengenital abrernaiiviic,
Beeause of this possiole tzoerd, IX irados -
o pann met s onTieom taoie omemata
thal’ the Sofizng o7 DI TN IR
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5¢h June, 1975.

The Lditor,
“Chawmict & Drugzgist. -

Suaniies of these labels in auantities annropriate to stocks hald
can ho ohtalned from Fraers, Sehaving Chenicals Limited, The Nvow,
Tpurpess 4ill, dest Sussex. Teleplione Durgess P11l (89D 0441)
6011 Extension 240. )
Yours faithiully,
,U’“’\ ’

-

SCULRING CLFMICALS LIVITED -
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WARNING
Not to be taken during pregnancy
A.nossibility existz of an association between
the use of Primodos during narly pregnancy
and an incrirased incidence of congenital
ahnormalities.  Beeause of ihis poassible
hazard, Primados must not be taken unless
it is certain that tha patient is not pregnant.
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e Appendix 4.  CHEMICALS LIMITED
Pharmaceutical Division
TheBmw#ng%sHﬂl%@ﬂSu%exRH159NE
Telephone Burgess Hill 5011 (STD 044 46)
s Cables Scherichzm Burgess Hill
To: Wholesale Chemists Telex 87577
The Ethical Buyer
thelin,
Yourref Ourref  INC/CC
. June 1975
s N
Dear Sir
With respect to your order for Primodos, plcase find
enclosed a copy of a letter which is being sent to all
General Practitioners, Gynaecologists, and Family
Planning doctors in your area. o
Although the existing packing slip statesz thet Primodos
should only be used for secondary amenorrhoea of short
duration not due to pregnancy e will also be attaching
a spccial warning label, as cuickly as possible, to all
packs supplied. :
It is anticipated that supplies of these labels will be
available during the next few days. An announcement
ety will appecar in trade journals on 13 June to inform

[
/ﬁu‘a @L e
)

v Y enmns Taer ~ i1 G s
ca TR T e E emags MOTEALY Surgan RN AN Vit mra kgt oy e

Retail Chemists of the availability of labels and to
offer supplies for existing stocks on reguest.

Yours faithfully
SCHERING CHEMICALS LIMITED

o

W M Crothers
S-les Manager



/ ' Appendix 5.

Copy of Page 21 of the Sex Hormone Synopsis with warning

sticker attached X .

T ' Amenorrhoea Page 21

. Secondary amenorrhoea of short duration

Intheearly monlhs of secondary
amenorrhcas of funciional origin,
withdrawvel bleodingres m“'l" g notmal
menst.uut.on can be induced by syathetic
ovarlan hormones.

ote: Pregrancy mustfirstbe excluded

Primodos 1 i2biston gach oftwo
contc”uu 'e daﬂ- !esdmo usuaily
follovssin 2-C doys (rarelv estonn as 10
days). If'ur‘c' ssfut, the treatment should
be repeated twice, 2ecn time 3 anS refore
the-dstz of the naxtexpected
menstruation,

In the rare case inwhich bleading does
not follow the administration of Primodcs
(usua!ly\ hentha amcrormwa nas
iasted & months orlongar), a cazeful
segrch for organic digeass shauic na made
before giving I rmcr normong! reatment,
N which shu\,‘i 2 zs for primary
e amenorrhce

' Visers S s . ey 3 WIAANING

Naot to nae toxen during pregnancy

[ 2% Apossin-lityexsiacfan i L
th- use of Pr—o2as r‘ur
and an
aonnimJ
[— Razerd, Promooss mest not ne <gkan gnly
H - S5 cRrrain Tral ing Sauetis C"")’hﬂﬂ:,

£
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: PRIMODOS ' '
New text for U.K. data sheel 6.6.75

PRESENTATION

Eoech orange, sugar-coated tablet contains 10zg
norethisterone acetate and 0.02 mg ethinyl oestradiol.

USES . |
Prinodos is internded for the syaptozatic treatment ol
secondary amenorrioea of chort duration, not cue to
pregrancy. Ln the absence of pregrancy it 1is rossible
to produce witndrawal bleedirg within 3 to 6 days ory
in exceptional cases, after 10 dayse

O ot

ﬁ%i , DOSAGE AND ADMINISTRATION

| Ooe tablet to be taken on each of two consecutive dayse

-

CONTRA-INDICATIONS, WARKINGS, ETC.

Contra-indication: Not to be taken during pregnancy

4 possibility exists of an asscciation between the use
- of Primodes during early pregnancy and an inereased
ingidence of conzenital abrormalities.
Because of tnis possible hazard, Frimodos nust
taken unless it is certain that. the patient is not
pregnant. '
Special precautions: In the rare case in which bleed:
does not follow the administration ol Primodos
when the amenorrroea has lasted six ponths .or longer)
i a careful search for organic disease should be made befors
. giving further hormonal tyeatment, whicn should be as for
N~ primary amenorrhcea.

Side-2ffects: Rarely, naussa may occur-

Pharmaceutical precautions

Store in cool, 4ry conditions, away from sunlight
gheli-life five years.

Legal category sbB
Packzge quantities  Foil strips of 2 and 20 tablets
Further infercetion Nil

, . . - -
Product Licence lumte COBZ /202



Appendix 7.

