Investigation into altruistic surrogacy committee, Queensland
Submission: Dr Sarah Ferber, University of Queensland

I write this response to the committee’s paper as a humanities academic with specialist
knowledge in historical and contemporary medical ethics, particularly those surrounding
reproductive technology. The views presented are not necessarily those of my employing
institution, but the research I conduct is carried out under its auspices.

IVF risks

My principal concern is to draw attention to the troubling question of the role of drugs
and other medical interventions in the process of so-called surrogacy. There has always
been a capacity for women to relinquish their children to the custody, formal or
otherwise, of other people, and it seems that a major issue here is not the question of
altruistic ‘surrogacy’ but the use of interventions to facilitate the widest array of possible
arrangements. This includes especially the use of medical means to supply gametes to the
so-called surrogate. It is important to note that I[VF is not an unproblematic medical
procedure. The chances of illness as a result of the use of drugs to enhance egg
production are considerable (in at least 10% of treatments), and this risk must be
underscored strongly if the informed consent of the parties involved in any IVF-related
treatment is to be meaningful. I respectfully direct the committee’s attention to the
extensive literature on the risks of IVF drugs, as documented in the attached article.

Terminology

I would also like to express the view that there should also be some term coined which
does not use the words ‘surrogate’ or ‘surrogacy’. Both imply that the birth mother is in
some sense the means to an end, a substitute for the ‘real’ mother. The birth mother is the
mother, as the law has it elsewhere and as it should be. She is not a substitute for anyone:
rather, she performs a role as mother in a way that presumably helps her and others’ well-
being. I don’t know an ideal term, but I would recommend that some term should be
coined if possible to connote not the role of the person but the nature of the arrangement
in a way that does not downplay the singular role of the woman who gives birth.

Child’s access to information

There is no point in making the birth mother the legal parent on the birth certificate if it
not to be legal for the children to contact the person when they are eighteen. This is
arguably even more important than the extremely important and under-legislated issue of
gamete donation. In all cases, children should have the right to know who gave birth to
them and whose gametes were used. This is of great emotional, social and medical
importance. The government is so far lamentably behind in ensuring these rights for
children born through the ARTs.

Brokerage issues

It is hard to see how one can realistically outlaw de facto commercial ‘surrogacy’: the
risk of under-the-counter arrangements is very strong and opening up the possibility of
using IVF for altruistic ‘surrogacy’ of necessity opens up the chance for people to use the



medical services which can be associated with it. Thus everything must be done to ensure
that advertising other than by the person or persons seeking a child is not permitted and
that clinics do not act as de facfo brokers in ‘surrogacy’ arrangements. The more clinics
are able to do this, the less meaning there can be in the distinction between commercial
and altruistic. Both kinds of arrangement allow for the possibility of exploitation of the
birth mother and all attempts must be made to reduce this likelihood.

I thank the committee for the opportunity to make this submission.
Sincerely,
.r“)

g/x—r—'\ﬁ'l. i &-A’_\
Dr Sarah Ferber
Senior Lecturer
School of History, Philosophy, Religion and Classics
University of Queensland, 4072
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In Vitro Fertilization

As Sure As Eggs?
Responses to an Ethical Question Posed by
Abramov, Elchalal, and Schenker

Deborah Sarah Ferber

INTRODUCTION

In September 1999 a group of Israeli in vitro
fertilization (IVF) researchers (Yoram Abramov,
MD, Uriel Elchalal, MD, and Joseph G. Schenk-
er, MD) published a debate article in the jour-
nal Human Reproduction questioning the eth-
ics of using high doses of ovulation stimulation
drugs for fertility treatrnent.* The article, “Se-
vere OHSS: An ‘Epidemic’ of Severe OHSS: A
Price We Have To Pay?” considered the wide-
spread aim of obtaining high numbers of eggs
in assisted reproductive technology (ART) treat-
ment regimes in relation to the commercial goal
of fertility clinics to establish a reputation for
high rates of success. The authors proposed that
these institutional and commercial goals might
expose patients to an increased risk of the se-
vere form of the most common iatrogenic com-
plication of fertility treatments, ovarian hyper-
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stirnulation syndrome (OHSS). Using statistics
on the side-effects of fertility drugs, the authors
provided a new collection of long-term data
from Israeli clinics to support their claims. The
article suggested that rates of OHSS could be
understood by reference to the increased use of
high-yield drug regimens and the widening use
of ART. In aligning the ethics of decisions made
at the clinical level with a broader question
about the aims of ART practitioners, they chal-
lenged their colleagues to reappraise the legiti-
macy of the current high levels of drug stimula-
tion. In essence, the authors were posing a cul-
tural question in a clinical context.

