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— pOCTORS inside the drug com-

pany manufactuting the most
widely used hormone pregoancy
1est im Fritain 'a g worried
by evidenge pf s possible
damage to unig. 1 children that
fhey wanted To withdraw the
drug 10 years a; I the parent
company, Srirn. 2 o of Berlin,
refuszd. Lagh week, the drug-—
Primodns —%e= :i'f in chemiss”
shops in Chis comitry

Tneernal iggrrespondence from
the PBritsh ‘company, Schering
Chemicals Lid, of Burgess Hill
in Sussex, has come ineo the
hands of The Sunday Timeas.

Three years ago, this news
paper pointed to the failure af
tha Covernment-dppointed drug
safety commiltes to take action
against Primados. Wow, the corre-
spondence reveals that senior

pany were so wotried by their

Ly Ji pxecytives of the Bridsh com-
|

—

I
e

i [ n parent’s actitude that,
1.:la as edarly as mid-1968, 1hey
ally invited the safely com-

" mittee to take action. The com-
‘mittee did nothing, -

0§ the intervening decade, a
miflion and a half women in
PBritait  hsve taken hormone
pregnancy tests. [he aumber of
deformed children born as & con-
sequence iz ostimated to run into
thousamds. 5

THE FIRST concrete cvidence
tiar sex hormones might cause
m Dirth defects came in
October 1957, Dr Isabel Gal, a
rasearch wotker at Queen Mary’s
Hospital for Children ac Cags
shaleom in Surrey  dizcoversd
chat women who had spina bifida
bahies were more likely than
women with normal babies to
have used hormone pregmancy
tosts, As well as that dreadful
spine defect, Dr Gal found babies
horn to women taking the drugs
were more likely (o have hydra-
cephalus (swelling of the brain).
Dr Gal's work was the first
pointer to human cossequendes.
Amd nowhere was her report
read with more concern then ac
the offices of Schering Chemicals
Ltd, ar Burgess Hill In Sussex
Far Schering not roly manu-
facrured  Primodod. the most
widely used of these Pregnancy
testing kitg. It was alie the com-
any which had |wmnched the
oral comeeaceptive eill in Eurape
—and those pills contained, in
different mixfures and strengths,
the sume hermonce as the prog-
nancy 1e4Ls
Cal's Pgures only related o
wemen in the Landon arca. But
Genering's reserch dirceror, Dr

achael Brizgs, had wider
figures 0 wiaF K 0n, He had the
ales of Frimedas iheoughout
Roitain, Arch because British

1ol statistics are very good,
;“:Lkﬂ:?i dertited hreakdowns of
o5 Birth ceformidies recorded

* QCrDSS the country, To refinae
e sales pifiern, Brigge also gt
aapest ! - e
::'s:.i:l market, the drug Amone
et l'orte, manufactured by
s preteh frm Roussel,
i hrines sent ail these figuras 1o
i n:ﬂ.r.:elt I.."l'l'_iill'.he_lnaicf
ais Copke, a maihematics

lecturer at the [niversity of

Cussex, On November 2, 1967,

Conke reported a " sUIONE cot-
relation ® begween the incidence
of malferrmacions and the sales
of the drogs.

Briggs was not his own master.

 Thaewer e, e

enorone
st

N AC

(FRIMSDGS]

R ATAEN

(i

The British end of Schering is
a wholly-owned subsidiery of
Schering AG of Berlin. - So
Brlg‘%:l passed the information—
and his concern—to Berlin

Throughout what followed,
Scheriny’s German head office
took a consistent line: it attacked
uncomfortable news, and oried
10 protect Primodos.

Thus, Berlins  first defence
azzinst Brigps's news was (o
respond that, in Germany, sales
of the drug did not correlare
with birth abnormalities. Buc
when Rrigzs sent tha German
figures to Cooke, the mathe-
matician pointed out that, unlike
those in Britain, German statis-
tics do not record all birth
abnormalities, only deaths from
abnormalities, Berlin’s calcule-
rions were misleading.

BRIGGS AND his colleagues at
Burgess Hill realised the scule

nf the problem they faced.
Prpmlsrdn:-l lad bhsen gn sale in
Britain since 1958 By 1 out

out of every tén British women
who thought they might be
preznant were using hormone
tests. Hundreds of thousands of
habies were at risk. Thea
thers were the implications for
mi[:]liuns of women taking the
Pill,

On June 6, 1968, Dr Alan
Picchford and Dr Patrick Eye,
medical directors of Schering’
Chemicals e Britain, wrote o
Dr J. Friehel, a medical adviser
of the company in Berlin, urging:
= . we must reach a dacision
regarding our own _product
Frimados_ and its possible rela-
rinnship to foetal Emrmi!.l:i!!-

* As menufacturers it is oor
moral duty,” they said, "to do
all possible to ensure the safety
of the preparations which we
marker. Where suspicion of this
Al KBl f Lma e aadp st T oo
kind has been aroused By en
investigator whose mtesg‘m’ and
hility cannet Lghtly be chal-
lenged, the nnus of proof must
lie with us. It ig for us o astah-
lish thar the drug is safe to
use. . - T Asan interim feaslure

May 1975: bt the companies knew since 1967

they said, they had stopped
promoting the drug. .