PRIMODOS ' ' -

New text for U.K. packing snsert 6.6.75 g

Primodos is intended for the svm
gecondary amenocrrhoea of snort d i
prcgnancy. In the absence of premu;n
to procuce a with drawal bleeding wi
in eycepuloral cases, after 10 days.

DOSAGE

1 Primodos tablet tc be sval owed wﬁole on each of two
consecutive days. ‘

WARNING: HOT TO BZ TAKEY DURING PRACNANCY

4 possidility exists of an association between the use
of Prlmod s dur‘"¢ garly pregnancy and an increased
incidence of congenital abnormalities.

Because of this ¢ ssible hezard, Trimodos must not be
tsken unless it is certain that the patient is not

pregnant. : -



\:.\7"’1

s

Entry for Primodos in ABPI Data Sheet Compendium

PRINODOS*®

Presentation Each oenge, sugar-coated tablet
contains 10-mg norethisterone acetate and 0.02mg
ethinyt ogstradiol,

Uses Primados is intendad for the symptomatc
treatment of secondary amenorrhoea of short duration,
not duc to pregnancy. In the absence of gregnancy it
is possible 1o produce a wthgeawal bieeding wathin
three to six days or, in gxcept.onal cases, after 10 days.

Dosage and administration One tatlet to be taken
on gach of Lwo canseculive cays.
Contra-inylications, warnings, atc
Contra-ifiication. Pregnancy:
Warning : A possibility ex:sis of an association batween
the use of Primodos dufing eariy pregnancy and anin-
creased incidence of congeanital abnormaiites
Because of this possipie hazard, Prumogcs must not
be akeh uniess 1t 15 cariain that the payent1s not preg-
nant.
Special precautions: In the rare case in which
bleeding does not foilow the admumstranon of
Primodos (usually when the amenorrhoea nas lasied
six mmonths or longer), although the patant 1S not
pregrant, a careful search for organic disease
should be made beforé giving tuntner hormonal
treatment, which should be as for primary amenor-
rhoea.
Side-effects: Rarely, nausea may occur
Pharmaceutical precautions Store cenl, dry
conditions, away from strong sunight; shelf-life
five years.
Legal category S4B.
Package quantities Foil strips of 2 and 20
tablets.
Further information  Nil,
Product licenco numbar  0053/5027.

for 1976
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MIMS,

Haymarhket Publishing Limited,

Medical Division, ’
Regent House,

54/62 Regent Street,

London W1A 4YJ.

PR/RAD
Sth June, 1975.

Dear Sirs,

Pleasc note that the following addition should be made to the entry
for Priwodos:

"Contraindication = Pregnancy’

Yours faithfully, -

P, hye DA, ML, RRCS, DCY.
Senior Medical Adviser

a |
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Haymarket Publishing Lad. Regont House. 51 62 Regent Strect, Londdon WIA YL Telephone 01438 124

Op. P. Bye, BA, ME, MRCS, DCH,
pharmaceutical Division,
Schering Chemicals Limited,
The Brou,

Burgess Hill,

West Sussex,

RH1S ORE.

13th June 1875,
Dgar Dr. Bye,
Thank you for your letter.
In view of the fact that the indications for Primodos

specifically exclude pregnancy, I feel it- is unnecessary
to add a contraindication of pregnancy to this product.

Yours sincerely,

.f;/«‘ 7 i
/,x’_' Z/(-"'l'/ d [N

U
F.J. 7ilson (Wrs), B, Pharm. MPS.
Fditor,



Mrs F.J, Wilson, B.Pharm., MPS. ,

Lditor, T .
5,

liaynarke: Publishing Led.,
Regent House,

54~C2 Reyent Street, :
London, YW1A 4YJ 26th June, 1975

PT v

Dear Mrs Wilson,

Thank you for vour letter telling me that wou do not see the nece%sity
to specily prezaancy as a contraindication to the use of Friodos in I8,
You Ay not ¢ atvars of tho recent pvsnts concernlna nroducts live
Princdos, which 1ore er-erly used for ! inz, but vhich w

I = o
S onet recorsendad for that nurons Tho Corittes an

fer scveral cear
(A -4 3 i P I ~ -~ P N Vi e . o .
Pazely ot ledicina TR oTACeTiLy stateld that bectuse theve is a SuSD c*on
.
e

¢
aat they csn ¢

ag Aresiancy tests, ud oeowse it g oo ToShr very ~anw ctorr are
continuin, to do sa e feol that e st L oall rcasonstle stens.to
leter them. e azree i a train : { rreqgnancy is i:mlicit

in the sizted uses of Tyi 0¢os, tut since such an icplicit statewment in

our ovn literatura revicusly has failed to stapy the use of Pri-odes

a5 a prejnancy test, it seers that it should be —ade explicit in MI''S ag

elseviiere,

lar aroduces will ask you Lo

we feel sure that wanufacturers of simi
in MI''S, and-we ask you to

naxe 31qJ¢dr changes in there ovam entrie
coxply vith our ownm re-juast,

U)}‘-

Yours sincerely,

A.G. Pitehford D, Bye




U
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gth July, 1975,

A. GC. Pitchford, Esqg.,
S5chering Chemicals (. td.,
Pharmaceutical Division,
The Brouw,

Burgess Hill,
Uest Sussex,
RH15 9NE.

Dear flr, Pitchford,

&

Thank you for your letter. I was aware of the
situation currently concerning products such as
Frimodos, and their application in pregnancy testing,
but I felt thet such a contraindication as pregnancy
was obvious from the indications.