This kind of reflective approach is unusual
in ART literature,® and the present study pro-
poses that an analysis of the responses to the
article by Abramov and colleagues provides an
opportunity to examine the ethical culture in
which ART is practiced. Since the article by
Abramov and colleagues was unusual in argu-
ing for a cultural shift, it seems timely, after
around seven years, to follow up its reception
in the literature. How was it received? Did it
convince colleagues? I will propose that, by
analyzing the responses — or indeed the ab-
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sence of regponses — to this article, it may be
possible to trace, at least partially, an “ethical
profile” of current ART practice. Beyond this,
will address a more general cultural question:
What happens when, from the midst of a pro-
fessional group, someone challenges some of the
cherished assumptions of that group?

Bioethical writing about ART has tended to
ignore the persistent reporting of dangerous
complications from the routine use of fertility
drugs, and ethical debate is, with some excep-
tions,® largely preoccupied with issues of rights:
of egg donors and embryos, for example.* These
debates tend to rehearse vexed ethical questions,
often with public policy in mind, but by and
large they do not address the clinical realities
of ART. T will therefore seek, as a third aim, to
contribute to a broader understanding of what
constitutes a bioethical inquiry.

This is not a philosophical study: I am a
cultural historian, and this article is primarily
a qualitative analysis. Lest the impression be
given that saving something is “qualitative” is
simply a way of justifying bias, [ should make
clear that this research arises from a concern
for the welfare of women suffering OHSS dur-
ing fertility treatment. There is a vast sub-lit-
erature on OHSS within reproductive technol-
ogy reporting, most of which has historically
concerned the refinement of clinical protocols
that aim to either diminish or forestall the syn-
drome. However, it is rarely suggested that one
way to diminish the incidence of OHSS would
be to practice restraint in the administration of
fertility drugs. Yet this is what Abramov,
Elchalal, and Schenker did. Such an argument
naturally runs hard up against the view that
patient autonomy is the gold standard for judg-
ing clinical ethical practice, and that doctors
who worry about the effects of their drugs might
be seen in this light as being paternalistic. How-
ever, unless the practice of medicine is to be
regarded as no different from that of technicians
in auto repair, I suggest that there is, and should
be, room for doctors’ concerns about patients’
safety to be set alongside nostrums about au-
tonomy that simplify a complex clinical and
ethical scenario.

APPROACH AND METHODS

I will begin by describing the findings and
ethical claims of Abramov, Elchalal, and
Schenker. Then I will describe how many pub-
lished studies in subsequent IVF research did
not cite their article, and how many did, through
April 2006. I will consider the basis for citing
the article: whether it was to endorse the au-
thors’ views directly, challenge them, or for an-
other reason. Further, [ will suggest that, in all
the articles examined, the language and argu-
mentation, as well as some of the clinical sce-
narios described, provide an insight into clini-
cians’ and researchers’ ways of thinking about
OHSS. Because I did not know what to expect
when [ began this inquiry, [ have built my cat-
egories of analysis around the material as I found
it. Inevitably this approach has been informed
by the priorities that I brought to the study; 1
argue nonetheless that anyone making an analy-
sis on the basis of ethical concerns about
women’s health might come up with similar
results. To that extent, the nature of the inquiry
makes the exercise repeatable.

BACKGROUND: OHSS

Maost fertility treatments use drugs to stimu-
late a female client’s ovaries to make them pro-
duce more than the usual single monthly egg.
In IVF, egg and sperm are combined in the labo-
ratory to form an embryo or embryos. Women
who will be inseminated in utero are also gen-
erally given fertility drugs to increase the num-
ber of mature ova in their bodies prior to in-
semination. All fertility drug protocols involve
a degree of hyperstimulation of the ovaries.®
While most of the drugs that are administered
as part of medical treatment are intended to re-
turn the body to normal and stable functioning,
fertility drugs are an intentional intervention
designed to induce an abnormal response. How-
ever, the relative difficulty of precisely control-
ling ovarian response to fertility drugs, com-
bined with a widespread view that maximizing
the number of ova per treatment ¢ycle is the
most desirable outcome of a treatment, has led
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to the regular occurrence of ovarian hyperstimu-
lation syndrome (OHSS). Minimizing cost has
also been identified as a factor.® The “underly-
ing [physiological} mechanism” for OHSS is
“capillary hyperperineability mediated by ova-
rian-derived vasoactive substances.” In lead-
ing the body to create perhaps 10, 20, or even
50 times the mature egg follicles it usually does,*
fertility drugs introduce a hormonal imbalance
that can result in morbidity and the risk of mor-
tality. A predisposition among certain IVF cli-
ents to conditions such as polycystic ovary syn-
drome has made it possible to identify some
clients who are at a higher than normal risk;
however, there is no single indication for OHSS
other than the drugs themselves.

Three categories of OHSS have been deter-
mined by clinicians: mild, moderate, and se-
vere. Estimates vary widely as to the incidence
of OHSS in all its forms, but it has been stated
thatup to 10 percent of all cycles result in some
form of OHSS.9 Severe forms (0.2 to 1.0 percent)
often require hospitalization to avert potentially
lethal effects, and many patients with moder-
ate cases of OHSS are also hospitalized.” Fauser
and colleagues reported in 1999 that at least
5,000 women per year worldwide suffered seri-
ous OHS5."