Promptly, on Jungé 14, Friebel
replied with Berlin's second line
of defence. Studies were in pio-
gress, he said, &0 see if thc'dru?
caused abmormalities in  off-
spring of pregnant mrice and
rabbits

This too was Ingerroct, as
Briggs and his colleagues later
discoversd. What was bein
tested was Schering’s range ol
contraceptive pills; Anovlar and
Gynovler. In any case, these
tests proved inconclusive for
technical reasoms. (It was be-
cawse the drug laws of the time
did not require it—ihat
cantraceptive pill had nor been
tested on animals before being
marketed.)

Balked Berlin, Pitchford
then turned to the officially-
a%unlnt&d. ha in  Britain
which might ave becm ex-
pected to support him, the Cori-
mittee on Salery of Drugs. Bur
despite  its  wide remit to
monitor drug  side-effects and
procect the public, the com-
mittee proved a poor ally.

Though it was “unh =
abaur :ﬁu use of hormunea%prgg-
nancy tests, he was rold, rhere
wag  *imsufficient information
for any definite action to be
taken ™

Evidence continued to accu-

mulate however. Im  Januar
1969, a survey by the Roy
CulluTe of General Practitioners
revealed an apparent Inerease
in aboriions amMonE  WOmMEn
taking the harmone drugs. The
college  cicculated the survey
privately among drug com-
panies. and, remarkably, even
thaugh the author of the survey,
Dr Morman Dean, was -
ently alarmed by his results 1o
recomenend withdrawal of the
drug, the current president of
the college, hard won
Kuenssberg, felt able to writa
to Schering, * [ bope you o't
fep] worried ™ by what be called
Dean's “ personal opinion.*

@ Oliver Gillie wrote the story illustrated left
years ago. Now he reveals. .. :

Drug compan
ignored

® Primodos" 1 tablet
, B :t?ng{g}t?‘m

hare is Ao pregaans

_affsied by Primodas

July 1969 : Schering's booklet Mdoctofs

g — -

Sir Eric Scowen: head of the
drug committee that took no
action

He nead not have Ffoared,
Berlin remained unruffed. On
Fabruary 11, the Scherirg
docrors = Friebel and  Ursuz
Lachnit concluded: “. . . 1ie
results are, in our opinion, W
np means alarming and 0
articular we do nar see gy
asiz for Dr Dean's  recon-
mendation to withdraw Frigo-
dos from usage.”

Nine years later, thar survy
remains unpublished. Bur pe
college  admits thar  furtkr
analysis confirms its conclusii
that the hormeng test do cad®
aboreinns.

Again, Piwchford a Jed to
the Commitee on Safepy of
Diugs—again, to no avail. A
stand hy the committe at (i8S
point would immeasurably hre
strangihenzd Pliehford's -
te Berlin, to take the
the market. Instead, in 4
1969, one of the committee’s® sy
search  officers, D WillR pednt
Inman, told Pitchford: *
data you bave xo far are gf

[ =]

e e
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Boran Whastan

wrale the story illustra

ted left threa
e reveals. .. '

g _compﬁanyﬁ
nored

af. :n-a opse
825 Cerly avtons 2=

maonth, J

in the Female. It declared:

=

= Schariag's hooklet

d uch an

fcation,

he said, bad beem

bz : adyised

L took no Schering not
© to stop drug completion, &
hich

of w

have fearel, unhelpiul in g o a deci

Schering to follow Roussel—no
I8 Hecause of the Fisk, siaply
the beganse McGregor et last recog-
man nized thar the one test was
obsolete and unmecessary, Fven
in this, however, the authorities
were inconsistent: another hor-

Soidies mnd  BALES
point clsarly o

;?'-_nf Primgidos
Wik a, PregEm:
jointed to the co
Schering - was
Jrraiion. is drawn
iorn between the

Houses® Secrodyl, was allowed
f to be described as a cy
aflits ., t2sting dmmag S x

Other counmies were lass Fal-
tering. The Sirst m 2ct wege the
E'.‘E>1«|-m:im.-.h who benned the drugs
of pregaaney gesss im 1970, The
Finns followes = :‘?71 = Rrde

reach tbu ublic. For in the same
1969, in which Pitch-
o g
1551Eed & DDOE-

let for British doectors called
is of Hermone Therapy

iz unafecred
ur-
qualified st=tement had no justi-

1875, two of lhé m'l‘;m"t&l]
Scherin : staff, Dr Gillian Greenberg anc
Pocseel iag gongs main dhval - William Inman, published
Toge epiec—il MAY  cearch data  showing  thae
d Amenorone F e oW omen takin gehe drugs had a
h;ug, & Torte, as a .. .ier proportion of abnormal
rmone test. Now, Bredier B cluded: ™ There
Roussel &0 it omly as a (U nL gifcation for the
trextment for 2menorr] o fihued | use of  [thasel
absence of peried). pregnancy tests when alterna-
The reason for this tive methods are available.”