It .is necessary for MIMS entries to be as brief
as possible and while I wculd not wish to economise
on space at the expense of clarity or safety, I do
wish to avoid repetition of information.

We have just changed the indications of Amenorone
to include the phrace 'where preanancy has been excluded!®,
which was agreed between myself and Rocussel as adequately
covering the situation., If you are agreeable, I should
be happy to amend the wording for Primodos indications
similarly. Perhaps you could let me know by Monday,
lath July. .

Yours sincerely,

fvp» ;Z¥;;1}&3;:Xi

ffrs F,-3. Uilson,
B.Prarm, IPS,
EDITOR.




NN

¥ra F.J. Wilson, B.Tharm., 1¥35.,
Editor,

MDIS,

Haymariet Publishing Ltd.,
Regent House,

54~62 Resent Street,

London, WlA 4YJ

Xt ALeN 10tk July, 1975

Dear Mrs Wilson,

Thank you for your letter dated 9th July, 1975 concerning the MIMS
entry for Primodos.

In compliance with your requirement for brevity we agrec that
inclusion of the phrase, 'wiere pregnancy has been ox cluded" which you
have suggested, w;ll pLOVlde an adequate clarification of our

234

recoizuendationsg.

.

Yours sincercly,

A.C. Pitchford, ¥.B., Ch.B.,
Medical Dircctor.



CC. VN
a
Mrm, Fede W116EN, lde «.10XTIey CeValer
s,
Hasmariet rullizhing Lt
Lo ent Jounc,
L8 - 02 Bosont SLyect
LAtz
Wlin I
-
23/ In rath Sund, 1074

o~ FOED NX3. Tilaovy,

I havd just had a telephone codl Erem ftr. Otle of the C.LH. Inforsiay me bhat
he has discussed Porcher vich you tha rob deam ahoud; e gntry w Mime For Frimodos,
ord that the fellovsng text 1s accefrable o both ©f vk LB RS

“Secondary amenerzhecd of shork duration. €/T: pregnancy must be excluded,"

Tals versicn is satisfackory WS faxr (8 We W araeeeagel, and T shouwtd be
grateful o £ yoa wpuld vke bhe haage in Futuce 1SSUes. .

H .
Yours sincesely

o~

e BT erieg FUOFEN e ale ey e ey
Guntor vedioal Soavinor



Department of Health and Social Security
Medicines Division Finsbury Square House

33-37a Finsbury Square London EC2A 1PP

;  Telex 883669
' Telephone 01-638 6020 ext

Migs H M Barker ) ' ; Your reference Lo
Head of Medical Services HIE/LR

Schering Chemica}s_Lémited ‘ Our relerence

Pharmaceutical Division PLR/0053/5027

The Brow Date

BURGESS HILL )

Vest Sussex RH15 9NE ~.3 October 1975

o~

Dear Miss .Barker
PRINMODOS 10 mg TABLETS

In our letter of 22 September 1975 we agreed to vary the product licence of right
referred to above provided that a warning that the product was not to be taken
during pregnancy vwas included as part of the entry in NINS. You will no doubt

be aware that lirs YWilson, editor of MIMS, has objected to the inclusion of the
werning in the terms stated on grounds of uniformity snd lack of space.

- - * » . : . 7% I.’ “
Upon reconsiderat.ion, the indicetions which now appear in MIHS eg "Secondary
Amenorrhoea of short duration, where pregnancy has been excluded" are satisfactory.

I am copying this letter to Mrs Wilson for her information.

Yours sincerely

o (/ AN 3__5«—-‘-&\;:%"\ L,Q 0

-’/

~— e

. E J NICHOLAS
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tzent of Health & Social Security,
‘zes Divisionm,

qusre House,

bury Square,

25th January, 1978

Owing to the fallins demand for our products:

Endografin (FLR 0053/5022)
(20 % 10 vl arpoules)

Primodos (PLR 0053/5027)
(x> 2 eand x 20 tablets)

Primolut Depot (PLR 0053/5031 - 250 rig)
(PLR 0053/3032 - 500 ng)

(250 ng 1 azseoule x 1 ©l)

(500 ng 1 arpoule % 1 nl)

Urografin 457 (PLR 0053/5042)
(20 x 20 ml ampoules)

* ve hove decided to discontinue marketing the preparations given abova. Except in
the case of Prismolut Depot, vhere packs of 3 and 20 will recain, these represent
Celetions from our product range. We are writing to request that our Product

Licences of Right should be terminated for those Preducis or preseutationg given
-
S OV

Youres faithfully,

R. A. Viseman,
PhD.,LRCP, }miCS,,
DObstRCOG, ,DTHAH. R

Medical Dircctor.
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JUSTIOT 3IUGHAN: Yes, kT “eitzman.

WEITZMAN: May it please your Tordship, in this matter I aprear
with my learned friend IMr inthony Bano for the Tlaintiils.

The Defendants are represented by my learned friends Mr Richard
Rougier, Mr Gavin ILightman and ¥r Hichael Spencer. My Lord, 1ir
each of these two cases the Tlaintiffs are a mother and child.
Tn the first case the infant Dlaintiff, whom I will call, if I
may, "D", was born on the 15th May, 1975, so that he is now 7.
In the second case the infant Dlaintiff "R" was borm on the 4tk
June, 1968 and is now 1l4. I should mention to your Lordship thzt
for reasons unconnected with the case the infant "D" is a ward
of court, and the present application is made with the consen?t
of the Family Division.

