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Editorial

LESSONS FROM THE HISTORY OF
HORMONE REPLACEMENT THERAPY

“Murderer!”  he  sa id  suddenly  in  a  quie t  but  c lear  and dis t inct  voice .  Raskolnikov
went  on walking beside him.  His  legs  fe l t  suddenly weak,  a  cold shiver  ran down
his  sp ine ,  and his  hear t  seemed to  s tand s t i l l  for  a  moment ,  then suddenly  began
throbbing  as  though i t  were  se t  f ree .  So  they  walked  for  about  a  hundred  paces ,
s ide by s ide in s i lence.  The man did not  look at  him. “What  do you mean. . .  what
i s . . .  Who  i s  a  murdere r?”  mut te red  Rasko ln ikov  ha rd ly  aud ib ly .  “You  a re  a
murdere r , ”  the  man  answered  s t i l l  more  a r t i cu la te ly  and  empha t i ca l ly ,  wi th  a
smi le  o f  t r iumphant  ha t red ,  and  aga in  he  looked  s t ra igh t  in to  Raskoln ikov’s  pa le
face  and  s t r i cken  eyes .

Crime and Punishment (Fyodor Dostoevsky,  1866)

Rodion Romanovich Raskolnikov in Dostoevsky’s classic novel Crime and
Punishment formulates and executes a plan to kill a rich lady for her money
and jus t i f ies  i t  by the  doctr ine  that  murder  is  permiss ible  in  pursui t  of  a
higher purpose. In Russian language ‘raskolnik’ means ‘schism’, that is ‘the
offense of attempting to produce a formal breach of union’.  The history of
rise and fall of hormone replacement therapy indeed reflects such a ‘raskolnik’
sc ience  a t  d i sp lay ,  making  mockery  to  the  sp i r i t  o f  c red ib le  sc ience  and
humanis t  e th ica l  sc ience .

‘Hormone replacement  therapy’ (HRT) has been prescribed to women at
menopause  s ince  1960s .  I t  can refer  to  the  use  of  es t rogen a lone or  to  a
combination of estrogen and a progestogen or a combination of estrogen and
an androgen.  The word ‘replacement’  in i t  is  wrong,  because the treatment
never  ra i sed  pos tmenopausa l  women’s  hormones  to  p remenopausa l  l eve l s .
Also,  hormone treatment after  menopause will  not replace the function that
gonadal steroids play in the body before menopause.

Also ,  the  word  ‘ therapy’  i s  misnomer .  The  te rm ‘ therapy’  i s  used  in
medicine when there is some form of pathognomy; menopausal transition, on
the contrary,  is  a normal physiological  process with age in women.

Al though es t rogen has  been used s ince  1930s  to  t rea t  var ious  phys ica l
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changes  tha t  women exper ience  a t
menopause,  mid-1960 onward the  idea that
every woman alive today had the option to
remain  f emin ine  forever  was  ca tch ing  up ,
cour tesy  aggress ive  se l l ing  tac t i cs  o f
pharmaceutical companies. It is now evident
tha t  the  en t i re  concep t  o f  hormone
replacement  therapy  was  more  of  a  c lever
marketing idea and was never supported by
good science. During post world war II, many
big  pharmaceut ica l  companies  sensed  an
eas i ly  se l lab le  commodi ty  in  the  fo rm of
‘es t rogen’  and  iden t i f i ed  a  huge  mass  o f
consumer in the form of ‘menopausal women’,
based on a few reports available in this area;
they cleverly infused the market with a few
myths ,  a s  i f  de r ived  f rom research ,
innovation and science. Some of these myths
a r e :

1 . Menopause is a relatively new phenomenon
emerged because of extended life period.

2 . Menopause is  a  disorder .

3 . Menopause  i s  a  def ic iency  condi t ion ,
especially of estrogen.

4 . Menopause is bad socially and individually.

5 . Menopause can be cured by estrogen.

Al l  o f  these  c la ims  ranged  f rom
unsubstant ia ted suggest ions  to  glar ing l ies .
Fur thermore,  i t  was  c la imed by the  sel lers
that estrogen not only protects women from
hot  f l ashes ,  vasomotor  and  card iovascu la r
problems,  and osteoporosis  associa ted with
menopause ,  i t  p reven ts  b road  range  of
a i lments  assoc ia ted  wi th  ag ing  in  women,
from general aches and pains to Alzheimer’s

disease,  depression,  and heart  at tack.  There
was  however  very  rud imenta ry  sc ience
behind i t  to support  al l  the tal l  claims.  At
the best, it appeared that estrogen along with
exercise and enrichment of life process might
provide  to -some-ex ten t  an  improvement  in
the quality of life to a subpopulation of aging
w o m e n .