passible

.was reported to Berlin by Pitch-
ford on Aungaer 7, 1969, Roussel,
looking a:ti the
. ¥ effects of the drugs: A long
lake advite term srudy in bumams is 111!:11'1'-'“_!

campurer ysis
should be available
shortly. Am imterim analysis re-
vealed statistically  significant
abnormalities inm patiems receiv-

pemmemed vnruffled. (M sion ™ on w i Hritaim.
Seweseew 1L the Scherice  The ineffec b5 of the com. 108 DoTmeas pregmancy t Even that was clearly inade-
= Feietel  and  Ursua miee had & cause.’ Be-  Asked sbout this study rucen:; quate. According to independent
mmmelmdad: . . | rle fore it was willoge ly, Dr Norman Eve, tha P'-":""“I market resgarch figures. sales of
&= sur gpinion, b¥ ment on a drug. medical adwiser to Roupselh S0 Primodos and nther harmone
T and n  highest standars first denied that any such study regnatcy test deugs in Brizain
™= 80 not sec ay proof, which was bad been made but finslly 3 yo"hy 3 thicd in Britain follow-
De Dean's rtecon- gnored  the @ road thar a stedy had _ba.uu u.u‘i ing these warnings. Yar some
= wi aw Prinpg- approach  taat dertaken. He said thaht it shawe X women were still pre-
R risks of a drug no ri : scribed the drugs a8 a pregnancy
Bater, that sumvey anced againse s S Whatever the findings, they tese in 1995, and some 25,000 had
smpablished. Bur te fact was that, did not persua Bering to it im 1976. Even last ycar—after
@smmrs  that  furgher  1960s, hormons follow Roussel's example. And a second warning from  the
es=Sems its conclusiin  unnecessary b not uneil d any official . committee — 5,000 women n
Sermene test do cae  urine tésts was body—and then not the Com- Britain took the drug as a
3 mirtee on Safety of Drugs but pregnancy test. And  though
another group, the: MeGregor Schering now say that the driog
Committee on  labelling of has been ~discomtinued™ in
druy L actipn against Britain for ¥ econdmic Téasons,”™
Schering. McGregor gor The Sunday Times obrained

mane preéparation, British Drug,

until 1372 Primadas 2
the market leader: a:-_lm:-:i-["\l]
knew, from theic own macke!
research as early as |63 phar
theee-quarters of the Primpdo.
Prescribed was for prowpan,,
testing rather than as a graa;
ment for absent perinds, v
-Schéring took no pasitive L8[,
—nor did the autherigjes requir:
An¥=—tw warn doctors

EVEN when, in January 197
Schering in Berlin finally »
commended to all its subsidia-
companies that they cegze -
promote Primodos ctablecs, @
companied were instroceed
tell docrors that the “Scherin.
expert panel” wag of (p,
opmion that: * Decpire the ey
ceptionally widespread wse o
this preparation, there hawe
specifically been no adverse of
fects uccurrm% till mow wpen
th embryo or [oatus of an exis:.
]lﬂfal re_gn.ml:{j."a]}hi_ggmmcm
otally ignore the scientifi
_E‘ﬂdencu. o

How serfous thar avidencs
was the American watchdog
the Food and Drugs Administra-
tion, powerfully summarised in
January 1975, Tt warned tha G
sex hormones *should net he
. uwsed in early prepmancy for
any purpose. duch use of these
hormocas may serious
the foctus . . . including hearn §
and limb reduction defects.”
Yet in Britain, oven though

Committee on Safety nof
now been super-

Committer o
Safety-. . of - Medicines  with
St puwers, the authoritie:
took mno action. They diid
nothing even when, in April

NOT UNTIL The Sunday Times
had drawn attention in May 1973
to the contradictian in ics actions
did the Commirtee on Safery of
Medicines finally send out a
warning o docrors. Schering at
orce responded by attaching a
red warning label 1o the
Primodos packets available in

t Primoedos on prescription twn

weeks aga.

Moreaver, sales of Primodos
worldwide grossed £4 million
last year. And Schering acknow- |
lodge that they did not attach!
the red warning labalz 1o Primo-
dos sold ontside Rritain.

Schering say that in  their
opition-there iz mo subarantive

“evidence tp dute tosupport the
" hypothesis™  that hormane
pregnancy testd cause ahnormali-
ties gt birth, They auore a staiz-
ment by ruhu Germen Endeaetiin.

Tamiaal rhar