The biological changes that characterize se-
vere OHSS have been described as “profound
systemic vascular dysfunction, with increased
vascular permeability, loss of fluid into the third
space and intravascular dehydration.”*? This
can produce “massive ovarian enlargement, as-
cites, pleural effusion, oliguria, haemoconcen-
tration and thromboembolic phenomena.”®* In
lay terms, OHSS appears to arise as a result of
the overstimulation by exogenous {externally
administered) hormones of those endogenous
{naturally occurring) ovarian hormones that af-
fect the ways in which fluids circulate in the
body. The ovaries swell and blood vessels and
other means of containment of fluid become
permeable; fluids seep into inappropriate pas-
sages, and necessary fluids fail to follow their
normal paths, which can lead, for example, to
an incapacity to urinate, blood clots (including
stroke), fluid in the abdomen or lungs, or liver

or kidney failure. Depending on the intensity
of the toxic effect. patients experience symp-
toms including abdominal distension, pain,
nausea, vomiting, diarrhea, and inability to
breathe "

Anotable rise in the incidence of OHSS has
oceurred since the mid-1980s in the wake of the
introduction of cormnplex drug protocols, involv-
ing the suppression of the normal ovulatory
cycle and re-stimulation of the ovaries. Deploy-
ment of a series of drugs, usually by daily injec-
tion over a period of weeks, has tended to su-
persede the use of drugs such as clomiphene
citrate, the “fertility drug” of the 1960s and
1970s. The more common procedure, increas-
ingly favored in IVF since the mid-to-late 1980s,
is to introduce so-called GnRH analogs, which
act to suppress the normal pituitary stimulation
of the ovaries and hence suppress natural ovu-
lation. This “false menopause,” sometimes pre-
ceded by administration of contraceptives, re-
quires the subsequent use of drugs such as hu-
man menopausal gonadotrophin (hMG): ablend
of luteinizing hormone (LH) and follicle-stimu-
lating hormone (FSH), or FSH alone, to induce
the procuction of multiple egg follicles. Once
eggs approach maturity, clients are generally
administered with haman chorionic gonadot-
rophin (hCG) to stimulate the final maturation
and the release of epgs from their follicles.® The
use of this protocol makes control ofa woman's
ovulation easier, making it less likely that a treat-
ment cycle would need to be cancelled. The rise
in OHSS appears to be a consequence of in-
creased numbers of egg follicles developing fol-
lowing the use of high doses of hAMG/FSH, and
thence an increase in the number of mature fol-
licles that respond to the added stimulation of
hCG.

There is no dispute in the literature that
OHSS is iatrogenic.’® Debate revolves, however,
around whether a large number of eggs should
be the main criterion for clinical success, or
whether lower numbers of eggs might provide
an equal likelihood of successful pregnancy.”’
A further tension seems to lie in the choice by
many clinics to obtain a large number of eggs
that can be frozen as embryos and retained for
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later use by a client if the initial round of treat-
ment fails.** While certain categories of clients

are at greater risk of OHSS, reduced doses of

hMG/FSH and hCG can nonetheless contribute
decisively to reduced rates of the condition
across the board." The problem lies in the ten-
sion between competing clinical goals.

THE CASE MADE BY ABRAMOV,
ELCHALAL, AND SCHENKER: CLINICAL
FINDINGS AND ETHICAL CLAIMS

Abramov, Elchalal, and Schenker examined
the period 1987 to 1996 in 16 out of 19 tertiary
care facilities in Israel, and considered the medi-
cal records of all patients hospitalized for se-
vere OHSS. They found that 78 percent of the
patients “were undergoing IVF, while the rest
received conventional ovulation induction
treatments.”® The remaining 22 percent ap-
peared to include cycles of egg donation, not
only induction of non-IVF ovulation; 94 percent
of those with severe OHSS who received IVF
had undergone pituitary suppression followed
by exogenous gonadotrophins. In total, 2,902
patients were hospitalized for moderate OHSS
and 209 for severe OHSS. In other words, of
73,492 cycles of TVF performed in the survey
period, around one in 25 resulted in the client’s
hospitalizalion for OHSS in some form, and 2.8
per 1,000 clients, or slightly more than one in
500, led to hospitalization for severe OHSS. The
authors do not mention the possibility that se-
vere cases may have been treated without ad-
mission to a hospital, but this would have been
an unusual scenario, given that more than 10
times the number of severe cases were admit-
ted to a hospital for only moderate OHSS.