My Lorc, the writ in the cirst case was issued on the 1593z
September, 1977, and in the second case on the 19th December,
1978, and in June, 193C the cases were ordered to be heard
together. The date for hearing of the cases has been fixed as
the beginning of October, 1982, However, our present aprlicaticn
is for leave now to discontinue the actions pursuant to Order Z1,
Rule 3 of the Rules of the Supreme Court.

My Lord, in order tc explain the reasons which lead us tc
make the application and to satisfy the Court that it is not
contrary to the interests of the infant Flaintiffs I must firs<
briefly state the nature of the claims. FEach infant was born
with certain physical malformations. In the case of the infan?
npDn the malformations included a heart defect and the conditior
known as hypospadias. The infant "R" was born with a
complex defect of the heart. In each case the mother had takern

a pregnancy test early in the pregnancy. The test was manufaciured

by the Second Defendants and marketed in the United Kingdom by
their associated Znglish company, the First Defendants, where
it was known as Primodos. It consisted of two tablets, each
containing 10 milligrams of rorethisterone acetate and 0.02
milligrams of ethinyl oestradiol. These are synthetic sex
hormones. The tablets were to be taken on successive days. IZ
vaginal bleeding did not then occur the inference was that <he
subject was pregnant.

My Lord, these motrhers were in fact pregnant when they tcok
the test with the infant Plaintiffs. The Plaintififs' case 1is
that the ingestion by the mothers of Primodos adversely affected
the develorment of the foetus and so caused the malformations
to which I have referred. In order to succeed in their presens
claims it would be essential for the Plaintiffs to establish as
a matter of probability that Frimodos, when given to & pregnans
woman, materially increases the risk that her offspring
will be borm with a congenital malformation. The proot of
that proposition depends essentizally on the evaluation of expert
eviderce. The expert evidence 1is concerned with three main
areas of encuiry, but the primary field of investigztion on
which proof of the Plaintiffs! case must ultimately depend is
in the discipline of epidemiology, that is tnpe comparative studyr
in samples of porulation assembled in various ways of the
incidence of a disease or defect among those exposed to the
proposed causative agent and those not so exposed. Theére nave
been many studies published concerned with the relative inciderce
of congenital malformations, 2mOng those exposed to various

2




MR

synthetic or exogsnous sex normones whether taken, as in
present case, as a hermone Iregnancy test or as support thera
in cases of threatened miscarriage OT as orz2l contraceptives.
Those s+tudies nhave to be evaluated to assess the reliability oI
+he data incorporated in them, the presence oT absence of
confounding factors which may preduce apparent out artificial
associations, and for the statistical significance of any
associations observed. That evaluation can only be made with

the help of expert evidence. Indeed, as your Lordsnip ruled iz
earlier interlocutory proceedings, tne published studies can

only be received in evidence as part of the material on which

the opinions of the expert witnesses are based. . This wnole arsa
of enquiry has been the subject of reports from a considerable
number of expert witnesses, whose reporits have been exchanged
between the parties.

At the outset of the case the expert evidence availatle
to the Plain%iffs'! advisers appeared to indicate that there was
a reasonable vrospect of establishing as probable the existence
of a camsal association betwsen Frimodos and congenital
malformations, although the association indicated was of a
different order of magnitude from that which, for example,
established the :araiogenic effects of tihalidomide, However,
as the expert evidence has accumulated we have been driven to
the conclusion that the totality of that evidence does not afford
any real possibility that we can establish that there is such
an association. We have set out the evidence on which we
have reached that conclusion and our process of reasoning in
considerable detail in a written opinion, a ccpy of which has
been supvlied to your Lordship and which we believe you have rtzd
an opportunity to comnsider.

JUSTICE BINGHAM: Yes, I have read tlrat.

Ww=ITZMAN: And so we do not propose, unless there is any particula:
aspect of the case on which we can assist furtner, to repeat
what is set out in the written opinion now. We should, however,
say something about two other fields of enquiry which have
been considered oty the expert witnesses. One of those fields
concerns the bioclinical mechanisms by which we have postulated
that Primodos might cause congenital defects. These mechanisms
are concerned primarily with the causation of hypostadias,
although we have fairly recently suggested a possible mechanism
for the causation of cardiac defects. Tke controversies between
the experts in this area are discussed in the written opiniorn,
and it is clear that scientists of distinction are not agreecd
whether or not the mechanisms proposed afford a possible
explanation of how Primocdos might cause congenital malformaticns.
t we nave been driven to the conclusion that on the whole
of the biochemical evidence before us, and in the absence of
the requisite epidemiological evidence the nypothesised tiochexzica
mechenisms are not capable of establishing that Frimodos doses
cause malformations. '

‘Je have also, my Lord, considersd the evidence relating =0
experiments in which the constituents oI rrimodos and o*her
exogsnous hormones have been administered to varicus aninals
in various dosages, and cnce again tais evidence is considerszd
in de%t2il in the written opinion. Ve belive it 1is comnon
zround amcng the experts trat one cannot reliably extrarolats
Srom the =frect of an azent on animals to 1ts effect on 2umzns.