On the  o ther  hand ,  the re  was  c lea r
ind ica t ion  in  ev idence-based  in te rpre ta t ion
s ince  1940s  tha t  es t rogen  t rea tment  might
actually be harmful to women’s health. Some
of  the  red  warn ings  were  ra i sed  by  the
sc ien t i s t s  who  were  d i rec t ly  invo lved  in
estrogen research,  l ike Edgar Allen and his
assoc ia tes  (who in i t i a ted  research  on
estrogen in females since 1923), and Charles
Dodds  (who d iscovered  d ie thyl  s t i lbes t ro l ,
DES in  1938) .  There  was  ev idence  to
sugges t  tha t  es t rogen  might  p rec ip i ta te
cancer in females. In the mid-1970s, several
s tud ies  l inked  es t rogen  t rea tment  to
endomet r ia l  cancer  and  breas t  cancer  in
women in  consonance  wi th  Dr .  Al len’s
prediction. But it was claimed that adding a
progest in to estrogen may reduce this  r isk.
Af te r  tha t ,  doc tors  a l l  a round  began
prescr ib ing  combined  hormone  t rea tment
to  women who s t i l l  had a  u terus  and thus
were  a t  r i sk  o f  endomet r ia l  cancer ,  whi le
women who had  undergone  hys te rec tomy
cont inued  to  t ake  es t rogen  a lone  desp i te
seemingly confl ic t ing data  avai lable  in  the
l i t e ra tu re  wi th  some research  sugges t ing
benef i t s  and  o ther  s tud ies  ind ica t ing
per i l s .

The observat ion that  es t rogen t reatment
might  be  de t r imenta l  to  ca rd iovascu la r
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physiology has been documented repeatedly;
however ,  these  repor ts  were  brushed as ide
in one pretext or other. In 1993, a study on
3000  women wi th  hear t  d i sease  who
volun teered  for  four  years  in  randomized
manner to take ei ther estrogen-progesterone
combined pi l l  or  p lacebo in  the  Hear t  and
Es t rogen/Proges t in  S tudy  (HERS) .  HERS
reports  chal lenged the theory that  hormone
t rea tment  was  indeed  benef ic ia l  fo r  hear t
disease in women. It was published in 1998
ind ica t ing  tha t  women wi th  hear t  d i sease
who used  hormone  t rea tment  had  worse
outcomes  than  those  who d id  no t  t ake
hormones .  Again  HERS resu l t s  were
d iscounted  by  the  a rgument  tha t  the
observa t ion  d id  not  hold  good for  hea l thy
women.  Thus ,  the  use  of  hormone therapy
cont inued  unaba ted .

The  Women’s  Hea l th  In i t i a t ive  (WHI)
ins t i tu ted  a  l a rge-sca le  research  s tudy  in
1991 on benef i ts  and r isks  of  combinat ion
HRT involv ing  a  to ta l  o f  161 ,808  women
part icipants .  In the course of  the s tudy,  in
May 2002,  i t  was observed that  there were
an increase in cases of breast cancer,  heart
at tacks,  s trokes and blood clots  with fewer
h ip  and  o ther  f rac tures  and  cases  o f
colorectal  cancer with no additional risk of
endometr ia l  cancer  af ter  an average of  5 .2
years of use. The impact of the results was
so significant that the study was stopped on
July 8, 2002 although it was supposed to be
continued till 2005. Million Women Study in
England  repor ted  in  2003  a l so  observed
unequivocally higher chances of  breast  and
ute r ine  cancers  in  women fo l lowing  long
te rm hormone  t rea tment .

An in te res t ing  observa t ion  of  the  WHI
study is that participants were asked to guess
whether they have been taking a HRT or a
p lacebo ,  about  ha l f  o f  those  on  p lacebos
thought  tha t  they  were  t ak ing  ac t ive
medic ine .  Accord ing  to  one  ca lcu la t ion
f rom the  WHI s tudy  resu l t s  revea l s  tha t
if  6 mil l ion women are taking combination
HRT,  i t  would  resu l t  in  an  ex t ra  4800
cases  o f  b reas t  cancer  every  year  and  i f
a l l  the  women took  i t  fo r  5  years  i t
would mean an extra 24,000 cases of breast
cancer .  One  may there fore  conc lude  tha t
pharmaceut ica l  companies  tha t  have  been
pushing such unsafe medicine into women’s
body who are otherwise healthy were indeed
‘Murderer’!

The  under ly ing  agoniz ing  h i s to ry  of
hormone  rep lacement  therapy  however
revea l s  a  few impor tan t  l essons  fo r
everybody. It  is  imperative that generalized
social thinking should be based on objective,
concre te  and  sc ien t i f i c  knowledge ,  be  i t
hormone t rea tment  for  menopausal  women,
or validity of HIV-AIDS linkage in the term
of Koch’s postulation, or safety of GM seeds.
Of  course ,  sc ience  and  sc ien t i f i c  research
may be practiced towards practical necessity
of  humankind ,  bu t  wi th  due  sanc t i ty  and
optimized methodologies for obtaining robust
in te rpre ta t ion .  The  conc lus ion  i t  de r ives
must not be nested upon any vested interest.
F ina l ly ,  the  inves tors  and  se l l e r s  should
acknowledge that inflicting healthy body with
unsubs tan t ia ted  b io log ica l  s t ra tegy  i s  a
ser ious  immoral i ty  to  the  humanis t  arm of
sc ience  and to  humani ty .  So ,  i t  should  be
avoided at any rate. Even if all these sound
UTOPIAN!
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