For the period in question, the authors noted
a six-fold increase in the use of IVF to treat in-
fertility alongside a 20-fold increase in the in-
cidence of severe OHSS. They related this in-
creased likelihood of a client contracting severe
OHSS to “a more liberal use of ovulation in-
duction medications.”* In turn, they identified
“the over-utilization of high-dose gonadotro-
phin protocols” with increasing competition
between fertility clinics, and argued that “oo-

cyte and embryo numbers [were] considered as
main (sic) criteria for . . . success.”* They iden-
tified this development with the increased use
of cryopreservation and possibly with expanded
egg donation programs, in which numbers are
an in{rinsic aspect of “success,” largely sepa-
rable from the pregnancy outcome of the cli-
ents. (That is to say, a “successful” round of egg
donation might result in 20 or more pregnan-
cies, none of them necessarily in the donor.}
They concluded by setting out their ethical chal-
lenge: “we should ask ourselves how far we are
willing to go in treating infertility, and where
we should draw the line so that life is not en-
dangered.”” The authors rejected as question-
able two often-cited prophylactic interventions,
intravenous albumin and “coasting” or with-
holding administration of gonadotrophins, and
urged “revision of the eligibility criteria for ex-
tracorporeal fertilization treatments as well as
serious reconsideration of the currently used
ovulation induction regimens.”# This last pro-
posal regarding eligibility criteria appeared to
refer to IVF clients who were most physiologi-
cally vulnerable to OHSS, or perhaps to egg
donors who constituted a growing client class
— or to both.

The authors’ emphasis was on the possibil-
ity of restraint in the administration of drugs
and on limiting the number of clients. They
deliberately asserted a direct connection be-
tween clinical practice and commercial priori-
ties, to challenge the ethical thinking of their
colleagues. 1 determined what I see as the
article’s distinctive ethical thrust, on the basis
of its title, posed as a question to colleagues,
and on the explicit challenge to consider the
possibility of losing the “competitive edge” by
reconsidering who is treated and with what
level of pharmaceutical intensity. The article
can, in that way, be distinguished from the ma-
jority of OHSS-related literature, which, while
concerned with patient care, generally assumed
that OHSS is a given in routine IVF. That is,
most of the literature on OHSS appeared to be
produced in the context of discussion of its oc-
currence, rather than focusing on the instance
ofits occurrence. The analysis here of responses
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to and citations of Abramov, Elchalal, and
Schenker takes its cue from the authors’ own
emphasis. Thus, even the articles that consid-
gred patient care, but neither addressed directly
the ethical concern raised by the authors, nor
appeared to examine the ethics behind the lev-
els of intervention thev described, I will treat
as having ignored the primary aim of the article
by Abramev and colleagues.

CITATIONS AND RESPONSES

An internet search using the Thomson Sci-
entific ISI Web of Knowledge cited reference
search on "Abramov, y*”; 1999, on 9 April 2008,
yielded 21 references, plus two that were bib-
liographically defective (one gave an incorrect
page reference for the original article® and an-
other is referred to as “in press” for Human Re-
production 1999, even though this article ap-
peared immediately following Abramov,
Elchalal, and Schenker, in the same issue®). For
the purpose of comparison, it is noteworthy that
a U.S. Library of Medicine PubMed search for
“ovarian hyperstimulation syndrome” for the
period September 1999 to April 2006 yielded
681 references. I Abramov, Elchalal, and
Schenker can be regarded as equivalent to the
declaration of a state of emergency in the field,
the number of articles that are traceable because
of their prioritization of OHSS, but that ignored
the article, makes this citation rate possibly the
most significant finding of the present study. (It
should be noted that a 1996 article by IVF co-
inventor Robert G. Edwards, written with
Rogerio Labo and Phillippe Bouchard,? which
argued in a similar vein, elicited more than 70
citations, which suggests that an investigation
of those responses, similar to the present pilot
study, would be of value. In this regard, it is
important to note that Edwards and J.C.
Emperaire observed with disappointment in
2004 that the clinical scene appeared not to
have heeded the earlier calls.}

[ found that the 23 published responses and
citations can be divided into the following four
categories,

* ‘Those that explicitly endorsed or reiterated
the ethical stance of Abramov, Eichalal, and
Schenker (n = 2};

¢ Those that expressed implicit or partial sup-
port (n=4);

» Those that explicitly contested their claims
(n =2); and '

+ Those that ignored their specific ethical
claims and cited the article for some other
reason (n = 15).

Two articles explicitly endorsed or reiterated
the claims of Abramov, Elchalal, and Schenker.
In these, tone is of some import, as the articles
also contained something of the urgency ex-
pressed by the Israeli authors. Jan Roest made
the most robust statement of support, asserting
“It seems time for a change in approach,” spe-
cifically advocating that fewer follicles be stimu-
lated. Roest stated, “One can seriously wonder
whether the criteria for the application of ART
are used strictly enough.”* Edwards (with
Emperaire] continued his campaign for more
“friendly” drug regimes, arguing in this case that
itis “Time to revolutionize the triggering of ovu-
lation.”® This article cites Abramov, Elchalal,
and Schenker, although not directly in the con-
text of its argument.