P
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izents which are teratogenic when given to some animals are nc-s
so in otrers or in »umans and, conversely, the fact that an

agent does not affect animals does not mean tkat it cannot affsct
numars, so animal experimen®s are of limited prodative value.
Eowever, ths Defendants have themselves carried out a large

number of animal experiments and those experiments and the
publishad results of other sxperiments have been reviewed oy
distinzuished experts in this field, who conclude that thsy aiford
no evidence that Frimodos is teratogenic, certainly not in the

low dosage used in normone preznancy tests. In spite 0of scme
evidence that sex hormones given to animals in high dosages can
hnave certain teratogenic effects, consideration of the evidence
of animal exvceriments as a whole does not in our view lend any
substantial support for the Plaintiffs' case.

In ths end, therefore, we f2lt obliged to conclude that as
the avidence gfands todzy there is no reasonable prospect --
indeed, no real prospect -- that we can estzblisn as = matier
of probability that Primodos causes congenital malformations.

In those circumstances we nave had no alternative but to aprly
that the present action should not proceed to trial. However,

we do not wish the zctions to be dismissed. We ask instead thesl
they may be discontinued. The reason that ws seek that course
is this. The scientific enquiry with which we are concermed
includes areas of study in which the frontiers of knowledge have
advanced and are likely to continue to advance rapidly. While
the evidence available to us today does not enable us to adviss
that the present actions due to begin in October have a reasonabple
or real prospect of success, we cannot exclude the possibility
+hat within the next few years scientific advances may throw a
new light on the problem. In those circumstances 1t is
conceivable that otners born with congenital malformations in
similar circumstances might be able to bring successful actions.
The present infants will not for a number of years be barred

by the Limitation Act from bringing a fresh action, and 1if <the
present action were discontinued they would be able to ¢o SO,
subject to the conditions which the Court impose. If, however,
the presant action is dismissed, their cause of action will

have gone and they alone will be barred from seeking a remedy
available to others of like ages should the postulated scientific
advances occur. That, in the circumstances I have outlined,
would in our submissicn be a grave prejudice to the infant
Plaintirfs, and we therefore ask that our application be granted,
We recognise of course that the Defendants should be protected
from any possible unjust ccnsequences of that course, and we
therefore accept that if your Iordship were to grant our
application it should be upon the term that the Flaintiffs bring
no fresh action upon the same cause of action without the

leave of the Court. Wwe would ask you not to impose a conditicn
that before starting a fresh action with such leave the costs

of the present action should be paid. We say that because the Cour-
which has to grant leave can consider the justice of any
application and itself impose an; terms that seen appropriate

as to costs,

¥y Lord, those are tke matters on which we rely 1in suprors
of this arplication, and unless there are any rarticular
aspects of the case on which at this stage I can assist your
TLordship further, it is all I desire to say in opening the
matter. V
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ROUGIZR: My Lord, in the submission of the Defendznts the proper
course in a matter such as this would be for the case to be
dismissed, or rather I should say the "cases", since there are

in 21l four involved, rather than for the Flaintifis to Dbe

given leave to discontirnue. I say that for the following reasons.
In our submission the rule makes it plain, and your Lordship

has had an oprvortunity, I understand, of considering the rules,
so I need not elaborate on that, that your Lordsnip has an
unfettered discretion as to which course would be preper in

the interests of justice to adopt, and there is no rule in
particular either of practice or substance whereby a plaintiif
could always get leave to discontinue before he had actually
brought his adversary to Court for the purposes of the trial of
the action. 4iAnd even if that were so, we would respectfully
remind your Lordship that apart from an apvlication by the
Plaintiffs to adjourn which was granted, this case was due
actually to start yesterday, and in our submission the Zlaintiirls
should not be in any better position where that faczical

exercise is concerned merely because they sought and obvained

an adjourrment, Therefore, in our respectful submission, my
Lord, your Lordship's jurisdiction and discretion is unfettered
by rules of practice, z2nd since effectively the rlaintififs in
such an =2pplication are accepting that they cannot realistically
nope to succeed we submit that really the only relevant criterion
for your Lordship to consider is whether, by allowing the
Plaintiffs to discontinue, injustice would be done to the
Defendants. My Lord, for that we rely on the two cases of
Young v. B.M.A. (1977) 2 All England Reports, and Castanho

Y. frown & noot (1981) Appezl Cases, and I understand that

There is the 1ist of authorities which your Lordskiir has rad an
opportunity of considering.

JUSTICE BINGEAM: Tes.

ROUGIZR: Then I do not thirk it necessary to refer your ILords:tip
to tiem zagain. Ny Lord, in our submission in summary very

great injustice would be done to the Defendants if this acticn
were other than dismissed in the present circumstances., Ve sa7
this by reason of twc matters which we would submit are of
general principle =znd two which are particular to these actiors.
In so far as general principles are concerned, this is a case

of enormous magnitude and of enormous importance, not only of
course to the Flaintifis but also to my clients. The zllegzticns
which were made in support of the Flaintiffs'! czses w:ire such

as impugn nmy clients'! reputation, conduct and the soundness of
their product, and had they succeeded the cost in terms of

not only finance but also reputation would zave been incalculatle,
Not unnaturzlly, literally millions of pounds have been spent

by my clients and hours and hours, possibly years of effort

and research since these ac-ions were started in order %o

prepare themselves and to find cut scientifically on which

side the *truth lay. Yow in plain terms, =y Lord, if (a=nd I

have nothing but, if I may say so, resvect for the respomsidle
way in waich the TFlaintiffs and their advisers haves approached
the realities of the matter) but if it Tte the fact that they
concede that they have no reasonable prospect ol success, in

our respectful submission it would not be right that the
Defendznts should have the possibility of these allegations

being rescuscitated znd nanginz over their heads for many
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years to ccme, when one rzmembers that one of the Flaintiffs is
I think but seven yea2rs of age with a2ncther fourteen to run
vefore the limitation period exrires,

Secondly, we would submit, my Lord, that to allow the
Flaintiffs to discontinue in these circumstances would otviously
create a very dangerous precedent, not only where my clients
are concerned but in similar cases which people may seek to
bring in the futurse.

Turning, my Lord, to the rarticular matters, we supmit trzt
it was only if the Flaintifrfs could put before your Lordship
some evidence which would give credence and substance to what
can otherwise only be a hope that the time scientific knowledzs
would turn and begin to flow in their favour, that they could
put before your Lordship some indication that this was so, but,
on the contrary, all the -- I say the experiments which my
clients have either conducted or commissioned tend to show == cZ
course one coculd never prove anything absolutely =-- but they
tend to show that the further the frontiers of knowledge are
extended the more likely, in our submission, it is that the
Defendants' contentions will be reinforced by the advance of
science, andé in so far as the question of timing is material
of course that can never change.

My Lord, there is a point which I put very far Ifrom the
forefront of my submissions but I feel it right to make it,
that as we interpret, or a possible interpretation of Section 33
of the Legal Aid Act, 1974, in order for a successiul party
who is unassisted to be entitled to make =zny claim eitker for
his costs or part of them against the Legal Ald Fund it would te
necessary that proceedings would have to be decided in ais
favour. We venture, with great respect, to doubt whether a
successful application to discontinue would anount to a decisicn
in favour of the other party. The result of that would be,
my Lord, that if your Iordsnip acceded to my learnmed Iriend’'s
arplication the Defendants would thereby be precluded even froc
having the chance of recovering some part of these very
substantial costs which they have already incurred.

My Lord, on the final matters, mey I say this, that 1
your Lordship nevertheless were minded to accede %o ths FPlaintiiis
apvlication the conditions which we would submit would be righ=
and oproper for your Lordship to attach to it are not only that
the Plaintiffs should not without leave oI the Court bring any
further action but we would seek alsc for an order that they
should not do so without first paying the Defendants' costs.
Unless I can assist your Lordship further, I have nothing more
to say.

WEITZMAN: My Lord, may I make four points in reply to what
nas fallen from my learned friend's lips. It is of courss true
that had it not been for an adjournment granted by your Lordshiy
this czse would have been due to begin as a trial I <hini
yesterday. My Iord, I do not think it is suggested -- I would
cert=2inly resist any such suggestion =-- thzt the adjournment wa:
in any way dictated by a desire tc achieve a tactical advantage.
+ was dictated by the nature of the accumulaiting svidence anc
need to deal with it. My Lord, perhaps the most significazs
int made by m7 learned friend is that it is unfair that the
fendanss should have these claims nharnging over their heads.
this were 2 unicus case, in the sense that these were the
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only Flain%iffs who had the possibility oI such a claim, one
would see very great force in that contention. The ract is
+trat there are a2 number oS other rossible claimants in this and
other jurisdic:ions, and the order that your Lcrdsnip makes
today cannot one way or the other affect the rpossipility tnat
such potential claimants will in due course, if the evidence
becomes available to support the meking of such a claim, bring
actions. M Lord, thersfore first o all the Defendants will
inevitably in the nature of tke circumstances have tThat possibilisy
hanging over their heads, and, secondly, it is precisely thax
feature of the case that vould meke it unfair, in our
submission, that if suck an eventuality occurred these infant
Tlaintiffs should be shut out from the remedy which would be
available to others.

My Lord, so far as the question of the application Ior
costs out of the Tegzl Aid Fund'is concerned, so far as that
is a material matt=sr to mention, I know that your Lordship will
have in mind the provisions of Section T7(6)(b) of the Legal 4id
Act, 1974, which in our submission make it clear that a con-
sideration of thrat sort is not to affect the exercise of your
Lor snip's discretion in the present aprlication.

iy Lord, in relation to the final matter raised by my
learned friend, that any order giving leave to discontinue
should include a provision that vefore starting the action, the
fresh action, the Plaintiffs must pay the costs of the present
action, one envisages as a possibility a situation in which
others have brought a successful action and then these infant
Plaintiffs, the matter in a sense having been established, come
to Court to seek their remedy, but shculd that arise the Court
granting leave can impose whatever terms it thinks just. Ve
would invite your Lorcship to say that it would not be right
to fetter that jurisdiction at the present moment. I do not
xnow if I can assist your Lordsaip further .....
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JUDGMENT
(As avoroved by the Judge)

MR JUSTICE BINGHAM: In these actions there are (effectively) +wo

Plaintiffs, ome of them aged 7 and the other aged 1l4. Both
claim damages alleging that as 2 regult of pregnancy testing
drugs taken by their mothers during vregnancy they were borm
with serious congenital defects. The drug in guestion is
named Trimodos, which was manufactured By the Second
Defendants and marketed in this country by the First
Defendants.