Partial support was expressed by Michael
A. Grafand Robert Fischer, who wrote, “We read
with interest the article on severe ovarian hy-
perstimulation syndrome {OHSS) and fully
agree with the authors that overuse of high dose
gonadotrophin stimulation protocols . . . has led
to a rise in moderate and severs OHSS.”# They
nonetheless advocate the use of a clinical re-
sponse, the value of which is questioned hy
Abramov, Elchalal, and Schenker. George B.
Inge, Peter R. Brinsden, and Kay T. Elder gave
implicit support, questioning the value of high-
yield egg recruitment, while Mohamed Aboul-
ghar and Ragaa Mansour endorsed the value of
low-dose protocols, and Meike L. Uhler and
colleagues urged “preventative strategies . . . to
avoid ... OHSS.”#

Two articles explicitly refuted the claims of
Abramov, Elchalal, and Schenker at the level of
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interpretation of data and regarding the valid-
ity of the argument they raised.™ (See helow for
further discussion.) The remaining articles ig-
nored the ethical challenge posed by Abramov,
Elchalal, and Schenker, expressing concern
about the effects of OHSS on temale patients
but mostly arguing for active clinical responses
to the present situation.” This type of article
appears to be the most typical representative of
the existing OHSS literature. To the extent that
these citations did not embrace the argument
for restraint, they might be seen as missing the
authors’ intended point.

LANGUAGE AND ARGUMENTATION

Examining the language and argumentation
of scientific literature is not a particularly origi-
nal undertaking, but it seemns worthwhile when
considering a contemporary clinical scenario in
which healthy patients are endangered by the
treatment choices of their doctors. Some of the
usages and arguments identified here across
these studies are “generic” to ART literature;
others relate specifically to the responses to
Abramaov, Elchalal, and Schenker.

Abramov, Elchalal, and Schenker's subtitle
for an article clearly written out of sympathy
for the plight of fernale patients (“A price we
have to pay?”) may perhaps have been suggested
by the journal’s editors. Nonetheless, the use of
the word “we" conveys a sense of a closed shop
or & limited ethical horizon, and is not likely to
be directed to the women whose health the ar-
ticle concerns, rather to other members of the
medical and scientific professions likely to read
the journal. In fact, there is no sense in which
the “price” of OHSS is paid by the clinicians.
As one of the supportive articles noted, OHSS
is “caused by doctors and paid for by patients,”

Controlled ovarian hyperstimultation (COH;
sometimes referred to as COS, controlled ova-
rian stimulation) is the clinical term for the use
of fertility drugs, but it seems to be a misnomer
for the procedure. As the literature indicates,
there is a large number of cases in which a de-
cidedly uncontrolled response occurs. (One ar-
ticle, not armong those that cited Abramov,

Elchalal, and Schenker, explicitly acknowl-
edged this irony and placed the word “con-
trolled™ in inverted commas.¥) The word “syn-
drome" is a relatively neutral term, which could
refer either to a collection of externally created
symptoms or to endogenous symptoins, but sev-
eral of the authors went further in using the lan-
guage of disease and epidemiology to describe
manifestations of OHSS. Annick Delvigne and
Serge Rozenberg referred to the “Epidemiology
and prevention of ovarian hyperstimulation”
and to the “prevention of . . . disease.”* Trifon
Lainas and colleagues referred to “grade 4 dis-
ease,” while Zouhair O. Amarin argued that
radical surgical intervention was necessitated
in extreme OHSS emergencies, given “that re-
govery was not just part of the natural disease
process.” While it could be argued that these
are simply technical ways of talking about any
physiological occurrence as it develops and
subsides in a person’s body, and should not be
seen as significant when understood in lay
termis, the use of “disease” rather than the more
neutral term “condition,” for example, nonethe-
less may serve to reinforce the idea of OHSS as
an external phenomenon, with an origin that is
out of the hands of the clinician. Indeed, as a
way of describing the effects of the drugs, OHSS
“toxicity” or even “poisoning” might be as valid
as the term “syndrome.”

From another view, while the word “epi-
demic” was used rhetorically and with some
sense of irony in the original article, this char-
acterization was challenged by one of the two
articles that actively opposed it. Robert G.
Forman argued, “They describe an ‘epidemic’
of OHSS. An epidemic would be defined as a
widespread occurrence, or spread, of a disease.
Even if the authors’ estimation of a tripling of
the number of cases of OHSS over a 10 year
period is correct, this could hardly be consid-
ered an ‘epidemic.’ " One team reported “a
woman with severe male factor infertility.”?
The use of IVF for male factor infertility (in this
case constituting around 40 percent of the
clinic’s caseload) is a notable development in
the indications for an invasive procedure on
women, bul the use here of the word “severe”
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referring to the hushand’s condition, while de-
scribing interventions in relation to the woman,
is revealing. [t shows how far infertility — a
“cultural” illness — is perceived as shared by
two people, even as its treatment has major
physical dangers for only one.