That brief introduction is enough to suggest a compariscn
with the very well-known tragedy involving thalidomide, and
it is qui%e plain from what I have already been told and
seen in the pleadings that these actions are ol a very serious
kind. There is, however, one important difference between
+hese cases and the thalidomide. cases. There the gquestion was
one of whether the drug comparies involved had been negligent
in their manufacture and promotion of thalidomide. Eere,in
these actions,;there is that issue but also an issue not present
in the thalidomide cases, namely a serious issue whetkher this
drug has had any causal ccnnection whatever with the defects
from which *the children sufler. '

Now +the matter comes before me ‘today because Mr Weitzman,
appearing for the Plaintiifs, seeks leave to discontinue the
actions on the ground that the Plaintiffs and their advisers
have concluded that the actions have no reasonable or real
prospéct of success. There are accordingly two questions
that fall to be answered,

First, should the Plaintiffs be permitted to bring the
proceedings to an end? Ordinarily, of course, that would
be a gquestion for the Plaintiffs, but it is not simply a .

~question for tﬁe Plaintiffs here because there are children

involved and the Court is always concermed that these not old
enough to conduct their own affairs should not be prejudiced
by anything done in their name.

The second question which arises is: If the Plaintiffs
sbould be permitted to bring their'proceedings to an end,
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then in what manner and on what terms should the case be brought
to an end?

So far as the first guestion is concerned, Mr Weitzman has
outlined tie grounds which lead him and his colleagues %o
conclude that on the evidence available the actions stand
no reasonable prospect of success, and I have had tke advantage
of reading an opinion in which thav conclusion was elaborated,
being an opinion running to over 120 pages, aralysing the issues
and the evidence and reviewing the matter in a great deal moredstail
than has been possible today. Various things aTe plain. Firs<
of all, the subject matter, particularly on the causation aspect,
is of very great complexity indeed. The Defendants have, I
believe, submitted repérts by no fewer than 28 experts on that
subject. A great deal of published research has been done over
the years, and for purposes of this case a good deal, as I
unders+tand, of exverimentation on animals has been carried out.

I cannot pretend to any detailed understanding of the technical
i{ssues in the case. It is, however, right to say that ha%ing
read and I hope absorbed the opinion which Counsel for the
Plaintiffs have written, I have no reason whatever to doubt

the validity of the conclusions which they reach. t is also
right to say that in a situation of this kind the Court places
very considerable reliance on the considered view of experisnced
Counsel and solicitors representing plaintiffs,who will
undoubtedly have the interests of those plaintiffs very closely
at heart. Accordingly I consider it right, in the light of

the conclusions which the FPlaintiffs! advisers have reached,
that this action should come to =2n end. I would also mention
that the Plaintiffs are legally aided, and one should perhaps
acknowledge the very responsible decision which, in <he light of
that fact, the Plaintiffs' advisers have taken.

So I go on to the second question: How and by what means
should the action be brought to an end? The Plaintiffs seek
leave to discontinue on terms which would leave them free, in
the event. of a scientific reveolution on the subject, to proceed
again. The Defendants understandably resist that application
and ask that the action should be dismissed. Mr Rougier points
out that the Defendants have faced a very substantial and
serious challenge to their reputation and conduct. They have
spent vast sums and made extensive preparations for contesting
the action. They are ready to contest the action and are
confident that if it were to go to trial now or in the autumn,



Qhen jt is now due to be tried, they could defeat the claims.

Mr Rougier also poinis out that the threat of these actions has
been hanging over the heads of the Defendants for a long time,

and he submits that they are entitled to te freed from that threat.
In a nutshell, he says, the Defendants are prepared to fight

now. TIf they did contest the action now they are confident

that they would succeed, and jt is unfair that the claims should
be preserved with the risk of further presentation when the

climate appeared more propitious for the Plaintiffs.

I+ is I think clear as a matter of law that the issue that
arises is one for the discretion of the Court, there being no
right to discontinue by plaintiffs at this stage., It is also
perhaps right to mention M Rougier's submission that if the
action were not dismissed he would Dde prejudiced in an applicaiion
which he seeks to make in due course against the Legal Aid FTund
for the costs which he has expended and which will in the
circumstances te irrecoverable agéinst the Plaintiffs.

I approach this matter with very considerable sympathy
with the Defendants' contentions. I remind mysel? that justice
mist be done to them as well as to the Plaintiffs, and if the
Plaintifss were adults I think it is exceedingly probable that
I should accede to ﬁr Rougier's submission at least to the
extent of giving lsave to discontinue on the most stringent terzs.
As it is, I must bear in mind that these Plaintiffs are childrexn,
and that although the claiams, particularly in one case, are of
some age since the child is now 14, nonetheless tae glaims are
still well within the statutory limitation period governing
claims by children. iccordingly I conclude that the Flaintifrs
should rave leave %to discontinue, subject To the term that no
further action should be brought in respect of the complaints
the subject matter of this action without the leave of the
Court on such terms as the Court may then impose. I shall not
myself impose any term as to the previous payment of costs,
although it may be that any Court to whom application was made
would impose that term.

The effect of that order is not to shut out the Plaintifis
absolutely. It is open to them to apply in the fufture in the
event of a scientific revolution or a marked change in the
circumstances. I should, however, make it clear that for
leave %o be given on any future occasion a Very strong case
indeed would have to be made out by the $laintiffs to show that

-4
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’it was just for the matier to be re-opened, and the Court would

have to be satisfied that no unreasonable prejudice to the
Defendants would accrue. T think it very unlikely that leave
to the Plaintiffs would be given, tut I think that it is in all
the circumsiances just that the door should be kept open to
that very limited exteat. I would add trat while I express no
conclusion in the absence of the Iaw Society as to the legal
cons<tTuction of the sectiom of the Legal Aid Act governing an
application by the Defendants for costs against the Fund, my
preliminary view 1is that in these circumstances the action
would be neld and could properly be held to have been decided
favourably to the unassisted party. That is not, as I have
stressed, a f£inal conclusion but a preliminary view.

I shall hear any application that Mr Rougier wishes to
make about the costs of this matter, but would just say this.
The action has been listed under initials, so far as the
children are concerred, and I hope that in any report that
appears of this matier very great care will be taken t0 ensure
that the names of the children do not in any way appear in a
manner that would enable them %o be identified. I Xnow that the
Press will fully co-opeiate on this matter, as they always do.
ROUGIZR: My Lord, on the gquestion o costs I think I can safe.y
say tkat my lsarmed friend and I have reached agreement as to
what should be the proper order. 4is a matter of hnistory,

ny Lord, one might well imagine that certain interlccutory
battles went up and down the ladder, some of them getting as

_far as the Court of Appeal. The Defendants sought to have

certain matters tried as preliminary issues and tkey lost on
that and they were required to pay the Plaintiffs' costs,

and what has been agreed, subject to your Lordskip's overriding
discretion, is that the Plaintiffs shall not enforce those
orders for costs in their favour without leéave of the Court,

and that for the rest I would seek an order that the Plaintiffs
pay the Defendants' costs, but again such order not to be
enforced without the leave of the Court -- the adult Plaintiffs.

JUSTICE BINGHEAM: The Plaintiffs not to enforce their order
for costs in their favour without leave.

ROUGIER: And for the rest an order for costs in my favour,
but again I a2m not to enforce it without the leave of the Coux<.

JUSTICE BINGEAM: The order for costs against the adult
Plaintiffs.

ROUGIER: The adult FPlaintiffs.
JUSTICT BINGHAM: Not to be enforced without lezve,
ROQUGIER: Yes.
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JUSTICE BINGEAM: I suppose there is no objection under the
TLegal Aid Act to the first of those orders, is there?

ROUGIER: No, I think there is not because it is in fazct a way
of saving the expense of taxation, as it were.

JUSTICE BINGEAM: TYes.

ROUGIZR: So it can only save money. My Lord, youT Lordskip
did say that there were two Tlaintiffs. There are ir fact of

i

course four, because the adult Plaintiffs have, alveit small,
substantive claims of their own.

JUSTICE BINGEAM: TYes, but I am afraid I was concentrating on
the effective .....

ROUGIER: Of course, we all were but, my Lord, as a matter of
discontinuance it is all four.

JUSTICE BINGEAM: That is right, there shall be leave %o all the
Plaintiffs, yes.

ROUGIBR: I am very muck obliged, my Lord.

WEITZMAN: Then I do not think that I can add anything to what
bas been said. It seems to me that that is an appropriate way
in all the circumstances for your Lordship to deal with the costs,

JUSTICE BINGHAM: Yes, I am very grateful, The order on costs
will therefore be that the Plaintiffs shall not enforce the
order for costs in their favour made in the interlocutory
proceedings without the leave of the Court, and that there be

an oprder For costs in favour of the Defendents against the adult
Plaintiffs in each action, such order not to be enforced without
the leave of the Court.

BANO: My Lord, the present application comes before your
Lordship as an interlocutory matter and I would asX your Lordship
to certify for itwo Counsel in relation to that matler.

JUSTICT BINGEAM: I shall certainly certify for two Counsel, 17
it is necessary.

ROUGIER: T am not legally aided., It has got nothing to do with me.

JUSTICE BINGHAM: For purposes of ILegal Aid taxation.
BANO: My Lord, I think on our side we should ask

formally for your Lordship to order a Legal Aid taxation in
relation to the costs of the action.

JUSTICE BINGHAM: Yes, Legal Aid taxation of the Plaintiffs’

costs; certificate for two Counsel for the Plaintiffs., I am
very grateful to you both; thank you very much.

- -t — - — o ——




The Independent

MEDICINES & MEDICAL DEVICES
Safety Review

SANOFI

Response to Hormone Pregnancy Tests Questions

The Commission on Human Medicines (CHM) Expert Working Group on Hormone Based Pregnancy
Tests (HPTs) concluded in 2017 that the available scientific evidence does not support a causal
association between the use of HPTs during early pregnancy and adverse outcomes, either with
regard to miscarriage, stillbirth or congenital abnormalities.

Sanofi heritage companies ceased the commercialisation of its hormone pregnancy test products
over 40 years ago and have no evidence to submit to the Review that can add to the conclusions
reached by the CHM Expert Working Group.



Other

The Independent

MEDICINES & MEDICAL DEVICES

Safety Review

The following manufacturer was invited to respond and declined as they have not marketed or

supplied Hormone Pregnancy Tests in the UK.

Alinter (Wallace)
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