Ofthe 23 articles, 13 failed to note that OHSS
is caused by doctors.* Instead, it was referred
to variously as: “an important complication of
COH";* “one of complications of ovulation
stimulation”;* “a complication of supraphysi-
ologic ovarian stimulation”;™ “the most serious
complication of controlled ovarian stimula-
tion";*” and “one of the common complications
in ovarian stimulation with gonadotrophin.”*
In relation to the responses of clients’ bodies to
their treatments, two articles used terminology
thal implicitly shifted accountability from the
clinician to the client: Andre C.D. van Loenen
and colleagues wrote about “poor responders”*
and Delvigne and Rozenberg referred to “rebel
cases” of QHSS.*

Perhaps more importantly, the choice of
words that were used in the articles to describe
the frequency of OHSS indicates a point at
which scientific interpretation and questions of
language overlap. While the figures used in sev-
eral of the articles varied quite widely on the
global incidence of OHSS (0.2 to 1.0 percent;®
up to 10 percent;* approximately 10 percent®)
and of severe OHSS (0.2 to 1.0 percent;™ 0.2 to
2 percent;® 0.5 to 5 percent;®® 0.6 to 14 per-
cent®’), verbal characterizations of the frequency
of OHSS and severe OHSS in some cases ap-
peared to be identified according to an arbitrary
or selective use of terms, For example, one re-
ferred to OHSS (of any type) as “common”
(Osamu Tokuyama and colleagues, citing incor-
rectly the figure of 0.2 to 1.0 percent®®)} and an-
other referred to severe OHSS as “rare,” while
citing a rate of up to one in 20,

The two articles that actively opposed the
ethical proposition put forth by Abramov,
Elchalal, and Schenker appeared to seek, prin-
cipally, to relativize the adverse effects of ova-
rian hyperstimulation. Forman stated: “To put
the data into perspective, severe OHSS has to
be considered as one of the complications of

ovulation stimulation and, in particular, of [VF
treatment. Other potential life-threatening com-
plications occur with similar frequency.”® The
author then cited the high rates of ectopic preg-
nancy and multiple pregnancy associated with
IVF. The argumentative force of this is blunted,
1suggest, by the admission that IVF, a treatment
identified as dangerous by Abramov, Elchalal,
and Schenker, is only made to seem more so
when its other major risk factors are described.
Forman continued: “Very few medical interven-
tions are risk-free and severe OHSS will remain
a complication of IVF cycles despite all attempts
at prevention.”® This ignored the clinical dif-
ference between IVF and most other medical
interventions, which aim, generally, to remedy
a physical problem, rather than solve an emo-
tional one through physical means. R.S. Mathur
and Julian M. Jenkins similarly committed what
might be called a category error when they sug-
gested that the absence of deaths in Abramov,
Elchalal, and Schenker’s figures for OHSS could
have been interpreted favorably in the light of
statistics for maternal mortality that were not
specifically related to fertility treatments.®® It
ignored that maternal mortality is not — or, not
by definition - caused by doctors.

Pursuing the view of the figures cited by
Abramov, Elchalal, and Schenker as a positive,
rather than a problem, Forman notes the lower
number of severe cases of OHSS in their study
compared to the global figures they cited, and
claimed, “I would regard their data as being re-
assuring rather than a cause for concern.”® This
reassurance appears to be sssentially the expres-
sion of a preference about how to interpret the
same statistics about clients' suffering. For
Mathur and Jenkins, this approach led to two
conclusions: the first represented patients’ con-
sent as the benchmark by which medical ethics
are judged. “Patients need to be counselled
about the risk of developing OHSS and its con-
sequences, but in the end must be free to make
an informed decision regarding the most effec-
tive treatment for their problems.”% One might
be led to ask: under what circumstances would
patient corsent not be the baseline for argument
in defense of a treatment? Abramov, Elchalal,
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and Schenker posed the question of the ethical
burden on clinicians, not only on clients, and
in this way suggested that informed consent
should not be regarded as the overriding stan-
dard for deciding on the treatment to be under-
taken. My argument is that informed consent,
understood in this way, is highly problematic
in that it puts a possibly unfair onus on the cli-
ent as the person responsible, when the clini-
cian is doing something that his or her col-
leagues have suggested is unethical. To imag-
ine that the point-of-consent is the only ethical
moment of substance in ART is to deny, among
other things, the need for and the significance
of clinicians’ own prior deliberations. The sec-
ond conclusion of Mathur and Jenkins was a
simple assertion of interpretative preference.
Emphasizing the non-physiological aspects of
IVF and the question of funding, they stated:
“Certainly the risk of OHSS must not be used
as an arguiment to deny funds or restrict access
to assisted conception programmes which have
the potential to alleviate the misery of child-
lessness, %

FURTHER OBSERVATIONS

Several of the articles described clinical sce-
narios and recent developments in the treatment
of OHSS that raised very serious questions about
the directions of ART and suggested that there
is a real loss of perspective about the meaning
of patient care in ART. The “pre-emptive” elec-
trode cauterization or laser vaporization of
healthy ovaries has been performed in numer-
ous instances to permanently destroy follicles
in clients’ ovaries that contributed to the pro-
duction of the hormonal response symptomatic
of OHSS. Discussed by several of the articles
this so-called “surgical pre-treatment”® was
presented as being among the current choices
that were available to reduce the incidence of
OHSS. Indeed, one article bewilderingly used
the opportunity provided by Abramov, Elchalal,
and Schenker to promote elecitrocautery as a
response of choice.® Surgically inflicting irre-
versible damage on women’s bodies in the name
of preventing the natural response to a dose of

drugs surely poses an ethical problem, which
points back to the original question posed by
Abramov, Elchalal, and Schenker: “How far
should we go?" Surely the answer has to be “Not
that far.”

In two emergency cases that led to similar
irreversible results, a clinician removed (or
caused to be removed) a substantial section of
the ovaries of two woren who suffered from
severe OHSS.™ The author, Amarin, admitted
that the decision to remove a segment of the
clients’ ovaries (30 percent from each ovary in
each woman) might have been interpreted as
an aggressive treatment, but justified it on the
basis of its lifesaving nature. In a narrow sense,
this is, of course, true. But such horrendous sce-
narios seem to call for a greater degree of soul-
searching for more responsible initial treat-
ments, as proposed by Abramov, Eichalal, and
Schenker. Another asticle, by Uhler and col-
leagues, described the near-fatal experience of
a woman who was hospitalized for 47 days with
critical OHSS and spent a further 30 days in
rehabilitation clinics following emergency treat-
ment for a perforated duodenal ulcer”™ The ar-
ticle was inconclusive about the relative causal
weight that should have been attached to the
OHSS itself, and to the subsequent risky surgi-
cal interventions used in response to it. The
scenarios described in both articles made clear
that, in all three cases, the women concerned
came near to death, the ovaries of each swelled
to the size of a softball, and approximately 2.5
to 5 liters of excess fluid were drained from their
peritoneum. Each report mentioned the pa-
tients’ stress (in the context of determining clini-
cal scenarios): Amarin reported that a patient’s
“severe anxiety associated with invasive moni-
toring and multiple medical therapies in the
intensive care unit” was a factor in the deci-
sion to proceed to laparotomy and bilateral par-
tial oophorectomy,” and Uhler and colleagues
reported that the “profound stress associated
with the combination of critical OHSS and sub-
sequent required complex care as well as the
diagnosis of H. Pylori [a bacterial condition that
can cause stomach ulcers] were likely the caus-
ative tactors of her perforated duodenal ulcer.””*
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(However, “stress” in the second example may
have been intended to mean the purely physi-
cal effect of the treatments.)

The existence of the vast literature of OHSS
heightens awareness of the largely experimen-
tal nature of much IVF treatment. One of the
articles described a prospective trial of three
different stimulation regimes that had been car-
ried oul on 38 IVF patients, which gave no in-
dication that the patients were advised that they
were part of a trial, nor that they gave consent
for this, nor did the authors refer to ethical clear-
ance on the part of their institution.” That ar-
ticle was nonetheless in the minority in admit-
ting the experimental nature of the clinical
choices. (One further article thanked its partici-
pants.”) Most did not describe what the clinics
were doing as experimental. While it could be
argued that the analysis of clinical case notes
in the interests of patients” welfare did not con-
stitute experimentation, as such, the existence
of a vast body of medical rescarch literature,
and the likelihood that such publishing is
smiled upon at the institutions at which the
authors were employed, together with the ap-
parent competition between new approaches as
they were carried out at the clinical level, makes
a de facto “evidence-based” case for the largely
experimental nature of much of this clinical
culture. In effect, the literature of OHSS docu-
ments the explosion of a patient-funded re-
search culture,

Moreover, it has been noted by a group of
concerned practitioners that the fact that iVF is
carried out largely in the private sector — “an
environment not usually focused on well-con-
ducted clinical trials” — along with the influ-
ence of the pharmaceutical industry and the
relative lack of direct research funding, leads
to “the early implementation of poorly validated
strategies.””® Two articles studied here refer to
the possible under-reporting of cases of OHSS,
which suggests something of the limits of self-
regulation.™ This situation also goes some way
to explaining why research choices appear to
have generally not included studies on the long-
term effects of OHSS, including its psychologi-
cal effects, nor indeed studies of the long-term

effects of the drugs on those women who did
not contract QHSS.”” {Such a narrow focus is
not unique to the ART industry: a 2004 article
in New Scientist on the subject of the risks of
IVF made no mention of the potential risk of
ovarian hyperstimulation syndrome to mother
or child.”® Adhering to the traditional notion that
the central issue in any discussion of reproduc-
tive technology is the sought-for child, the ar-
ticle lazily discusses only one survey of the
health outcomes of children born through IVF
and ICSI — intra-cytoplasmic sperm injection
— rather than taking the five minutes required
to do a PubMed or web search on a subject such
as “in vitro fertilization risks.”)

These research questions are, therefore, also
fundamentally ethical questions. If there is no
demonstrable will among clinicians to pursue
these concerns, and if their priorities continue
to be to promote the success rates of their own
clinics, where will the impetus come from to
answer questions about the long term? Divisions
between clinicians and endocrinologists appear
to exist,” and it seems that those practitioners
who have been drawing attention to the risks of
the drugs are the senior members of the profes-
sion, including Robert G. Edwards, René
Frydman, and Joseph G. Schenker,® This “sena-
torial” initiative suggests both something of the
anxiety created by ever-new drug regimes and
the widening indications for IVF, and may be a
crucial factor in bringing about change in a
largely self-regulating industry.

DISCUSSION

The article by Abramov, Elchalal, and
Schenker should be lauded as a valuable ex-
ample of medical introspection. It is a modest
but sincere atternpt to flag to the community of
ART researchers that there is an ethical ques-
tion at stake, implicitly even when women are
agreeing to undergo these procedures. If the
question was: What happens when, from the
midst of a professional group, someone chal-
lenges some of the cherished assumptions of the
group? The answer might appear to be: Not a
greal deal. Butit’s important to note that, in this
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small exercise of ethical profiling, there are
many signs of genuine debate and genuine cri-
tique. The critics in the profession are substan-
tially in the minority, but they are present, when
even 10 years ago, scarcely a sound was made,
while the statistics presently available were
mounting up in the clinical context.

I think it is possible to use this survey to
provide a preliminary “snapshot” or cross-sec-
tion of the research culture in which the clini-
cal realities of OHSS arise. It is possible, at least,
to suggest that such a seemingly low impact lor
an article that presents statistics about iatrogenic
harm speaks either of a greater preoccupation
with producing research literature than read-
ing it, or of an alarming level of indifference, a
“tin ear” to ethical pleas coming even from
within the sector. The small number ol articles
that responded directly to Abramov, Elchalal,
and Schenker, in the terms in which it posed
its question, similarly speaks of a high level of
selective reading. The impression that a lay
reader gains is of a large medical culture that is
extremely productive in terms of clinical inter-
vention, yet apparently unwilling to confront
the realities of the harm these interventions are
causing. How can this situation come about? I
have argued here that selective reading of the
clinical literature, and secondarily, the ways in
which language and argumentation are used,
can help to maintain a degree of cultural insu-
larity, something that can, in turn, contribute
to what has been referred to elsewhere as “cul-
turally induced moral ignorance.”®

In many ways, the article by Abramov,
Elchalal, and Schenker might be compared to
that written by Henry K. Beecher in 1966, as
an attempt both to challenge and, to some ex-
tent, to “blow the whistle” on colleagues. Sev-
eral of Beecher's examples similarly came from
clinical reports, rather than from prospective,
designed research trials. While figures such as
Beecher are rightly celebrated, it is easy to for-
get that exposés only become exposés after a
long process of examination, and that the pas-
sage to reform is seldom instantaneous, and
certainly cannot be assumed to be going to oc-
cur. For the purposes of bioethics teaching

among trainee health professionals, this is an
important lesson. When history is represented
as a fait accompli, it is very difficult to escape
from the conviction that what happened was
always going to happen. Yet in the present in-
stance, none of the researchers whose writing
has been addressed here appears to have been
tempted to go, for example, to the mainstream
media, nor indeed to any governing body that
may exist in their country to say, “we need regu-
lation.” Whistle-blowing does not always or
automatically entail major institutional change.

Generally ART regulation and the ethical
debate that accompanies it have been so domi-
nated by debate about the status of the embryo
— again, a political and politicized question —
that the clinical realities and severe risks of ART
tend to be ignored. The article by Abramov,
Elchalal, and Schenker is a relatively rare ex-
ample in which the risks of OHSS are aligned
directly with the ethical questions that surround
IVF. Such alignment was attempted in some
government investigations™ and was briefly
mentioned in a policy-oriented monograph on
egg donation.® Most feminist responses to ART
have tended to overlook the basic clinical fea-
tures of ART, preferring to address ethical ques-
tions about the apportioning of rights and the
question of female giving.® The exception to
this are the early contributions made by so-
called radical feminists, who drew attention to
problems with IVF drugs in the 1980s and early
1990s.% It is a great irony that the dominant
theme in the reproductive technology culture
— that all men and women, as “health consum-
ers,” have aright to access whatever means may
be necessary to have a child to call biologically
their own —should almost totally obliterate in-
formed discussion about the physical/psycho-
logical health status of women whose reproduc-
tive rights are ostensibly so paramount.

A final reflection: if the problem of OHSS
persists, that is, if the production of high egg
yields is still almost universally considered ethi-
cal, it may only be a matter of time before matu-
ration of eggs in vitro, a possibility researched.
since the 1980s, but still relatively rare,” will
be heralded as the solution to the problem. The
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seriousness of OHSS will finally be acknowl-
edged, once the technological means to avoid it
has been found. Should this occur, it must not
be forgotten that ART clients — as many as
100,000 of whom will have suffered from ex-
cessive stimulation — are likely to have donated
many of the eggs and much of the ovarian tis-
sue used in the research to make this procedure
feasible.®
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